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1 Executive Summary

Ceftolozane (also referred to as CXA-101) is a cephalosporin-class antibacterial drug with activity against
several Gram-negative organisms, including Enterobacteriaceae and Pseudomonas aeruginosa.
Tazobactam is a beta-lactamase inhibitor that is a component of the currently-marketed product
piperacillin-tazobactam (Zosyn). Ceftolozane was ®) @
tazobactam was added to the combination to improve coverage against extended-spectrum beta-
lactamase (ESBL)-producing organisms.

The Sponsor’s original development plan was to conduct 2 Phase 3 non-inferiority trials for complicated
urinary tract infections (cUTI) and 2 Phase 3 trials for complicated intra-abdominal infections (clAl).
However, following regulatory feedback, the Sponsor decided to pool their existing Phase 3 trials for
each indication, and submit one Phase 3 trial for each indication. The intent of this strategy was for the
efficacy in the cUTI trial to act as supportive evidence for the efficacy of the clAl trial and vice versa.
Both Phase 3 trials were non-inferiority trials and met their primary endpoints; however, the efficacy of
ceftolozane/tazobactam appeared more robust in the cUTI indication.

The current NDA submission contains the following clinical studies:
e 9 Phase 1 studies [single ascending dose (SAD)/multiple ascending dose (MAD), Thorough QT
(TQT), Renal Impairment, epithelial lining fluid (ELF) penetration, drug interaction]
e 2 Phase 2 studies (1 each in clAl and cUTI)
e 3 Phase 3 studies (1 in clAl, 1in cUTI, 1 in nosocomial pneumonia [discontinued after one
patient])

1.1 Recommendations

The Office of Clinical Pharmacology, Division of Clinical Pharmacology 4 has reviewed NDA 206-829, and
found it to be acceptable from a clinical pharmacology perspective.

The reviewer concurs with the proposed dosing regimen for cUTI and clAl (1000 mg ceftolozane and 500

mg tazobactam given q8h). However, the borderline efficacy data from clAl suggests that patients may
benefit from a higher dose of ceftolozane/tazobactam; this observation will influence the choice of
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susceptibility breakpoints. The Reviewer concurs with the Sponsor’s proposed dose adjustments for
moderate and severe renal impairment and for ESRD patients on HD. No dose adjustment is required
for any other intrinsic or extrinsic factor.

The Reviewer does not agree with the Sponsor’s proposed susceptibility breakpoints for
and P. aeruginosa

Enterobacteriaceae

1.2 Phase 4 Commitments

(b) (4)

No Phase 4 commitments are recommended.

®@ The Reviewer’s analysis supports
breakpoints of 2 pg/mL for Enterobacteriaceae and 4 pg/mL for P. aeruginosa.

1.3 Summary of Important Clinical Pharmacology and Biopharmaceutics

Findings

General PK Characteristics:
The pharmacokinetics of ceftolozane are linear and dose-proportional over the range of doses studied

(250 mg to 3 g). Table 1.3-1 shows the ceftolozane plasma and urine pharmacokinetics following single
ascending doses (with or without tazobactam).

Table 1.3-1: Ceftolozane (TOL) Plasma and Urine Pharmacokinetic Parameters after a Single
Intravenous 1-hour Infusion of Ceftolozane Alone and with Tazobactam (TAZ)

Mean (CV %)
500 mg S00/250 mg 1000 mg 1000/500 mg 2000 mg | 2000/1000 mg

Ceftolozane PK TOL TOLTAZ TOL TOLTAZ TOL TOLTAZ
Parameter (n=6) (n=6) (m=46) (n=6) (n=h) (n=4)
Coax (pg/ml) 426 (14) 40.2(13) 92.3(13) 90.2 (11) 153 (11) 140 (15)
T (H)” 1.00 1.00 1.01 1.05 1.01 1.01

(1.00-1.09) | (L.00-1.01) | (1.00-1.08) | (1.00-1.10% | {(1.00-1.09 (1.00-1.09)
AUC, (pug*h/ml) 08.6 (16) 973 (15) 230 (&) 209 (9 375 (16) 353 (18)
t; (h) 2.48(8) 243(19) 2.64 (200 2.58 (19) 2.62(17) 2.62(18)
Vi (L) 11.8(13) T(14) 11.0019) 11.8 (18) 133 (15) 140 (18)
CL (L't} 5.18 (15) 5.23(13) 435 (6) 482 (10) 543(14) 5.81 (16)
CLz (L'h) 5.54 (14) 5.44 (18) 4.61(6) 5.10(12) 533(17) 5.93 (29}
£, (%) 108 (T) 104 (T 106 (2) 106 (3) 102 (107 999 (18)

AUC =area wnder the plasma concenfrafion-fime curve from fime zero to mfimty; C1 =total body clearance from plasma;
CLg=renal clearance of the dmg from plasma; C o =maxinmm (peak) plasma dmg concentration; CWV=coefficient of vanation;
f=fraction of miravencushy adnunistered inchanged parent dmg excreted into the urme; PK=pharmacokinefic; t.,~elimination
half-hife; TA7=tazobactany, t.,,~time to reach maximmm (peak) plasma concentration following dmig administration;
TOL=ceftolozane; V, =apparent volume of distnbution at steady state after infravenous adninistration

* Median (Tninmim. maxinmm) presented
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Following multiple dosing (q8h), very little accumulation of ceftolozane and tazobactam was observed.
Tazobactam M-1 (an inactive metabolite) had a slightly longer half-life than ceftolozane (~3.5-4.5 hours)
and showed some accumulation.

There were no clinically meaningful differences in ceftolozane or tazobactam C,,,, or AUC on Day 1 as
compared to Day 10, indicating that steady-state is achieved early. The calculated CL and Vss of
ceftolozane and tazobactam did not change significantly across dosing groups.

Distribution

The calculated Vss of ceftolozane across studies ranged from 12.0 Lto 17.1 L, and the calculated Vss of
tazobactam ranged from 14.3 L to 18.6 L across studies. The volume of distribution values are larger
than blood volumes and suggest that both ceftolozane and tazobactam distribute into the extracellular
space.

The protein binding of ceftolozane is approximately 21%. The protein binding of tazobactam was
previously known (~30% in humans).

Metabolism
Ceftolozane is not metabolized. Less than 20% of tazobactam is metabolized to the inactive metabolite
tazobactam M-1.

Excretion
Ceftolozane is entirely excreted unchanged in the urine. Tazobactam is primarily (~80%) excreted
unchanged in the urine. Tazobactam M-1 is also renally excreted.

Intrinsic Factors:

Dose adjustments are required for moderate renal impairment (500 mg ceftolozane/250 mg
tazobactam), severe renal impairment (250 mg ceftolozane/125 mg tazobactam), and ESRD patients on
HD (500 mg ceftolozane/250 mg tazobactam loading dose followed by maintenance doses of 100 mg
ceftolozane/50 mg tazobactam). Dose adjustments for geriatric patients should be based on renal
function. All dosing regimens are given g8h and infused over 1 hour.

No dose adjustment is required for any other intrinsic factor, although a trend for decreased exposure
with increasing body weight was observed (see Table 1.3-2).

Table 1.3-2: Predicted AUC,; and Cy,,» based on post-hoc parameter estimates from the Sponsor’s
population PK analysis for ceftolozane based on the Sponsor’s proposed dosing for a subset of

covariates
Ceftolozane
AUCss (pg.h/mL) Cirough (Mg/mL)
Covariate Category n Median [IQR] Median [IQR]
) 243 - <66 92 193 [165; 218] 3.4[1.8;5.4]
BOdV(IE’;;*'ght >66 - <74 96 170[153;203]  3.4[1.8;4.9]
>74 - <85 93 161 [148; 193] 3.6[2.1;6.9]
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>85 95 150 [114; 194] 3.6 [2.2; 7.4]
>18 - <27 84 168 [154; 200] 2.9[1.3;3.7]
>27 - <39 96 160 [136; 175] 2.3[1.2; 3.6]
Age (years)
>39 - <60 96 170 [144; 215] 3.6[2.5;5.4]
260 - 89 100 190 [149; 234] 8.1[4.6; 11.2]
>17.2 -<23.6 94 179 [152; 217] 3.7[2.0; 5.5]
>23.6-<25.7 94 168 [151; 206 3.2[1.7;4.7
BMI (kg/m?) [ ] ; ]
>25.7 -< 28.4 94 163 [146; 193] 3.2[2.2;5.7]
>28.4 94 167 [132; 216] 4.1[2.0; 8.3]
HVs 226 172 [156; 213] 3.2[1.6;4.7]
Infection
cUTI 73 174 [148;217]  5.8[3.6; 10.3]
Status
clAl 77 119 [98; 177] 2.9[1.9; 6.0]
>
Normal (230 255 162 [143;188]  2.9[1.5; 4.0]
mL/min)
Mild (=60 and
N <90 mL/min) 79 214 [171;256] 6.2 [4.3; 10.2]
((Z:Teatlnme Moderate
c€arance - (>30 and <60 36 152[105;195] 6.4 [3.5; 11.6]
(mL/min) .
mL/min)
Severe (215
and <30 6 256 [225;270]  23.6 [19.8; 25.8]
mL/min)

Extrinsic Factors:

In human liver microsomes treated with ceftolozane at 1000 pg/mL for 3 days, a decrease in mMRNA
levels of CYP1A2 and CYP3A4 was noted in some donors. Tazobactam also showed a potential to
directly inhibit CYP3A4 activity at high concentrations (ICso >500 pg/mL). Separate in vitro studies have
shown that tazobactam has a potential to act as a substrate and an inhibitor for OAT1 and OAT3. In
order to further investigate these potential interactions, a clinical cocktail drug-drug interaction study
was conducted (CXA-DDI-12-10) involving probe substrates for OAT1/3 (furosemide), CYP1A2 (caffeine),
and CYP3A4 (midazolam). No clinically relevant changes in the pharmacokinetics of the probe drugs
were observed.

Population PK Analysis:

The Sponsor’s population pharmacokinetic model was found to be acceptable. The final population PK
model for ceftolozane is shown in Table 1.3-3 and the final population PK model for tazobactam is
shown in Table 1.3-4. Covariates for the ceftolozane model include CLc; on CL, body weight on Vc, and
infection on CL and Vc. Covariates for the tazobactam model include CLq; on CL and infection on Vc.
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Table 1.3-3: Population PK Parameters of Ceftolozane: Refined Final Model

Population Pharmacokinetic
Parameters Population Estimate RSE%
No Infection 5.11 (2.15) * (CLeg / 109) %7% (614
CL (L/h) X exp*(0.190 33.0 (3.94)
With Infection (24.6) * UTI +
0.195 (22.5) * 1Al)
No Infection 11.4 (2.70) * (WT/74)""
With Infection 0.464 (12.3) * 1Al)
CL2 (L/h) 1.19 (2.24) Fixed at 0
Vp (L) 2.88 (fixed) Fixed at 0
Error Model
Proportional Error (%) 16.8 (11.8) -
Additive Error (ug/mlL) 0.0524 (8.07) -

Adapted from sponsor’s population PK results table for ceftolozane: BSV: Between-subject variability; cIAl: Complicated intrabdominal
infection; CL: Clearance; CL2: Peripheral clearance; CLcr: Creatinine clearance (mL/min); cUTIL: Completed urinary tract infection; RSE:
Relative standard error; Vc: Central volume of distribution; Vp: Peripheral volume of distribution; WT: Body weight. UTI=1 for cUTI patients;
IAI for cIAl patients

Table 1.3-4: Population PK Parameters of Tazobactam: Final Model

Population PK Parameters Population Estimates (RSE %) B5V(% ) (RSE% )

CL (L'h) 120 (3.39) * (CLcg /11379 (LD 502 (4.98)

o (L) MNo Infection 142 (445 525 (6.14)
With Bacterial Infection x exp(0.387 (21.90)

CL2 (L'h) 313 (439 Fed at0

Vp L 429 (261) Fred at

Error Model

Proportional Emor (%a) 26.0 (1.64) N/A

BSV: Between-subject variability; CL: Clearance; CL2: Penipheral clearance; CLcr: Creatmme clearance (ml/mm); N/A:
Not applicable; PR Phamacokmetic; FSE: Relative Standard error; Ve: Central volume of distmbution; Vp: Penpheral
vohmme of distnibution.

Breakpoint Analyses

The Sponsor proposed breakpoints of | @@ for Enterobacteriaceae and P. aeruginosa. The proposed
PK/PD targets of @@ T>MIC (stasis) and = @@ T>MIC (1-logy, kill) for ceftolozane were derived from
the murine neutropenic thigh infection model. However, the traditional PK/PD target for
cephalosporins is 50% T>MIC, corresponding with an approximate 1 log kill. The Reviewer selected a
target of 40% T>MIC for breakpoint analyses which would correspond to a nearly 2-log,, kill based on
the Sponsor’s analysis. The Sponsor also conducted a co-modeling PK/PD analysis which incorporated
both tazobactam (utilizing a critical threshold concentration) and ceftolozane targets.
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Enterobacteriaceae and P. aeruginosa MIC distributions and clinical outcome by MIC were also
considered in setting breakpoints. Table 1.3-4 summarizes the evidence supporting the
Enterobacteriaceae breakpoint and Table 1.3-5 summarizes the evidence supporting the P. aeruginosa

breakpoint.
Table 1.3-4: Ceftolozane (TOL)/tazobactam breakpoint summary for Enterobacteriaceae
Evidence Cutoff or Breakpoint Supported

Epidemiological Cutoff 2 ug/mL

Nonclinical PK/PD — TOL only 40% T>MIC target 4 ug/mL

Nonclinical PK/PD — co-model 40%T>MIC target 1 pg/mL

Clinical Cutoff 4 pg/mL

Overall Proposed Breakpoint 2 pg/mL

A final breakpoint of 2 ug/mL for Enterobacteriaceae was selected for ceftolozane/tazobactam based on
the available evidence. An overall breakpoint of 4 ug/mL was also considered. However, given the
borderline efficacy observed in the Phase 3 clAl trial and the lower breakpoint supported by the co-
modeling PK/PD analysis with ceftolozane and tazobactam 1 pg/mL, a breakpoint of 2 ug/mL was
considered more appropriate.

Table 1.3-5: Ceftolozane (TOL)/tazobactam breakpoint summary for P. aeruginosa

Evidence Cutoff or Breakpoint Supported
Epidemiological Cutoff 4 ug/mL
Nonclinical PK/PD — TOL only 40% T>MIC target 4 pg/mL
Clinical Cutoff 1 pg/mL —very low data at higher MIC
Overall Proposed Breakpoint 4 pg/mL

A final breakpoint of 4 pg/mL for P. aeruginosa was selected for ceftolozane/tazobactam based on the
evidence presented above. The epidemiological cutoff value (ECV) and the nonclinical PK/PD analysis
with the 40% T>MIC target both suggested 4 ug/mL. The clinical data was very limited at MICs of higher
than 1 ug/mL; however, the Review Team was willing to extrapolate based on evidence from other
sources.

Cardiovascular effects

A thorough QT study was conducted in healthy adults with a therapeutic dose (1000/500 mg) and a
supra-therapeutic dose (3000/1500 mg) ceftolozane/tazobactam. No significant QTc prolongation
effects of ceftolozane/tazobactam were detected. For a complete assessment of the thorough QT study
findings, refer to the Interdisciplinary Review Team'’s review.
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2 Question-Based Review
2.1 General Attributes of the Drug

2.1.1. What are the highlights of the chemistry and physical-chemical
properties of the drug substance and the formulation of the drug product as
they relate to clinical pharmacology and biopharmaceutics review?

Ceftolozane sulfate is a semi-synthetic antibiotic of the beta-lactam class. The molecular formula is
C,3H3:N1,055,-HSO, and the molecular weight is 764.77 g/mol. Tazobactam sodium is a beta-lactamase
inhibitor. The molecular formula is C;oH::N4sNaOsS and the molecular weight is 322.3 g/mol. The
chemical structures of ceftolozane sulfate (top) and tazobactam sodium (bottom) are shown in Figure
2.1.1-1.

Figure 2.1.1- 1- Chemical structures of ceftolozane sulfate (top) and tazobactam sodium (bottom).

CO,H
H. c—l( Ry
HN
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The combination of ceftolozane and tazobactam (tradename ZERBAXA) is supplied as a white to yellow
sterile powder for reconstitution consisting of ceftolozane sulfate (1147 mg/vial equivalent to 1 g of
ceftolozane) and tazobactam sodium (537 mg/vial equivalent to 0.5 g tazobactam) packaged in glass
vials. The product contains sodium chloride (487 mg/vial) as a stabilizing agent, citric acid (21 mg/vial),
and L-arginine (approximately 600 g/vial) as excipients.

2.1.2. What are the proposed mechanism(s) of action and therapeutic
indication?

Ceftolozane is a cephalosporin-class antibacterial agent. Ceftolozane exerts bactericidal activity by
inhibiting essential penicillin-binding proteins (PBPs), resulting in inhibition of cell-wall synthesis and
subsequent cell death.
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Tazobactam is an irreversible inhibitor of B-lactamases and can bind covalently to chromosomal and

plasmid-mediated bacterial B-lactamases.

The proposed indications are complicated intra-abdominal infections (clAl) and complicated urinary
tract infections (cUTI), including pyelonephritis caused by susceptible organisms.

2.1.3. What are the proposed dosage(s) and route(s) of administration?

For adult subjects with normal renal function or mild renal impairment, the proposed dosing regimen for
both clAl and cUTl is 1500 mg ZERBAXA (1000 mg of ceftolozane and 500 mg tazobactam) administered
over a 1 hour intravenous infusion and given every 8 hours. For adult patients with moderate or severe
renal impairment, or end stage renal disease (ESRD), dose adjustment of ZERBAXA is recommended as

illustrated in Table 2.1.3-1.

Table 2.1.3-1: Dosage of ZERBAXA in patients with renal impairment

Estimated CrCL (mL/min) from Cockcroft-Gault

Recommended Dosage Regimen for ZERBAXA (to
be administered via a 1 hour IV infusion)

30to 50

750 mg intravenously every 8 hours

15to 29

375 mg intravenously every 8 hours

ESRD on hemodialysis (HD)

A single loading dose of 750 mg followed by a 150
mg maintenance dose administered every 8 hours
for the remainder of the treatment period

The safe and effective use of ZERBAXA has not yet been established in pediatric patients; therefore,
dosing recommendations in pediatric patients are not yet available.

The recommended duration of therapy is 7 days for cUTI and 4-14 days for clAl.

2.2 General Clinical Pharmacology

2.2.1. What are the design features of the clinical pharmacology and clinical
studies used to support dosing or claims?

Ceftolozane was

®® Tazobactam was later added to improve

coverage against extended-spectrum beta lactamase (ESBL) producing organisms. Table 2.2.1-1
summarizes all of the clinical studies that have been conducted in support of NDA 206-829, including

studies conducted with ceftolozane alone.

Table 2.2.1-1: Clinical studies submitted in support of NDA 206-829

Study Title Phase Study Type Comments
CXA-101-01 1 SAD/MAD Ceftolozane alone
CXA-201-01 1 SAD/MAD Source ‘;fZP: datain
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CXA-ELF-10-03

ELF tissue
penetration

(b) (4)

CXA-MD-11-07 MAD
Normal or Mild Renal
CXA-101-02 Renal Impairment Impairment —
Ceftolozane alone
CXA-201-02 Renal Impairment Mild or Moderate Renal

Impairment

CXA-REN-11-01

Renal Impairment

Severe renal
impairment and ESRD

Cocktail Dru CYP1A2, CYP3A4,
CXA-DDI-12-10 . & OAT1/0AT3 probe
Interaction
substrates
CXA-QT-10-02 Thorough QT 4200 mg dose used as
supra-therapeutic dose
Ceftazidime as
CXA-101-03 Phase 2 proof of comparator. Conducted
concept .
without tazobactam.
CXA-IAI-10-01 Phase 2 p_roof of Meropenem as
concept in clAl comparator
CXA-CUTI-10-04 P|vot.al Safety and Levofloxacin as
Efficacy - cUTI comparator
CXA-CIA-10-08 P|vot.al Safety and Meropenem as
Efficacy - clAl comparator
Discontinued after
CXA-NP-11-08 Safety and Efficacy | ©"O'M8 one patient.

Program will be
redesigned.

Individual study reviews can be found in Appendix 4.2 for studies in bold above.

The Sponsor conducted 2 Phase 2 trials, 1 each in cUTI (CXA-101-03) and clAl (CXA-1AI-10-01). Only 1
dosing regimen was used in each indication. The dosing regimen for CXA-101-03 was 1000 mg

ceftolozane g8h (this trial was conducted prior to the addition of tazobactam). The dosing regimen for

CXA-1AI-10-01 was 1500 mg ZERBAXA g8h. The efficacy results from these trials are shown in Table

2.2.1-2 (for CXA-101-03) and Table 2.2.1-3 (for CXA-IAI-10-01), respectively. The decision to proceed to
Phase 3 trials with the 1500 mg ZERBAXA g8h dosing regimen was supported by efficacy results from the
Phase 2 trials, in vitro susceptibility data, animal models of efficacy, and probability of target attainment

simulations.
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Table 2.2.1-2: Microbiological Response at the Test of Cure Visit [modified microbiological intent-to-
treat (mMITT) and microbiologically evaluable (ME) Populations] for CXA-101-03

mMITT Population ME Population
CXA-101 Ceftazidime CXA-101 Ceftazidime
Microbiologic Response, TOC (IN=65) (N=38) (IN=55) (IN=2T)
Cure Rate, n (%) 54(83.1) 29(76.3) 47 (85.5) 25(92.6)
95% Confidence Interval (71.7,91.2) (59.8, 88.6) (73.3,93.5) (75.7,99.1)
Failure Rate, n (%) 8(12.3) 3(7.9) 8(14.5) 2(74)
Indeterminate n (%) 3(4.6) 6(15.8) NA NA

NA=not applicable; subjects with indeterminate responses were excluded from the ME population

Table 2.2.1-3: Clinical Response at the Test of Cure Visit (MMITT and ME Populations) for CXA-IAI-10-

01
mMITT Population ME Population
CXA-101/ CXA-10V/
Tazobactam Meropenem Tazobactam Meropenem

Clinical Response, TOC (IN=061) (IN=25) (IN=53) (IN=24)
Clinical Cure Rate. n (%) 51 (83.6) 24 (96.0) 47 (88.7) 23 (95.8)

95% Confidence Interval (71.9,91.8) (79.6, 99.9) (77.0,95.7) (78.9,99.9)
Clinical Failure Rate, n (%) 6(9.8) 1(4.0) 6(11.3) 1(4.2)
Indeternunate, n (%) 4 (6.6) 0(0.0) NA NA

NA=not applicable; subjects with indeterminate responses were excluded from the ME population

2.2.2. What is the basis for selecting the response endpoints (i.e. clinical or
surrogate endpoints) or biomarkers (collectively called pharmacodynamics
(PD)) and how are they measured in clinical pharmacology and clinical
studies?

The Sponsor’s original development plan was to conduct 2 Phase 3 trials in cUTI and 2 Phase 3 trials in
clAl. However, upon receiving feedback from the Agency that efficacy in one indication could serve as
supporting evidence for efficacy in the second indication, the Sponsor opted to pool their ongoing Phase
3 studies in the same indication. The net result of this was 1 Phase 3 trial in cUTI and 1 Phase 3 trial in
clAl. The primary efficacy endpoints for clAl and cUTI are shown in Table 2.2.2-1 and Table 2.2.2-2,
respectively.

For clAl, the primary efficacy endpoint was to demonstrate non-inferiority in the clinical response (cure,
indeterminate or failure) in the microbiological intent-to-treat (MITT) population at the test of cure
(TOC) visit 26 to 30 days after initiation of study drug. The key secondary efficacy objective was to
demonstrate non-inferiority of ceftolozane/tazobactam versus meropenem based on the difference in
clinical “Cure” (defined as complete resolution or significant improvement in signs and symptoms of the
index infection, such that no additional antibacterial therapy or surgical drainage procedure was
required for the index infection) rates at the TOC visit in the microbiologically evaluable (ME)
population. Patients were classified as “indeterminate” if one of the following criteria were met: study
data were not available for evaluation of efficacy for any reason, including death during the study period
unrelated to the index infection, or extenuating circumstances that preclude classification as cure or
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failure (e.g., subject lost to follow-up). Patients were classified as “failure” if any of the following criteria
were met:
e Death related to IAl at any time point prior to TOC
e Persisting or recurrent infection within the abdomen requiring additional intervention to cure
the infection
e Need for treatment with additional antibiotics for ongoing symptoms of IAl prior to the TOC
e Postsurgical wound infection, defined as an open wound with signs of local infection, such as
purulent exudate, erythema, or warmth that required additional antimicrobial therapy and/or
non-routine wound care (such as incision and drainage or re-opening of the wound).

For cUTI, the primary efficacy endpoint was the composite microbiological and clinical cure rates at the
TOC visit (cure, indeterminate or failure). “Cure” was defined as complete resolution of, marked
improvement in (where clinical improvement was defined as a reduction in severity of all baseline signs
and symptoms with worsening of none and with no requirement for additional antibiotic therapy after
EOT), or return to pre-infection signs and symptoms and no use of additional or non-study antimicrobial
therapy for the treatment of the current cUTI; “indeterminate” was defined as study data were not
available for the evaluation of clinical outcome for any reason or the outcome assessment was
confounded; “failure” was defined as persistence of 1 or more sign or symptom of infection or
reappearance of or new signs and symptoms that requires additional or alternative antimicrobial
therapy for the current cUTI or adverse event leading to study drug discontinuation and the subject
required non-study antimicrobial therapy for the current cUTI. The primary analysis was based on the
microbiological modified intent-to-treat (mMITT) and the key secondary analysis was based on the ME
population. The statistical criteria required that the 95% Cl exclude the pre-specified non-inferiority
margin of 10%.
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Table 2.2.2-1: Summary and analysis for non-inferiority of clinical response at the test-of-cure visit
(MITT and ME Populations) for the clAl indication

Ceftolozane/
Tazobactam +
Metronidazole Meropenem % Difference”
Amnalvsis Clinical Response n (%) n (%) (95% CI)
Primary An:ll_\'sisb N=389 N=417
MITT Population” Cure 323 (83.0) 364 (87.3) -42(-8.91,054)
Failure 32(82) 34 (8.2)
Indeterminate 34 (8.7) 19 (4.6)
Secondary .-’u.l:ll}'sisd N=275 N=321
ME Population Cure 259 (94 2) 304 (94.7) -1.0(-4.52,2.59)
Failure 16 (3.8) 17(5.3)

CI=confidence interval; ME=microbiologically evaluable; MIT T=nucrobiological intent-to-treat; N=Number of subjects in the
specified population; n=Number of subjects i specific category;.

# The 95% CI of the difference of (ceftolozane/tazobactam plus metronidazole) - meropenem 1s calculated as a 95% stratified
Newcombe CI with Mimninmm Risk weights.

®Using a treatment failure approach, where indeterminate clinical responses are imputed as clinical failures.

The analysis 1s stratified by region and primary site of infection as recorded on the eCRF.

¢ Subject No. 1008-4020-001 nustakenly received meropenem for the duration of therapy but is included in the
ceftolozane/tazobactam plus metronidazole treatment arm for all efficacy analyses (as randomized) and was a treatment failure
at the test-of-cure visit.

2 The analysis 1s stratified by region and primary site of infection as recorded on the eCRF.
Note: Subjects from Site 1008-4024 and Site 1009-4227 are excluded from the analysis

Table 2.2.2-2: Primary and key secondary analyses: composite microbiological and clinical response
rate at the TOC visit by analysis population for the cUTI indication

Ceftolozane/Tazobactam Levofloxacin % Difference
Analysis Response n (%) n (%) (95% CT) 99% CI'
Primary Analysis® N=308 N=402
mMITT Success 306 (76.9) 275 (68.4) 85 (231, 1457 0.36, 16 46°
Failure 66 (16.6) 103 (25.6)
Indeterminate 26 (6.5) 24(6.0)
Secondary Analysis® N=341 N=353
ME at TOC Success 284 (83.3) 266 (75.4) 8.0(1.95,13.07)¢ 0.01, 15.84°
Failure 57(16.7) 87 (24.6)

CI = Confidence interval (based on stratified NewCombe); ME at TOC = Microbiclogically evaluable at Test-of-Cure; mMITT=Microbiologically modified
Intent-to-treat; TOC = Test-of-Cure.

* 99% CT per FDAs request for determination of superiority from a single study.

® Stratified by region.

¢ Treatment Failure Approach indeterminate is classified as failure.

¢ Data-as-Observed. indeterminate is excluded from analysis.

Notes: n=Number of subjects in specific category. N=Number of subjects in specified population Percentages are caleulated as 100 x (/).

Success: Per-subject microbiclogical response 1s microbiological success and the clinical response is clinical cuge.

Failure: Per-subject microbiclogical response is microbiological failure or the clinical response is chinical failure.

Indeterminate: Per-subiect microbiolosical response is non-evaluable and/or the clinical response is indeterminate.

Ceftolozane/tazobactam met the pre-specified non-inferiority margin in both Phase 3 trials, although

the combination appeared to perform better relative to the comparator in the cUTl indication, possibly
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due to the presence of quinolone resistant organisms, or to higher concentrations of ceftolozane in
urine. There were no response endpoints evaluated in the clinical pharmacology studies.

2.2.3. Are the moieties in the plasma (or other biological fluid) appropriately
identified and measured to assess pharmacokinetic parameters and exposure-
response relationships?

The pharmacokinetics of the following moieties were measured during the clinical pharmacology trials:
ceftolozane, tazobactam, and tazobactam M-1 (the primary metabolite of tazobactam). All of these
entities were appropriately measured in plasma, urine, or dialysate (or some combination thereof).
Refer to section 2.6 for further bioanalytical information.

2.2.4. Exposure-response

2.2.4.1. What are the characteristics of the exposure-response relationship
(dose-response, concentration-response) for efficacy?

No pharmacokinetic samples were collected in Phase 3 studies, so formal exposure-response analyses
for the registrational trials could not be conducted. However, a dose-response for efficacy from the
Phase 2 clAl study was conducted and is shown below. Additionally, there are outstanding questions
related to exposure-response: specifically how the dose selection and ratio for ceftolozane tazobactam
was conducted and whether the Sponsor’s proposed susceptibility test interpretive criteria
(breakpoints) are acceptable. These questions are also addressed below.

Exposure Response for Efficacy

Study CXA-IAI-10-01 is the only study submitted in support of NDA 206-829 to have all of the following
elements: patient outcome data, pharmacokinetic sampling, and the presence of both ceftolozane and
tazobactam. Therefore, the exposure-response for efficacy analysis is restricted to this trial. Study CXA-
101-03 also had patient outcomes and pharmacokinetic data, but it was conducted with only
ceftolozane and the ceftolozane efficacy in cUTIl appears more robust than the efficacy against clAl. A
quartile analysis was conducted by the Sponsor (see Table 2.2.4.1-1) based on the exposure data and
outcomes from clAl patients receiving 1500 mg ZERBAXA g8h in Study CXA-IAI-10-01. The exposure-
response relationship for efficacy is relatively flat across all quartiles based on either AUC or C,..x. The n
in each quartile is small and therefore the results should be interpreted in that context. It should be
noted that for both AUC and C,,.,, the percentage of patients with Cure as the outcome in the 4™
quartile was numerically higher than the other quartiles. This is an absolute difference of one more
patient being classified as Cure vs. the 3™ quartile in each case. However, these results do not rule out
the possibility that a higher dose of ceftolozane/tazobactam could be beneficial for clAl patients.
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Table 2.2.4.1-1: Quartile Exposure-Response Analysis with Pharmacokinetic Exposure Parameters

versus Clinical Response in Study CXA-IAI-10-01

PK 1% 2" 3" 4™ Missing PK
Parameter/Outcome Quartile Quartile Quartile Quartile
(n=13) (n=13) (n=13) (n=12)
Mean (SD) AUCO-tau | 76.2 (18.9) | 103.8 (7.6) 138.3 253.3
(ng*h/mL) (12.5) (47.8)
Cure n (%) 11(84.6) | 11(84.6) | 11(84.6) | 11(91.7) 7 (100)
Failure/Indeterminate | 2 (15.4) 2 (15.4) 2 (15.4) 1(8.3) 0(0)
n (%)
1st an 3rd 4th
Quartile Quartile Quartile Quartile
(n=16) (n=13) (n=15) (n=14)
Mean (SD) 31 (19.5) 39.6 (3.5) | 48.6(8.3) 118.1
Cmax (119.2)
(ng/mL)
Cure n (%) 14 (87.5) 11 (84.6) 13 (86.7) 13 (92.9)
Failure/Indeterminate | 2 (12.5) 2 (15.4) 2 (13.3) 1(7.1)
n (%)

Dose Selection

®@ Ceftolozane alone demonstrated activity against
many Gram-negative pathogens (e.g. Enterobacteriaceae and P. aeruginosa) and had a favorable safety
profile in CXA-101-01 (the first in human SAD/MAD PK study). Consistent with other cephalosporins, the
%T>MIC was found to be the PK/PD parameter most closely associated with efficacy (refer to the

Breakpoints discussion below for more information and a discussion of PK/PD targets).

After tazobactam was added to the combination to improve coverage against ESBL-producing
organisms, the Sponsor evaluated multiple ratios of ceftolozane:tazobactam to determine the final ratio.
Table 2.2.4.1-2 shows the activity of ceftolozane alone and three different ceftolozane:tazobactam
ratios in ESBL producing strains in the mouse neutropenic thigh model.

Table 2.2.4.1-2: Activity of the CXA-101/Tazobactam Combination versus ESBL-Producing Strains in a
Neutropenic Thigh Infection Model

MIC (pg/mL)
ESBL strain CXA-101:Tazobactam Ratios
CXA-101 2:1 4:1 8:1
E. coli 6042 16-32 2 4 8
E. cloacae 81-1291A 8-16 2 2 4
K. pneumoniae 81-
1269A 32-64 2 4 8

The 2:1 ratio of ceftolozane:tazobactam resulted in the lowest MICs across the three ESBL-expressing
strains tested. Additionally, the 2:1 ratio resulted in comparable or better log CFU reductions compared
to ceftolozane alone and the 4:1 and 8:1 ratios for all three ESBL-expressing strains. Based on these
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data, the 2:1 ratio of ceftolozane to tazobactam was selected for further development. Note that ratios
lower than 2:1 (e.g. 1:1 were not explored).

The Sponsor performed a series of Monte Carlo simulations to explore target attainment (%T>MIC) with
various dosing regimens. Based on the population PK model available at the time, the Sponsor
simulated 4,000 patients with normal renal function and calculated the probability of target attainment
shown in Table 2.2.4.1-3. The Sponsor chose the 1000 mg q8h dosing regimen of ceftolozane for further
development.

Table 2.2.4.1-3: Probability of Target Attainment: Predicted Percentage of Subjects with Select
%T>MIC Values with 1000 mg ceftolozane q8h (infused over 1 hour) in subjects with normal renal
function

MIC (ug/mL) Predicted percentage of subjects with target %T > MIC
30% T>MIC | 35% T>MIC | 40% T >MIC | 45% T>MIC | 50% T > MIC

Total Drug

2 100 100 100 100 100

4 100 100 100 100 100

8 100 100 99.7 98.7 94.3

16 95.7 81.2 59.0 36.0 19.8
Free Drug1

2 100 100 100 100 100

4 100 100 100 100 99.9

8 100 99.7 98.1 91.6 80.5

16 75.3 46.9 24.2 11.2 4.3

1: Assumes 20% protein binding

Despite an OCP recommendation to consider dose-ranging studies in the Phase 2 trials, the Sponsor
proceeded with evaluating a single dose in Phase 2: 1000 mg ceftolozane q8h infused over 1 hour for
the cUTI Phase 2 trial (CXA-101-03) and 1000 mg ceftolozane/500 mg tazobactam g8h infused over 1
hour for the clAl Phase 2 trial (CXA-IAI-10-01). The efficacy results for the Phase 2 trials were previously
presented in Tables 2.2.1-2 (cUTI) and 2.2.1-3 (clAl). Ceftolozane performed similarly to ceftazidime in
Study CXA-101-03. Although not formally powered for efficacy, 1000/500 mg q8h of
ceftolozane/tazobactam did appear to not be as efficacious as meropenem in the treatment of clAl as
assessed in Study CXA-IAI-10-01.

Despite this signal, the Sponsor proceeded with Phase 3 trials in clAl with the same dose of
ceftolozane/tazobactam. The results of the Phase 3 studies [previously shown for clAl (CXA-clAI-10-08)
in Table 2.2.2-1 and for cUTI (CXA-cUTI-10-04) in Table 2.2.2-2] are similar to what was observed in the
Phase 2 studies; specifically, the efficacy of ceftolozane/tazobactam in cUTI is apparent but the efficacy
of ceftolozane/tazobactam in clAl approached the lower bound of the pre-specified 10% non-inferiority
margin. Although Study CXA-clAl-10-08 did meet its primary endpoint, the Reviewer is unable to rule
out the possibility that a higher dose of ceftolozane/tazobactam may result in an improved performance
relative to meropenem.
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Breakpoint Determination

Introduction

The proposed breakpoints are informed from data from three sources: the MIC distribution of various
pathogens from surveillance data, non-clinical PK/PD information, and an assessment of clinical
outcome versus pathogen MIC. Each of these sources is discussed in more detail below. The Reviewer
is unable to supplement this information with patient exposure-response analyses as no
pharmacokinetic information was collected in the Phase 3 trials. The Sponsor has submitted a full PK/PD
analysis for both Enterobacteriaceae and P. aeruginosa which are reviewed more extensively in
Appendix 4.3. From a clinical pharmacology standpoint, sufficient evidence has been submitted to
propose susceptibility breakpoints for Enterobacteriaceae and P. aeruginosa. The Sponsor’s proposed
breakpoints are shown in Table 2.2.4.1-4.

Table 2.2.4.1-4: Sponsor-proposed Susceptibility Test Interpretive Criteria for Enterobacteriaceae and
P. aeruginosa

Pathogen Broth Dilution MIC (pg/mL)

S | | | R

. (b) @)
Enterobacteriaceae

P. aeruginosa

MIC Distributions
Figure 2.2.4.1-1 shows the MIC distribution for Enterobacteriaceae and Figure 2.2.4.1-2 shows the MIC
distribution for P. aeruginosa (both clinical and surveillance isolates are shown).

Figure 2.2.4.1-1: Percentage of Isolates at Each MIC of Ceftolozane/Tazobactam against
Enterobacteriaceae
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The Sponsor reports 2702 Enterobacteriaceae isolates from the clinical trial program, which is
significantly greater than the number of patients that received ceftolozane/tazobactam. However, a
breakdown of which trials and patients those 2702 Enterobacteriaceae isolates originated from is not
available in the NDA. It is likely that the 2702 total isolates of Enterobacteriaceae include
ceftolozane/tazobactam MICs derived from pathogens isolated from patients who were receiving the
control antibacterials (levofloxacin or meropenem). Additionally, some patients had polymicrobial
infections where more than one Enterobacteriaceae organism could be isolated. Together, these factors
likely explain the apparent discrepancy between number of Enterobacteriaceae isolates with a
ceftolozane/tazobactam MIC and number of patients treated with ceftolozane/tazobactam.

Figure 2.2.4.1-2: Percentage of Isolates at Each MIC of Ceftolozane/Tazobactam against P. aeruginosa
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Based on the MIC distributions and conversations with the Microbiology Reviewer (Dr. Kerian Grande),
the epidemiological cutoff values (ECV) for Enterobacteriaceae and P. aeruginosa are 2 pg/mL and 4
pg/mL, respectively.

Nonclinical PK/PD cutoff

Determination of the PK/PD parameter most closely associated with efficacy

Dose fractionation experiments were carried out in the mouse neutropenic thigh model using strains of
E. coli, K. pneumoniae, and P. aeruginosa. The relationship between C,,.,/MIC, AUC/MIC, and %T>MIC
and the number of bacteria in the thigh at the end of 24 hours was evaluated (see Figure 2.2.4.1-3 for
the results with E. coli). The %T>MIC was identified as the PK/PD parameter that most closely correlates
with efficacy for ceftolozane because it exhibited the highest R* value in Figure 2.2.4.1-3 and based on
previous knowledge for cephalosporin-class antibacterial drugs.
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Figure 2.2.4.1-3: Relationship of Different PK/PD Indices on the Antimicrobial Activity of Ceftolozane
Against E. coli ATCC 25922 in the Thighs of Neutropenic Mice
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ATCC=Amenican Type Cultre Collection; AUC=area umder the plasma concentration-time curve; CFU=colony-forming tmits;
Com=madimmim (peak) plasma dmg conceniration: MIC=mininmm mhibitory concentration;
PE/PD=phammcokinetic/pharmacodynamic; B =correlation coefficient; T-MIC=time as percentage of the dosing interval that
the free drus concentration exceeds the MIC

Determination of the Magnitude of the %T>MIC Necessary for Efficacy

The magnitude of the %T>MIC associated with stasis and 1- and 2-logy, kills was evaluated using total
drug concentration (since protein binding of ceftolozane was low in mice). Beta-lactamase negative
Enterobacteriaceae and P. aeruginosa strains were evaluated (see Table 2.2.4.1-5). The median %T>MIC
associated with stasis, 1-log kill, and 2-log; kill were @@ " @@ 3nd 42 8% T>MIC, respectively.
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Table 2.2.4.1-4: Percent T>MIC Required for Bacteriostasis and Bactericidal Activity against

Enterobacteriaceae and Pseudomonas aeruginosa

Ceftolozane MIC Percent (%) T = MIC of Ceftolozane
Organism (pg/mL) Bacteriostasis 1-log, kil 2logy, Kl
Enterobacteriaceae
E. coli ATCC 25922 0.5 281 3238 422
E. coli NIH-J 0.06 280 323 40.8
K pneumoniae ATCC 43816 1-2 152 320 434
K pneumoniae 216 1 240 292 409
Mean 5D 163121 31616 418=112
P. aernginosa
ATCC 27853 0.5 243 339 66.0
4034A 05-1 285 333 457
PO2 0.5 217 30.1 61.6
313 1 214 26.7 355
Mean 5D 24033 31539 31.1+141
Overall Median for all strains 4.8 11 418

e T=MIC=tinee as a percentage of the dosing interval the dmg concentrations exceeds the MIC; ATCC=Amencan Type Culture
Collection: MIC=mminirmum inhibitory concentration: SDestandard deviation

It should be noted that the Sponsor uses the! @@ T>MIC (stasis) and @@ T>MIC (1-logy, kill) targets
in the probability of target attainment analyses. Given the severity of the indications under
consideration for approval (particularly clAl), a cidal target is considered desirable. However, the
Sponsor’s 1-logy, target of @@ T>MIC is also substantially lower than the traditional cidal
cephalosporin target of 50% time above MIC.

Due to this difference, the Reviewer considered a PK/PD target of 40% T>MIC for the purposes of setting
breakpoints. This target corresponds to a nearly 2-log,, kill target based on the data shown in Table
2.2.4.1-4. Due to the borderline efficacy observed in the Phase 3 clAl trial, a more conservative
breakpoint is desirable to prevent the treatment of patients who would not respond well to
ceftolozane/tazobactam. The selection of the 40% T>MIC target strikes a balance, allowing for the
possibility that ceftolozane is more potent than other cephalosporins while at the same time being more
conservative than the initial analysis.

Two recent studies were conducted to determine the PK/PD parameter and magnitude that were
necessary for the efficacy of tazobactam. The first study identified %T>threshold concentration as the
PK/PD parameter of interest for tazobactam. The objectives of the second study were to 1) use
different strains of Enterobacteriaceae to characterize the %T>threshold of tazobactam needed for
efficacy in conjunction with ceftolozane (see Figure 2.2.4.1-4 left panel) and 2) to develop a translational
relationship for the purpose of co-modeling ceftolozane and tazobactam (see Figure 2.2.4.1-4 right
panel). The proposed translational relationship was to determine the %T>threshold concentration by
taking one-half of the ceftolozane/tazobactam MIC for a particular strain. Based on these results, a
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target %T>threshold concentration correlating with efficacy in these models was 65.9% T> threshold
concentration (defined as one half of the MIC). Refer to the pharmacometric review (Appendix 4.3) for
further details on the PK/PD analysis for tazobactam and subsequent co-modeling with ceftolozane.

Figure 2.2.4.1-4: %T> tazobactam threshold concentration versus log change in CFU.

Copyright Material Withheld

Figures taken from VanScoy et al 2013 Antimicrobial Agents and Chemotherapy 37(12) pp.5924-5930

Population Pharmacokinetic Modeling

A total of 5715 ceftolozane plasma concentrations from 383 subjects/patients in 10 separate clinical
trials were included in the final ceftolozane population pharmacokinetic analysis (see Appendix 4.3).
The population pharmacokinetic data for ceftolozane were best described by a two-compartment
disposition model with linear elimination. The major covariates identified include the impact of CLcz on
CL, the impact of body weight on Vc, and the impact of infection on CL and Vc.

The structural model for tazobactam consisted of a two-compartment model with linear elimination
parameterized with systemic and peripheral clearance (CL and CL2) as well as central and peripheral
volumes of distribution (Vc and Vp). The major covariates identified included the impact of CLcz on CL
and the effect of infection on Vc (see Appendix 4.3).

Probability of Target Attainment (PTA) Analyses
Using the population PK model described above, the probability of target attainment for ceftolozane
was assessed (via Monte Carlo simulations) in 1000 simulated patients with normal renal function.
Figure 2.2.4.1-5 shows the PTA analysis for ceftolozane alone against Enterobacteriaceae for three
potential PK/PD targets: ®® T>MIC (which corresponds to stasis in the neutropenic thigh model),

®® T5MIC (which corresponds to a 1-logy kill), and 40% T>MIC (which corresponds to a nearly 2-logso
kill and is the target chosen for breakpoint analysis). Figure 2.2.3.1-6 shows the PTA analysis for co-
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modeled ceftolozane and tazobactam against Enterobacteriaceae for five potential PK/PD targets (the
three targets discussed previously, 50% T>MIC, and 60% T>MIC). Figure 2.2.3.1-7 shows the PTA
analysis for ceftolozane alone against P. aeruginosa.

Figure 2.2.4.1-5: Percentage of Simulated Subjects Achieving Ceftolozane Free-Drug %T>MIC Targets

and Enterobggt_eli_aceae_l_vllc Distributions
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Figure 2.2.4.1-6: Percentage of Simulated Subjects Achieving Free-Drug %T>MIC Targets for

Ceftolozane and Tazobactam Overlaid on Enterobacteriaceae (ESBL+ and ESBL-) Histograms from the

Phase 3 Clinical Trials
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Figure 2.2.4.1-6 is an attempt to co-model ceftolozane and tazobactam (refer to Appendix 4.3 for more

detail). In brief, a gated approach is used in which simulated patients are tested for achieving 1) the
tazobactam target and (if not achieved) 2) the ceftolozane target. Applying the conventional PTA

threshold of 90% to this analysis would support a breakpoint of up to 1 ug/mL; this analysis is therefore

more conservative than the ceftolozane alone analysis.
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Figure 2.2.4.1-7: Percentage of Simulated Subjects Achieving Free-Drug %T>MIC Targets and P.
aeruginosa MIC Distributions
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In the analysis shown in Figure 2.2.4.1-7, a target of  ©® (the Sponsor’s chosen target) would support
a P. aeruginosa breakpoint of @ \whereas a target of 40% (Reviewer target) would support a
breakpoint of 4 ug/mL.

Clinical Outcome by MIC
Figure 2.2.4.1-8 is a histogram of the percentage of Cures, Failures, and Indeterminates for the

Enterobacteriaceae (pooled results across the clAl and cUTI trials). Table 2.2.4.1-6 shows the same data
in tabular form with the number of isolates in each category specified.
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Figure 2.2.4.1-8: Histogram of % Cure, Failure, and Indeterminate for Enterobacteriaceae (pooled
across cUTI and clAl indications)
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Table 2.2.4.1-6: Enterobacteriaceae isolates in the Phase 3 cUTI and clAl trials with clinical outcomes

MIC Total Isolates Cure (%) Failure (%) Indeterminate (%)
0.0625 6 6 (100) 0 0
0.125 186 161 (86.6) 9(4.8) 16 (8.6)

0.25 374 319 (85.3) 26 (7.0) 29 (7.7)

0.5 123 97 (78.9) 12 (9.8) 14 (11.4)

1 38 34 (89.5) 4(10.5) 0

2 23 16 (69.6) 5(21.7) 2(8.7)
4 9 7 (77.8) 2(22.2) 0

8 8 5(62.5) 3(37.5) 0
16 8 5(62.5) 1(12.5) 2 (25)
32 2 0 0 2 (100)
64 5 3 (60) 1(20) 1(20)
>64 6 3 (50) 3 (50) 0

The clinical data can support a breakpoint of 4 ug/mL for Enterobacteriaceae. The proportion of isolates
with an MIC of greater than 4 makes up a relatively low percentage of the total population. Additionally,
the percentage of Cures at MICs of greater than 4 does not return to within 10% of the 77.8% cure rate
observed at an MIC of 4 pg/mL, reinforcing clinical support for a breakpoint of no higher than 4 pg/mL.

There were limited P. aeruginosa pathogens isolated, so the interpretation of the outcome by MIC
analysis is of limited utility. Table 2.2.4.1-7 shows the total P. aeruginosa strains isolated in the two
Phase 3 trials with an outcome.
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Table 2.2.4.1-7: P. aeruginosa isolates in the Phase 3 cUTI and clAl trials with clinical outcome

MIC Total Isolates Cure (%) Failure (%) Indeterminate (%)

0.03125 1 1 (100) 0 0
0.0625 0 0 0 0
0.125 0 0 0 0

0.25 1 0 0 1 (100)

0.5 23 16 (69.6) 2(8.7) 5(21.7)

1 23 17 (73.9) 2(8.7) 4 (17.4)
2 1 1 (100) 0 0
4 3 1(33.3) 2 (66.7) 0
8 1 0 1(100) 0
16 1 1 (100) 0 0
32 0 0 0 0
64 0 0 0 0
>64 2 2 (100) 0 0

Activity in ESBL-producing organisms

In the Phase 3 clAl trial, 58 patients had ESBL-positive pathogens in the MITT population. Clinical cure
rates were 25/29 (86.2%) for ceftolozane/tazobactam and 24/29 (82.8%) for meropenem. For the Phase
3 cUTI trial, 104 patients had ESBL-positive pathogens in the mMITT population. Clinical cure rates were
47/53 (88.7%) for ceftolozane/tazobactam and 37/51 (72.5%) for levofloxacin.

Summary of Breakpoint Data and Reviewer Conclusions

Table 2.2.4.1-8 summarizes the sources of evidence for determining the susceptibility breakpoint of
ceftolozane tazobactam for Enterobacteriaceae and Table 2.2.4.1-9 summarizes the same data for P.
aeruginosa.

Table 2.2.4.1-8: Ceftolozane/tazobactam breakpoint summary for Enterobacteriaceae

Evidence Cutoff or Breakpoint Supported
Epidemiological Cutoff 2 ug/mL
Nonclinical PK/PD — cef only 40% T>MIC target 4 ug/mL
Nonclinical PK/PD — co-model 40%T>MIC target 1 ug/mL
Clinical Cutoff 4 pg/mL
Overall Proposed Breakpoint 2 pg/mL

A final breakpoint of 2 pg/mL for Enterobacteriaceae was selected for ceftolozane/tazobactam based on
the evidence presented above. An overall breakpoint of 4 pg/mL was also considered. However, given
the borderline efficacy observed in the Phase 3 clAl trial and the lower breakpoint supported by the co-
modeling PK/PD analysis with ceftolozane and tazobactam 1 pg/mL, a breakpoint of 2 ug/mL was
considered more appropriate.
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Table 2.2.4.1-9: Ceftolozane/tazobactam breakpoint summary for P. aeruginosa

Evidence Cutoff or Breakpoint Supported
Epidemiological Cutoff 4 pg/mL
Nonclinical PK/PD — cef only 40% T>MIC target 4 ug/mL
Clinical Cutoff 1 pg/mL - very low data at higher MIC
Overall Proposed Breakpoint 4 pg/mL

A final breakpoint of 4 pg/mL for P. aeruginosa was selected for ceftolozane/tazobactam based on the
evidence presented above. The ECV and the Nonclinical PK/PD analysis with the 40% T>MIC target both
suggested 4 pg/mL. The clinical data was very limited at MICs of higher than 1 ug/mL; however, the
Review Team was willing to extrapolate based on evidence from other sources.

2.2.4.2. What are the characteristics of the exposure-response relationships
(dose-response, concentration-response) for safety?

No pharmacokinetic sampling was conducted in the Phase 3 trials, so the available exposure data were
limited to Phase 1 and 2 trials. No specific safety events of concern were identified in the Phase 2 trials
or the Phase 1 thorough QTc trial with a supra-therapeutic dose of ZERBAXA (4.5 g). The Sponsor
conducted an exposure-safety analysis to assess the possible relationship between exposure and
elevations in aspartate aminotransferase, alanine aminotransferase, and alkaline phosphatase.
However, no trend was observed and no further exposure safety analyses were conducted.

The AE profile of ceftolozane was consistent with other cephalosporins. The safety profile of
tazobactam was largely known due to previous experience with the marketed product Zosyn
(piperacillin/tazobactam).

2.2.4.3. Does this drug prolong the QT or QTc interval?

The response to this question was taken from the “Overall Summary of Findings” from the review of Dr.
Huifang Chen of the QT interdisciplinary review team. Dr. Chen’s full review was submitted to DARRTS
under NDA 206-829 on 10/1/14.

“No significant QTc prolongation effects of CXA-101/tazobactam (1000/500 mg and 3000/1500 mg) was
detected in this TQT study. The largest upper bounds of the 2-sided 90% CI for the mean difference
between CXA-101/tazobactam (1000/500 mg and 3000/1500 mg) and placebo were below 10 ms, the
threshold for regulatory concern as described in the ICH E 14 guidelines. The largest lower bound of the
two-sided 90% Cl for the AAQTcl for moxifloxacin was greater than 5 ms, and the moxifloxacin profile
over time is adequately demonstrated in Figure 4, indicating that assay sensitivity was established.

In this randomized, double-blind, double-dummy, four-period crossover study, 52 healthy subjects
received CXA-101/tazobactam 1000/500 mg CXA-101/tazobactam 3000/1500 mg, placebo, and a single
oral dose of moxifloxacin 400 mg. Overall summary of findings is presented in Table 1.
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Table 1: The Point Estimate and the 90% Cls Corresponding to the Largest Upper Bounds for CXA-
101/tazobactam (1000/500 mg and 3000/1500 mg) and the Largest Lower Bound for Moxifloxacin

(FDA Analysis)

Treatment Time (hour) AAQTcI (ms) | 90% CI (ms)
CXA-101/tazobactam 1 1.2 (-0.9. 3.3)
1000/500 mg
CXA-101/tazobactam 1 4.0 (1.9. 6.1)
3000/1500 mg
Moxifloxacin 400 mg* 2.5 11.7 (9.0, 14.5)

* Multiple endpoint adjustment of 3 time points was applied. Stmilar results also showed at
4.5 hour.

The supratherapeutic dose (CXA-101/tazobactam 3000/1500 mg) produces mean C,., values ~3.0-fold
the mean C,,,, for the therapeutic dose (CXA-101/tazobactam 1000/500 mg) for each of the two drugs
CXA-101 and tazobactam and major tazobactam metabolite M1 (mean C., of 66.5 and 198.5 pg/mL for
CXA-101 for 1000 mg and 3000 mg dose respectively, and mean C,,., of 18.6 and 51.2 pg/mL for
tazobactam 500 mg and 1500 mg dose respectively). There is dose proportionality in Cp.x
concentrations for both the drugs CXA-101 and tazobactam within these doses. It is expected from
organ impairment studies that CXA-101 and tazobactam mean C.., can be as much as 1.3-, 2.5-, and 4-
to 5-fold for CXA-101 and approximately 1.3-, 2- and 1.5-2-fold for tazobactam in subjects with mild,
moderate, and severe renal impairment compared to that in healthy subjects with normal renal
function. A 50% and 75% dose reduction in the therapeutic dose of these drugs has been recommended
in patients with moderate and severe renal impairment, respectively, to ensure that exposure is within
the limit of what has been found safe in clinical setting. Because of this, the concentrations with the
supratherapeutic dose tested here would be above those for the possible worst case scenario
(moderate/severe renal impairment scenarios) encountered with the recommended reduced
therapeutic dose. At the concentrations achieved with the supratherapeutic dose level, there are no
detectable prolongation of the QT-interval.”

2.2.4.4. Is the dose and dosing regimen selected by the sponsor consistent with
the known relationship between dose-concentration-response, and are there
any unresolved dosing or administration issues?

The ceftolozane/tazobactam dosing regimen selected by the Sponsor is consistent with the known
relationship between dose-concentration-response. The Sponsor’s original animal infection models
found that %T>MIC was the PK/PD parameter that best correlated with ceftolozane efficacy. The
Sponsor submitted publications that identified the %T>threshold concentration as the PK/PD parameter
predictive of tazobactam efficacy. As discussed in 2.2.4.1, the Sponsor identified %T>MIC targets for
stasis (@@ T>MIC) and 1-log kill ( ®®T>MIC) that were lower than the historical cephalosporin
target of 50% T>MIC. Although there are no unresolved dosing issues per se, it is certainly possible that
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the efficacy of ceftolozane (particularly in clAl) could be improved if a larger dose was given. It should
be noted that the Sponsor is exploring a 3000 mg dose of ZERBAXA for the treatment of nosocomial
pneumonia.

2.2.5. What are the PK characteristics of the drug and its major metabolite?

2.2.5.1. What are the single dose and multiple dose PK parameters?

Study CXA-201-01 was the first study conducted after the addition of tazobactam to the combination.
Part 1 of the study evaluated single ascending doses of ceftolozane and tazobactam given as a 1-hour
infusion. Subjects in each of the 3 dosing cohorts in Part 1 were randomized to 1 of 6 dosing sequences
and received, in a within-cohort crossover design, each of ceftolozane (500, 1000, and 2000 mg),
tazobactam (250, 500, or 1000 mg), and ceftolozane/tazobactam (500/250 mg, 1000/500 mg, or
2000/1000 mg) with a washout period between doses. Part 2 of the study evaluated multiple ascending
doses of ceftolozane, tazobactam, and ceftolozane/tazobactam given as a 1 hour IV infusion, either
every 8 hours or every 12 hours for 10 days.

Figure 2.2.5.1-1 shows the single dose concentration-time profile of ceftolozane from Part 1 of study
CXA-201-01; Figure 2.2.5.1-2 shows the single dose concentration-time profile of tazobactam; and
Figure 2.2.5.1-3 shows the single dose concentration-time profile of tazobactam M-1. Table 2.2.5.1-1
shows the ceftolozane plasma and urine pharmacokinetics from the various dosing groups. It is
apparent that the pharmacokinetics of ceftolozane are not altered by co-administration with
tazobactam.
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Figure 2.2.5.1-1: Ceftolozane Plasma Concentration-Time Profiles After a Single Intravenous 1-hour
Infusion of Ceftolozane Alone and with Tazobactam
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Figure 2.2.5.1-2: Tazobactam Plasma Concentration-Time Profiles after a Single Intravenous 1-hour
Infusion of Tazobactam Alone and with Ceftolozane
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Figure 2.2.5.1-3: Tazobactam M-1 Metabolite Plasma Concentration-Time Profiles after a Single
Intravenous 1-hour Infusion of Tazobactam Alone and with Ceftolozane

—&— Cohort |-Treament B
—— Cohort 1-Treament C
—— Cohort I-Treament B
—— Cohort 2-Treament C
—— Cohort 3-Treament B
—+— Cohort 3-Treament C

Mean (50 Plasma Mewbolie M-1 Concentration {ug/ml)

01 4
0.01 i)
0.001 4
I T T T T T T T T T T T T T T T T T T T T T T T 1
0 1 L 4 i 10 12 14 16 18 20 v 24
Nonuinal Time (k)
SD=standard deviation

Cohort 1 — Treatment B=250 mg tazobactam Alene; Treatment C=500 mg/2 3] mg ceftolozane/tazobactam
Cohort 2 — Treatment B=300 mg tazobactam Alone; Treatment C=1000 mg.Sf:Il!] mg ceflolozane/tazobactam
Cohert 3 — Treatment B=1000 mg tazchactam Alone; Treatment C=2000 e 1000 mg ceftolozane/tazobactam

Table 2.2.5.1-1: Ceftolozane Plasma and Urine Pharmacokinetic Parameters after a Single Intravenous
1-hour Infusion of Ceftolozane Alone and with Tazobactam

Mean (CV %4)
500 mg S00250mg | 1000 mg | 1000500 mg | 2000mg | 200071000 mg

Ceftolozane PK TOL TOLTAZ TOL TOL/TAZ TOL TOLTAZ
Parameter (n=h) (n=a) (m=>6) (n=6) (n==6) (n=6)
Crae (ng/ml) 426 (14) 40.2(13) 2.3(13) 00.2 (11) 153 (11) 140 (15)
tos (B) 1.00 1.00 1.01 1.05 1.01 1.01

(1.00-1.09) | (1.00-1.01} | (1.00-1.08) | (1.00-1.10% | (1.00-1.09) (1.00-1.09)
AUC. (ug*h/ml) 08.6 (16) 973 (153 230 (5) 209 (%) 375 (16) 353 (18)
ty (h) 2.48(8) 243 (19 2.64 (20} 238 (19) 2.62(17) 2.62 (18)
Vi (L) 11.8 (13} J(14) 11.0(19) 11.8 (16) 133 (15) 14.0(18)
CL (L/h) 5.18 (15) 5.23(13) 4.35(6) 4.82 (10} 343 (14) 3.81 (16)
CLg (L'h) 3.54 (14) 44(18) 4.61 (6) 5.10(12) 5.53(17) 5.93 (20)
£, (%a) 108 (7) 104 (7} 106 (2) 106 (5) 102 (10} 00.9(18)

AUC -=area wmder the plasma concentration-time curve from time zero to mfimty; CL=total body clearance from plasma;
CLg=renal clearance of the dmg from plasma; C_ =maximmm (peak) plasma drug concentration; CV=coefficient of vanation;
f=fraction of ntravencusly adninistered imchanged parent dmg excreted into the urne; PE=pharmacokinetic; t.;=elimination
half-life; TAZ=tazobactany tyy=tme to reach maxinnm (peak) plasma concentration following dmg administration;
TOL=ceftolozane; V, =apparent volume of distnbution at steady state after intravenous admmistration

* Median (minimum. maxinmm) presented
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Note that the fraction excreted values for ceftolozane of greater than 100% in Table 2.2.5.2-1 is likely
due to measurement error. Similarly, the CLg appears greater than the total CL in Table 2.2.5.2-1, but
they are not effectively different. Essentially ceftolozane is entirely renally cleared and excreted into the
urine as unchanged drug.

In Part 2 of Study CXA-201-01, the pharmacokinetics of ceftolozane, tazobactam, and tazobactam M-1
were obtained following multiple doses of the following regimens:

e Ceftolozane alone 1000 mg g8h for 10 days

e (Ceftolozane 1000 mg and Tazobactam 500 mg q8h for 10 days

e Ceftolozane 1000 mg and Tazobactam 500 mg q12h for 10 days

o (Ceftolozane 1500 mg and Tazobactam 750 mg q12h for 10 days

The plasma concentration-time profile of ceftolozane following multiple doses of the above regimens is
shown in Figure 2.2.5.1-4. The pharmacokinetics of ceftolozane following multiple doses of the above
regimens is shown in Table 2.2.5.1-2, and the pharmacokinetics of tazobactam and tazobactam M-1 are
shown in Table 2.2.5.1-3.

Figure 2.2.5.1-4: Ceftolozane Plasma Concentration-Time Profiles after Single and Multiple
Intravenous 1-hour Infusions of Ceftolozane Alone or with Tazobactam
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Cohert 2 - Treatment A=1300 mg ceftolozane q12h Alone; Treatment C=1500 me/750 mz ceftolozane/tazobactam q12h

Note that in Figure 2.2.5.1-4, a single dose and final dose of ceftolozane were single doses, and the q8h
or g12h doses were administered from days 2-9. Trough samples were collected on days 3, 6, 7, and 8.
The data in Figure 2.2.5.1-4 does not allow for a visual distinction between q8h and g12h hour dosing.
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Figure 2.2.5.1-5 shows a plot of ceftolozane (1000 mg shown in blue) and tazobactam (500 mg shown in
red) following a single dose administered via a 1 hour infusion.

Figure 2.2.5.1-5: Mean Ceftolozane (blue) and Tazobactam Plasma Concentration-Time Profiles after a
Single 1-hour Infusion of Ceftolozane (1000 mg) and Tazobactam (500 mg)
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Table 2.2.5.1-2: Ceftolozane Plasma and Urine Pharmacokinetic Parameters after Single (Day 1) and
Multiple (Day 10) Intravenous 1-hour Infusions of Ceftolozane Alone and with Tazobactam

Mean (CV %)

Ceftolozane Ceftolozane/Tazobactam Ceftolozane Ceftolozane/Tazobactam

1000 mg q3h 1000/500 mg g5h 1000/500 mg q12h 1500/750 mg ql2h
Ceftolozane Day1 Day 10 Day 1 Day 10 Day1 Day 10 Day 1 Day 10
PK Parameter (n=%) (n=5) (n=9)’" (n=10) (n=53) (n=5) (v=10) (n=10)
Coae (pg/ml ) 68.8(17) 73.4(13) 69.1 (11) T74.4(14) 110(11) 110 (13) 22(11) 124 (11)
tae (h]" 1.03 1.00 1.02 1.07 1.01 1.01 1.01 1.02

(1.02, 1.09) (1.00. 1.04) (1.01,1.1) (1.0, 1.1} (1.0, 1.09) (1.0, 1.03) (1.0, 1.1) (1.0, 1.11)

AUC (ugrh/mlL)" 168 (17) 183 (16) 172 (14) 182 (15) 259 (13) 262 (19) 308 (10) 305(9)
t; (h) 230(17) 273 (24) 277 (30) 3.12(22) 252(9) 248 (30) 2.89(13) 3.18(13)
V(L) 141 (18) 13.4(18) 14.6 (16) 14.2(17) 12.9(11) 13.0(9) 12.0 (10) 12.2(11)
CL (L'h) 6.01 (14) 5.55(13) 5.86 (14) 5.58(13) 585(12) 588(17) 4.90 (10) 497 (11)
CLs (L'h) 6.42 (3" 5.28 (17)° 5.58 (24)° 6.88 (52) 5.89 (17)° 453 (36) 480 (13) 471(12)
£, (%) 101 (5) 103 (16) 96.4 (13) 131 (35) 101 (Ty 76.7 (22) 98.0 (13) 08.1(13)
Accumulation Ratio NA 115(2) NA 1.14(6) NA 1.02(8) NA 1.02 (10)
AUCy,~area under the plasma concentration-time curve from tme zero to the last measurable concentration (plasma samples were obtained through 24 hours); AUC, ,=area under

the plasma concentration-time curve for a dosing interval at steady state; CL=total body clearance from plasma; CLz=tenal clearance of the dmg from plasma; C,=maxinmm
(peak) plasma dmg concentration: CV=coefficient of vanation; f=fraction of mtravenously administered unchanged parent dmg excreted into the urine; PK=pharmacokinetic;
g8h=every & hours; ql 2b—every 12 hours; t.—elimination half-life; t,~time to reach maxinmm (peak) plasma concentration following drug administration; V,,~apparent
volume of distribution at steady state after mtravenous adoumstration

* N=9, one subject excluded from calculation of descriptive statistics for all PK parameters due to higher than expected plasma results for the administered dose

® Median (miminmim, maximmm) presented

© AUC for Day 1=AUC,,, and AUC for Day 10=AUC.,,

4 N=4, one subject excluded from calculation of descriptive statistics due to lower than expected urine results relative to the administered dose

* N=8, one subject excluded from calculation of descrptive statistics due to outlymg higher than expected urine results for the admimistered dose. One subject excluded due to
incomplete urine collection over 24-h

£ N=0, one subject excluded from descriptive statistics due to lower than expected urine results relative to the administered dose
¥ N=4. one subject excluded from calculation of descriptive statistics due to outlying lower than expected urine results for the administered dose
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Table 2.2.5.1-3: Plasma and Urine Pharmacokinetic Parameters for Tazobactam and its Major
Metabolite M-1 after Single (Day 1) and Multiple (Day 10) Intravenous 1-hour Infusions of Tazobactam
Alone and with Ceftolozane

Mean (CV %)
Tazobactam Ceftolozane/ Tazobactam Tazobactam Ceftolozane/ Tazobactam
500 mg g8h 1000/500 mg g8h 750 mg q12h 1500/750 mg ql2h
Analyte Day 1 Day 10 Day 1 Day 10 Day 1 Day 10 Day 1 Day 10
PK Parameter (n=5) (n=5) (n=9)‘l (n=10) (n=5) (n=4) {n=10) (n=10)
Tazobactam
Crs (p1g/ml) 17.8(10) 18.0(%) 18.4 (16) 18.0(8) 299 (21) 29.8(15) 30.2(14) 27.5(135)
- (h]"’ 1.01 1.0 1.02 1.01 1.0 1.01 1M 1.02
(1.01, 1.08) (1.0, 1.03) (0.99, 1.03) (10,1.1) (1.0, 1.03) (1.0, 1.01) (1.0, 1.03) (1.0, 1.04)
AUC (ug=/ml )* 241019 25.7(12) 24.4(18) 25.0(13) 38824 41.7(17) IDE(1D) 363(13)
g (1) 0970 (36) 1.10(27) 0.91 (26)‘:] 1.03 (19) 0.98 (19) 0.94(18) 0.992(11) 1.04(19)
Vi (L) 188(17) 12.8(17) 18.1 (13F 17.9 (10) 18.0(23) 16.7(17) 16.6 (13) 17.7(12)
CL (L'h) 21.2(21) 19.7(12) 20.6 (18)° 204(14) 20.0 (23) 184(17) 189 (10) 21.0(13)
CLg (L'h) 149 (27) 143 (14 123 (24):- 163 (1208 12424 12.6 (11) 122 (22) 15.0(12)
f, (%) T0.8(19) 73.7(2) 60.6 (23) T1.6(T) 62.4(14) 69.0 (T) 64.8 (20) TL.7(11)
Accunmlation Ratio NA 1.08 (10) NA 0.93 (33) NA 1.03 (8) NA 0.91(6)
Mean (CV %40)
Tazobactam Ceftolozane/ Tazobactam Tazobactam Ceftolozane/ Tazobactam
500 mg q8h 1000/500 mg q3h 750 mg ql2h 1500/750 mg ql2h
Analyte Day1 Day 10 Day 1 Day 10 Day 1 Day 10 Day 1 Day 10
PK Parameter (n=5) (n=5) (n=9)" (n=10) (n=5) (n=4) (n=10) (u=10)
Tazobactam M1 Metabolite
Coae (pg/ml) 0.78 (28) 1.32(21) 0.70 (25) 1.10(17) 1.36 (16) 1.72(11) 1.45(23) 1.61(23)
T (B)° 4.03 30 4.03 251 4.02 3.02 30 30
(3.01,4.11) (2.0,4.01) (3.01, 4.09) (1.25,4.0) (3.01.4.03) (3.0.4.0) (3.0, 4.01) (3.0.4.0)
AUC (pgh/'ml )y 5.88 (24) 823 (24) 5.64 (22) 6.91 (20) 10.1 (25) 12.1(16) 11.6 (25) 11.8 (24)
t., () ERENREY] 3.61(19) 3.67(37) 4.50(23) 33921 4.45(19) 3.64(12) 4.09(21)
Accumulation Ratio NA 1.95(14) NA 1.69 (14) NA 138 (8) NA 1.15(T)

AUC),~area under the plasma concentration-time curve from time zere to the last measurable concentration (plasma samples were obtaimed through 24 hours); AUC, . =area under
the plasma concentration-time curve for a dosing interval at steady state; CL=total body clearance from plasma; CLg=Tenal clearance of the dmg from plasma; C,=maxinmm
(peak) plasma drug concentration: CV=coefficient of vanation; f;=fraction of intravenously administerad unchanged parent dmig excreted into the urine; PE=pharmacckinetic;
qSh=every & hours; q12b=every 12 hours; t,=elimimation half-life; tmax=time to reach maxinmm (peak) plasma concentration following drug adnumstration; V,,=apparent
volume of distribution at steady state after intravenous adnimstration

Foomotes contimued on next page

f‘ N=9. one subject excluded from caleulation of descriptive statistics due to higher than expected plasma results for the administered dose

? Median (miniomum, maximm) presented

© AUC for Day 1=AUC,,, and AUC for Day 10=AUC,,

d N=8. one subject excluded from caleulation of deseniptive statistics, concentration-time profile did not extubit a ternunal log-linear phase and t.,. CL, CLg and V,, could not be
calculated

# N=3, two subjects excluded due to outlying higher than expected urine results for the administered dose

f N=T. one subject excluded due to outlying ligher than expected unne results for the admimstered dose, one subject excluded due to mcomplete urine collection

£ N=8 two subjects excluded from caleulation of descriptive statistics due to lower or higher than expacted urine results relative to the administered dose

Very little accumulation of ceftolozane was observed following multiple doses, consistent with its half-
life (generally 2-3 hours across dosing groups). Similarly, very little accumulation of tazobactam was
observed following multiple doses due to its ~1 hour half-life. Tazobactam M-1 had a slightly longer
half-life than ceftolozane (~3.5-4.5 hours) and showed some accumulation.
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There were no clinically meaningful differences in ceftolozane or tazobactam C,,,, or AUC on Day 1 as
compared to Day 10, indicating that steady-state is achieved relatively quickly. The calculated CL and
Vss of ceftolozane and tazobactam also did not change significantly across dosing groups.

2.2.5.2. How does the PK of the drug and its major active metabolites in healthy
volunteers compare to that in patients?

As part of population PK report CUBI-PCS-100 (see also Appendix 4.3), the Sponsor constructed a table
of the dose-normalized ceftolozane and tazobactam PK parameters in healthy volunteers and in cUTI
and clAl patients (see Table 2.2.5.2-1 for ceftolozane PK in healthy volunteers and patients by
indication). Comparable data for tazobactam is not provided, although data are available with the cUTI
and clAl patients pooled (refer to Appendix 4.3). The covariates identified in the final population PK
model for ceftolozane included the CLc; on CL, body weight on VC and the impact of infection status on
CL and Vc. The covariates identified in the final population PK model for tazobactam included CLcz on CL
and the impact of infection status on Vc. In general, patients had a larger dose normalized volume of
distribution and CL, and a reduced dose normalized C..,,. However, the dose normalized AUC was fairly
consistent.

Table 2.2.5.2-1: Summary of Dose-Normalized Ceftolozane Pharmacokinetic Exposure Parameters at
Steady-State by Infection Status in Subjects with Creatinine Clearance = 90 mL/min

Mean (CV%)
Geometric mean
[Minimum- Maximum]
Cmin /Dose C par = Dose AUC, ./Dose V. CL tip
Infection (pg/mL/mg) (ng'mL/mg) ([ng*h/mL]/mg) (L) (L/h) ()
Yes cUTI 0.00519 (91.0) 0.0567 (24.0) 0.163 (26.1) 164 (38.1) 651(24.9) 2.81 (35.0)
=’;1 0.004£05 0.0553 0.158 155 6.32 271
(@=21) [0.00144-0.0198] [0.0373-0.0970] [0.0962-0.287] [742-372] [3.49-104] [2.15-6.19]
Yes. cIAI 0.00810 (314.3) 0.0357 (93.0) 0.169 (137.9) 21.6(44.5) 854344 3.16 (90.8)
(u‘;;gj 0.00305 0.0439 0.130 186 771 272
[0.000868-0.175] [0.0247-0.252] [0.0656-1.61] [0.878-53.4] [0.620-15.2] [2.03-19.36]
No. HVs 0.00307 (73.7) 0.0699 (28.7) 0177 (25.4) 11.8(24.9) 5.89(18.2) 249(83)
p ElSéd 0.00242 0.0620 0173 114 5.78 248
(=186) [0.000452-0.0192] [0.0429-0.258] [0.111-0.590] [2.53-21.4] [1.69.9.02] [2.16-3.65]

AUC, ;,/dose=Area under the curve from time 0 to 8 hours post-dose at steady-state for a 1000-mg dose computed as dose/CL; cLAI=complicated intra-abdominal mfection;

CL=total body clearance from the plasma; Copy ,,=maxinmm concentration at steady state achieved at the end of a 1-hour mfision: Co, ;,=mininmm concentration at steady state;
cUTI=complicated urinary tract infection; CV=coefficient of variation: HV=healthy volunteer. [V=infravenous; t.g=elimination half-life; V.=apparent central volume of
distibution after TV adnimistration

2.2.5.3. What are the characteristics of drug absorption?
Not applicable. Both products are administered intravenously so absorption is complete.

2.2.5.4. What are the characteristics of drug distribution?

The Vss of ceftolozane and tazobactam was independent of dose. The calculated Vss of ceftolozane
across studies ranged from 12.0 Lto 17.1 L, and the calculated Vss of tazobactam ranged from 14.3 L to
18.6 L across studies. These volume of distribution values are larger than blood volumes and suggest
that both ceftolozane and tazobactam distribute into the extracellular space.
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The protein binding of ceftolozane in human serum ranged from 16.3% to 20.8%. A ceftolozane protein
binding of 21% was assumed when calculating the free ceftolozane. The protein binding of tazobactam
was previously known (~30% in humans).

2.2.5.5. Does the mass balance study suggest renal or hepatic as the major route
of elimination?

There was no formal mass balance study. However, the vast majority of the ceftolozane (mean of
approximately 99% across studies) and tazobactam (previously known to be primarily renally excreted)
doses were recovered in the urine. Therefore, renal elimination is the major pathway.

2.2.5.6. What are the characteristics of metabolism?

There is no evidence that ceftolozane is metabolized. Ceftolozane was ~99% recovered unchanged from
the urine. Tazobactam undergoes some metabolism to tazobactam M-1 (<20% of the administered
dose). Tazobactam M-1 is formed by both the hydrolysis of the B-lactam ring and as an alkaline
degradative product. The tazobactam M-1 metabolite lacks pharmacological activity.

2.2.5.7. What are the characteristics of drug excretion?

Ceftolozane is excreted unchanged in the urine. The majority of a dose of tazobactam is also excreted
unchanged in the urine. Less than 20% of a tazobactam dose is metabolized to tazobactam M-1, which
is then also renally excreted.

2.2.5.8. Based on PK parameters, what is the degree of linearity or nonlinearity
in the dose-concentration relationship?

The pharmacokinetics of ceftolozane are linear and dose-proportional over the range of doses studied
(250 mg to 3 g). The plasma and urine pharmacokinetic parameters from the initial single ascending
dose study (CXA-101) are shown in Table 2.2.5.8-1.
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Table 2.2.5.8-1: Ceftolozane Plasma and Urine Pharmacokinetic Parameters after a Single Intravenous

1-hour Infusion of Ceftolozane Alone (Study CXA-101-01)

Ceftolozane Dose
150 mg 500 mg 1000 mg 1500 mg 1000 mg All Subjects

Cefrolozane (©=5) (0=6) (@=5) @=5) (n=6) (=30)

PE Parameter GMean CVoa GMean CVg GMean CVoa GMean CVog GMean CVoa GMean CVoa
Coa hrg/ml) 16.5 16 322 12 384 32 874 2 128 12 NA NA
toa (B 1.01 10,11 1.02 10,11 1.05 10.11 1.02 10,11 1.05 10,12 1.02 1.0.1.1
ﬁg;; o) 10.1 9 84.07 14 152 20 213 8 344 23 NA NA
teg () 1.86 10 234 35 235 16 2.62 14 245 23 229 24
Vad) 131 15 14.8 22 16.3 26 17.6 12 14.8 9 15.2 20
CL (L'h) 62 9 59 14 6.6 20 6.2 2 58 23 6.1 15
CLg (L) 6.1 11 54 17 5.6 48 58 7 56 30 5.7 24
£, (%) 97.1 8 91.2 5 852 26 934 6 97.7 5 925 13

AUC ~area under the plasma concentration-time curve from time zero to mfimty: CL=total body clearance from plasma; CLg=renal clearance of the drag from plasma;
Coy=maximmm (peak) plasma dmg concentration; CV=coefficient of vanation; f=fraction of ntravenously admmistered wnchanged parent dmig excreted into the urine;
GMean=geometric mean; NA=not applicable; PE=pharmacokinetic; t.=~elimmation half-life; t..,~time to reach maxinmmm (peak) plasma concentration following drug

admmmstration; V,,=apparent volume of distribution at steady state after infravenons administration

* Median (mininmm, maxinmm) presented

Source: M5.3.3.1'\CHA-101-01"Appendix 18\Table 3

Study CXA-101 evaluated ceftolozane pharmacokinetics up to 2 g. The thorough QTc study, CXA-QT-10-
02, evaluated the pharmacokinetics of a single therapeutic dose of 1500 mg ZERBABA (which contains
1000 mg of ceftolozane) and a single supra-therapeutic dose of 4500 mg ZERBAXA (3000 mg
ceftolozane). Table 2.2.5.8-2 shows the pharmacokinetic parameters of ceftolozane determined in

study CXA-QT-10-02.

Table 2.2.5.8-2: Ceftolozane Plasma Pharmacokinetic Parameters After Administration of Therapeutic
(1.5 g) and Supra-therapeutic (4.5g) Intravenous 1-hour Infusions of Ceftolozane/Tazobactam (Study

CXA-QT-10-02)

Mean (CV %)

Ceftolozane Tazobactam
Therapeutic Dose

Ceftolozane/Tazobactam
Supratherapeutic Dose

1000/500 mg 3000/1500 mg

Ceftolozane PK Parameter (n=51) (n=51)

Cre (g/ml ) 66.5 (19) 199 (19)

fomae (B)° 0.667 (0.667. 1.17) 0.667 (0.667. 1.18)
AUGC,, (ng=h/ml) 134 (18) 560 (18)
AUC. (pgrh/ml ) 136 (18) 562 (17)

t, () 220(15) 272(21)

Vi (L) 13.5(21) 13.7(20)

CL (L'h) 3.57(18) 5.50(17)

AUC =area under the plasma concentration-tme curve from fime zero to mfimty; AUC),.~area under the plasma concentration-
time curve flom time zero to the last measureable concentration (plasma samples were obtained through 22.5 hours); CL=total
body clearance from plasma; Cop=maximum (peak) plasma dmg concentrahon; CV=coefficient of vanation;
PE=pharmacokinetic; t,~elimination half-life; tmax=time to reach maxinmm (peak) plasma concentration following dmug
adnmmstration; V,,=apparent velume of distnbution at steady state after infravenous adoumstration

* Median (muininmm, maxinmm)

presented

Source: M33.3.1'\CUBI-RAS-006'Table 14.1.2.1.1
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The pharmacokinetics of tazobactam have been previously characterized as it is commercially available
in another product. The majority of the tazobactam pharmacokinetics collected during the NDA 206-
829 development program have been at the 500 mg dose. However, the Sponsor did perform a dose
proportionality assessment for tazobactam in Study CXA-QT-10-02 using a one-way repeated measures
ANOVA model on the In-transformed AUC,.../dose, AUC;¢/dose, and C,.,/dose from the therapeutic and
supra-therapeutic doses (see Table 2.2.5.8-3). The results are consistent with the exposure of
tazobactam increasing in a dose-proportional manner.

Table 2.2.5.8-3: Dose Proportionality Assessment for Tazobactam Based on Natural Log-transformed
Pharmacokinetic Parameters (Study CXA-QT-10-02)

Geometric by Ratio of LS Means
LS Mes 0% C
£ans (90% CT) Intra
Therapeutic Supratherapentic Supratherapentic / subject
PK Parameters Dose Dase Therapeutic CV'og
La AUC),,/Dose 0.046 0.048 105 (101, 109) 12.0
La AUC.Dase 0.046 0.048 104 (100, 108) 12.0
Ln Cn/Dose 0.036 0.033 02.2 (89, 95) 12.1

AUC,, ~area under the plasma concentration-time curve from time zero to the last measurable concentration; AUC =area under
the plasmea concentration-time curve from time zero to mfimity; Cl=confidence mterval; C..,=maxiomm (peak) plasma drug
concentration; CV=coefficient of variation; In=natural logarithm; IL.5=least square; PE=pharmacokinetic

Note: a total of 532 subjects were enrolled: 51 recerved ceftolozanetazobactam

Note: therapeutic dose=1 g cefolozane admimistered with 500 me tazobactam and supratherapeutic dose=3 g ceftolozane
admmmistered with 1.5 g tazobactam

Source: M5.3 3. 1'"CUBL-FAS-006'Table 9

2.2.5.9. How do the PK parameters change with time following chronic dosing?

Study CXA-201-01 assessed the pharmacokinetics of ceftolozane and tazobactam on Day 1 (single dose)
and Day 10 (following g8h administration for 10 days). The ceftolozane pharmacokinetics are shown in
Table 2.2.5.9-1 and the tazobactam pharmacokinetic data are shown in Table 2.2.5.9-2. There does not
appear to be a difference between the pharmacokinetic parameters on Day 1 and Day 10 for either
ceftolozane or tazobactam. This suggests that there is very little accumulation of either ceftolozane or
tazobactam, and that there are no time-dependent changes in clearance of ceftolozane or tazobactam.
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Table 2.2.5.9-1: Ceftolozane Plasma and Urine Pharmacokinetic Parameters after Single (Day 1) and
Multiple (Day 10) Intravenous 1-hour Infusions of Ceftolozane Alone and with Tazobactam (Study
CXA-201-01, Part 2)

Mean (C'V %)

Ceftolozane Ceftolozane/Tazobactam Ceftolozane Ceftolozane/ Tazobactam

1000 mg q3h 1000/500 mg g5h 1000/500 mg q12h 1500/750 mg ql2h
Cefrolozane Day 1 Day 10 Day 1 Day 10 Day1 Day 10 Day1 Day 10
PK Parameter (n=%) (n=5) (n=9)’" (n=10) (n=5) (n=5) (v=10) (n=10)
Cprae (ug/mL) 68.8(17) 73.4(15) 69.1 (11) 74.4(14) 110(11) 110 (13) 22(11) 124 (11)
tomax (h]" 1.03 1.00 1.02 1.07 1.01 1.01 1.01 1.02

(1.02, 1.09) (1.00. 1.04) (1.01,1.1) (1.0, 1.1} (1.0, 1.09) (1.0, 1.03) (1.0, 1.1) (1.0, 1.11)

AUC (ugrh/ml )" 168 (17) 183 (16) 172 (14) 182 (15) 259 (13) 262 (19) 308 (10) 305 ()
t; (h) 230(17) 273 (24 277 (30) 3.12(27) 252(9) 248 (30) 2.89(13) 3.18(13)
V(@) 14.1(18) 13.4(18) 14.6 (16) 142(17) 129(11) 13009 12.0 (10) 12.2(11)
CL (L'h) 6.01 (14) 5.55(13) 5.86 (14) 5.58(13) 5.85(12) 5.88(17) 4.90 (10) 497 (11)
CLg (L/b) 6.42 (3" 528 (17" 5.58 (24° 6.88 (52 5.80 (17)° 455(36) 4.80 (15) 471(12)
f, (%) 101 (5) 103 (16) 96.4 (13) 131 (35) 101 (T) 76.7 (22) 98.0 (13) 98.1(13)
Accumulation Ratio NA 115(2) NA 1.14(6) NA 1.02(8) NA 1.02 (10)
AUCy,~area under the plasma concentration-time curve from tme zero to the last measurable concenfration (plasma samples were obtaned through 24 hours); AUC, ,=area under

the plasma concentration-time curve for a dosing interval at steady state; CL=total body clearance from plasma; CLg=tenal clearance of the dmg from plasma; C.,=maxinum
(peak) plasma dmg concentration; CV=coefficient of vanation; f=fraction of mtravenously administered unchanged parent drg excreted into the urme; PE=pharmacokinetic;
g8h=every & hours; q1 *b=every 12 hours; t.=elimination half-life; t,~time to reach maxinmm (peak) plasma concentration following drug administration; V,,~apparent
volume of distnbution at steady state after intravenous admimstration
Foomotes contimeed on next page

Table 2.2.5.9-2: Plasma and Urine Pharmacokinetic Parameters for Tazobactam and its Major
Metabolite M1 after Single (Day 1) and Multiple (Day 10) Intravenous 1-hour Infusions of Tazobactam
Alone and with Ceftolozane (Study CXA-201-01, Part 2)

Mean (CV %)
Tazebactam Ceftolozane/ Tazobactam Tazobactam Cefrolozane/ Tazobactam
500 mg qSh 1000/500 mg q8h 750 mg q12h 1500/750 mg ql2h
Analyte Day1 Day 10 Day 1 Day 10 Day 1 Day 10 Dav1 Day 10
PK Parameter (n=5) (n=5) (n=9)* (n=10) (n=5) (n=4) (n=10) (n=10)
Tazobactam
C (ng/ml) 17.8 (10) 18.0 (9) 18.4 (16) 18.0(8) 29.9(21) 29.8(15) 302 (14) 27.5(15)
- (h]-:' 1.01 1.0 1.02 1.01 1.0 1.01 1.01 1.02
(1.01, 1.08) (1.0, 1.03) (0.99, 1.03) (1.0.1.1) (1.0.1.03) (1.0, 1.01) (1.0, 1.03) (1.0, 1.04)
AUC (ug*b/mL)" 24.1(19) 25.7(12) 24.4(18) 25.0(15) 38.8(24) 41.7(17) 39.8 (11) 36.3 (13)
te () 0.970 (36) 1.10(27) 091 (Eﬁjd 1.03 (19) 0.98 (19) 0.94(18) 0.992 (11) 1.04 (19
Vi (L) 18.8(17) 18.8(17) 18.1 (13 17.9 (10) 18.0(23) 16.7(17) 16.6 (13) 17.7(12)
CL (L'k) 212 (21) 19.7(12) 20.6 (18)° 204 (14) 20.0(23) 184(17) 18.9 (10) 21.0(13)
CLg (L'h) 14.9 (27) 143 (14 12.3 (24)° 163 (12F 124 (24) 12.6(11) 122 (22) 15.0(12)
£, (%) 70.8 (19) 73.7(2) 60.6 (25) T1.6(7) 62.4 (14) 69.0(7) 64.8 (20) T1.7(11)
Accumulation Ratio NA 1.08 (10) NA 0.93 (33) NA 1.03 (8) NA 0.91(6)

2.2.5.10. What is the inter- and intra-subject variability of PK parameters in
volunteers and patients, and what are the major causes of variability?

The intra-subject variability was estimated from the TQT trial (CXA-QT-10-02) during which the same

subjects received ceftolozane/tazobactam on 2 occasions. For ceftolozane, the intra-subject variability
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was estimated to be <10% and for tazobactam the intra-subject variability was estimated to be
approximately 12%.

The inter-subject variability in healthy volunteers was evaluated in two of the larger Phase 1 studies,
CXA-QT-10-02 and CXA-DDI-12-10 (see Table 2.2.5.10-1). The %CV for the ceftolozane/tazobactam PK
parameters ranged from 13-24%. Table 2.2.5.10-2 shows the inter-subject variability of ceftolozane and
tazobactam pharmacokinetics in patients. Inter-subject variability in subjects with cUTI was similar to
that observed in healthy subjects (%CV ranging from 18-26%). Inter-subject variability in clAl was higher
(%CV ranging from 46 — 117 for ceftolozane). The major sources of variability in the clAl ceftolozane and
tazobactam data are likely the severity of the clAl infection (e.g. resulting in different amounts of
extracellular fluid accumulation in the abdomen) and differences in CLgg.

Table 2.2.5.10-1: Mean (%CV) Plasma Pharmacokinetic Parameters in Healthy Subjects after an
Intravenous 1-hour Infusion 1.5 g Ceftolozane/Tazobactam

Ceftolozane (1 g) Tazobactam (500 mg)
CXA-QT-10-02 CXA-DDI-12-10 CXRA-QT-10-02 CXA-DDI-12-10
PK Parameter (n=51) (n=16) (m=51) (n=16)
Cras (ug/ml) 66.3 (19) 67.3 (14) 186 (23) 18.9(13)
AUC, (pg=h/mL) 186 (18) 183 (16) 23.8(24) 283 (13

AUC =area under the plasma concentration-time curve from time zero to mfimty; Cp,=maxinnm (peak) plasma drg
concentration; CV=coefficient of variation; PE=pharmacokinetic;

Note: Data presented for Study CXA-DDI-12-10 are from Peried 3, Day 7

* AUC,,, 1s presented as AUC. was based on 1 subject (Table 11).

Table 2.2.5.10-2: Ceftolozane and Tazobactam Plasma Pharmacokinetic Parameters in Patients with
Normal Renal Function Receiving Intravenous 1-hour Infusions of 1.5 g Ceftolozane/Tazobactam Every
8 hours

Mean (CV %0)
Ceftolozane Tazobactam
CXA-101-03 CRA-TAT-10-01 CXATAT-10-01
Ceftolozane Ceftolozane Tazobactam Ceftolozane/ Tazobactam
1000 mg 1000/500 mg 1000/500 mg
PE Parameter (n=11) (n=438) (n=48)
C o (gl ) 57.7(18) 56.6 (117) 22 (180)
toax (I:L]‘El 1.00(0.38-1.25) 1.04 (0.00-2.00) 1.05 (0.00-2.00)
AUC, . (ngh/'ml) 158 (26) 115 {46}"‘ 276 (SEJE

AUC, , =area under the plasma concentration-time curve for a dosing interval (8 hours) at steady state; C ., =maxinmm (peak)
plasma drug concentration; CW=coefficient of variation; PK=pharmacckinefic; t,,=time to reach maxinmm (peak) plasma
concentration following dmg administration

* Median (mininmm maxinum) presented

" N=28
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2.3 Intrinsic Factors

2.3.1 What intrinsic factors (age, gender, race, weight, height, disease, genetic
polymorphism, pregnancy, and organ dysfunction) influence exposure (PK
usually) and/or response, and what is the impact of any differences in
exposure on efficacy or safety responses?

Since ceftolozane and tazobactam are primarily renally excreted, the Sponsor conducted dedicated
studies in subjects with varying degrees of renal impairment. The changes in the pharmacokinetics of
ceftolozane and tazobactam in subjects with moderate and severe renal impairment were of sufficient
magnitude as to merit a dose adjustment. Similarly, the pharmacokinetics of ceftolozane and
tazobactam in subjects with end stage renal disease (ESRD) on hemodialysis (HD) also required a dosage
adjustment. The increase in ceftolozane/tazobactam exposure observed in subjects with mild renal
impairment was not deemed to be clinically significant. The impact of other intrinsic factors on
ceftolozane pharmacokinetics was evaluated via population pharmacokinetic analyses.

The Sponsor initially developed a population PK model for ceftolozane based on pharmacokinetic data
from healthy volunteers. The population PK model was updated as new trials were conducted, including
the addition of subjects with varying degrees of renal impairment and patients infected with cUTI or
clAl.

A meta-analysis (Report CUBI-PCS-100, see Appendix 4.3 Pharmacometric Review) of all of the previous
population PK reports was conducted to determine the final population pharmacokinetic models for
ceftolozane and tazobactam. Consistent with the previous analyses, the final structural model for
ceftolozane was a 2-compartment disposition model with linear elimination including the effect of
baseline CLe on CL and body weight on Vc, and the effect of cUTI and clAl infection on both CL and Vc.
The final structural model for tazobactam was a 2-compartment disposition model with linear
elimination including the effect of baseline CLcz on CL and clAl infection on Vc.

2.3.2. Based upon what is known about exposure-response relationships and
their variability and the groups studied, healthy volunteers vs. patients vs.
specific populations, what dosage regimen adjustments, if any, are
recommended for each of these groups? If dosage regimen adjustments are
not based upon exposure-response relationships, describe the alternative
basis for the recommendation.

Table 2.3.2-1 shows the quartiles of AUC and Cyqn for several intrinsic factors. Consistent with the
population PK modeling, there was a trend towards decrease exposure with increased weight (body
weight and BMI). Exposure in clAl was also lower than cUTI and healthy volunteers, possibly due to an
increased volume of distribution due to the disease state.
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Table 2.3.2-1: Predicted AUC,; and Cy,,¢1 based on post-hoc parameter estimates from the Sponsor’s

population PK analysis for ceftolozane based on the Sponsor’s proposed dosing for a subset of

covariates
Ceftolozane
AUCss (pg.h/mL) Cirough (Hg/mL)
Covariate Category n Median [IQR] Median [IQR]
>43 - <66 92 193 [165; 218] 3.4[1.8; 5.4]
Body weight 266 - <74 96 170 [153; 203] 3.4[1.8; 4.9]
(kg) >74 - <85 93 161 [148; 193] 3.6[2.1;6.9]
>85 95 150 [114; 194] 3.6 [2.2;7.4]
>18 - <27 84 168 [154; 200] 2.9[1.3;3.7]
>27 -<39 96 160 [136; 175] 2.3[1.2; 3.6]
Age (years)
>39 - <60 96 170 [144; 215] 3.6 [2.5; 5.4]
>60 -89 100 190 [149; 234] 8.1[4.6; 11.2]
217.2-<23.6 94 179 [152; 217] 3.7 [2.0; 5.5]
>23.6 -<25.7 94 168 [151; 206 3.2[1.7;4.7
BMI (kg/m?) [ ] [ ]
>25.7-<28.4 94 163 [146; 193] 3.2[2.2;5.7]
>28.4 94 167 [132; 216] 4.1[2.0; 8.3]
HVs 226 172 [156; 213] 3.2 [1.6;4.7]
Infection
cUTI 73 174 [148; 217] 5.8 [3.6; 10.3]
Status
clAl 77 119 [98; 177] 2.9[1.9; 6.0]
>
Normal (290 255 162[143;188]  2.9[L.5;4.0]
mL/min)
Mild (260 and ) )
B <90 mL/min) 79 214 [171; 256] 6.2 [4.3; 10.2]
((Z:Teatlnme Moderate
earance (>30 and <60 36 152[105;195] 6.4 [3.5; 11.6]
(mL/min) .
mL/min)
Severe (215
and <30 6 256 [225; 270] 23.6 [19.8; 25.8]
mL/min)

2.3.2.1. Elderly.

No dosing adjustment of ZERBAXA is recommended on the basis of age.

2.3.2.2. Pediatric patients.
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The pharmacokinetics of ceftolozane have not yet been evaluated in pediatric patients. Therefore, no
recommendations can be made at this time.

2.3.2.3. Gender.

No clinically relevant differences in AUC were observed for ceftolozane or tazobactam with respect to
gender (median AUC of 181 for females and 161 for males). Therefore, no dose adjustment to ZERBAXA
is recommended on the basis of gender.

2.3.2.4. Race.

The population pharmacokinetic analysis contained 186 total subjects, the majority of which (n=156)
were Caucasian. Although the data from races other than Caucasians were limited, the population
pharmacokinetic analysis suggested that no clinically relevant difference in ZERBAXA AUC was observed.
Therefore, no dose adjustment of ZERBAXA is recommended on the basis of race.

2.3.2.5. Renal Impairment.

The Sponsor conducted three renal impairment studies in support of this NDA: CXA-101-02, CXA-201-02,
and CXA-REN-11-01. Study CXA-101-02 was not reviewed because it was conducted with ceftolozane
alone in subjects with normal or mild renal impairment. Reviews of the individual study reports for CXA-
201-02 and CXA-REN-11-01 can be found in Appendix 4.2 and an analysis of the Sponsor’s proposed
dose adjustment can be found in the Pharmacometric Review (Appendix 4.3).

CXA-201-02

CXA-201-02 evaluated the pharmacokinetics of a single dose of ceftolozane/tazobactam (1000 mg/500
mg) in subjects with normal renal function, mild renal impairment, and moderate renal impairment. A
total of 24 subjects were enrolled, with six subjects in each of the following groups: normal renal
function demographically matched to mild renal impairment, mild renal impairment, normal renal
function demographically matched to moderate renal impairment, and moderate renal impairment.

The subjects in Study CXA-201-02 were originally enrolled and categorized based on the 1998 FDA Renal
Impairment Guidance for Industry. A new draft Guidance for Renal Impairment was published in 2010
which included some revisions to how renal impairment groups were defined. As it pertains to CXA-201-
02, two subjects were affected by the revised recommendations and were reclassified in the Sponsor’s
analysis. Subject 002-012 (CL¢x of 88.9 mL/min) was reclassified from the normal renal function group
into the mild renal impairment group and Subject 002-003 (CL of 50.2 mL/min) was reclassified from
the mild renal impairment group into the moderate renal impairment group.

The plasma-concentration-time profiles of ceftolozane in subjects with mild renal impairment (as
compared to the demographically-matched subjects with normal renal function) and moderate renal

impairment (as compared to the demographically-matched subjects with normal renal function) are
shown in Figure 2.3.2.5-1, and the resulting pharmacokinetic parameters are shown in Table 2.3.2.5-1.
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Figure 2.3.2.5-1: Mean (SD) Concentration-Time Profiles of CXA-101 in Plasma
Moderate Renal Impairment vs. Matched Normal
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Table 2.3.2.5-1: Mean (%CV) PK Parameters of CXA-101 in Plasma Following a Single IV Dose of CXA-
101/Tazobactam 1000/500 mg

Mild Renal Normal Renal Moderate Renal Normal Renal

Impairment Function Impairment Function
PK Parameter (N=6) (N=5) (N=T) (N=6)
AUC a5t (ngeh/mL) 307 (10.3) 247 (19.7) 569 (32.4) 229 (25.8)
AUCq, (ngeh/mL) 309 (10.4) 248 (19.4) 587 (34.2) 230 (25.5)
Crax (Lg/mL) 101 (25.2) 76.5 (14.3) 87.4(27.4) 84.1(49.1)
toax ()° 1.00 (1.00 - 1.08) 1.08 (1.08 - 1.08) 1.00(1.00 - 1.25) 1.00(0.52 - 1.08)
tin (h) 3.26 (10.6) 3.21 (4.5) 6.31(42.2 2.96 (16.6)
CL (L/h) 3.27(11.3) 4.17 (21.0) 1.91 (38.7) 4.58 (24.7)
Ve (L) 11.9(11.6) 13.7 (15.4) 14.2(21.8) 15.6 (38.3)
CL/WT (L/'h/kg) 0.0512 (20.4) 0.0519 (19.5) 0.0257 (63.5) 0.0529 (24.8)

E’WT (L/kg) 0.183 (10.4) 0.171 (15.8) 0.179 (34.5) 0.177 (31.5)

a

Median (min-max)

The mean ceftolozane AUC, ,s: and AUC..sin mild renal impairment subjects were increased by roughly
25% compared to the demographically-matched subjects with normal renal function. This difference is
not considered clinically meaningful and no dose adjustment of ceftolozane is recommended for
subjects with mild renal impairment. Conversely, the mean AUCy .;;and AUCqsin subjects with
moderate renal impairment was increased by approximately 2.5 fold relative to the demographically-
matched subjects with normal renal function, indicating a dose adjustment would be necessary to
achieve comparable exposure.

The plasma-concentration-time profiles of tazobactam in subjects with mild renal impairment (as
compared to the demographically-matched subjects with normal renal function) and moderate renal
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impairment (as compared to the demographically-matched subjects with normal renal function) are
shown in Figure 2.3.2.5-2, and the resulting pharmacokinetic parameters are shown in Table 2.3.2.5-2.

Figure 2.3.2.5-2: Mean (SD) Concentration-Time Profiles of Tazobactam in Plasma
Mild Renal Impairment vs. Matched Normal
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Table 2.3.2.5-2: Mean (%CV) PK Parameters of Tazobactam in Plasma Following a Single IV Dose of
CXA-101/Tazobactam 1000/500 mg

Mild Renal Normal Renal Moderate Renal Normal Renal

Impairment Function Impairment Function
PK Parameter (N=6) (N=5) (N=T) (N=0)
AUCp s (ng*h/mL) 34.7 (13.9) 27.1(17.4) 65.9(21.3) 32.7 (15.7)
AUC),, (ng*h/mL) 35.1(13.8) 27.4(17.4) 66.3 (21.5) 33.1(15.7)
Coax (Lg/mL) 22.4(16.3) 16.4(9.2) 26.4 (6.8) 20.7 (29.2)
toax (h)? 1.00 (0.50 - 1.00) 1.00 (1.00 - 1.08) 1.00(1.00 - 1.08) 1.00 (1.00 - 1.08)
tia (h) 1.19 (21.6) 1.07 (23.5) 1.81(19.8) 1.15(24.5)
CL (L/h) 14.5(13.1) 18.7 (17.0) 7.83 (20.0) 15.4(15.6)
Ve (L) 16.6 (22.5) 21.5(10.6) 16.7(13.5) 19.3 (24.9)
CL/WT (L/hVkg) 0.224 (15.1) 0.233 (14.6) 0.103 (47.8) 0.179(17.9)

E”WT (L/kg) 0.254(14.2) 0.268 (9.8) 0.206 (20.5) 0.220(17.4)

*  Median (min-max)

The mean tazobactam AUCy,,;and AUCq.i¢in mild renal impairment subjects were increased by roughly
30% compared to the demographically-matched subjects with normal renal function. This difference is
not considered clinically meaningful and no dose adjustment of tazobactam is recommended for
subjects with mild renal impairment. Conversely, the mean tazobactam AUC,..;:and AUCy.sin subjects
with moderate renal impairment was increased by approximately 2-fold relative to the demographically-
matched subjects with normal renal function, indicating a dose adjustment would be necessary to
achieve comparable exposure.

CXA-REN-11-01

CXA-REN-11-01 evaluated the pharmacokinetics of a single dose of ceftolozane/tazobactam (500/250
mg) in subjects with severe renal function, and two doses of ceftolozane/tazobactam (before and after
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dialysis) in subjects with end-stage renal disease on hemodialysis (ESRD on HD). A total of 12 subjects
were enrolled, six subjects with severe renal impairment and six subjects with ESRD.

Since there was no within-trial comparison of ceftolozane/tazobactam pharmacokinetics, the
concentration-time profiles are not shown here for either subjects with severe renal impairment or
ESRD (refer to Appendix 4.2). The pharmacokinetic parameters for ceftolozane and tazobactam in
patients with severe renal impairment are shown in Table 2.3.2.5-3, and the pharmacokinetics of
ceftolozane/tazobactam in subjects with ESRD are shown in Table 2.3.2.5-4 (before dialysis) and Table
2.3.2.5-5 (after dialysis).

Table 2.3.2.5-3: Median (Range) Pharmacokinetic Parameters for CXA-101, Tazobactam, and the M-1
Metabolite of Tazobactam for Subjects with Severe Renal Impairment Following Administration of a
Single Dose of CXA-201 in Plasma

Parameter (Units) CXA-101 Tazobactam M-1 Metabolite
Half-Life (hr) 111(7.7-149) 25(19-33) 121(84—-157)
Cnae (g/mlL) 470(375-763) 163 (102 —-18.3) 20(18-28)
Tree (hr) 1.0(1.0-3.0) 10(1.0-1.0) 120(9.0-12.0)
AUC; (ug*hr/mL) 498 (403 —711) 53.7(34.2-068.1) 52.7(35.1-71.8)
AUCq... (pg*hr/mL) 509 (429 - 762) 56.5(358-70.9) 59.0(36.0-84.7)
CL (L/hr) 10(07-12) 44(35-70) -

V.. (L) 12.5(11.3-20.4) 15.7(12.2 -23.5) -

Note that despite being given a reduced dose of ceftolozane/tazobactam, the AUC,and AUC,.isvalues
of ceftolozane and tazobactam are still increased by roughly 2-fold over what was observed in subjects
with normal renal function (refer to Tables 2.3.2.5-1 for ceftolozane and 2.3.2.5-2 for tazobactam)
indicating a further downward dose adjustment is necessary for subjects with severe renal impairment
to achieve ceftolozane and tazobactam exposures comparable to subjects with normal renal function.

Table 2.3.2.5-4: Median (Range) Pharmacokinetic Parameters for CXA-101, Tazobactam, and the M-1
Metabolite of Tazobactam Following Administration of the First Dose of CXA-201 (before dialysis)

Parameter (Units) CXA-101 Tazobactam M-1 Metabolite
Half-Life (hr) 40.5(20.8-581) 421(338-9.10) ND
Cpae (ng/ml) 442 (30.2 - 60.6) 202 (159-303) 101 (29-14.2)
T e (hr) 1.0(03-1.0) 10{(05-1.0) 300(120-48.0)
AUC, (ng*hr/ml) 903 (372 -1233) 107 (453 - 169) 389 (99.8 —538)
AUCq (ng*hr/ml) 1629 (466 —2750) 109 (46.0 - 170) ND
CL (L/hr) 03(02-11) 24(15-34 ND
V.. (L) 17.9(11.9-31.7) 15.2(11.5-27.1) ND

ND=Not determined

As expected, the exposures of ceftolozane and tazobactam in ESRD patients who have not yet received
their dialysis treatment are significantly higher than what was observed in healthy volunteers.
Additionally, the ceftolozane AUC.,sin the ESRD subjects was more than 3-fold larger than in subjects
with severe renal impairment and the tazobactam AUC, s was nearly two fold larger.
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Table 2.3.2.5-5: Median (Range) Pharmacokinetic Parameters for CXA-101, Tazobactam, and the M-1
Metabolite of Tazobactam Following Administration of the Second Dose of CXA-201 on Study Day 4 in
Subjects with ESRD During HD

Parameter (Units) CXA-101 Tazobactam M-1 Metabolite
Half-Life (hr) 432(328-56.9) 50(19-835) 368 4°

Cpu (ng/mL) 41.1(17.5-56.4) 149 (72-229) 10922-157)

T e (h1) 10¢(10-1.0) 10(1.0-1.0) 1.5(05-24.0)
AUC,, (ug*hr/mL) 298 (179 —437) 37.1(199-57.8) 181.8 (78.0 —254.8)

a. Based on data from 1 subject.
These results indicate that the dialysis procedure significantly removes both ceftolozane and
tazobactam. The resulting AUC,.,sfor ceftolozane and tazobactam was still elevated compared to
subjects with normal renal function receiving the 1500 mg dose of CXA-201, but the resulting exposures
were similar to patients with mild renal impairment who received the 1500 mg dose.

Proposed Dose Adjustments

The Sponsor has proposed dose adjustments for ceftolozane/tazobactam in patients with moderate and
severe renal impairment (in the population PK meta-analysis report CUBI-PCS-100) and in patients with
ESRD on HD (in the population PK report CXA-POPPK-002). Both reports are reviewed extensively in the
Pharmacometric Review (Appendix 4.3). Summary plots showing the relationship between creatinine
clearance and population pharmacokinetic model-predicted ceftolozane (left, Figure 2.3.2.5-3) and

tazobactam (right, Figure 2.3.2.5-3) clearance support the dedicated study findings of decreased drug
elimination as creatinine clearance decreases.

Figure 2.3.2.5-3: Relationship Between Creatinine Clearance (CrCL) and Population Pharmacokinetic
Model-predicted Ceftolozane (left) and Tazobactam (right) Clearance
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The Reviewer is in agreement with the proposed dose adjustments which are summarized in Table
2.3.2.5-6 as the exposures resulting from the implementation of the recommended dose adjustments
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would be predicted to be comparable to the exposures resulting from the administration of 1.5 g
ZERBAXA q8h infused over 1 hour in patients with normal renal function.

Table 2.3.2.5-6: Recommended Doses of Ceftolozane and Tazobactam by Renal Impairment Group

Renal Impairment Category Proposed Dose of Frequency
Ceftolozane/Tazobactam
Normal 1000/500 mg g8h
Mild 1000/500 mg g8h
Moderate 500/250 mg g8h
Severe 250/125 mg g8h
ESRD on HD Loading dose: 500/250 g8h, with the maintenance dose
Maintenance dose: 100/50 administered at the earliest
possible time following

completion of dialysis on HD

days

Dose adjustments are recommended on the basis of matching plasma concentrations. A dose adjusted
patient would be expected to receive comparable ceftolozane and tazobactam plasma concentrations as
a patient with normal renal function that did not receive a dose adjustment. However, since the
absolute dose administered may differ, the concentrations of ceftolozane and tazobactam in the urine
for dose adjusted patients may differ than what was observed for patients with normal renal function.
However, the urinary concentrations of ceftolozane and tazobactam should remain sufficiently high with
the adjusted dose such that efficacy would not be compromised in cUTI infections.

2.3.2.6. Hepatic Impairment.

A hepatic impairment study was not conducted, and does not appear to be necessary given the
extensive renal elimination of both ceftolozane and tazobactam. Hepatic impairment would not be
expected to affect the pharmacokinetics of ceftolozane or tazobactam. No dose adjustment of
ceftolozane/tazobactam is recommended on the basis of hepatic impairment.

2.3.2.7. What pregnancy and lactation use information is there in the
application?

The impact of pregnancy and lactation was not evaluated in this NDA. The proposed product labeling
states that it is unknown whether ceftolozane or tazobactam is excreted in human milk and that caution
should be exercised when ZERBAXA is administered to a nursing woman.

No pregnancies have occurred in any subject treated with ceftolozane/tazobactam or ceftolozane alone
during the clinical development program.
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2.4 Extrinsic Factors

2.4.1. What extrinsic factors (drugs, herbal products, diet, smoking, and
alcohol use) influence dose-exposure and/or response and what is the impact
of any differences in exposure on response?

The impact of herbal products, diet, smoking, and alcohol use were not evaluated. The Sponsor
conducted an extensive in vitro program to evaluate the potential for ceftolozane, tazobactam, and
tazobactam M-1 to interact with select CYP450 enzymes and membrane transporters (refer to Appendix
4.1).

In general, the in vitro studies suggested a low potential for drug interactions. However, it was observed
that tazobactam was a substrate and inhibitor of OAT1 and OAT3. Additionally, treatment of
ceftolozane at 1000 pg/mL for 3 days in human liver microsomes caused a moderate reduction in mRNA
levels of CYP1A2 and CYP3A4 in some of the donor samples. To further investigate these potential drug-
drug interactions, the Sponsor conducted a cocktail drug-drug interaction study (CXA-DDI-12-10) which
is further discussed in 2.4.2.8.

2.4.2. Drug-drug interactions.

2.4.2.1. Is there an in vitro basis to suspect in vivo drug-drug interactions?

The Sponsor conducted several in vitro studies to assess the potential for ceftolozane, tazobactam, and
tazobactam M-1 to induce or inhibit CYP450 enzymes. Additionally, ceftolozane and tazobactam were
evaluated for the potential to be substrates of or to inhibit select membrane transporters.

In general, the results of these in vitro trials did not suggest a potential for drug interactions.
Tazobactam was shown to inhibit OAT1 and OAT3 at estimated ICs values of 117.7 and 146.7 pug/mL,
respectively. Ceftolozane, tazobactam, and tazobactam M-1 all showed potential to reduce mRNA levels
of CYP1A2 or CYP3A4. An in vivo cocktail drug interaction study (CXA-DDI-12-10) was conducted to
further investigate these findings (see section 2.4.2.8).

Tazobactam showed some inhibition of CYP3A4 at concentrations well above the expected clinical
concentration of 22 ug/mL (see Table 2.4.2.1-1). Ceftolozane showed some potential to inhibit MATE1

and MATE2-K (by approximately 30-40%), although an ICs, could not be identified despite ceftolozane
concentrations of 2500 ug/mL.
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Table 2.4.2.1-1: Inhibition of CYP3A4 (Midazolam 1’-hydorxylase)

Tazobactam Percent remaining activity

Conc. (pg/mL) Replicate 1 Replicate 2 Mean
0 100% 100% 100%
10 96% 98% 97%
25 92% 91% 92%
50 92% 88% 90%
100 84% 87% 86%
250 68% 66% 67%
500 55% 55% 55%
1000 42% 40% 41%

2.4.2.2. Is the drug a substrate of CYP enzymes? Is metabolism influenced by
genetics?

No. Ceftolozane is nearly completely recovered unchanged in the urine. Tazobactam is metabolized to
tazobactam M-1 by non-CYP450-mediated processes.

2.4.2.3. Is the drug an inhibitor and/or an inducer of CYP enzymes?

All of the information in this section is derived from in vitro studies. No clinically significant interactions
are expected (refer to 2.4.2.8).

Ceftolozane showed no potential to induce CYP450 enzymes. Ceftolozane did not directly inhibit the
activity of any of the following CYP450 isozymes: CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2DS,
or CYP3A4. However, ceftolozane has shown a potential to reduce mRNA levels of CYP1A2 and CYP3A4
which may indirectly act as an inhibitor.

Tazobactam showed no inhibition of CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, or CYP2D6.
Tazobactam showed some inhibition of CYP3A4 (see Table 2.4.2.1-1), although the inhibition at clinically
relevant concentrations is not substantial. Tazobactam also showed a potential to reduce mRNA levels
of CYP1A2 and CYP3A4.

Tazobactam M-1 showed no potential to inhibit CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, or
CYP3A4. Tazobactam M-1 showed a potential to reduce mRNA levels of CYP1A2, CYP2B6, and CYP3A4.

2.4.2.4. Is the drug a substrate and/or an inhibitor of P-glycoprotein transport
processes?

No. Ceftolozane and tazobactam were shown to be neither a substrate nor an inhibitor of P-gp.
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2.4.2.5. Are there other metabolic/transporter pathways that may be
important?

Ceftolozane was evaluated for its potential to inhibit the following transporters: OAT1, OAT3, OCT1,
OCT2, OATP1B1, OATP1B3, P-gp, BCRP, BSEP, MRP2, MATE1, and MATE2-K. For most of the
transporters, no inhibition was observed. For OAT1, OAT1B3, MATE1, and MATE2-K, a weak inhibition
was observed, but an ICs, was not able to be determined with ceftolozane concentrations up to 2500
pg/mL [>50-fold the C,., of ceftolozane observed in Phase 2 studies (47 ug/mL)]. Therefore, the
inhibition of transporters by ceftolozane is unlikely to be clinically relevant.

Tazobactam was evaluated for its potential to inhibit the following transporters: OAT1, OAT3, OATP1B1,
OATP1B3, OCT1, OCT2, P-gp, BCRP, and BSEP. No inhibition was observed for OATP1B1, OCT2, P-gp,
BCRP, or BSEP. Weak inhibition of OCT1 (19.6% at 500 pug/mL) and OATP1B3 (32.3% at 500 pg/mL) was
observed. Tazobactam ICsy values of 117.8 pg/mL and 146.7 pg/mL were determined for OAT1 and
OAT3 inhibition, respectively. This interaction was further investigated in the in vivo drug-drug
interaction study CXA-DDI-12-10.

Tazobactam M-1 was evaluated for its potential to inhibit the following transporters: OATP1B1,
OATP1B3, OAT1, OAT3, BSEP, BCRP, and P-gp. Tazobactam M-1 inhibited OAT1 by 43.8% at 75 pg/mL,
but otherwise showed no inhibition. The mean tazobactam M-1 concentration in the Phase 2 clAl trial
was 1.5 pg/mL, so this interaction is unlikely to be clinically significant.

2.4.2.6. Does the label specify co-administration of another drug (e.g.
combination therapy in oncology) and if so, has the interaction potential
between these drugs been evaluated?

Yes. Ceftolozane is given with tazobactam as a combination product. The Sponsor conducted a Phase 1
trial to assess whether tazobactam interfered with ceftolozane pharmacokinetics (CXA-201-01). Table
2.4.2.6-1 shows the pharmacokinetics of ceftolozane following single doses of ceftolozane alone (TOL)
and the same single dose when given with tazobactam (TOL/TAZ). This study also contained a multiple
dose arm that was consistent with the single dose data. Tazobactam does not interfere with the
pharmacokinetics of ceftolozane.
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Table 2.4.2.6-1: Ceftolozane Plasma and Urine Pharmacokinetic Parameters after a Single Intravenous
1-hour Infusion of Ceftolozane Alone and with Tazobactam

Mean (CV %)
200 mg 500250 mg | 1000mg | 1000/500mg | 2000 mg | 2000/1000 mg

Cefrolozane PK TOL TOLTAZ TOL TOL/TAZ TOL TOLTAZ
Parameter (n=6) (n=f) (n=16) {n=6) (n=6) (n=6)
C e (pg/'ml ) 42,6 (14) 40.2(13) 92.3(13) 90.2 (11) 153 (11) 140 (15)
touae (B) 1.00 1.00 1.01 1.05 10 1.01

(1.00-1.09y | (1.00-1.01) | (1.00-1.08) | (1.00-1.10) | (1.00-1.09) (1.00-1.09)
AUC, (pg-h/ml) 98.6(16) 97.3(13) 230 (6) 200 (9) 373 (16) 353 (18)
1 (h) 248 () 243(19) 2.64 (200 258 (19) 262(17) 2.62(18)
Vi (L) 11.8 (13) 11.7(14) 11.0(19) 11.2(16) 133 (15) 14.0(18)
CL (L'h) 5.18(15) 5.23(13) 435 (6) 482 (10 543(14) 5.81 (16)
CLg (L) 554014 5.44(18) 461 (6) 5.10(12) 333017 5.93 (29)
f, (%) 108 (T 104 (7) 106 (2) 106 (5) 102 (10) 90.9 (18)

AUC_=area under the plasma concentration-time curve from time zero to infinity; CL=total body clearance from plasma;
CLg=renal clearance of the dmg from plasma; Cp=maxanmm (peak) plasma drog concentration; CW=coefficient of vanation:
f=frachon of miravencusly admimistered imchanged parent dmig excreted mfo the urme; PE=pharmacokinefic; ti.=elimination
half life; TAZ=tazobactany t.,=time to reach maxinmmm (peak) plasma concentration following dmg administration;
TOL=ceftolozane; V,,=apparent volume of distribution at steady state after infravenous administration

* Median (nininmm maxinmm) presented

2.4.2.7. What other co-medications are likely to be administered to the target
patient population?

ZERBAXA is likely to be used as a stand-alone therapy in the treatment of cUTI including pyelonephritis.
However, the proposed label recommends the addition of metronidazole for the treatment of clAl
infections. No drug-drug interaction trial was conducted with ceftolozane/tazobactam and
metronidazole. Although no specific rationale was provided by the Sponsor for not conducting such a
study, there is not a strong mechanistic basis to suspect that a drug-drug interaction between
metronidazole and ceftolozane/tazobactam would occur.

2.4.2.8. Are there any in vivo drug-drug interaction studies that indicate the
exposure alone and/or exposure/response relationships are different when
drugs are co-administered?

In human liver microsomes treated with ceftolozane at 1000 pg/mL for 3 days, a decrease in mMRNA
levels of CYP1A2 and CYP3A4 was noted in some donors. Tazobactam also showed a potential to
directly inhibit CYP3A4 activity at high concentrations (ICso >500 pg/mL). Separate in vitro studies have
shown that tazobactam has a potential to act as a substrate and an inhibitor for OAT1 and OAT3. In
order to further investigate these potential interactions, a clinical cocktail drug-drug interaction study
was conducted (CXA-DDI-12-10).

Study CXA-DDI-12-10 was a five period study designed as follows: On Day 1 (start of Period 1), subjects
received a single 20 mg oral dose of furosemide (OAT1/3 probe substrate); after a 2 day washout,
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subjects received a single oral dose of 200 mg caffeine and 2 mg midazolam oral syrup (the cocktail
probe) on Day 4 (start of Period 2); after a 2-day washout, subjects received a single IV infusion of 1500
mg ceftolozane/tazobactam administered over 60 minutes on Day 7 (start of Period 3); after a 1 day
washout, subjects received an oral dose of 20 mg furosemide in conjunction with 1500 mg
ceftolozane/tazobactam administered by IV infusion over 60 minutes on Day 9 (start of Period 4);
ceftolozane/tazobactam dosing continued every 8 hours until Day 15 when a final morning dose was
administered; subjects received a single oral dose of cocktail probe co-administered with 1500 mg
ceftolozane/tazobactam on Day 12 (start of Period 5) and Day 15. Results of the study are presented

below.

OAT1/0OAT3 inhibition assessment
Figure 2.4.2.8-1 shows the plasma concentration-time profile of furosemide alone and when co-
administered with ceftolozane/tazobactam. Table 2.4.2.8-1 shows the resulting furosemide
pharmacokinetic parameters, and Table 2.4.2.8-2 shows the statistical analysis of the furosemide

pharmacokinetics.

Figure 2.4.2.8-1: Mean (SD) Plasma Concentration of Furosemide versus Time by Treatment
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Penod 1: firosemide 20 me by mouth (PO).
Period 4: furosemide 20 mg PO + ceftolozanetazobactam 1500 me ntravenous.

Table 2.4.2.8-1: Geometric Mean (%CV) Plasma Pharmacokinetics of Furosemide

Geometric Mean (CV%)

Crax T Tiaze AUCy, AUCh= Tz CLF Vd'F

Treatment (ng/mL) (hr) (hr) (ng*hr/mL) | (ng*hr/mL) (hr) (L/hr) L)
Furosemide

Furosemide alone® 433 2.00 12.1 1510 1640 228 122 40.1

(30) (1.00, 4.00) (37) (27) 24 (86 (23) {73)
Furosemide with 379 2.00 143 1330 1370 2.75 14.6 580
ceftolozane ‘tazobactam 41) (1.00, 4.00) (60) an (23) (111) (23) (99}
1500 mg TV®
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Table 2.4.2.8-2: Statistical Analysis of Plasma Pharmacokinetic Parameters of Furosemide

Rartio of
Pharmacokinetic Geometric Geometric 0% CT of
Parameter (Unit) Period Comparison n L5 Means L5 Means Ratio
AUCy, (ng*hr/ml ) 1 16 1510
4 Period 4 versus | 16 1330 0877 0.756-1.02
Peniod 1
AUC= (ng*hr/ml) 1 10 1670
4 Period 4 versus | 10 1440 0.867 0.725-1.04
Penod 1
C e (ng'ml) 1 16 455
4 Period 4 versus | 16 379 0.833 0628-1.10
Period 1

CI = confidence mterval; LS = least squares.

Note: A linear mixed effect model was performed on natural loganthms of pharmacokinetic parameters with penod
as a fixed effect and subject as a random effect.

Penod 1: firosemide 20 me by mouth (PO).

Penod 4: firosenmde 20 me PO + ceftolozane ‘tazobactam 1500 mz miravenous.

The lower bound of the 90% confidence intervals for furosemide AUC,.;, AUCq.ins, and C,,.x all fell below
the pre-specified no-effect boundary of 0.8, indicating that the pharmacokinetics of furosemide were
altered by co-administration of ceftolozane/tazobactam. However, the interaction was not in the
expected direction as an inhibition of OAT1/3 would manifest in increased concentrations/exposures of
furosemide. The reduction of the point estimates were in the range of 10-20%, suggesting that the
reductions in furosemide concentrations/exposures are not clinically relevant.

CYP1A2 inhibition (caffeine and 1,7-dimethylxanthine)

Study CXA-DDI-12-10 assessed both the pharmacokinetics of CYP1A2 probe substrate caffeine as well as
its metabolite 1,7-dimethylxanthine. The pharmacokinetics of caffeine were not altered by the co-
administration of ceftolozane/tazobactam. The pharmacokinetics of 1,7-dimethylxanthine are shown in
Table 2.4.2.8-3 and the statistical analysis of the parameters is shown in Table 2.4.2.8-4.

Table 2.4.2.8-3: Geometric Mean (%CV) Plasma Pharmacokinetics of 1,7-Dimethylxanthine

Geometric Mean (CV0%)

Cos T That AUCw AUC)= Tin

Treatment {ug/mL}) (hr) {hr) (ng*hr/mL) | (ug*hr/mL) | (hr)
1.7-Dimethyhanthine

Caffeine” 1.44 8.00 240 230 281 7.75°

(18) (4.00, 12.00) (0 (14)
Caffeine with 1.29 792 421 23.8 9.0 1.24
ceftolozane/tazobactam (17 (4.00, 12.13) (22) (17) (14) (17
1500 mg IV (Day 12)°
Caffeine with 1.39 5.00 422 30.9 323 1.63
ceftolozane/tazobactam (14) (4.00, 12.00) (22) (16) (14) (18)
1500 mg IV (Day 15}
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Table 2.4.2.8-4: Statistical Analysis of Plasma Pharmacokinetic Parameters of 1.7-Dimethylxanthine

Pharmacokinetic Ratio of
Parameter eometric | Geometric | 90% CT of
(Unit) Period | Day Comparison n | LS Means | LS Means Ratio
AUC, 2 16 239
(ng*hr/ml )
5 12 Period 5, Day 12 16 288 1.20 1.12-1.29
versus Period 2
3 15 Period 5, Day 13 16 39 1.29 1.20-139
versus Period 2
Croo (ug/ml) 2 16 1.44
5 12 Period 3, Day 12 16 1.29 0.900 0.863 -
versus Period 2 0930
5 15 Period 5, Day 15 16 1.39 0968 0928 -
versus Period 2 1.01

CI=confidence mterval; LS =least squares.

Note 1: A linear mixed effect model was performed on natural loganthms of pharmacokinetic parameters with
peniod as a fized effect and subject as a random effect

Note 2: AUC, _ was not inchaded in the statistical analysis due to samples size (n=1 in Period 2).

Period 2: caffeine 200 me by mouth (PO) + midazolam 2 mg PO.

Penod 5: (caffeine 200 mg PO + mudazolam 2 me PO) + ceftolozane/tazobactam 1500 mg infravenous.

The AUC,_; of the caffeine metabolite 1,7-dimethylxanthine increased when co-administered with
ceftolozane/tazobactam, although not substantially. This increase in exposure is not consistent with
inhibition of CYP1A2, which would be predicted to result in a decrease in 1,7-dimethxanthine
concentrations and an increase in caffeine concentrations, neither of which was observed.

CYP3A4 inhibition (midazolam and 1-hydroxymidazolam)

Study CXA-DDI-12-10 assessed both the pharmacokinetics of CYP3A4 probe substrate midazolam as well
as its metabolite 1-hydroxymidazolam. The pharmacokinetic parameters of midazolam are shown in
Table 2.4.2.8-5 and the pharmacokinetics of 1-hydroxymidazolam are shown in Table 2.4.2.8-6. The
statistical analysis of the pharmacokinetic parameters is shown in Table 2.4.2.8-7 for midazolam and
Table 2.4.2.8-8 for 1-hydroxymidazolam.

Table 2.4.2.8-5: Geometric Mean (%CV) Plasma Pharmacokinetics of Midazolam

Crmar - Thase AUCq, AUCe= Thn CLF VA'F
Treatment (ng/mL) (hr) (hr) (ng*hr/mL) | (ng*hr/mL) (hr) (L/hr) (L)
Midazolam
Midazolam alone 109 0.50 13.0 258 6.8 321 74.5 345
(28) (0.50, 1.00) (38) 34) (34) (37 (32) 40y
Midazolam with 10.8 0.50 149 217 287 342 69.7 344
ceftolozane/tazobactam (28) (0.50, 1.00) (36) (33) (32) (€] (300 (38)
1500 mg IV (Day 12)°
Midazolam with 124 0.50 149 31.6 329 3.62 60.7 317
ceftolozane/tazobactam 23) (0.50, 1.00) (BT (31) 29) 40 (29 42)
1500 mg IV Day 15)°

IV = infravenous.

* Median (muninmm, maxmumy).

" Period 1: firosemide 20 mg by mouth (PO).

® Period 4: firosenude 20 mg PO + ceftolozape'tazobactam 1300 mg intravencus (TV).

* Period 2: caffeine 200 mg PO + midazolam 2 mg PO.

® Period 5: (caffeine 200 mg PO + midazolam 2 mg PO) + cefiolozane/tazobactam 1500 mg IV.
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Table 2.4.2.8-6: Geometric Mean (%CV) Plasma Pharmacokinetic of 1-hydroxymidazolam

Crmax Tasx Thast AUC,, AUC . Tin
Treatment (ng/mL) (hr) (hr) (ng*hr/mL) | (ng*hr/mL) | (hr)
1-Hydroxymidazolam
Midazolam® 3.78 1.00 0.40 125 14.1 246
(39 (0.50, 1.00) (45) (56) (543 (75)
Midazolam with 5.51 1.00 119 128 133 3.50
ceftolozane tazobactam 40 (0.50, 2.03) (38) (31 (47N (35)
1500 mg IV (Day 12)*
Midazolam with 6.75 0.77 121 153 15.0 3.08
ceftolozane tazobactam (49 (0.50, 1.00) (37) (537 40 (43)
1500 mg IV (Day 15)°

IV = infravenous.

* Median {nommmom, masiTmm).

* Period 2: caffeine 200 mg PO + midazolam 2 mg PO.

® W=1. Termunal phase linear regression could enly be fitted through 1 profile of each treatment group.

“ Period 3, Days 12 and 15: (caffeine 200 mg PO + midazolam 2 mg PO) + ceftolozane tazobactam 1500 mg
IiTAVETIONS.

Table 2.4.2.8-7: Statistical Analysis of Plasma Pharmacokinetic Parameters of Midazolam

Ratio of
Pharmacoldanetic Geometric | Geometric | M% CT of
Parameter (Unit) | Period | Day Comparison n | LS Means | LS Means Ratio
AUC,, 2 16 258
(ng*he/ml)
5 12 Period 5, Day 12 | 16 277 1.08 102-1.13
versus Period 2
5 15 Period 5, Day 15 | 16 316 123 1.17-129
versus Period 2
AUCh~ 2 16 268
(ng*he/ml )
5 12 Period 5, Day 12 | 16 287 1.07 102-1.12
versus Period 2
5 15 Period 5, Day 15 | 16 329 123 1.17-129
versus Period 2
Crny (ng/ml) 2 16 109
5 12 Period 5, Day 12 | 16 10.8 0991 0.920 -
versus Period 2 1.07
5 15 Period 5, Day 15 | 16 124 1.15 1.06-1.23
versus Period 2

CI=confidence interval; LS = least squares.

Note: A linear mixed effect model was performed on natural logarithms of pharmacokinetic parameters with peniod
as a fixed effect and subject as a random effect.

Penod 2: caffeine 200 me by mouth (PO) + midazolam 2 mz PO.

Penod 3¢ (caffeme 200 mz PO + nmdazolam 2 mg PO} + ceftolozane/tazobactam 1500 me mtravenous.

Reference ID: 3648317



Table 2.4.2.8-8: Statistical Analysis of Plasma Pharmacokinetics of 1-hydroxymidazolam

Ratio of
Pharmacokinetic Geometric | Geometric | 90% CT of
Parameter (Unit) | Period | Day Comparison n | L5 Means | LS Means Ratio
AUC,, 2 16 125
(ng*hr/ml )
5 12 Period 5, Day 12 16 128 1.03 0920
versus Period 2 1.13
5 15 Period 5, Day 15 16 153 123 1.11-136
versus Peniod 2
AUCq= 2 12 136
(ng*hr/mL)
5 12 Period 5, Day 12 12 136 1.00 0.900 -
versus Period 2 1.11
5 15 Period 5, Day 13 12 15.3 1.13 101-1.26
versus Period 2
Cooe (ng/ml) 2 16 5.78
5 12 Period 5, Day 12 16 5.51 0.953 0.858 -
versus Period 2 1.06
5 15 Period 5, Day 13 16 6.75 1.17 1.05-1.30
versus Period 2

CI= confidence mterval; LS = least squares.

Note: A linear mixed effect model was performed on natural logarithms of pharmacokinetic parameters with period
as a fixed effect and subject as a random effect.

Peniod 2: caffeine 200 me by mouth (PO) + midazolam 2 mg PO.

Penod 5: (caffeme 200 mg PO + midazolam 2 me PO) + ceftolozane/tazobactam 1500 me infravencus.

The 90% confidence intervals of the point estimates for the AUCq., AUCq.ins, and Cp.x for midazolam (as
calculated on Day 12) all fell within the pre-specified 0.8-1.25 no effect boundary, indicating that the
pharmacokinetics of midazolam were not altered. However, by Day 15, the upper bound of the
confidence intervals had exceeded 1.25 for all of the parameters. The point estimates for midazolam on
the Day 15 assessment indicated an increase in C.,, Of approximately 15% and increase in AUC of ~23%
(both AUCy.;and AUCq.irs). One possible conclusion is that several days of ceftolozane/tazobactam
administration led to a suppression of CYP3A4 mRNA levels and therefore CYP3A4 activity as observed in
the in vitro study; however, the increase in midazolam concentrations/exposures was not accompanied
by a comparable decrease in 1-hydroxymidazolam concentrations; in fact, the concentrations and
exposures of 1-hydroxymidazolam also increased between Day 12 and Day 15.

Summary

The pharmacokinetics of furosemide, 1,7-dimethylxanthine, midazolam, and 1-hydroxymidazolam were
altered when co-administered with ceftolozane/tazobactam. However, the magnitudes of the changes
observed are not clinically significant and do not require dose adjustment. Some of the findings in the
study are puzzling (e.g. the decrease in furosemide exposure following the administration of
ceftolozane/tazobactam), and the observed pharmacokinetic changes do not coincide with the possible
mechanistic explanations. One possibility for this could be that subtle changes are not apparent when
looking at mean data. The Reviewer examined the individual concentration-time profiles for
furosemide, caffeine, 1,7-dimethylxanthine, midazolam, and 1-hydroxymidazolam. Although there was
some inter-individual variability, the mean results were generally consistent with the individual results.
The Reviewer concludes that the changes in pharmacokinetics observed in Study CXA-DDI-12-10 are
likely not clinically relevant.
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2.4.2.9. Is there a known mechanistic basis for pharmacodynamic drug-drug
interactions, if any?

The possible reduction of CYP1A2 and CYP3A4 mRNA levels may be due to a pharmacodynamic drug
interaction (e.g. inhibition of transcription factors). However, there is no known mechanistic basis to
support that.

2.4.2.10. Are there any unresolved questions related to metabolism, active
metabolites, metabolic drug interactions, or protein binding?

There are no unresolved questions related to metabolism, active metabolites, or metabolic drug
interactions.

2.4.3. What issues related to dose, dosing regimens, or administration are
unresolved and represent significant omissions?

There are no significant unresolved issues related to the dose, dosing regimen, or administration of
ceftolozane/tazobactam.

2.5 General Biopharmaceutics

Not applicable, as ceftolozane/tazobactam is intended for intravenous infusion.
2.6 Analytical Section

2.6.1. How are active moieties identified and measured in the plasma in the
clinical pharmacology and biopharmaceutics studies?

Ceftolozane, tazobactam, and tazobactam M-1 were measured in human plasma, urine, and dialysate.
Caffeine, furosemide, and midazolam concentrations (and relevant metabolites) in human plasma were
also measured in conjunction with CXA-DDI-12-10 (refer to Appendix 4.2).

2.6.2. Which metabolites have been selected for analysis and why?

Ceftolozane is not metabolized to any appreciable extent (if at all). Tazobactam M-1 was selected for
analysis as it is the primary metabolite of tazobactam.

2.6.3. For all moieties measured, is free, bound, or total measured? What is
the basis for that decision, if any, and is it appropriate?

Total concentrations were measured. No specific justification for measuring total concentrations was

provided. Total concentrations were corrected for protein binding for the appropriate analysis (e.g.
probability of target attainment analyses for breakpoint determination).
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2.6.4. What bioanalytical methods are used to assess concentrations?

Ceftolozane in human plasma was originally measured via LC/MS/MS (method MN08035) and then via
another method (MN10131) that used derivatization and solid phase extraction (SPE). A cross validation
method (MC10B-0277) was carried out to ensure the compatibility between the two previous methods.
Ceftolozane in human urine was measured via LC/MS/MS (method MN08036).

Tazobactam and tazobactam M-1 in human plasma were measured via LC/MS/MS (method MN09054).
Tazobactam and tazobactam M-1 in human urine were measured via LC/MS/MS (method MN09055).

Ceftolozane, tazobactam, and tazobactam M-1 in human dialysate were measured via an LC/MS/MS
method (MN11038).

2.6.4.1. What is the range of the standard curve? How does it relate to the
requirements for clinical studies? What curve fitting techniques are used?

Please see Table 2.6.4.1-1. The concentration ranges studied were appropriate for the observed
concentrations in clinical trials. Curve fitting was performed using non-linear regression techniques.

Table 2.6.4.1-1: Range of Standard Curve and Curve Fitting for Ceftolozane, Tazobactam, and
Tazobactam M-1 by Biological Matrix and Bioanalytical Method.

Method Analyte/Matrix Range of Standard Curve
MNO08035 Ceftolozane/plasma 0.1-50.0 pg/mL
MN10131 Ceftolozane/plasma 0.25 to 150 pg/mL
MNO8036 Ceftolozane/urine 5.0 to 5000 pg/mL
MNO09054 Tazobactam and Tazobactam Tazo: 0.1 -50.0 pg/mL

M-1/plasma

Tazo M1:0.05 - 25.0 pg/mL

MNOQ09055 Tazobactam and Tazobactam Tazo: 10 — 5000 pg/mL
M-1/urine
Tazo M-1: 5 - 2500 pg/mL

MN11038 Ceftolozane, tazobactam, and Cef: 1.0-500 ng/mL
tazobactam M-1/dialysate
Tazo: 1.0 — 500 ng/mL

Tazo M-1: 1.0 - 500 ng/mL
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2.6.4.2. What are the lower and upper limits of quantification (LLOQ/ULOQ)?

See Table 2.6.4.2-1.

Table 2.6.4.2-1: LLOQ and ULOQ for Ceftolozane, Tazobactam, and Tazobactam M-1 by Biological
Matrix and Bioanalytical Method

Method Analyte/Matrix LLOQ uLoQ
MNO08035 Ceftolozane/plasma 0.1 pg/mL 50 pg/mL
MN10131 Ceftolozane/plasma 0.25 pg/mL 150 pg/mL
MNO08036 Ceftolozane/urine 5.0 ug/mL 5000 pg/mL
MNO09054 Tazobactam and Tazobactam: 0.1 pug/mL | Tazobactam: 50 pg/mL

Tazobactam M-
1/plasma Tazo M-1: 0.05 pg/mL Tazo M-1: 25 pg/mL
MNQ09055 Tazobactam and Tazo: 10 pug/mL Tazo: 5000 pg/mL
Tazobactam M-1/urine
Tazo M-1: 5 pg/mL Tazo M-1: 2500 pg/mL
MN11038 Ceftolozane, Cef: 1.0 ng/mL Cef: 500 ng/mL
tazobactam, and
tazobactam M- Tazo: 1.0 ng/mL Tazo: 500 ng/mL
1/dialysate
Tazo M-1: 1.0 ng/mL Tazo M-1: 500 ng/mL

2.6.4.3. What are the accuracy, precision, and selectivity at these limits?

See Table 2.6.4.3-1. Non-interference validation (selectivity) was evaluated separately in the context of
CXA-DDI-12-10 in which ZERBAXA was administered with a cocktail containing caffeine, furosemide, and
midazolam. Based on the results of the analysis, the coexistence of tazobactam, tazobactam M-1,
midazolam, hydroxymidazolam, caffeine, and furosemide do not interfere with the determination of

CXA-101 in human plasma.
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Table 2.6.4.3-1: Accuracy and Precision for Ceftolozane, Tazobactam, and Tazobactam M-1 by
Biological Matrix and Bioanalytical Method

Method Analyte/Matrix Accuracy (% bias) Precision (%CV)
MNO08035 Ceftolozane/plasma 94.5-102.0% 1.74-7.42%
MN10131 Ceftolozane/plasma 89.6 — 105.0% 3.52-3.70%
MNO08036 Ceftolozane/urine 94.8 —108.0% 0.86 —5.59%
MNO09054 Tazobactam and Tazo: 95.0 — Tazo: 0.78 —

Tazobactam M- 108.8% 8.45%
1/plasma
Tazo M-1:90.7 — Tazo M-1:1.72 -
102.4% 7.95%
MNO09055 Tazobactam and Tazo: 95.2 - Tazo: 0.86 —
Tazobactam M- 102.0% 6.69%
1/urine
Tazo M-1:96.0 - Tazo M-1:1.28 -
102.6% 5.99%
MN11038 Ceftolozane, Cef: 96.0-102.2% | Cef:1.60—-6.82%
tazobactam, and
tazobactam M- Tazo: 97.5 - Tazo: 2.06 -
1/dialysate 105.6% 6.57%
Tazo M-1:97.4 - Tazo M-1:1.48 -
103.0 6.1%

2.6.4.4. What is the sample stability under the conditions used in the study
(long-term, freeze-thaw, sample-handling, sample transport, autosampler)?

The freeze-thaw stability and the long-term stability for each method are provided below. Stability
information was not provided for sample transport or autosampler.

Method MNO8035
Freeze-thaw Stability: 4-cycles.

Long-term Stability: 7 days at -20°C; 395 days at -70°C.

Method MN10131
Freeze-thaw stability: 5 cycles.

Long-term stability: 22 days at -20°C; 352 days at -70°C.

Bench top stability: 4 hours at room temperature.
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MNO08036
Freeze-thaw stability: 6 cycles.

Long-term stability: 24 hours on ice, 14 days at -20°C and -70°C when blended with tazobactam and
tazobactam M-1.

MNO09054
Freeze-thaw stability: 5 cycles.

Long-term stability: 14 days at -20°C and 542 days -70°C for both tazobactam and tazobactam M-1.

MNQ9055
Freeze-thaw stability: 5 cycles.

Long-term stability: 14 days at -20°C and -70°C when blended with ceftolozane.

MN11038
Freeze-thaw stability: 5 cycles.

Long-term stability: 79 days at -70°C for ceftolozane, tazobactam, and tazobactam M-1.

2.6.4.5. What is the QC sample plan?

The QC sample plans for the various methods are presented below. A general QC sample strategy is not
provided in the summary of biopharmaceutics and associated analytical methods. However, the QC
sample plan appears consistent with the guidance (at least three QCs per method run in duplicate, etc.).

Method MNQO8035
Three QC samples were analyzed: low (0.3 pug/mL), mid (3.0 ug/mL), and high (40.0 pg/mL).

Method MN10131
Four QC samples were analyzed: low (0.25 pg/mL), mid (0.750 pg/mL and 10.0 pg/mL), and high (120

ug/mL).

MNO08036
Three QC samples were analyzed: low (15 pg/mL), mid (500 pg/mL), and high (4000 pg/mL).

MNQ9054
For tazobactam, three QC samples were analyzed: low (0.3 pg/mL), mid (3.0 pg/mL), and high (40

ug/mL).

For tazobactam M-1, three QC samples were analyzed: low (0.15 pg/mL), mid (1.50 pg/mL), and high (20
ug/ml).

MNO09055
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For tazobactam, three QC samples were analyzed: low (30 pg/mL), mid (300 pg/mL), and high (4000
ug/mL).

For tazobactam M-1, three QC samples were analyzed: low (15 pg/mL), mid (150 pg/mL), and high (2000
ug/mL).

MN11038
For ceftolozane, tazobactam, and tazobactam M-1, four QC samples were analyzed: low (1.0 ng/mL),
mid (3.0 ng/mL and 30 ng/mL), and high (400 ng/mL).

23 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page
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4 Appendices

4.1 In vitro study reports

Study No: 301036648 (CX.101.DM.001)
Study Title: CXA-101: A Non-GLP Evaluation of Induction Potential of Cytochrome P450
Isoforms by CXA-101 in Cultured Cryopreserved Human Hepatocytes

Date: 10/18/10 —1/31/11

Laboratory Site: ®®@

OBJECTIVE: The purpose of this non-GLP study was to determine the induction potential of CXA-101
in plated primary cryopreserved human hepatocytes. Induction was determined by measuring the
catalytic activity of cytochrome P450 (CYP) isoforms CYP1A2, CYP2B6, and CYP3A4.

METHODS:

Primary cryopreserved hepatocytes from three donors were tested. Hepatocytes were exposed to CXA-
101 for a total of 3 days under serum free conditions at concentrations of 100, 300, or 1000 mcg/mL, and
a single concentration of positive control inducer, with media changes every 24 hours. CYP induction
was assessed by measuring the catalytic activity of CYP isoforms using probe substrates specific for
CYP1A2, CYP2B6, and CYP3A4 catalytic activity. The probe substrates used in this study are shown in
Table 1 and the positive control inducers are shown in Table 2.

Table 1: Incubation conditions of P450 substrates

P450 isoform Probe substrate Substrate Reaction Incubation time
measured concentration catalyzed (min)

CYP3A4 Testosterone 200 pM 6i-Hydroxylation 30

CYP1A2 Phenacetin 100 pM O-Deethylation 60

CYP2B6 S-Mephenytoin 200 pM N-Demethylation 120

Table 2: Positive Control Inducers

Endpoints Positive Control Final Solvent
Inducer Concentration
CYP1AZ B-Naphthoflavone 20 pM DMSO
CYP3A4 Rifampicin 20 pM DMSO
CYP2E6 Phenobarbital 2 mM PBS
Toxicity (MTT)  Tamoxifen 50 uM DMSO
RESULTS
Stability

Prior to initiation of the study, the Sponsor assessed the stability of the CXA-101 test article at
concentrations of 50 mcg/mL and 3000 mcg/mL in hepatocyte media incubated at 37° C for 6 and 24
hours. Following 6 hours of incubation, 90% and 87% of CXA-101 remained when 50 mcg/mL and 3000
mcg/mL concentrations were incubated, respectively. Following 24 hours of incubation, 52% and 32% of
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parent CXA-101 remained, respectively. Therefore, over the 24 hour incubation period, the actual
average concentration for parent CXA-101 was likely to be lower than the nominal concentration, and

likely within a factor of 2.

CYP1A2 activity

The potential for CXA-101 to induce CYP1A2 was tested at concentrations of 100, 300, and 1000
mcg/mL with primary cultured hepatocytes from three donors (see Table 3). Based upon the results of
this study, CXA-101 is not considered to be an inducer of CYP1A2 activity. The treatment of
hepatocytes with the positive control inducer BNF (20 uM) for 3 days caused a 35, 74, and 30-fold
increase in CYP1A2 activity in donors HF382, HMC399, and HMC426, respectively.

Table 3: The Effect of CXA-101 on CYP1A2 Activity in Human Hepatocytes

Phenacetin-O-
deethylation

% of Positive

a
Donor No. | Treatment | [pg/mL] omolminimillion Fold Change control®
cells
Saline 0 51 + 033 -
CXA-101 100 56 £ 048 1.1 = 0.094 <
HE382 CXA-101 300 44 + 034 | 086 = 0066 <1
CXA-101 1000 27 + 016 | 053 =+ 0032 <1
DMSO 0 A7 = 017 -
BNF 20uM | 166 + 54 35+ 11 -
Saline 0 46 + 036 - -
CXA-101 100 48 + 050 1.1 = 011 <
CXA-101 300 34 + 0069 | 075 = 0015 <1
HMC399 CXA-101 1000 1.8 + 0.053 | 039 =+ 0012 <1
DMSO 0 33 = 012 - -
BNF 20uM | 245 + 6.7 74 £ 20 -
Saline 0 27 = 040 - -
CXA-101 100 29 + 0120 | 11 + 0045 <1
HECA25 CXA-101 300 26 + 0059 | 098 =+ 0022 <1
CXA-101 1000 1.7 + 0074 | 065 = 0.028 <1
DMSO 0 27 + 016 -
BNF 20uM | 80 + 45 30+ 17 -

Data are the mean + SD from 3 wells

*Fold - the mean fold change of treated samples compared to vehicle control samples

P9 PC- the percent of induction relative to positive control samples

CYP2B6 activity

Table 4 shows the effect of different concentrations of ceftolozane on CYP2B6 activity. Based upon the

results of this study, CXA-101 is not considered to be an inducer of CYP2B6 activity. Treatment of
hepatocytes with the positive control inducer PB (2 mM) showed an increase in CYP2B6 activity.
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Table 4: The Effect of CXA-101 on CYP2B6 Activity in Human Hepatocytes

S-Mephenytoin

N-Demethylation

% of Positive

Donor No. . Treatment | [pg/mL] Fold Change?® b
pmol/min/million control
cells
Saline 0 094 * 0064 - -
CXA-101 100 |079 + 020 | 084 =+ 022 <1
CXA-101 300 10 + 0040 | 11 =+ 0042 2
HF382 | cxa101 | 1000 | 095 + 0016 | 10 + 0017 <1
PBS 0 069 + 0.19 - -
PB 2000pM | 70 = 031 10 =+ 045 -
Saline 0 062 * 0068 -
CXA-101 100 |049 + 0092 | 080 = 015 <1
CXA-101 300 | 050 + 0024 | 096 =+ 0038 <1
HMC399 | CXA-101 | 1000 |060 + 0072 | 007 + 012 <1
PBS 0 047 = 0.10 - -
PB 2000pM| 10 = 13 2 = 28 -
Saline 0 059 + 0047 . :
CXA-101 100 | 052 + 013 | 088 + 021 <1
HECazs | CXA-101 300 | 061 * 0030 | 1.0 =+ 0051 1
CXA-101 1000 | 065 + 0029 | 1.1 + 0.048 3
PBS 0 041 + 012 - -
PB 2000pM | 22 + 063 | 54 + 15 -

Data are the mean + SD from 3 wells

*Fold- the mean fold change of treated samples compared to vehicle control samples

®9% PC- the percent of induction relative to positive control samples

CYP3A4 activity

Table 5 shows the effect of different concentrations of ceftolozane on CYP3A4 activity. Based upon the

results of this study, CXA-101 is not considered to be an inducer of CYP3A4 activity. Treatment of

hepatocytes with the positive control inducer rifampin (20 uM) showed an increase in CYP2B6 activity.
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Table 4: The Effect of CXA-101 on CYP3A4 Activity in Human Hepatocytes

Testosterone-63-
Donor No. Treatment  [pug/mL] hydroxylation Fold Change® %o of Posithive
pmol/min/million control
cells
Saline 0 33 = 24 - -
CXA-101 100 33 + 18 10 =+ 0.054 <1
HE382 CXA-101 300 34 =+ 0.46 10 =+ 0.014 <1
CXA-101 1000 31 =+ 1.2 096 =+ 0038 <1
DMSO 0 39 =+ 55
RIF 20pM [ 1011 =+ 27 26+ 070
Saline 0 15 = 14 - -
CXA-101 100 14 = 0.31 095 = 0.021 <1
CXA-101 300 13 =+ 0.33 085 = 0022 <1
HAMC399 CXA-101 1000 10 * 0.87 070 * 0.059 <1
DMSO 0 15 =+ 0.34 -
RIF 20pM | 1217 =+ 57 82 + 38
Saline 0 76 =+ 0.30 - -
CXA-101 100 88 =+ 0.74 12 =+ 0.096 <1
vrcazs | AT 300 | 75 + oo0s9 | 099 + 0'0109 <
CXA-101 1000 66 =+ 0.67 087 + 0088 <1
DMSO 0 78 =+ 021 -
RIF 20pM | 695 =+ 107 90 # 14

Data are the mean + SD from 3 wells
*Fold — the mean fold change of treated samples compared to vehicle control samples
®o5 PC — the percent of induction relative to positive control samples

SPONSOR’S CONCLUSIONS:

The present study demonstrated that the treatment of human hepatocyte cultures with CXA-101 up to
1000 mcg/mL (nominal concentrations) did not cause an induction in CYP1A2, CYP2B6, or CYP3A4
activity under serum free conditions. Based on stability testing in the hepatocyte culture media and stock
solution analysis from the Sponsor, average concentrations exposed to hepatocytes are likely to be less
than nominal due to a possible degradation, but within two-fold of nominal. CXA-101 at 1000 mcg/mL
caused a moderate reduction of CYP1A2 activity in all donors ranging from 35% to 61%. However, the
role of the degradation in association with the reduction of CYP1A2, if any, is not clear. According to the
Sponsor, the C,, of non-protein bound CXA-101 in the plasma of patients with complicated urinary tract
infections is ~46 mcg/mL. Therefore, the clinical relevance of this observation is uncertain.

REVIEWER ASSESSMENT:

The Reviewer agrees with the Sponsor’s conclusions that CXA-101 is not likely to act as an inducer of
CYP1A42, CYP2B6, or CYP3A44. In fact, CXA-101 showed a concentration-dependent inhibition of
CYPIA2 in all three donors and an inhibition of CYP3A4 in at least one donor (HMC399). There was no
apparent inhibition or induction of CYP2B6 activity. The performance of the positive induction controls
indicates that the assay system is valid and that an ability to induce CYP1A42, CYP2B6, or CYP3A4 could
be detected by this technique. The ability of CXA-101 to inhibit CYP1A2 and CYP3A4 activity was
ultimately assessed in an in vivo drug interaction study (CXA-DDI-12-10).
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Study Number: 301107791 (CX.101.DM.002)

Study Title: CXA-101: A Non-GLP Evaluation of Induction Potential of Cytochrome P450
Isoforms 1A2 and 3A4 by CXA-101 in Cultured Cryopreserved Human Hepatocytes

Date: 10/10/11 to 2/2/12
Lab Site: I

OBJECTIVE: The purpose of this non-GLP study was to determine the potential for CXA-101 to induce
or reduce cytochrome P450 isoforms CYP1A2 and CYP3A4 in plated primary cryopreserved human
hepatocytes. Induction was measured by catalytic activity and mRNA expression assays selective for
cytochrome P450 isoforms CYP1A2 and CYP3A4.

METHODS:

Primary cryopreserved hepatocytes from three donors were used. The effect of CXA-101 at
concentrations of 100, 300, and 1000 mcg/mL upon CYP1A2 and 3A was assessed using the 24 hour
medium change regimen. Hepatocytes were exposed to CXA-101 for a total of 3 days. CYP induction
was assessed by measuring the catalytic activity of CYP isoforms using probe substrates specific for
CYP1A2 and CYP3A4, and mRNA expression levels were determined by RT-PCR. In addition, replicate
plates of cells were cultured and treated for collection of protein for potential Western blot analysis.

The probe substrates used are shown in Table 1 and the positive control inducers are shown in Table 2.

Table 1: Enzyme Methods for CYP-Mediated Metabolite Formation

Assay parameter CYP1A2 CYP3A4
Substrate Phenacetin Testosterone
Reaction catalyzed O-Deethylation 6&-Hydroxylation
Substrate solvent DMSO' DMSO
Substrate concentration () 100 200

Final organic solvent concentration (%) 01 02

Incubation volume (mL) 0.2 02

Incubation time (min) 60 30

Incubation temp (°C) 37 a7

' DMSO: Dimethyl sulfoxide

Table 2: Positive Control Inducers

Positive Control

Endpoint Inducer Final Concentration Solvent for Delivery
CYP1AZ p-Maphthoflavone 20 M DIMSO (dimethyl sulfoxide)
CYP3A4 Rifampicin 20 um DMSO

Toxicity (MTT)  Tamoxifen 50 uM DMSO
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RESULTS:

Stability

The Sponsor assessed the stability of CXA-101 in hepatocyte media incubated at 37° C for 6 and 24
hours. Following 6 hours of incubation, 88.1% and 87.1% of CXA-101 remained when 100 mcg/mL and
1000 mcg/mL concentrations were incubated, respectively. Following 8 hours of incubation, 79.6% and
78.8% of CXA-101 remained when 100 mcg/mL and 1000 mcg/mL concentrations were incubated,
respectively. Following 24 hours of incubation, 43.5% and 48.9% of parent CXA-101 remained when
100 mcg/mL and 1000 mcg/mL concentrations were incubated, respectively.

Effect of CXA-101 on CYP1A2 Activity and mRNA Expression

The potential for CXA-101 to induce CYP1A2 was tested in serum free medium at nominal
concentrations of 100, 300, and 1000 mcg/mL with primary cultured human hepatocytes from three
donors. The activity and mRNA results are summarized in Tables 3 and 4, respectively. Based upon the
results of this study, CXA-101 is not considered to be an inducer of CYP1A2 activity and mRNA.

Incubation of the hepatocytes with CXA-101 for three days demonstrated that CXA-101 exhibited no
potential to induce CYP1A2 activity. The fold induction values ranged from 0.60 to 1.5 at concentrations
up to 1000 mcg/mL, representing <1 to 1% of the positive control inducer response, from all three donors.
The results suggest that CXA-101 is not an inducer of CYP1A2 enzyme activity. Treatment with 100
mecg/mL CXA-101 for three days caused a moderate reduction of CYP1A2 activity by 31 to 40% in
hepatocyte lots 264 and 285, respectively. No apparent reduction of CYP1A2 activity was observed in
hepatocyte lot 295.

The RT-PCR results demonstrated that CXA-101 exhibited no induction of CYP1A2 mRNA expression
at concentrations up to 1000 mcg/mL. Additionally, the results demonstrated concentration-dependent
decreased levels of CYP1A2 mRNA for all three donors. In general, the PCR data support the enzyme
activity results for the donors, with the exception for hepatocyte lot 295, where the decrease in mRNA
was not consistent with the CYP1A2 activity result.

Effect of CXA-101 on CYP3A4 Activity and mRNA Expression

The potential for CXA-101 to induce CYP3A4 was tested in serum free medium at nominal
concentrations of 100, 300, and 1000 mcg/mL with primary cultured human hepatocytes from three
donors. The activity and mRNA results are summarized in Tables 5 and 6, respectively. Based upon the
results of this study, CXA-101 is not considered to be an inducer of CYP3A4 activity and mRNA.

Incubation of hepatocytes with CXA-101 for three days resulted in no increases or decreases in CYP3A4
activity at all CXA-101 concentrations tested. The fold induction values ranged from 0.92 to 1.3 at
concentrations up to 1000 mcg/mL, representing < 1% of the positive control inducer response, from all
three donors. The PCR results showed a 74% reduction in CYP3A4 mRNA expression at 1000 mcg/mL
CXA-101 for hepatocyte lot 264, as compared to saline control. No induction or reduction of mRNA
levels was observed in hepatocyte lots 285 and 295. With the exception of the lot 264 results, the PCR
data support the enzyme activity results for the donors.
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Table 3: The Effect of CXA-101 on CYP1A2 Activity in Human Hepatocytes

Phenacetin-0-
Hepatocyte Treatment® | [gimi] deethylation Fold Induction® % of Positive
i pmolimin‘million Control
cells

Saline 0 1 % 0.29 - -

CHA-101 100 87 = 0.72 12 = 010 =1

CHA-101 300 oF: 2% 0.93 14 = 013 1

i CHA-101 1000 49 = 0439 063 + 0063 =1
DMs0" 0 69 + 015 - -

BMNF® 20 pM 195 % 12 28 + 18 -

Saline 0 51 & 0.69 - -

CHA-101 100 49 = 0.36 0% + 0071 =1

CHA-101 300 47 = 027 083 + 0053 <1

— CXA-101 1000 30 . 0.34 060 * 0DDBB =1
DMS0O 0 47 = 0.26 - -

BMF 20 pM 94 = 92 20 + 20 -

Saline 0 92 % 1.2 - -

CXA-101 100 12 =% 0.68 13 = 0.074 =1

Ja5 CHA-101 300 14 1.6 15 & 047 1
CXA-101 1000 g9q. % 14 i By IR, i Iy =1

DMSO 0 12 x 1:1 - -

DO 20 pM G L 24 27 x 21 -

Data are the mean + 30 from 3 wells

* The induction portion of the study was performed wsing 24 hour treatment intervals due to the
observations following & hour vs. 24 hour medium change intenvals in cells cultured for the MTT
assay, which demonstrated a marked detrimental effect of the B hour medium change regimen on the
c=ll morphology.

®Fold Induction - the mean fold change of treated samples compared to vehicle control samples

“2¢ PC- the percent of induction relative to positive control samples

“DMS0: dimathyl sulfoxide

*BMF: Positive control inducer B-Maphthofavone
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Table 4: The Effect of CXA-101 on CYP1A2 mRNA in Human Hepatocytes

Hepatocyte % of Positive

Lot Ne. Treatment® [pg/mL] Fold Induction® Control®

CXA-101 100 0.87 * 0.13 =1

254 CXaA-101 300 069 + 023 =1
CXA-101 1000 0.27 * 0.020 =1

BMF® 20 pM 15 * 38 -

CHA-101 100 1.1 + D22 =1

-~ CHA-101 300 1.0 + D.32 =1
CXA-101 1000 0.76 * 0.19 =1

BMF 20 uM 19 * 041 -

CXA-101 100 0.85 * 0.21 =1

CHA-101 300 0.71 + 0.33 =1

2% CXA-101 1000 0.30 * 0.086 =1
BMF 20 pM 13 * 33 -

Data are the mean £ 50 from 2 wells.

® The induction portion of the study was performed using 24 hour treatment intervals due to the
observations following & hour vs. 24 howr medium change intervals in cells cultured for the MTT
assay, which demonstrated a marked detrimental effect of the 8 hour medium change regimen on the
c=ll morphology.

B Fold Induction — Mean fold change of treated samples compared to vehicle control samples

“9% PC — Percent of induction relative to positive control samples

?BMF: Positive control induser B-Maphthoflavons

Table 5: The Effect of CXA-101 on CYP3A4 Activity in Human Hepatocytes

Testosterone-6p-
Hech,at1;%we Treatment® | [ug/mL] hydroxylation Fold Induction® % g‘;:?;'ltcwe
- pmol/min/million
cells
Saline 0 13 % 0.71 - -
CXA-101 100 13 + 13 10 + 0098 <1
CXA-101 300 12 % 042 092 =+ 0033 <1
264 CXA-101 1000 12 = 0.67 094 + 0052 <1
DMSO? 0 14 & 14 T -
RIF® 20pM | 1195+ 88 87 + 64 -
Saline 0 13+ 0.10 - -
CXA-101 100 12 = 046 095 =+ 0037 <1
CXA-101 300 12+ 0.16 095 + 0013 <1
285 CXA-101 1000 12 % 1.6 097 = 013 <1
DMSO 0 14+ 049 - -
RIF 20 pM 861 = 23 62 * 16 -
Saline 0 38 o+ 30 - -
CXA-101 100 42 6.4 1.1 £ 017 <1
CXA-101 300 EYS - 0.88 13 + 0023 <1
295 CXA-101 1000 0 = 52 1.1 + 014 <1
DMSO 0 52 * 24 - -
RIF 20pM | 1164 = 71 22 * 14 -

Data are the mean + SD from 3 wells

* The induction portion of the study was performed using 24 hour treatment intervals due to the
observations following 8 hour vs. 24 hour medium change intervals in cells cultured for the MTT
assay, which demonstrated a marked detrimental effect of the 8 hour medium change regimen on the
cell morphology.

® Fold Induction — the mean fold change of treated samples compared to vehicle control samples
“% PC — the percent of induction relative to positive conirol samples

#DMSO- dimethyl sulfoxide

®RIF: Positive control inducer rifampicin
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Table 6: The Effect of CXA-101 on CYP3A4 mRNA in Human Hepatocytes

HeLﬁtz%?te Treatment® [Mg/mL] Fold Induction®” % gf‘;:::ltcive

CXA-101 100 13 + 0.045 <1

264 CXA-101 300 1.1 + 0.52 <1
CXA-101 1000 0.26 + 0.059 <1

RIF® 20 pMm 583 + 117 -

CXA-101 100 086 + 011 <1

-85 CXA-101 300 0.89 + 0.18 <1
CXA-101 1000 0.83 + 0.28 <1

RIF 20 uM 1862 + 344 -

CXA-101 100 12 + 0.26 <1

CXA-101 300 15 + 0.63 <1

295 CXA-101 1000 13 + 047 <1
RIF 20 pM 494 = 38 -

Data are the mean + SD from 3 wells

? The induction portion of the study was performed using 24 hour treatment intervals due to the
observations following 8 hour vs. 24 hour medium change intervals in cells cultured for the MTT

assay, which demonstrated a marked detrimental effect of the 8 hour medium change regimen on the

cell morphology.

® Fold Induction — Mean fold change of treated samples compared to vehicle control samples
%% PC — Percent of induction relative to positive control samples

9RIF: Positive control inducer rifampicin

SPONSOR’S CONCLUSIONS:

The present study demonstrated that the treatment of human hepatocyte cultures with CXA-101 up to
1000 mcg/mL (nominal concentrations) did not cause in induction in CYP1A2 or CYP3A4 activity and

mRNA expression under serum free conditions. At a concentration of 1000 mcg/mL, CXA-101 produced
a moderate reduction of CYP1A2 activity and mRNA levels, and a reduction of CYP3A4 mRNA levels
(but not enzymatic activity) in one of three donors. According to the Sponsor, the unbound (free) plasma
Ciax 0f CXA-101 in patients with complicated urinary tract infections is ~46 mcg/mL. Therefore, 1000
mcg/mL is approximately 22-fold greater than the unbound C,,,, in patients with urinary tract infections,

making the clinical relevance of this find negligible.

REVIEWER ASSESSMENT:

The Reviewer agrees with the Sponsor’s conclusions regarding the changes in enzymatic activity and

mRNA levels of CYP1A2 and CYP3A44. The ability of CXA-101 to inhibit CYP1A2 and CYP3A44 activity
was ultimately assessed in an in vivo drug interaction study (CXA-DDI-12-10).
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Study Number: 301121330 (CX.101.DM.008)

Study Title: Tazobactam: A Non-GLP Evaluation of Inhibition Potential of Cytochrome P450
Isoforms in Human Liver Microsomes

Dates: (not specified but document certified on 8/29/12)
Lab Site: Ll

OBJECTIVES: The purpose of this non-GLP study was to determine whether tazobactam inhibits
human cytochrome P450 catalytic activity using human liver microsomes.

METHODS:

ICs, assays were conducted to evaluate enzyme inhibition by tazobactam. Enzyme/substrate pairs and
incubation conditions are listed in Table 1. Reaction mixtures contained seven non-zero concentrations of
tazobactam (0, 10, 25, 50, 100, 250, 500, 1000 mcg/mL). Reactions were initiated by addition of human
liver microsomes and stopped by addition of 100 pL of stop solution and placed on ice. The positive
controls used for this experiment are shown in Table 2.

Table 1: Assay Conditions

P450 Isoform Substrate g";ﬁ?rﬁzﬂ) gtnmc_ Incubation Time
CYP1A2 Phenacetin 40 pM 0.2 mg/mL 10 min

CYP2B6 Bupropion 80 0.1 mg/mL 5 min

CYP2C8 Amodiaquine 1.5 uM 0.02 mg/mL 5 min

CYP2C9 Diclofenac 5pM 0.05 mg/mL 5 min

CYP2C19 (S)-Mephenytoin 40 pM 0.3 mg/mL 10 min

CYP2D6 Dextromethorphan 5pM 0.1 mg/mL 5 min

CYP3A4 Midazolam 3 uM 0.02 mg/mL 5 min

CYP3A4 Testosterone 50 pM 0.05 mg/mL 10 min

Table 2: Positive Controls and Acceptance Criteria

Direct Inhibition
P450 Isoform Positive Control JIL(\:CSE?;EZITHFJ?Q&
CYP1A2 7,8-Benzoflavone 0.0014 - 0.068
CYP2B6 Ketoconazole 046 -13.0
CyP2C8 Montelukast 0.0071-0.19
CYP2C9 Sulfaphenazole 017 -1.3
CYP2C19 S-Benzylnirvanol 013-13
CYP2D6 Quinidine 0023-0.18
CYP3A4/ Midazolam Ketoconazole 0.0039-0.15
CYP3A4/ Testosterone Ketoconazole 0.0056 - 0.087

Acceptance ranges were determined based on historical BD Gentest™ CYP inhibition data as the mean =
3SD of all ICs, values obtained for each isoform through December 31, 2011.
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RESULTS:

The degree of inhibition by the positive control inhibitors passed acceptance criteria and thus

demonstrated a properly functioning test system (see Table 3).
Table 3: ICs, and K| values

P450 IC5g value Ki value IC5p value (M)
Isoform Substrate (Hg/mL) (Hg/mL) Positive Controls
Tazobactam Tazobactam
CYP1A2 Phenacetin N.D. N.D. 7 .8-Benzoflavone 0.0076
CYP2B6 Bupropion N.D. N.D. Ketoconazole 1.5
CYP2C3 Amaodiaquine N.D. N.D. Montelukast 0.020
CYP2C9 Diclofenac N.D. N.D. Sulfaphenazole 0.38
CYP2C19 | (5)-Mephenytoin N.D. N.D. (S)-Benzynirvanol 034
CYP2D6 Dextromethorphan | N.D. N.D. Quinidine 0.058
CYP3A4 Midazolam >500 pg/mL* >250 pg/mL* Ketoconazole 0.023
CYP3A4 Testosterone N.D. N.D. Ketoconazole 0.014

N.D. — not determined (<50% inhibition observed)

* 1Csp value estimated as >50% inhibition was observed at one concentration only

Tazobactam did not cause inhibition (>80% of vehicle control activity remaining) of CYP1A2, CYP2B6,

CYP2C9, CYP2C19, and CYP2D6 over the concentration range tested (10 to 1000 mcg/mL).

Using midazolam as the substrate, tazobactam inhibited CYP3A4 activity by 14%, 33%, 45%, and 59% at
concentrations of 100, 250, 500, and 1000 mcg/mL, respectively. Using testosterone as the substrate,
tazobactam inhibited 3A4 activity 5%, 11%, 20%, and 25% at concentrations of 100, 250, 500, and 1000

mecg/mL, respectively. As tazobactam inhibited CYP3A4 (midazolam 1’-hydroxylase) by more than 50%
only at the 1000 mcg/mL concentration, the ICsy value could not be reliably determined. However, based
on the degree of inhibition observed (see Table 4), the ICs, value can be estimated as >500 mcg/mL, with
a corresponding K; value of >250 mcg/mL.

Table 4: Inhibition of CYP3A4 (Midazolam 1’hydroxylase)

Tazobactam Percent remaining activity

Conc. (pg/mL) Replicate 1 Replicate 2 Mean
0 100% 100% 100%
10 96% 98% 97%
25 92% 91% 92%
50 92% 88% 90%
100 84% 87% 86%
250 68% 66% 67%
500 55% 55% 55%
1000 42% 40% 41%
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SPONSOR’S CONCLUSIONS:
Tazobactam did not cause inhibition (>80% of vehicle control activity remaining) of CYP1A2, CYP2B6,
CYP2C8, CYP2C9, CYP2C19, and CYP2D6 over the concentration range tested (10 — 1000 mcg/mL).

Using midazolam as the substrate, tazobactam inhibited CYP3A4 activity by 14%, 33%, 45%, and 59% at
concentrations of 100, 250, 500, and 1000 mcg/mL, respectively. Using testosterone as the substrate,
tazobactam inhibited 3A4 activity 5%, 11%, 20%, and 25% at concentrations of 100, 250, 500, and 1000
mcg/mL, respectively. The ICsq value for the inhibition of CYP3A4 (midazolam 1’-hydroxylase) by
tazobactam was estimated as > 500 mcg/mL, with a corresponding K; value of > 250 mcg/mL.

According to the Sponsor, the mean total plasma C,,,, of tazobactam in patients with intra-abdominal
infections is ~ 22 mecg/mL. Together with the estimated K; value of > 250 mcg/mL, this yields an R value
of < 1.088 for inhibition of CYP3A4 by tazobactam and thus indicates that tazobactam is unlikely to
cause clinically relevant CYP3A4 inhibition.

REVIEWER ASSESSMENT:

The Reviewer agrees that tazobactam does not appear to show any inhibitory potential towards CYPIA2,
CYP2B6, CYP2CS8, CYP2C9, CYP2C19, or CYP2DG6 at any of the concentration range tested.
Tazobactam does show some inhibition of CYP3A4 at high concentrations, however, the concentration of
tazobactam is unlikely to reach levels associated with significant inhibition of CYP3A4 (e.g. Cuc0f
tazobactam as reported in the proposed labeling is 18.0 mcg/mL). Therefore, the Reviewer agrees with
the Sponsor’s assertion that the inhibition of CYP3A4 by tazobactam is not likely to be clinically relevant.
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Study Number: 301137476 (CX.101.DM.009)

Study Title: CXA-101: A Non-GLP Evaluation of Inhibition Potential of Cytochrome P450 Isoforms in
Human Liver Microsomes

Date: (not specified but document certified on 3/25/13)
Lab Site: N

OBJECTIVES: To evaluate the potential of CXA-101 at three concentrations (1000, 3000, and 6000
mcg/mL) to inhibit human cytochrome P450 catalytic activity of 7 isoforms in vitro using human liver
microsomes.

METHODS:

ICs, assays were conducted to evaluate enzyme inhibition by CXA-101. Enzyme/substrate pairs and
incubation conditions are listed in Table 1. Reaction mixtures contained CXA-101 (0 and 1000 mcg/mL
in the initial assay, 0 and 3000 mcg/mL in the follow-up assay specified in Amendment #1, and 0 and
6000 mcg/mL in the follow-up assay specified in Amendment #2. Reactions were initiated by addition of
human liver microsomes and stopped by addition of 100 pL stop solution and placement on ice. The
positive control inhibitors used in this study are shown in Table 2.

Table 1: Assay Conditions

P450 Isoform Substrate gzz?rﬁzﬂ) g:;nMc. Incubation Time
CYP1A2 Phenacetin 40 pM 0.2 mg/mL 10 min

CYP2B6 Bupropion 80 0.1 mg/mL 5 min

CYP2Ca8 Amodiaquine 1.5 uM 0.02 mg/mL 5 min

CYP2C9 Diclofenac 5puM 0.05 mg/mL 5 min

CYP2C19 (S)-Mephenytoin 40 pM 0.3 mg/mL 10 min

CYP2D6 Dextromethorphan 5uM 0.1 mg/mL 5 min

CYP3A4 Midazolam 3 uM 0.02 mg/mL 5 min

CYP3A4 Testosterone 50 pM 0.05 mg/mL 10 min
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Table 2: Positive Controls and Acceptance Criteria
P450 Isoform

Direct Inhibition

Positive Control Acceptance Criteria
CYP1A2 7.8-Benzoflavone (0.3 pM)
CYP2B6 Ketoconazole (20 p)
CYP2C8 Montelukast (1 pM)
CYP2C9 Sulfaphenazole (10 pM) > 75% inhibition compared to
CYP2C19 S-Benzylnirvanol (3 p) vehicle control
CYP2D6 Quinidine (1 pM)
CYP3A4/ Midazolam Ketoconazole (1 pM)
CYP3A4/ Testosterone Ketoconazole (1 pM)

RESULTS:
The degree of inhibition by the positive control inhibitors passed acceptance criteria and thus
demonstrated a properly functioning test system.

CXA-101 did not cause inhibition (which is defined as > 85% of mean vehicle control activity remaining)
of CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, or CYP3A4 (midazolam 1’-hydroxylase
and testosterone 6 beta-hydroxylase) at concentrations of 1000 mcg/mL (see Table 3), and 3000 mcg/mL
(see Table 4). CXA-101 at 6000 mcg/mL (see Table 5) reduced CYP1A2, CYP2B6, CYP2C19 activity
by 29%, 33%, and 32%, respectively, but did not cause inhibition of CYP2C8, CYP2C9, CYP2D6, or
CYP3A4 (midazolam 1’-hydroxylase and testosterone 6 beta-hydroxylase).

Table 3: CXA-101 Results (Initial Assay)

% Remaining Activity
P450 Isoform | Test Article (compared to the mean vehicle control)
Replicate A Replicate B Mean
CYP1A2 CXA-101 (1000 pg/mL) 91% 06% 093%
CYP2B6 CXA-101 (1000 pg/mL) 92% 83% 88%
CYP2C8 CXA-101 (1000 pg/mL) 95% 98% 96%
CYP2CY CXA-101 (1000 pg/mL) 82% 96% 89%
CYP2C19 CXA-101 (1000 pg/mL) 115% 06% 106%
CYP2D6 CXA-101 (1000 pg/mL) 97% 04% 95%
;
Midasolorn CXA-101 (1000 pg/mi) 103% 103% 103%
;
Tectosterone | CXA-101 (1000 pg/mL) 105% 99% 102%
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Table 4: CXA-101 Results (Follow-up Assay per Study Protocol Amendment #1)

% Remaining Activity
P450 Isoform | Test Article (compared to the mean vehicle control)
Replicate A Replicate B Mean
CYP1A2 CXA-101 (3000 pg/mL) 80% 89% 85%
CYP2B6 CXA-101 (3000 pg/mL) 78% 93% 86%
CYP2C8 CXA-101 (3000 pg/mL) 95% 101% 98%
CYP2C9 CXA-101 (3000 pg/mL) 86% 88% 87%
CYP2C19 CXA-101 (3000 pg/mL) 82% 90% 86%
CYP2D6 CXA-101 (3000 pg/mL) 91% 104% 98%
Midasolom CXA-101 (3000 pg/mL) 91% 90% 90%
!
?gsb:l’g’g:rone CXA-101 (3000 pg/mlL) 96% 127% 112%

Table 5: CXA-101 Results (Follow-up Assay per Study Protocol Amendment #2)

% Remaining Activity
P450 Isoform | Test Article (compared to the mean vehicle control)
Replicate A Replicate B Mean
CYP1A2 CXA-101 (6000 pg/mL) 69% 73% 71%
CYP2B6 CXA-101 (6000 pg/mL) 69% 66% 68%
CYP2CS8 CXA-101 (6000 pg/mL) 85% 80% 82%
CYP2C9 CXA-101 (6000 pg/mL) 86% 81% 83%
CYP2C19 CXA-101 (6000 pg/mL) 68% 68% 68%
CYP2D6 CXA-101 (6000 pg/mL) 96% 949% a5%
CYP3A4/
Midazolam CXA-101 (6000 pg/ml) 111% 121% 116%
CYP3A4/
Testosterone | CXA-101 (6000 pg/ml) 100% 99% 99%
SPONSOR’S CONCLUSIONS

CXA-101 did not cause inhibition (> 85% of mean vehicle activity remaining) of CYP1A2, CYP2B6,
CYP2CS, CYP2C9, CYP2C19, CYP2D6, or CYP3A4 (midazolam 1’-hydroxylase and testosterone 6
beta-hydroxylase) at concentrations of 1000 mcg/mL and 3000 mcg/mL. CXA-101 at 6000 mcg/mL
reduced CYP1A2, CYP2B6, CYP2C19 activity by 29%, 33%, and 32%, respectively, but did not cause
inhibition of CYP2C8, CYP2C9, CYP2D6, or CYP3A4 (midazolam 1’- hydroxylase and testosterone 6
beta-hydroxylase). The highest tested concentration of 6000 mcg/mL is ~105 fold above the mean total
plasma C,,, of approximately 57 mcg/mL of CXA-101 in patients with cUTI and cIAI (unbound plasma
Crax 0of approximately 47 mcg/mL). Therefore, the current study results suggest that CXA-101 has low
potential to cause clinically relevant inhibition of these enzymes in vivo.

The ICs, value for the inhibition of CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, and
CYP3A4 (midazolam 1’-hydroxylase and testosterone 6 beta-hydroxylase) by CXA-101 is estimated to

101

Reference ID: 3648317



be > 6000 mcg/mL, with a corresponding K; value of >3000 mcg/mL. In vitro microsomal binding of
CXA-101 at 1000 mcg/mL was 21% resulting in an unbound K; of >2370 mcg/mL.

According to the Sponsor, the mean total plasma C,,,, of CXA-101 in patients with cUTI and cIAl is ~57
mcg/mL, with plasma protein binding of approximately 20% resulting in mean unbound plasma C,,, of
approximately 47 mcg/mL. The estimated K;, unbound of >2370 mcg/mL (>50 fold the unbound C,,,x of
CXA-101), results in an R value of < 1.0244 (< threshold value of 1.1) indicating that CXA-101 has low
potential to cause clinically relevant inhibition of these CYP isoforms in vivo.

REVIEWER ASSESSMENT:

The Reviewer agrees with the Sponsor’s assessment that CXA-101 is not an inhibitor of CYPIA2,
CYP2B6, CYP2CS, CYP2CY, CYP2C19, CYP2D6, or CYP3A4 at clinically relevant concentrations.
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Study Number: 301139470 (CX.101.DM.010)

Study Title: Tazobactam M-1: A Non-GLP Evaluation of Induction Potential of Cytochrome P450
Isoforms 1A2, 2B6, and 3A4 by Tazobactam M-1 in Cultured Cryopreserved Primary Human
Hepatocytes.

Dates: 10/12/12 — 3/28/13
Lab Site: e

OBJECTIVES: To evaluate the potential for the test article tazobactam M-1, the major metabolite of
tazobactam, to induce cytochrome P450 (CYP) isoforms 1A2, 2B6, and 3A4 when cultured with
cryopreserved, primary human hepatocytes for 72 hours. Induction was measured by catalytic activity
and mRNA expression assays selective for CYP1A2, CYP2B6, and CYP3A4.

METHODS:

Primary cultures of cryopreserved human hepatocytes (Lots 228, 307, and 321) were used for this study.
Cryopreserved hepatocytes were incubated in serum-free medium containing tazobactam M-1 at nominal
concentrations of 10, 30, 75, or 150 mcg/mL, a vehicle control for tazobactam M-1 (sodium phosphate),
the positive control tamoxifen (at 50 uM), and a solvent control for tamoxifen (DMSO) in triplicate.

After treatment, the cell cultures were washed with serum free medium lacking the test materials and then

incubated with P450 substrates in ®®@ hepatocyte culture medium. The probe substrates, final
substrate concentration, CYP450 enzyme tested, reaction catalyzed, and incubation times are shown in
Table 1.

The mRNA expression for each CYP isoform was determined by Tagman Real Time RT-PCR methods.
All CYP isoforms were performed under one-step assay. The positive control inducers for hepatocyte
P450 enzymes are shown in Table 2.

Table 1: Enzyme Methods for CYP-Mediated Metabolite Formation

Assay parameter CYP1A2 CYP2B6 CYP3A4
Substrate Phenacetin Bupropion Testosterone
Reaction catalyzed O-Deethylation Hydroxylation 6R-Hydroxylation
Substrate solvent DMSO' Methanol DMSO

Substrate concentration (pM) 100 250 200

Final organic solvent 0.1 0.5 0.2
concentration (%)

Incubation volume (mL) 02 0.2 0.2

Incubation time (min) 60 30 30

Incubation temp (°C) 37 a7 a7

' DMSO: Dimethyl sulfoxide
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Table 2: Positive Control Inducers

Endpoint

Positive Control Inducer

Final Concentration

Solvent for Delivery

CYP1A2
CYP2B6
CYP3A4

Omeprazole

Phenaobarbital

Rifampicin

50 pM
1000 pM
10 pM

DMSO (dimethyl sulfoxide)
10% DMSO in water
DMSO

RESULTS:

Effect of tazobactam M-1 on CYP1A2 activity and mRNA expression

The potential for tazobactam M-1 to induce CYP1A2 was tested in serum free medium at nominal
concentrations of 5, 30, and 75 mcg/mL by incubation with primary cultured human hepatocytes from
three donors. The activity and the mRNA results are summarized in Table 3 and 4, respectively. Based
upon the results of this study, tazobactam M-1 is not considered to be an inducer of CYP1A2 activity or
mRNA expression at the concentrations tested.

Table 3: The Effect of Tazobactam M-1 on CYP1A2 Activity in Human Hepatocytes

Phenacetin-O-

0
HeLpoatt:lc;yte Treatment [Hg/mL] deethylation Fold Induction® Po/;i‘t)iii
. pr'nolfr'nin!ﬂ]‘5 cells Control
Sodium phosphate 0 80 + 042 - -
Tazobactam M-1 5 64 = 0.50 080 =+ 00863 <1
298 Tazobactam M-1 30 23 + 0.15 028 =+ 0019 <1
Tazobactam M-1 75 13 * 0.13 016 + 0.016 <1
DMSO 0 75 = 0.74 -
Omeprazole 50 pM 719 + 43 95 # 6.4
Saodium phosphate 0 23 + (0.068 - _
Tazobactam M-1 5 20 + 0.34 087 = 0.15 <1
307 Tazobactam M-1 30 17 = 0.21 073 + 0088 <1
Tazobactam M-1 75 097 =+ 0.23 041 + 0.099 <1
DMSO 0 27 * 0.31 -
Omeprazole 50 uM 234+ 29 86 = 11
Sodium phosphate 0 58 + 0.90 - _
Tazobactam M-1 5 51 + 0.56 0838 =+ 0095 <1
391 Tazobactam M-1 30 36 = 0.16 061 =+ 0027 <1
Tazobactam M-1 75 099 =+ 0.14 017 + 0.024 <1
DMSO 0 50 = 1.0 -
Omeprazole 50 pM 213 =+ 28 43+ 5.7

Data are the mean + SD from 3 wells

®Fold - the mean fold change of treated samples compared to vehicle control samples
bo, PC- the percent of induction relative to positive control samples
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Table 4: The Effect of Tazobactam M-1 on CYP1A2 mRNA in Human Hepatocytes

HeLpoatt:l?.rte Treatment [ug/mL] Fold Induction® % gfc,::)rsoiltgve
Tazobactam M-1 5 095 = 013 <1
Tazobactam M-1 30 030 = 0.046 <1

228 Tazobactam M-1 75 015 = 0.041 <1
Omeprazole 50 uM 70 + 25 )

Tazobactam M-1 5 1.0 * 0.26 <1

207 Tazobactam M-1 30 098 = 0.39 <1
Tazobactam M-1 75 078 = 0.11 <1
Omeprazole 50 uM 231+ 11 )

Tazobactam M-1 5 11 * 0.21 <1

121 Tazobactam M-1 30 065 = 0.075 <1
Tazobactam M-1 75 028 = 0.031 <1
Omeprazole 50 uM 23 + 2.3 -

Data are the mean £ SD from 3 wells
®Fold — the mean fold change of treated samples compared to vehicle control samples
bo, PC —the percent of induction relative to positive control samples

Effect of tazobactam M-1 on CYP2B6 activity and mRNA expression

The potential for tazobactam M-1 to induce CYP2B6 was tested in serum free medium at nominal
concentrations of 5, 30, and 75 mcg/mL by incubation with primary cultured human hepatocytes from
three donors. The activity and the mRNA results are summarized in Table 5 and 6, respectively. Based
upon the results of this study, tazobactam M-1 is not considered to be an inducer of CYP2B6 activity or
mRNA expression at the concentrations tested.
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Table 5: The Effect of Tazobactam M-1 on CYP2B6 Activity in Human Hepatocytes

Bupropior_\- % of
HeLpoatt;t;yte Treatment [Hg/mL] Hydroxylation Fold Induction® Positive
) pmolimin/10°® cells Control
Sodium phosphate 0 25 + 025
Tazobactam M-1 5 19 + 026 075 =+ 0.10 <1
298 Tazobactam M-1 30 053 + 0055 |021 + 0022 <1
Tazobactam M-1 75 030 + 0032 |012 + 0013 <1
DMSO 0 26 % 0.37
Phenobarbital 1000 pM 33 + 22 13 0.63
Sodium phosphate 0 D60 + 0028 R
Tazobactam M-1 5 052 =+ 0032 |08 %= 0053 <1
307 Tazobactam M-1 30 029 + 0014 | 048 + 0023 <1
Tazobactam M-1 75 019 + 0010 |031 + 0016 <1
DMsO 0 054 =+ 0.086
Phenaobarbital 1000 pM 6.0 % 1.3 11 2.3
Sodium phosphate 0 29 o+ 014 -
Tazobactam M-1 5 28 % 0.60 096 =+ 0.21 <1
391 Tazobactam M-1 30 13 + 010 044 =+ 0035 <1
Tazobactam M-1 75 033 + 0019 [011 + 00063 <1
DMSO 0 26 % 0.38
Phenaobarbital 1000 pM 30 + 3.6 12+ 1.4

Data are the mean = SD from 3 wells
®Fold - the mean fold change of treated samples compared to vehicle control samples
®o, PC- the percent of induction relative to positive control samples

Table 6: The Effect of Tazobactam M-1 on CYP2B6 mRNA in Human Hepatocytes

HeLpoatt'?l::);.:te Treatment [Mg/mL] Fold Induction® % gfoi::rsoiltgve

Tazobactam M-1 5 063 + 0098 =<1

28 Tazobactam M-1 30 016 = 0025 =<1
Tazobactam M-1 75 0.062 =+ 0.0011 <1
Phenobarbital 1000 pM 14 + 29 -

Tazobactam M-1 5 0.71 % 0.040 <1

307 Tazobactam M-1 30 073 = 0.32 <1
Tazobactam M-1 75 0.21 * 0.073 <1
Phenobarbital 1000 pM 13 + 30 -

Tazobactam M-1 5 076 + 0092 <1

11 Tazobactam M-1 30 036 + 0098 <1
Tazobactam M-1 75 010 = 0.032 <1
Phenobarbital 1000 pM 79 % 0.91 -

Data are the mean £ SD from 3 wells
*Fold — the mean fold change of freated samples compared to vehicle control samples
bo, PC - the percent of induction relative to positive control samples

Effect of tazobactam M-1 on CYP3A4 activity and mRNA expression

The potential for tazobactam M-1 to induce CYP3A4 was tested in serum free medium at nominal

concentrations of 5, 30, and 75 mcg/mL by incubation with primary cultured human hepatocytes from
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three donors. The activity and the mRNA results are summarized in Table 7 and 8, respectively. Based
upon the results of this study, tazobactam M-1 is not considered to be an inducer of CYP3A4 activity or
mRNA expression at the concentrations tested.

Table 7: The Effect of Tazobactam M-1 on CYP3A4 Activity in Human Hepatocytes

Testosterone-6f- 9 of
mﬂ;}g‘zﬂe Treatment [pgfmL] hydroxylation Fold Induction® Positi\ri
' pmolimin/10® cells Control
Sodium phosphate 0 85 + 23 -
Tazobactam M-1 5 I + 30 (091 = D035 <1
298 Tazobactam M-1 30 72 + 097 (084 = DO =1
Tazobactam M-1 75 62 + 43 [073 * D050 =1
DMSO 0 94 + 55
Rifampicin 10 pM 3487 =+ 608 37 % 6.5
Sodium phosphate o 29 + 1.4 - -
Tazobactam M-1 5 26 + 29 (089 = 0.0 <1
307 Tazobactam M-1 30 23 + 22 |[080 = DO76 =1
Tazobactam M-1 s 20 + 48 [057 = 0.16 =1
DMS0 0 2 & 49 -
Rifampicin 10 M 1366+ 29 B3 * 14
Sodium phosphate ] 43 + 42 - -
Tazobactam M-1 5 42 + 040 (097 = 0.0093 =1
391 Tazobactam M-1 30 32 * 10 | 073 = 0023 =1
Tazobactam M-1 75 35 * 13 1081 + 0.029 =1
DMS0 0 45 + B85 -
Rifampicin 10 pM 1575 = 138 33 = 33

Diata are the mean £ S0 from 3 wells
*Fold - the mean fold change of treated samples compared to vehicle control samples
"% PC- the percent of induction relative to positive control samples

Table 8: The Effect of Tazobactam M-1 on CYP3A4 mRNA in Human Hepatocytes

HEE Dattﬁ;:;m Treatment [pgimL] Fold Induction® " OCLE?I_?;L::I"'E

Tazobactam M-1 5 087y =+ 015 =1

298 Tazobactam M-1 30 098 =+ 0.15 =1
- Tazobactam M-1 75 051 + 0.079 <1
Rifampicin 10 uM 76 * 18 -

Tazobactam M-1 5 076 + 0.15 <1
Tazobactam M-1 30 ol + 0.12 <1

=07 Tazobactam M-1 75 047 + D.012 =1
Rifampicin 10 pM 44 0+ 13 -

Tazobactam M-1 5 077 + 0.03& <1

2191 Tazobactam M-1 30 062 = 0.034 <1
Tazobactam M-1 75 06l + 0.14 <1

Rifampicin 10 uM 106 = 6.5 -

Data are the mean * S50 from 3 wells
*Fold — the mean fold change of reated samples compared to vehicle control samples
“5% PC — the percent of induction relative to positive control samples

SPONSOR’S CONCLUSIONS:

Tazobactam M-1, the major metabolite of tazobactam, demonstrated no potential to induce cytochrome

P450 (CYP) isoforms CYP1A2, CYP2B6, or CYP3A4 as assessed by in situ catalytic activity and mRNA
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expression assays in cultured human hepatocytes from three donors up to a maximum concentration of 75
mecg/mL. The concentration of 75 mcg/mL is approximately 50-fold greater than the mean unbound
clinical C,,, of approximately 1.5 mcg/mL tazobactam M-1 observed in patients with cIAl. Tazobactam
M-1 produced a concentration-dependent decrease in mRNA levels and enzyme activity across all doors
for all three isoforms tested, suggesting a potential for down regulation. The clinical significance of the
decrease in mRNA and corresponding decrease in the catalytic activity for these three CYP isoforms is
unclear.

REVIEWER ASSESSMENT:

The Reviewer agrees with the Sponsor’s conclusion that tazobactam M-1 does not demonstrate any
potential to induce CYPIA2, CYP2B6, or CYP3A4 at either the mRNA level or the enzymatic activity
level. On the contrary, with few exceptions, tazobactam M-1 shows a dose-dependent inhibition of
CYP1A42, CYP2B6, and CYP3A4 at both the mRNA and enzymatic activity level. The inhibition was likely
not significant at the most clinically relevant concentration studied (5 mcg/mL). The impact of
tazobactam M-1 on CYP1A2 and CYP3A3 activity was indirectly evaluated in an in vivo drug interaction
study (CXA-DDI-12-10).
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Study Number: 301139471 (CX.101.DM.011)

Study Title: Tazobactam M-1: A Non-GLP In Vitro Evaluation of Inhibition Potential of Seven
Major Cytochrome P450 Isoforms in Human Liver Microsomes

Dates: (not specified but document certified on 3/13/13)
Lab Site: ere)

OBJECTIVES: To evaluate the potential of the tazobactam M-1 metabolite, the major human metabolite
of tazobactam, to inhibit seven major human cytochrome P450 (CYP) isoforms (CYP1A2, CYP2B6,
CYP2C8, CYP2C9, CYP2C19, CYP2D6, and CYP3A) catalytic activity using 8 probe substrates in
human liver microsomes.

METHODS:

This study employed the use of pooled human liver microsomes. The ICs,
assays were conducted to evaluate enzyme inhibition potential by the tazobactam M-1 metabolite.
Enzyme/substrate pairs are listed in Table 1.

(b) (4)

Reaction mixtures contained seven non-zero concentrations of the tazobactam M-1 metabolite (0, 2, 5, 10,
20, 35, 75, and 150 mcg/mL). Reactions were initiated by the addition of human liver microsomes and
stopped by addition of 100 uL stop solution and placement on ice. The positive control inhibitors are
shown in Table 2.

Table 1: Assay Conditions

P450 Isoform Substrate g";zitrg ::em) gtnmc. !;':::nuebatlon
CYP1A2 Phenacetin 40 M 0.2 mg/mL 10 min
CYP2B6 Bupropion 80 M 0.1 mg/mL 5 min
CYP2Cs8 Amodiaquine 1.5 uM 0.02 mg/mL 5 min
CYP2C9 Diclofenac 5uM 0.05 mg/mL 5 min
CYP2C19 (S)-Mephenytoin 40 uM 0.3 mg/mL 10 min
CYP2D6 Dextromethorphan | 5 uM 0.1 mg/mL 5 min
CYP3A4 Midazolam 3 UM 0.02 mg/mL 5 min
CYP3A4 Testosterone 50 uM 0.05 mg/mL 10 min
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Table 2: Positive Controls, Acceptance Criteria and Results

P450 Isoform Direct Inhibition
Acceptable range ? | Results for this
Positive Control IC5; value (pM) study IC5; value (uM)
CYP1A2 7.8-Benzoflavone 0.0014 -0.068 0.016 pM
CYP2B6 Ketoconazole 0.46-13.0 8.9
CcYP2Cs Montelukast 0.0071-0.19 0.027
CYP2C9 Sulfaphenazole 0.17-13 0.28
CYP2C19 S-Benzylnirvanal 0.13-1.3 0.16
CYP2D6 Quinidine 0.023-0.18 0.080
CYP3A4/ Midazolam Ketoconazole 0.0039-0.15 0.028
CYP3Ad/ Testosterone Ketoconazole 0.0056 - 0.087 0.018

 Acceptance ranges were determined based on historical CYP inhibition data from the Testing Facility as
the mean + 3 SD of all ICg; values obtained for each isoform from June 28, 2007 through December 31,
2011.

RESULTS:

All positive control inhibitors met the acceptance criteria, thus demonstrating a properly functioning test
system. The ICsy values for Tazobactam M-1 were found to be greater than 150 mcg/mL for all enzymes
examined (see Table 3).

Table 3: Summary of Results for Tazobactam M-1

Enzyme Substrate I1Csp value

CYP1A2 Phenacetin > 150 pg/mL
CYP2B6 Bupropion > 150 pg/mL
CyYP2Cs8 Amodiaquine > 150 pg/mL
CYP2C9 Diclofenac > 150 pg/mL
CYP2C19 (S)-Mephenytoin > 150 pg/mL
CYP2D6 Dextromethorphan > 150 pg/mL
CYP3A4 Midazolam > 150 pg/mL
CYP3A4 Testosterone > 150 pg/mL

SPONSOR’S CONCLUSION:

Tazobactam M-1 did not inhibit CYP1A2, CYP2B6, CYP2CS8, CYP2C9, CYP2C19, CYP2D6, and
CYP3A4 (midazolam 1’-hydroxylase and testosterone 6-beta-hydroxylase) at unbound concentrations up
to and including 150 mcg/mL (nominal; actual concentration 92% of nominal). Across enzymes, > 76%
of enzyme activity remained in the presence of tazobactam M-1 at concentrations up to and including 150
mcg/mL as compared to vehicle control. Based on these data, concentrations of tazobactam M-1 greater
than 150 mcg/mL with corresponding K; values of > 75 mcg/mL (assuming competitive inhibition) would
be required to produce 50% inhibition of the CYP isoforms assessed.

According to the Sponsor, the mean total plasma C,,,x of tazobactam M-1 in patients with cIAl is
approximately 1.5 mcg/mL with minimal protein binding. Based on equations provided in the draft FDA
guidance pertaining to drug-drug interaction, the calculated R value is 1.02 which is below the 1.1
threshold value that would signal investigation in vivo. These data indicate that tazobactam M-1 has low
potential to cause clinically relevant inhibition of these CYP isoforms. These data indicate that
tazobactam M-1 is unlikely to cause clinically relevant inhibition of these CYP isoforms and that clinical
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drug-drug interaction (DDI) studies with tazobactam M-1 are not required for the CYP isoforms
investigated.

REVIEWER ASSESSMENT:
The Reviewer agrees with the Sponsor’s conclusion that tazobactam M-1 is not likely to act as an
inhibitor of any of the CYP isoforms tested.
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Study Number: 440000082 (CX.101.DM.013)

Study Title: CXA-101: A Non-GLP In Vitro Evaluation of Induction Potential of Cytochrome P450
Isoform 2B6 by CXA-101 in Cultured Cryopreserved Human Hepatocytes

Dates: 5/11/12 - 11/28/12
Lab Site: Qe

OBJECTIVES: To determine the potential for CXA-101 to induce cytochrome P450 isoform CYP2B6 in
plated primary cryopreserved human hepatocytes. Induction was measured by catalytic activity and
mRNA expression assays selective for cytochrome P450 (CYP) isoform CYP2B6.

METHODS:

The effect of CXA-101 upon CYP2B6 was assessed at concentrations of 100, 300, and 1000 mcg/mL
using primary cryopreserved hepatocytes from three donors. CYP2B6 induction was assessed by
measuring the catalytic activity of CYP2B6 using the probe substrate bupropion, and mRNA expression
levels were determined with RT-PCR. Phenobarbital was used as a positive control inducer.

RESULTS:

Stability

The Sponsor assessed the stability of CXA-101 in hepatocyte media incubated at 37 °C for 6, 8, and 24
hours. Following 6 hours of incubation, 88.1% and 87.1% of CXA-101 remained when 100 mcg/mL and
1000 mcg/mL concentrations were incubated, respectively. Following 8 hours of incubation, 79.6% and
78.8% of CXA-101 remained when 100 mcg/mL and 1000 mcg/mL concentrations were incubated,
respectively. Following 24 hours of incubation, 43.5% and 48.9% of parent CXA-101 remained when
100 meg/mL and 1000 mcg/mL concentrations were incubated, respectively.

Effect of CXA-101 on CYP2B6 Activity and mRNA Expression

The potential for CXA-101 to induce CYP2B6 was tested in serum free medium at nominal
concentrations of 100, 300, and 1000 mcg/mL with primary cultured human hepatocytes from three
donors. The activity and mRNA results are summarized in Tables 1 and 2, respectively. Based upon the
results of this study, CXA-101 is not considered to be an inducer of CYP2B6 activity and mRNA.
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Table 1: The Effect of CXA-101 on CYP2B6 Activity in Human Hepatocytes

Bupropion
HeL;:)ati::lc;y'te Treatment® | [ug/mL] hyd ro.xy[a.st.a Fold Induction” * ggl::?rsolltgve
: pmol/min/million
cells
Saline 0 42 14 - -
CHA-101 100 T2 + 0.33 1.7 + 0.079 ]
CXA-101 300 68 0.14 16 + 0033 4
2 CXA-101 1000 41 = 0.33 098 + 0078 <1
PBS® 0 52 + 034 s s
PB° 1000 pM 64 = 48 12 + 092 -
Saline 0 084 == 0023 - -
CXA-101 100 094 = 0.12 2 + 015 <1
CXA-101 300 1.0 =+ 0027 12 + 0032 2
285 CXA-101 1000 066 = 0014 079 + 0016 <1
PBS 0 098 =+ 0070 - -
PB 1000 pM 12 = 0.15 12 + 015 -
Saline 0 68 0.20 - -
CXA-101 100 11 * 023 1.7 + 0033 5
205 CXA-101 300 11 * 0.33 1.7 + 0048 4
CXA-101 1000 91 = 0.50 14 + 0074 2
PBS 0 70 = 0.19 - -
PB 1000 puMm | 109 # 11 16 + 1.6 -

Data are the mean + SD from 3 wells

*Fold Induction - the mean fold change of treated samples compared to vehicle control samples

® 9% PC- the percent of induction relative to positive control samples

“PBS: phosphate buffered saline
9 PB: phenobarbital
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Table 2: The Effect of CXA-101 on CYP2B6 in Human Hepatocytes

HeLﬁt::l?.rte Treatment [Mg/mL] Fold Induction® % gfoifrscjltgve
CXA-101 100 22 + 0.28 8
64 CXA-101 300 22 + 0.22
CXA-101 1000 1.1 + 0.20 <1
PB* 1000 pM 17 + 18 -
CXA-101 100 12 + 0.27 1
CXA-101 300 1.0 + 0.18 <1
285 CXA-101 1000 1.7 + 0.20 4
PB 1000 pM 18 + 33 -
CXA-101 100 1.3 + 0.068 <1
CXA-101 300 1.2 + 0.22 <1
295 CXA-101 1000 0.67 + 0.16 <1
PB 1000 pMm 42 + 6.0 -

Data are the mean £ SD from 3 wells.

#Fold Induction — mean fold change of treated samples compared to vehicle control samples
® 9, PC — percent of induction relative to positive control samples

“PB: phenobarbital

SPONSOR’S CONCLUSIONS:

The present study demonstrated that the treatment of human hepatocyte cultures with CXA-101 up to
1000 mcg/mL (nominal concentrations) did not cause an induction in CYP2B6 activity and mRNA
expression for all three donors under serum free conditions.

According to the Sponsor, the unbound (free) plasma C,,,x of CXA-101 in patients with complicated
urinary tract infections is ~ 46 mcg/mL. The 1000 mcg/mL concentration is approximately 22-fold
greater than the unbound (free) C,.x in patients with urinary tract infections. Therefore, CXA-101 has
very limited potential to induce CYP2B6 at clinically relevant concentrations.

REVIEWER ASSESSMENT:
The Reviewer agrees that CXA-101 does not appear to act as an inducer of CYP2B6. Additionally, there

does not appear to be a dose-dependent inhibition of enzyme activity or mRNA expression as was
observed for CYPIA2.
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Study Number: 440001850 (CX.101.DM.017)

Study Title: CXA-101: A Non-GLP In Vitro Evaluation of Time-Dependent Inhibition Potential of
Cytochrome P450 Isoforms in Human Liver Microsomes

Dates: (not specified but document certified on 3/25/13)

Lab Site:

(b) (4)

OBJECTIVES: To determine whether CXA-101 exhibits time-dependent inhibition of human
cytochrome P450 (CYP) catalytic activity with seven CYP isoforms using human liver microsomes.

METHODS:

This study was carried out using
assays were conducted to evaluate time-dependent enzyme inhibition by the test article. Enzyme-

substrate pairs tested and incubation conditions are listed in Table 1.

Table 1: Assay Conditions (ICs, shift)

(b) (4)

pooled human liver microsomes. 1Cs, shift

P450 Substrate HLM HLM Incubation
Isoform Substrate Conc. (ICso) Cone. Cone. Time
Pre-incubation Final
CYP1A2 Phenacetin 40 pM 2.0 mg/mL 0.2 mg/mL 10 min
CYP2B6 Buprapion 80 pM 1.0 mg/mL 0.1 mg/mL 5 min
CYP2C8 Amaodiaquine 1.5 pM 0.2 mg/mL 0.02 mg/mL 5 min
CYP2C9 Diclofenac 5uM 0.5 mg/mL 0.05 mg/mL 5 min
CYP2C19 (S)-Mephenytain 40 pM 1.5 mg/mL 0.3 mg/mL 10 min
CYP2D6 Dextromethorphan 5uM 1.0 mg/mL 0.1 mg/mL 5 min
CYP3A4 Midazolam 3 uM 0.2 mg/mL 0.02 mg/mL 5 min
CYP3A4 Testosterone 50 pM 0.5 mg/mL 0.05 mg/mL 10 min

Pre-incubation reaction mixtures contained seven non-zero concentrations of test article (10, 50, 100, 500,
1000, 3000, and 6000 mcg/mL) and microsomal protein either with or without an NADPH-regenerating
system (1.3 mM NADP+, 3.3 mM glucose-6-phosphate, 0.4 U/mL glucose-6-phosphate dehydrogenase,
and 3.3 mM magnesium chloride) in 100 nM potassium phosphate (pH 7.4). Reactions were initiated by
addition of human liver microsomes and incubated at 37 °C. After a 30 min pre-incubation time, a 40 puL
(80 pL for CYP2C19) aliquot was transferred into a pre-warmed secondary reaction mixture containing
the NADPH-regenerating system and the probe substrate in 100 mM potassium phosphate (pH 7.4).
Reactions were incubated at 37 °C and stopped by addition of 100 pL stop solution and placement on ice.

The positive control inhibitors for time-dependent inhibition are shown in Table 2.
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Table 2: Positive Control Inhibitors, Acceptance Criteria and Results from this Study

Time-dependent inhibition

P450 Isoform Positive Control ﬁﬁ%ﬁ?‘iﬂmge L?anh\;all:r?‘}results in this
CYP1A2 Furafylline 0.0037-0.082 0.032
CYP2B6 Ticlopidine 0.033-0.18 0.15

CYP2C8 Gemfibrozil glucuronide 0.083-9.3 0.68

CYP2C9 Tienilic acid 0.027-0.14 0.069
CYP2C19 S-Fluoxetine 0.66-13 23

CYP2D6 Paroxetine 0.017-017 0.063
CYP3A4/ Midazolam Azamulin 0.0016-0.013 0.0064
CYP3A4/ Testosterone Azamulin 0.0037-0.038 0.020

* |Csp value after a 30 min preincubation (with NADPH) calculated based on inhibitor concentrations in the secondary
incubation. Acceptance ranges were determined based on historical Gentest™ CYP inhibition data as the mean + 3

SD of all ICsp values obtained for each isoform from April, 2008 through Jan, 2012.

RESULTS:
Justification

Inhibition and inactivation of cytochrome P450 enzyme catalytic activity are major mechanisms of
metabolism-based drug interactions. Determination of ICsq shift or Ki/k;.. values (for time- and
NADPH-dependent inhibition), aids in the prediction of metabolism-based drug-drug interactions.

Time-dependent inhibition

The inhibition of the positive control inhibitors met the acceptance criteria and thus demonstrated a
properly functioning test system (see Table 2).

CXA-101 did not cause time-dependent inhibition of CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19,
CYP2D6, or CYP3A4 (midazolam 1’- hydroxylase and testosterone 6-beta-hydroxylase) at
concentrations up to and including 6000 mcg/mL in the pre-incubation (see Table 3). No enhancement in
enzyme inhibition was observed when CXA-101 was pre-incubated with NADPH as compared to the
same incubations devoid of NADPH. Compared to solvent vehicle control, >46% of enzyme activity
remained after pre-incubation of CXA-101 at concentrations up to 6000 mcg/mL, followed by a 5 to 10-

fold dilution into the secondary incubation with the enzymes tested. Only one enzyme, CYP2CS, was

inhibited by more than 50%; however, this occurred only in the absence of NADPH. Less extensive
inhibition (up to 22%) was observed in the presence of NADPH. The reason for this is unknown.

Collectively, these data suggest that there is a low risk of drug interactions in patients that is attributable
to time-dependent inhibition of the seven enzymes tested in this study.
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Table 3: Time-dependent inhibition ICs, values

ICsy value (pg/mL) ICg,
P450 Isoform Enzyme activity Test Article shift
(+ NADPH) |(- NADPH)
CYP1AZ Phenacetin O-deethylase > 600° > 600 ND
CYP2B6 Bupropion hydroxylase =600 > 600
o ND
CYP2Ca Amodiaquine N-deethylase =600 64
- CXA-101
CYP2C9 Diclofenac 4'-hydroxylase > 600 > 600 ND
CYP2C19 (S)-Mephenytoin 4-hydroxylase > 1200 > 1200 ND
CYP2D6 Dexfromethorphan O-demethylase = 600 > 600 ND
CYP3A4 Midazolam 1'-hydroxylase = 600 > 600 ND
CYP3A4 Testosterone 6&-hydroxylase > 600 > 600 ND

# _ ICsy values are calculated based on the final inhibitor concentration after the 5X (CYP2C19 only) or 10X dilution
ND — Not determined

SPONSOR’S CONCLUSIONS:

CXA-101 demonstrated no potential to cause time-dependent inhibition of cytochrome P450 (CYP)
isoforms CYP1A2, CYP2B6, CYP2CS8, CYP2C9, CYP2C19, CYP2D6, or CYP3A4 (midazolam 1°-
hydroxylase and testosterone 6-beta-hydroxylase) at concentrations up to and including 6000 mcg/mL in
this in vitro non-GLP study. The highest tested concentration of 6000 mcg/mL is ~105-fold above the
mean total plasma C,,,, of approximately 57 mcg/mL of CXA-101 in patients with complicated urinary
tract infections (cUTI) and complicated intra-abdominal infections (cIAI) (unbound C,,,x of
approximately 47 mcg/mL). Therefore, the current study results suggest that CXA-101 has low potential
to cause clinically relevant time-dependent inhibition of these enzymes in vivo.

No enhancement in apparent enzyme inhibition was observed when CXA-101 was pre-incubated with
NADPH as compared to incubations devoid of NADPH. Compared to solvent vehicle control, the
percent of CYP1A2, CYP2B6, CYP2CS8, CYP2C9, CYP2C19, CYP2D6, and CYP3A4 enzyme activity
remaining after pre-incubation of CXA-101 ranged from 77 to 100% at concentrations up to 6000
mecg/mL. CYP2CS8 was inhibited by more than 50% at the highest tested concentration of 6000 mcg/mL;
however, this effect only occurred in the absence of NADPH. In the presence of NADPH, 78% activity
remained and hence it was concluded that CXA-101 did not cause time-dependent inhibition of CYP2CS.

According to the Sponsor, the mean total plasma C,,,, of CXA-101 in patients with cUTI and cIAl is
approximately 57 mcg/mL with a plasma protein binding value of approximately 20% resulting in
unbound C,,,x of approximately 47 mcg/mL. The Sponsor also reported that microsomal binding of
CXA-101 is low [21% at 1000 mcg/mL and hence not included to calculate CXA-101 unbound
incubation concentrations]. Therefore, the highest tested concentration of 6000 mcg/mL was
approximately 105-fold higher than the total plasma C,,,x of CXA-101 in patients. Collectively, these
data suggest that CXA-101 has low potential to cause clinically relevant time-dependent inhibition of
these seven enzymes in vivo.
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REVIEWER ASSESSMENT:
The Reviewer concurs with the Sponsor’s assessment that there is a low potential for time-dependent
inhibition of the CYP450 isoforms tested due to CXA-101.
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Study Number: 440001851 (CX.101.DM.018)

Study Title: Tazobactam: A Non-GLP In Vitro Evaluation of Reversible Inhibition Potential of Six
Major Cytochrome P450 Isoforms in Human Liver Microsomes

Dates: (not specified but document certified on 5/8/13)
Lab Site: ©re)

OBJECTIVES: To evaluate the potential for tazobactam (at a single concentration of 2000 mcg/mL) to
inhibit six major human cytochrome P450 (CYP) isoforms (CYP1A2, 2B6, 2C8, 2C9, 2C19, and 2D6)

catalytic activity using selective probe substrates in human liver microsomes.

The tazobactam concentration was selected as a conservative concentration to test based on the finalized
EMA Drug Interaction guideline and the 2012 Draft FDA Drug Interaction Guidance. CYP3A was
excluded in this study as tazobactam moderately inhibited CYP3AS in a previous study by 25% (with
testosterone as a substrate) to 59% (with midazolam as a substrate) at 1000 mcg/mL with associated I1Cs,
and K; values of >500 mcg/mL and > 250 mcg/mL, respectively.

METHODS:

This study used ®®@ Hooled human liver microsomes. Inhibition assays were
conducted to evaluate enzyme inhibition by tazobactam. Enzyme/substrate pairs and incubation
conditions are listed in Table 1. Reaction mixtures contained one non-zero concentration of tazobactam
(2000 mcg/mL). Reactions were initiated by addition of human liver microsomes, incubated at 37 °C and
stopped by addition of 100 uL stop solution and placement on ice. Positive control inhibitors used in the
assay are shown in Table 2.

Table 1: Assay Conditions

P450 Isoform Substrate ggﬁiﬁrﬂgm} gl-:-mmc. Incubation Time
CYP1A2 Phenacetin 40 pM 0.2 mg/mL 10 min

CYP2B6 Bupropion 80 0.1 mg/mL 5 min

CYP2C8 Amaodiaquine 1.5 uM 0.02 mg/mL 5 min

CYP2C9 Diclofenac 5uM 0.05 mg/mL 5 min

CYP2C19 (S)-Mephenytoin 40 pM 0.3 mg/mL 10 min

CYP2D6 Dextromethorphan 5pM 0.1 mg/mL 5 min

Table 2: Positive Controls and Acceptance Criteria

P450 Isoform Direct Inhibition
Positive Control Acceptance Criteria
CYP1A2 7,8-Benzoflavone (0.3 pM)
CYP2B6 Ketoconazole (20 pM)
CYP2C8 Montelukast (1 pM) = 75% inhibition compared to vehicle
CYP2C9 Sulfaphenazole (10 pM) control
CYP2C19 S-Benzylnirvanol (3 pM)
CYP2D6 Quinidine (1 pM)
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RESULTS:

The results for the evaluation of reversible inhibition by tazobactam are shown in Table 3. The percent
remaining activity for all enzymes was 62% or greater, relative to vehicle control. All positive control
inhibitors met the acceptance criteria of >75% inhibition.

Table 3: Reversible Inhibition by Tazobactam Results

Tazobactam - % remaining Positive Control - % remaining activity at the concentration of

P450 activity at 2000 pg/mL inhibitor indicated

isoform A B Mean | Inhibitor A B Mean
CYP1A2 82% 82% 82% 7,8-Benzoflavone (0.3 pM) 12% 12% 12%
CYP2B6 81% 82% 81% Ketoconazole (20 pM) 21% 19% 20%
CYP2CE 62% 63% 62% Montelukast (1 pM) 5.0% 4.3% 4.6%
CYP2C9 85% 79% 82% Sulfaphenazole (10 pM) 3.0% 2.7% 2.8%
cypzcig | 113% 89% 101% | s Benzylnirvanol (3 pM) 10% 8.4% 9.1%
CYP2D6 99% 105% 102% | Quinidine (1 pM) 4.9% 5.6% 5.3%

SPONSOR’S CONCLUSIONS:

Tazobactam demonstrated no potential to inhibit CYP450 isoforms 1A2, 2B6, 2C8, 2C9, 2C19, or 2D6 at
a single concentration of 2000 mcg/mL in this study. The tested concentration of 2000 mcg/mL is
approximately 90-fold above the mean total plasma C,,,, of ~22 mcg/mL of tazobactam in patients with
clAl (unbound plasma C,,, of approximately 15.4 mcg/mL) suggesting low potential to cause clinically
relevant inhibition of these enzymes in vivo.

The ICs, value for the inhibition of CYP 1A2, 2B6, 2C8, 2C9, 2C19, or 2D6 by tazobactam were all
estimated as >2000 mcg/mL, with a corresponding Ki value of >1000 mcg/mL. In a previous study
(CX.101.DM.008), tazobactam did not cause inhibition (>80% of vehicle control activity remaining) of
these isoforms over the concentration range tested (10 to 1000 mcg/mL). In this previous study,
tazobactam inhibited CYP3A4 by 25% (testosterone as substrate) to 59% (midazolam as substrate) at
1000 meg/mL with associated ICs, and K; values of >500 mcg/mL and >250 mcg/mL, respectively. In
vitro microsomal binding of tazobactam at 500 mcg/mL was practically negligible (7.8% binding — see
CX.101.DM.014).

According to the Sponsor, the mean total plasma C,,,, of tazobactam in patients with cIAl is
approximately 22 mcg/mL with a protein binding value of approximately 30% resulting in mean unbound
plasma C,,,, of approximately 15.4 mcg/mL. Together with the estimated K;, unbound value of > 1000
mcg/mL (>50-fold the unbound C,,, of tazobactam), this yields an R value of <1.02 (below the FDA-
recommended threshold value of 1.1) for inhibition of CYP1A2, CYP2B6, CYP2CS8, CYP2C9,
CYP2C19, and CYP2D6 by tazobactam and thus indicates that tazobactam is unlikely to cause clinically
relevant inhibition of these enzymes in vivo.
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REVIEWER ASSESSMENT:
The Reviewer agrees with the Sponsor’s conclusion that tazobactam is not likely to inhibit any of the
tested CYP450 isoforms.
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Study Number: 440002160 (CX.101.DM.020)

Study Title: Tazobactam: A Non-GLP In Vitro Evaluation of Induction Potential of Cytochrome
P450 Isoforms 1A2, 2B6, and 3A4 by Tazobactam in Cultured Cryopreserved Primary Human
Hepatocytes

Dates: 12/10/12 — 5/3/13
Lab Site: (6) (@)

OBJECTIVES: To evaluate the potential for the test article tazobactam to induce CYP450 isoforms 1A2,
2B6, and 3A4 when cultured with cryopreserved, primary human hepatocytes for 72 hours. Induction
was measured by catalytic activity and mRNA expression assays selective for CYP1A2, CYP2B6, and
CYP3AA4. The tazobactam test concentrations were chosen as conservative estimates from the finalized
2012 European Medicines Agency Drug interaction guideline.

METHODS:

Primary cryopreserved hepatocytes from three donors were used. Hepatocytes were exposed to
tazobactam for a total of 3 days at nominal concentrations of 50, 250, and 1250 mcg/mL with the medium
changed approximately every 24 hours. Tamoxifen was used as a positive control. CYP induction was
assessed by measuring the catalytic activity of CYP isoforms using probe substrates specific for CYP1A2,
CYP2B6, and CYP3A4, as well as mRNA expression levels as determined with RT-PCR.

After treatment, the cell cultures were washed with serum free medium lacking the test materials and then
incubated with P450 probe substrates. The probe substrates, final substrate concentration, CYP450
enzyme tested, reaction catalyzed, and incubation times are shown in Table 1. The positive control
inducers for hepatocyte P450 enzymes and toxicity, concentration, and the solvent used for delivery are
shown in Table 2.

Table 1: Enzyme Methods for CYP-Mediated Metabolite Formation

Assay parameter CYP1A2 CYP2B6 CYP3A4
Substrate Phenacetin Bupropion Testosterone
Reaction catalyzed O-Deethylation Hydroxylation Bl-Hydroxylation
Substrate solvent DMSO' Methanol DMSO

Substrate concentration (uM) 100 250 200

Final organic solvent 01 0.5 02
concentration (%)

Incubation volume (mL) 02 02 02

Incubation time (min) 60 30 20

Incubation temp (°C) ar 37 T

' DMSO- Dimethyl sulfoxide
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Table 2: Positive Control Inducers

Endpoint Positive Control Inducer Final Concentration Solvent for Delivery
CYP1AZ2 Omeprazole 50 pM DMSO (dimethyl sulfoxide)
CYP2B6 Phenobarbital 1000 pM 10% DMSO in water
CYP3A4 Rifampicin 10 uM DMSO
Cytotoxicity Tamaxifen 50 pM DMSO

RESULTS:

Effect of tazobactam on CYP1A2 activity and mRNA expression

The potential for tazobactam to induce CYP1A2 was tested in serum free medium at nominal
concentrations of 50, 250, and 1250 mcg/mL, with primary cultured human hepatocytes from three
donors. The activity and mRNA results are summarized in Tables 3 and 4, respectively. Based upon the
results of this study, tazobactam is not considered to be an inducer of CYP1A2 activity or mRNA
expression at the concentrations tested.

Table 3: The Effect of Tazobactam on CYP1A2 Activity in Human Hepatocytes

Phenacetir_l-O- % of
HeLpoa;t?qt;yte Treatment [Hg/mL] deethyl-atlonu Fold Induction® Positivel.;
. pmol/min/10 Control
cells

Saline 0 14 + 073 - -

Tazobactam 50 13 + 031 |093 + 0022 <1

998 Tazobactam 250 15 = 037 11 + 0026 <1
Tazobactam 1250 0 =+ 12 074 + 0088 <1

DMSO 0 13 + 090 - -

Omeprazole 50 uM 400 + 21 31 + 16 -

Saline 0 74 + 038 _ _

Tazobactam 50 64 =+ 036 |086 =+ 0048 <1

307 Tazobactam 250 83 =+ 027 11 + 0037 <1
Tazobactam 1250 56 + 048 |075 =+ 0.064 <1

DMsSO 0 69 =+ 054 - -

Omeprazole 50 pM 210+ 16 31+ 24 -

Saline 0 11 + 14 _ _

Tazobactam 50 1 + 026 |09 =+ 0023 <1

321 Tazobactam 250 11 * 24 097 = 021 <1
Tazobactam 1250 71+ 039 [063 + 0034 <1

DMSO 0 12 = 088 - -

Omeprazole S0 i 189 + 18 16 = 14 -

Data are the mean = SD from 3 wells
®Fold - the mean fold change of treated samples compared to vehicle control samples
®o, PC- the percent of induction relative to positive control samples
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Table 4: The Effect of Tazobactam on CYP1A2 mRNA in Human Hepatocytes

Hepatocyte . a % .o.f
Lot No. Treatment [ng/mL] Fold Induction PDSItIV%
Control
Tazobactam 50 082 == 0044 <1
208 Tazobactam 250 12 + 014 1
Tazobactam 1250 075 =+ 0.010 <1
Omeprazole 50 pM 17 + 929 j
Tazobactam 50 075 + 017 <1
207 Tazobactam 250 13 = 0.0 <1
Tazobactam 1250 046 =+ 013 <1
Omeprazole 50 pM 75 + 86 -
Tazobactam 50 075 =+ 0044 <1
391 Tazobactam 250 086 = 0.24 <1
Tazobactam ‘ 1250 057 =+ 0.045 ‘ <1
Omeprazole [ 50 pM 1 + 083 [ _

Data are the mean = SD from 3 wells

®Fold — the mean fold change of treated samples compared to vehicle control

samples

Yo, PC —the percent of induction relative to positive control samples

Effect of tazobactam on CYP2B6 activity and mRNA expression

The potential for tazobactam to induce CYP2B6 was tested in serum free medium at nominal
concentrations of 50, 250, and 1250 mcg/mL, with primary cultured human hepatocytes from three
donors. The activity and mRNA results are summarized in Tables 5 and 6, respectively. Based upon the
results of this study, tazobactam is not considered to be an inducer of CYP2B6 activity or mRNA

expression at the concentrations tested.
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Table 5: The Effect of Tazobactam on CYP2B6 Activity in Human Hepatocytes

Bupropion-

L)
Heg:)att;t;yte Treatment [Hg/mL] Hydroxylatlorl Fold Induction® Po/;i?ii\..‘e
i pmol/min/10° Control®
cells

Saline 0 43 = 0.65 = =

Tazobactam 50 42 + 0.56 098 + 013 <1

998 Tazobactam 250 41 = 0:33 095 + 0077 <1
Tazobactam 1250 28 =* 022 065 + 0.051 <1

DMSO 0 55 &% 0.19 - =

Phenobarbital 1000 pM 93 + 12 17 + 023 3

Saline 0 : T - 0.18 - -

Tazobactam 50 1.2 £ 0053 074 + 0032 <1

207 Tazobactam 250 ThH % 0.22 091 + 013 <1
Tazobactam 1250 12 % 017 072 + 010 <1

DMSO 0 15 % 0.18 - =
Phenobarbital 1000 pM 23 = 4.0 B/ o+ 27 -

Saline 0 60 £ 0.57 . :

Tazobactam 50 49 = 0.27 0.82 = 0.046 <1

191 Tazobactam 250 60 = 0.60 099 = 0.10 <1
Tazobactam 1250 45 + 0.62 674 + 010 <1

DMSO 0 i1 = 0.31 =
Phenobarbital 1000 pM 94 + 53 13 + 075 =

Data are the mean = SD from 3 wells

?Fold - the mean fold change of treated samples compared to vehicle control samples
o, PC- the percent of induction relative to positive control samples
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Table 6: The Effect of Tazobactam on CYP2B6 mRNA in Human Hepatocytes

Hepatocyte T . %o .o_f
Lot No. reatment [Mg/mL] Fold Induction PDSItIVEh
Control
Tazobactam 50 077 + 0038 <1
208 Tazobactam 250 12 = 024 1
Tazobactam 1250 067 + 0047 <1
Phenobarbital 1000 uM 17 + 15 _
Tazobactam 50 083 + 0.20 <1
307 Tazobactam 250 15 + 020 3
Tazobactam 1250 D64 + 0.18 <1
FPhenobarbital 1000 pM 17 + 18 -
Tazobactam 50 095 + 0.069 <1
391 Tazobactam 250 086 =+ 029 <1
Tazobactam 1250 060 =+ 0.041 <1
Phenobarbital 1000 pM 14 + 044 R

Data are the mean + SD from 3 wells

® Fold — the mean fold change of treated samples compared to vehicle control

samples

®9, PC — the percent of induction relative to positive control samples
Effect of tazobactam on CYP3A4 activity and mRNA expression

The potential for tazobactam to induce CYP3A4 was tested in serum free medium at nominal
concentrations of 50, 250, and 1250 mcg/mL, with primary cultured human hepatocytes from three
donors. The activity and mRNA results are summarized in Tables 7 and 8, respectively. Based upon the
results of this study, tazobactam is not considered to be an inducer of CYP3A4 activity or mRNA
expression at the concentrations tested.
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Table 7: The Effect of Tazobactam on CYP3A4 Activity in Human Hepatocytes

Testostemng-&ﬁ- % of
HEL‘?:;?‘B Treatment [Mg/mL] hydroxylatlo: Fold Induction® Positive
: pmol/min/10 Control®
cells
Saline 0 64 & 7T - -
Tazobactam 50 64 + 42 10 = 0.066 <1
528 Tazobactam 250 91 + 34 14 £ 0053
Tazobactam 1250 111 £ 33 17 + 0052 3
DMSO 0 90 + M - -
Rifampicin 10 pM 1472 + 112 i R 7
Saline 0 23 + 28 - -
Tazobactam a0 22 + 12 |09 + 0052 <1
307 Tazobactam 250 31 + 14 13 += 0.061 <1
Tazobactam 1250 39 + 23 17 = 010 2
DMSO 0 M+ 13 o -
Rifampicin 10 pM 995 + 76 32 + 25 #
Saline 0 67 + 1.2 _ _
Tazobactam 50 76 + 48 11 * 0072 <1
391 Tazobactam 250 129 + 89 18 & 043 6
Tazobactam 1250 191+ 13 | 29 * 020 12
DMSO 0 78 + 41 - E
Rifampicin 10 pM 1003 + 34 14 + 043 o

Data are the mean = SD from 3 wells
®Fold - the mean fold change of treated samples compared to vehicle control samples
bo, PC-the percent of incuction relative to positive control samples
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Table 8: The Effect of Tazobactam on CYP3A4 mRNA in Human Hepatocytes

0,
HeLpaton:yte Treatment [ug/mL] Fold Induction® Po/;i:,ii\rre
ot No. b
Control
Tazobactam 50 093 =+ 0094 <1
Tazobactam 250 097 == 0.041 <1
228 Tazobactam 1250 071 + 021 <1
Rifampicin 10 pi) 34 _ + _ 22 -
Tazobactam 50 062 + 017 <1
207 Tazobactam 250 088 = 0.31 <1
N Tazobactam 1250 044 + 011 <1
Rifampicin 10 pl 73 + 14 -
Tazobactam 50 072 = 0044 <1
421 Tazobactam 250 097y = 034 <1
N Tazobactam 1250 071 = 0032 <1
Rifampicin 10 pM 83 + 12 -

Data are the mean £ SD from 3 wells
?Fold — the mean fold change of treated samples compared to vehicle control
samples

Yo, PC —the percent of induction relative to positive control samples

SPONSOR’S CONCLUSIONS:

Tazobactam demonstrated no potential to induce cytochrome P450 isoforms CYP1A2, CYP2B6, or
CYP3A4 as assessed by in situ catalytic activity and mRNA expression assays in cultured human
hepatocytes in this study. Tazobactam was tested at concentrations up to and including 1250 mcg/mL in
hepatocytes obtained from three separate donors. The top concentration of 1250 mcg/mL of tazobactam
is approximately 81-fold greater than the mean unbound C,,,, of approximately 15.4 mcg/mL observed in
patients with cIAl. Tazobactam at the highest tested concentration of 1250 mcg/mL decreased CYP1A2
and CYP2B6 mRNA levels as well as enzyme activity as compared to vehicle control. mRNA levels
were 0.46- to 0.75-fold that of vehicle control for CYP1A2 and 0.60- to 0.67-fold that of vehicle control
for CYP2B6 across the three donors assessed. Enzyme activity was 0.63 to 0.75-fold that of vehicle
control for CYP1A2 and 0.65- to 0.74 fold that of vehicle control for CYP2B6 across the three donors
assessed. Tazobactam at a concentration of 1250 mcg/mL decreased CYP3A4 mRNA levels as compared
to vehicle control without producing a decrease in CYP3A4 activity; mRNA levels were 0.44-to 0.71-
fold that of vehicle control. In a previous study, tazobactam caused no induction of CYP1A2, CYP2B6,
or CYP3A4 activity or mRNA expression when tested at concentrations up to a nominal concentration of
500 mcg/mL for all three donors. The clinical significance of the decreases in mRNA for these three
CYP isoforms and decreases in catalytic activity for CYP1A2 and CYP2B6 in the current study is unclear
as these effects were only observed at supra-therapeutic concentrations.

REVIEWER ASSESSMENT:

The Reviewer agrees with the Sponsor’s conclusion that tazobactam is not a significant inducer of enzyme
activity or mRNA expression. There is some evidence of inhibition of inhibition of enzyme activity and
mRNA levels at the highest concentration tested for tazobactam. The ability of tazobactam to inhibit
CYP1A42 and CYP3A44 activity was ultimately assessed in an in vivo drug interaction study (CXA-DDI-12-
10).

128

Reference ID: 3648317



Study Number: 440002161 (CX.101.DM.021)

Study Title: CXA-101: A Non-GLP In Vitro Evaluation of Induction Potential of Cytochrome P450
Isoform 2B6 by CXA-101 in Cultured Cryopreserved Primary Human Hepatocytes

Dates: 12/10/12 — 5/3/13
Lab Site: Qe

OBJECTIVES: To evaluate the potential for the test article, CXA-101, to induce cytochrome P450
isoform CYP2B6 when cultured with cryopreserved primary human hepatocytes for 72 hours. Induction
was measured by a catalytic activity assay selective for CYP2B6 as well as mRNA using RT-PCR. The
CXA-101 test concentrations were chosen as conservative estimates from the finalized 2012 EMA Drug
Interaction guideline and the 2012 Draft FDA Drug Interaction Guidance.

METHODS:

Primary cultures of cryopreserved human hepatocytes were used for this study. Cryopreserved
hepatocytes were incubated in hepatocyte culture medium containing CXA-101 at nominal concentrations
of 100, 500, or 1000 mcg/mL, a vehicle control for CXA-101 (saline), a single concentration of positive
control inducer (phenobarbital), and vehicle control for the inducer (DMSO). The mRNA expression for
CYP2B6 was determined by Tagman Real Time RT-PCR methods.

RESULTS:

Effect of CXA-101 on CYP2B6 Activity and mRNA Expression

The potential for CXA-101 to induce CYP2B6 was tested in serum free medium at nominal
concentrations of 100, 500, and 1000 mcg/mL, with primary cultured human hepatocytes from three
donors. The activity and mRNA results are summarized in Tables 1 and 2, respectively. Based upon the
results of this study, CXA-101 is not considered to be an inducer of CYP2B6 activity or mRNA
expression at the concentrations tested.
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Table 1: The Effect of CXA-101 on CYP2B6 Activity in Human Hepatocytes

Bupropior‘l- % of

HEL‘::::IZ“E Treatment [ng/mL] Hydroxylation Fold Induction® Positiv%

. pmol/min/10° cells Control
Saline 0 076 + 0.1 - -
CXA-101 100 078 + 0047 | 10 =+ 0062 <1
228 CXA-101 500 066 + 0086 |087 = 0.1 <1
CXA-101 1000 045 + 0040 | 060 + 0.053 <1
DMSO 0 094 =+ 0.070 - -
Phenobarbital | 1000 uM 12 = 1.1 13 + 12 -
Saline 0 090 =+ 012 - -
CXA-101 100 10 + 0057 | 11 + 0.063 1
307 CXA-101 500 081 + 012 |090 * 014 <1
CXA-101 1000 072 + 0077 |079 + 0085 <1
DMSO 0 12 + 018 o -
Phenobarbital | 1000 uM 85 + 052 71 + 044 -
Saline 0 59 + 098 - -
CXA-101 100 72 + 046 12 + 0078 2
391 CXA-101 500 67 + 066 1.1 = 011 <1
CXA-101 1000 46 + 023 |079 + 0039 <1
DMSO 0 77 = 12 - -
Phenobarbital | 1000 uM 91 =+ 11 12 + 15 -

Data are the mean * SD from 3 wells
#Fold - the mean fold change of treated samples compared to vehicle control samples
®95 PC- the percent of induchion relative to positive control samples

Table 2: The Effect of CXA-101 on CYP2B6 mRNA in Human Hepatocytes

Hepatocyte ;o a % of Positive
Lot No. Treatment [mg/mL] Fold Induction Control
CXA-101 100 069 = 0.040 <1
- ’ <
278 CXA-101 500 064 = 017 .
CXA-101 1000 036 + 0.057 <1
Phenobarbital 1000 UM 17 + 15 -
CXA-101 100 11 + 0.067 <1
- ’ <
207 CXA-101 500 098 =+ 010

CXA-101 1000 1.3 + 0.17 2

Phenobarbital 1000 UM 17 + 38 -

CXA-101 100 12 + 021 2
371 CXA-101 500 076 =+ 013 <1
CXA-101 1000 081 = 0.034 <1

Phenobarbital 1000 pM 14 + 0.44 -

Data are the mean £ SD from 3 wells
?Fold — the mean fold change of treated samples compared to vehicle control samples
®05 PC — the percent of induction relative to positive control samples
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SPONSOR’S CONCLUSIONS:

CXA-101 demonstrated no potential to induce the cytochrome P450 isoform CYP2B6 as assessed by in
situ catalytic activity and mRNA expression assays using cultured human hepatocytes from three donors,
up to a maximum concentration of 1000 mcg/mL in this study. According to the Sponsor, the highest
tested concentration of 1000 mcg/mL is approximately 21-fold above the mean unbound plasma C,,, of
approximately 47 mcg/mL of CXA-101 in patients with cUTI and cIAlI (total plasma C,,,, of
approximately 57 mcg/mL). CXA-101 treatment, at supratherapeutic concentrations, was associated with
a decrease in CYP2B6 mRNA levels in two donors and a decrease in enzyme activity in three donors. In
a previous study (CX.101.DM.013), CXA-101 did not cause induction of CYP2B6 across three donors at
nominal concentrations up to and including 1000 mcg/mL. The clinical significance of the decrease in
mRNA levels and catalytic activity for CYP2B6 in the current study is unclear.

REVIEWER ASSESSMENT:
The Reviewer agrees that CXA-101 did not show any potential for induction of CYP2B6 in this study and

that there is some evidence for inhibition of both enzymatic activity and mRNA expression at a
concentration of 1000 mcg/mL.
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Study Number: CXA101-P-001

Study Title: In Vitro Evaluation of CXA-101 as a Direct Inhibitor of Human Cytochrome P450
Enzymes

Dates: 4/9/08 (report date)
Lab Site: e

OBJECTIVES: To evaluate the ability of CXA-101 to directly inhibit the major CYP enzymes in human
liver microsomes, with the aim of ascertaining the potential for CXA-101 to inhibit the metabolism of
other drugs.

METHODS:

Human liver microsomes from donated livers were prepared and characterized by the Testing Facility. A
pool of sixteen individual mixed gender, human liver microsomal samples was used for this study. CXA-
101 was evaluated for its ability to directly inhibit the following human CYP enzymes (see Table 1):
CYP1A2, CYP2B6, CYP2CS8, CYP2C9, CYP2C19, CYP2D6, and CYP3A4/5. The positive controls that
were used in this study are shown in Table 2.

Table 1: Summary of experimental conditions for enzyme assays: direct inhibition of CYP enzymes
by CXA-101 (ICsy determinations)

CHA-101
Substrate Incubation Incubation Solvent
SOP concenmiration  wohmme Protein * time volumme ¥
Enzyme CYP Reacdon followed {ubi) (uL) (ug/mL) (maim) Targe: concentrations (uMd) (uL)
CYPLAZ Phenacetin O-deethylation L3250.06 40 400 100 5 0,1, 10, 20, 50, 100, 200, 300 4
CYPIBS Eupropion hydroxylation L3250.06 50 400 100 5 0,1, 10, 20, 50, 100, 200, 300 4
CYP2CE Amodisquine N-dealkylation L3250.06 T 400 100 5 0, 1,10, 20, 50, 100, 200, 300 4
CYP2CY Diclofenac 4 -hydroxylation L3250.06 6 100 1040 5 0,1, 10, 20, 50, 100, 200, 300 4
CYPIC1®  5-Mephenytoin 4 -hydroxylation L3250.06 40 400 100 5 0,1, 10, 20, 50, 100, 200, 300 4
CYPIDG Dextromethorphan O-demethylation L3250.06 7.3 400 100 5 0,1, 10, 20, 50, 100, 200, 300 4
CYP3A4/5  Testosterons Sf-hydroxylation L3250.06 100 400 100 5 0,1, 10, 20, 50, 100, 200, 300 4
CYP3A4S  Midazolam 1 '-hydroxylation L3250 06 4 400 50 5 0,1, 10, 20, 50, 100, 200, 300 4

g  The umsan liver microsomal sample used for these experiments was a pool of sixtesn individuals (samples 284, 200, 312, 313, 315, 333, 334, 335, 334, 330, 348, 359, 364,
383, 389 and 300).

b 0.9% normal saline with 0_2M sodinm hydroxide was the wehicle used to dissolve the test article.

Table 2: Positive Controls

: . S Concentration
CYP enzyme Positive control Vehicle studied
CYP1A2 a-Naphthoflavene Methanol 05 pM
CYP2ZB6 Orphenadrine DMSO 750 uM
CYP2CSE Montelukast Methanol 05 pM
CYP2CO Sulfaphenazole Methanol 20pM
CYP2C19 Modafinil DMSO 250 uM
CYPXDs Cuinidine High purity water 05 pM
CYP3A4S Eetoconazole Methanol 0.15%/0.075% uM

* Testosterone 6f-hydroxylation
* Midazolam 1 -hydroxylation
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RESULTS:

Under the experimental conditions examined, there was little or no evidence of direct inhibition by CXA-
101 for any of the CYP enzymes investigated (see Table 3). The ICs, values for these enzymes were
determined to be greater than the highest concentration tested (i.e. 300 uM).

Table 3: Summary of results: In vitro evaluation of CXA-101 as an inhibitor of human CYP

enzymes
Direct inhibition
ZLero-minute preincubation
Enzyme CYP Reaction ICsa (uM) Maxinmm inhibition at 300 b (%) *
CYP1A2 Phenacetin O-deethylation 300 NA
CYP2B6 Bupropion Irydroxylation 300 NA
CYP2CE Amodiaquine N-dealkylation 300 51
CYFP2C9 Dhclofenac 4'-hydroxylation 300 NA
CYP2C19 S-Mephenytoin 4 -hydroxylation 300 NA
CYPID6 Dextromethorphan O-demethylation 300 NA
CYP3A4/S Testosterone 6p-hydroxylation 300 NA
CYP3A4/S Midazolam 1 “-hydroxylation 300 50

Notes: Average data (i.e., percent of control activity) obtained from duplicate samples for each test arficle concentration were used to calenlate IC,, values.
ICso values were calculated with XLEit.

a Maximmm mbibition (%) 15 calculated with the following formula and data for the highest concentration of test arficle evaluated (results are rounded to
two sigmficant figures): Maxinmm intubition (%) = 100%: — Percent solvent control.

NA  Not applicable. No value was obtained as the rates at the highest concentration of CXA-101 evaluated (300 pM) were higher than the control rates.

SPONSOR’S CONCLUSIONS:

e Under the experimental conditions examined, there was little or no evidence of direct inhibition
of CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, and CYP3A4 (as measured by
testosterone 6-beta-hydroxylation and midazolam 1’-hydroxylation) by CXA-101.

o The ICs values for these enzymes were determined to be greater than 300 uM (the highest
concentration tested).

REVIEWER ASSESSMENT:
The Reviewer concurs that CXA-101 did not show any potential for direct inhibition of CYP isoforms
within the concentration range tested in this study.
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Study Number: ®@ _05Aug2011 (CX.101.DM.004)

Study Title: CXA-101: A Non-GLP In Vitro Assessment of Inhibitor Potential on Human OAT]1,
OAT3, OCT1, OCT2, OATP1B1, and OATP1B3 Uptake Transporters

Dates: 3/30/12 (date issued)
Lab Site: ©r)

OBJECTIVES: To evaluate the in vitro inhibitory potential of CXA-101 upon the human OAT1, OAT3,
OCTI1, OCT2, OATP1B1, and OATP1B3 transporters in the uptake transporter inhibition assay.

METHODS:
Uptake experiments were performed on CHO cells or HEK293 cells stably expressing the respective
uptake/SLC transporters. For human OATP1B1, OATP1B3, OCT, OCT2, OATI, and OAT3 parental

cell lines were used as a negative control. The treatment groups for the transporter assays are shown in
Table 1.

Table 1: Treatment groups in uptake transporter assays

Treatment groups in the 96-well plate format No. of wells
CXA-101 mn saline (15, 30, 60, 125, 250, 500. and 1000 pg/mL.: 2 per CXA-101
22.5.45.90. 187. 375. 750. 1500 uM) on transfected cells concentration
CXA-101 mn saline (15, 30. 60. 125. 250, 500. and 1000 pg/mL.: 2 per CXA-101
22.5.45.90. 187, 375. 750. 1500 uM) on parental cells concentration
Saline control on transfected cells 2
Saline control on parental cells 2
DMSO control on transfected cells 2
DMSO control on parental cells 2
Reference mhibitor in DMSO on transfected cells 2

-

Reference mhibitor in DMSO on parental cells

RESULTS:

In the present study, the in vitro interaction potential of CXA-101 with the human OATP1B1, OATP1B3,
OATI, OAT3, OCT1, and OCT2 uptake transporters was investigated at 7 concentrations (see Table 1) in
uptake transporter inhibition assays.

CXA-101 showed no potential inhibitory interaction against the human OATI1, OAT3, OCT1, OCT2,

OATPIBI1, or OATP1B3 transporters when tested in vitro at concentrations up to 500 mcg/mL. A slight
inhibition (15% to 36) was observed at 1000 mcg/mL for OATP1B3, OAT1, OCT2, and OCT1 while no
inhibition was observed with OATP1B1 and OAT3. Consequently, ICs, values could not be determined.

The OATP1B1 and OATP1B3 transporter activities were slightly stimulated by CXA-101 with maximum
stimulations of 18% and 15% at 125 mcg/mL for OATP1B1 and OATP1B3, respectively. In the case of
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OATPI1B3, a slight inhibition was observed at the highest concentration (25%). See Figures 1 and 2 for
OATPI1BI1 and 1B3 uptake transporter inhibition activity, respectively.

Figure 1: Modulation of OATP1B1-mediated E3S transport by CXA-101 in the uptake inhibition

assay
CXA-101 Positive control (Cerivastatin)
1297 ~— £ 600
£ 100 ._././ _i\- 'é
z a
= 754 5 400
8
% 50+ E‘
200
£ 25 5
0 . . & =
10 100 1000 5 0 : :
e DMSO Cerivastatin (10Q,M)

CXA-101 concentration (uM)

Figure 2: Inhibition of OATP1B3-mediated Fluo-3 transport by CXA-101 in the uptake transporter
inhibition assay

CXA-101 Positive control (Fluvastatin)
i =)
125 r)__i_ - E 150000
= 100 H
£ 2 100000
S 754 -
g 2
2 501 E
T S 50000
& 25 ;g
10 100 1000 & DMS0 Fluvastatin (30uM)

CXA-101 concentration (uM)
CXA-101 showed slight inhibition of the OAT1 (36%, see Figure 3), OCT1 (18%, see Figure 4), and
OCT2-mediated probe substrate transport (15%, see Figure 5) at 1000 mcg/mL. Therefore, no ICs, could

be calculated. CXA-101 did not influence the OAT3-mediated E3S transport in the concentration range
tested in the study (see Figure 6).
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Figure 3: Inhibition of OAT1-mediated PAH transport by CXA-101 in the uptake transporter
inhibition assay

CXA-101 Positive control (Benzbromarone)
125+ £
§ 100
= 100 =
S : £
= ]
S 75 8
7 5o
L 504 G
- 40_
g 25 3
= 2 204
0 T T 2
10 100 1000 5
= DMSO Benzbromarone (200, M)

CXA-101 concentration (uM)

Figure 4: Inhibition of OCT1-mediated TEA transport by CXA-101 in the uptake transporter
inhibition assay

CXA-101 Positive control (Verapamil)
125- )
\@300—
= 100 =
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0 N 2
10 100 1000 5 o m—— - —
CXA-101 concenfration (uM) = erapamil (100,M)
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Figure 5: Inhibition of OCT2-mediated metformin transport by CXA-101 in the uptake transporter
inhibition assay

CXA-101 Positive control (Cimetidine)
125+ E
5407
z a 3001
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=
0 —— & T
10 100 1000 5 0
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Figure 6: Effect of OAT3-mediated E3S transport by CXA-101 in the uptake transporter inhibition

assay
CXA-101 Positive control (Probenecid)
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SPONSOR’S CONCLUSION:

In this non-GLP study, CXA-101 showed no potential inhibitory interaction against the human OAT]1,
OAT3, OCT1, OCT2, OATPIBI, or OATP1B3 transporters when tested in vitro at concentrations up to
500 meg/mL. A 15% to 36% inhibition was observed for OATP1B3, OAT1, OCT2, and OCT1, and no
inhibition was observed for OATP1B1 or OAT2 was observed at 1000 mcg/mL. Thus, ICs, values could
not be determined. Based on the recommendation of the International Transporter Consortium, in vivo
DDI studies should be considered if the ICs, value is less than 10-fold the unbound C,,,« value. Because
the highest anticipated unbound clinical concentrations of CXA-101 is between 50 and 100 mcg/mL and
ICso values could not be determined up to 1000 mcg/mL (or can be estimated to be above 1000 mcg/mL),
the results of this study indicate that clinical DDI studies with CXA-101 are not recommended for the
uptake transporters investigated.
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REVIEWER ASSESSMENT:
The Reviewer agrees that CXA-101 is unlikely to significantly inhibit any of the transporters tested in this
assay.
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Study Number: CX.101.DM.006

Study Title: Tazobactam: A Non-GLP In Vitro Assessment of Inhibitor Potential on Human OAT1,
OAT3, OCT1, OCT2, OATP1B1, and OATP1B3 and of Substrate Potential on Human OAT]1,
OAT3, and OCT2 Uptake Transporters

Dates: 5/24/13 (amended date)
Lab Sites: Bre

OBJECTIVES:
e To evaluate the inhibitory effect of tazobactam on the human OAT1, OAT3, OCT1, OCT2,
OATPIBI1, and OATPI1B3 transporters in the uptake transporter inhibition assays and
e To evaluate the substrate potential of tazobactam for OAT1, OAT3, and OCT2 transporters in the
uptake transporter substrate assays

METHODS:

Uptake experiments were performed on CHO cells or HEK293 with FlpIn technology cells stably
expressing the respective uptake transporters. Cells were plated on standard 96- or 24-well tissue culture
plates. For human OATP1B1, OATP1B3, OCT1, OCT2, OATI, and OAT3 parental cell lines were used
as negative controls. The probe substrates and inhibitors for each transporter are shown in Table 1. The
concentrations of tazobactam used in the inhibition assays are shown in Table 2.

The uptake of tazobactam was determined using cells overexpressing the respective uptake transporter
and using control cells at two incubation time points (2 and 20 min) and at two concentrations (5 and 50
mcg/mL or 25 and 100 mcg/mL) of the test drug. In order to confirm the interaction, the transporter
specific uptake of tazobactam was determined in the presence of a known inhibitor.

Table 1: Parameters of Uptake Transporter Assays Tested in a Concentration Range

Transporter Applying SOP Incubation Probe Reference
time substrate inhibitor
(minutes) (concentration) (concentration)
human UPT-CHO- 10 E3S cerivastatin
OATPIBI1 OATPIBI-E3S (0.1 uM) (100 uM)
human UPT-CHO- 10 Fluo-3 fluvastatin
OATPI1B3 OATP1B3-Fluo-3 (10 M) (30 uM)
human OAT1 UPT-CHO-0OATI1- 3 PAH benzbromarone
PAH (5 pv) (200 uM)
human OAT3 UPT-FlpIn293- 3 E3S probenecid
OAT3-E3S (1 puM) (100 pM)
human OCT1 UPT-CHO-OCTI- 10 TEA verapamil
TEA (3.6 uM) (100 uM)
human OCT2 UPT-CHO-OCT2- 10 metformin verapamil
Metf (4 uM) (100 uM)
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Table 2: Treatment Groups in Uptake Transporter Assays

Treatment groups in the 96-well plate format No. of wells
Tazobactam in saline (7.81. 15.63. 31.25, 62.5, 125, 250. and 2 per tazobactam
500 pg/mL)* on transfected cells concentration
Tazobactam in saline (7.81. 15.63. 31.25, 62.5, 125, 250. and 2 per tazobactam
500 pg/mL)* on parental cells concentration

Saline control on transfected cells

Saline control on parental cells

DMSO control on transfected cells

DMSOQO control on parental cells

Reference inhibitor in DMSO on transfected cells

| S T T S T O T S R )

Reference inhibitor in DMSO on parental cells
*26, 52, 104, 208. 416, 833 and 1667 uM

RESULTS:

Uptake Transporter Inhibition Assay

In the present study, the in vitro interaction potential of tazobactam with the human OATP1B1,
OATPI1B3, OATI1, OAT3, OCT1, and OCT2 uptake transporters was first investigated at 7 concentrations
(7.81, 15.63, 31.25, 62.5, 125, 250, and 500 mcg/mL) in uptake transporter inhibition assays. These
results are summarized in Table 3.

Table 3: Calculated Reaction Parameters from Uptake Transporter Inhibition Assays

Test article Assay IC;s (pg/mL) Maximal observed effect
(%0 of control)
OATPIBI ND 110 interaction
OATP1B3 ND 32.3% inhibition
0ATI 117.8 79.9% inhibition
Tazobactam o
OAT3 146.7 70.3% inhibition
OCT1 ND 19.6% inhibition
OCT2 ND no interaction

As a further examination of the interaction, tazobactam was tested on OATP1B1, OATP1B3, OCT1, and
OCT?2 at one high concentration (900 mcg/mL). There was still no inhibition of OATP1B1 or OCT2 by
tazobactam at the 900 mcg/mL concentration. The degree of inhibition of OATP1B3 and OCT1 were not
significantly changed by the 900 mcg/mL concentration of tazobactam (see Figures 1 and 2, respectively).
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Figure 1: Inhibition of OATP1B3-Mediated Fluo-3 Transport by Tazobactam in the Uptake
Transporter Inhibition Assay
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Figure 2: Inhibition of OCT1-Mediated TEA Transport by Tazobactam in the Uptake Transporter

Inhibition Assay
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Uptake Transporter Substrate Assays

The substrate potential of tazobactam for OAT1, OAT3, and OCT2 was investigated in the uptake
transporter substrate assays: in the case of OAT1 and OAT3 at two concentrations (5 and 50 mcg/mL)
and two time points (2 and 20 minutes) and in the case of OCT?2 at four concentrations (5, 25, 50, and 100
mcg/mL) and two time points (2 and 20 minutes).

A compound is considered to be a substrate if the accumulation into transfected cells is 2-fold greater
compared to the accumulation into parental cells (fold accumulation > 2) and this accumulation can be
inhibited by a reference inhibitor. Up to a 3.54-fold accumulation of tazobactam was observed in OAT1
expressing cells as compared to controls (5 mcg/mL for 20 min) while up to 3.07-fold accumulation was
observed for OAT3 (5 mcg/mL for 2 min). For OCT2, no remarkable transporter specific accumulation
was observed under the conditions investigated (see Table 4 for a summary of these data).
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In order to confirm transporter specificity of tazobactam accumulation into OAT1 and OAT3 expressing
cells, the uptake substrate assays were repeated at those conditions where the highest fold accumulation
was obtained in the presence of a selective inhibitor of the transporter. In the presence of 200 uM of the
OAT1-specific inhibitor benzbromarone, accumulation of tazobactam decreased from 1.9-fold to 0.99-
fold accumulation. In the presence of 100 uM of the OAT3-specific inhibitor probenecid, accumulation
of tazobactam decreased from 3.2 fold to 1.19-fold. These data indicate that tazobactam is a substrate for
both the OAT1 and OAT3 renal uptake transporters.

Table 4: Calculated Reaction Parameters from Uptake Transporter Substrate Feasibility Assays

Test article Assay Fold accumulation Conditions
(pg/mL / min)

1.89 5/2

3.54 5/20
Tazobactam OATI1 feasibility ,

’ 0.87 50/2

2.05 50/20

Tazobactam o 1.90 5/20
OAT]1 feasibility

Tazobactam +

inhibition 5 /9
benzbromarone (200 pM) 0.99 3720
3.07 5/2
2.80 5/20
Tazobactam OATS3 feasibility )
2.89 50/2
2.83 50/20
Tazobactam o 3.20 5/2
OATS3 feasibility
Tazol?actam + inhibition 119 s/
probenecid (100 pM)
1.19 5/2
1.18 5/20
0.41 50/2
. 0.53 50/20
Tazobactam OCT?2 feasibility )
1.02 25/2
1.21 25/20
0.78 100/2
0.81 100 /20
SPONSOR’S CONCLUSIONS:

Tazobactam inhibited human OAT1 and OATS3 transporter function with estimated ICs, values of 117.7
and 146.7 mcg/mL, respectively. Tazobactam did not inhibit human OATP1B1 or OCT2 transporter
function up to and including a maximum concentration tested (900 mcg/mL) while the human OATP1B3
and OCT]1 transporters were inhibited by 27.2% and 9.25%, respectively. Therefore, the tazobactam ICs,
values are estimated to be > 900 mcg/mL for OATP1B1, OATP1B3, OCT1, and OCT2. The highest
tested concentration of 900 mcg/mL for these four transporters is ~51 fold above the mean unbound
plasma C,,, of tazobactam (approximately 17.6 mcg/mL), according to data provided by the Sponsor
(total plasma C,,, of approximately 22 mcg/mL), in patients with cIAl suggesting low potential for
tazobactam to cause clinically relevant inhibition of these four transporters in vivo. Tazobactam was also
identified as a substrate for the OAT1 and OAT3 transporters, but not OCT2. These results suggest that
tazobactam may have a potential for clinical DDIs involving OAT1 and OATS3 in vivo.
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The inhibitory potential of tazobactam was initially tested up to a concentration of 500 mcg/mL>
Tazobactam inhibited human OAT1, OAT3, OCT1, and OATP1B3 transporter function by 79.9%,
70.3%, 19.6%, and 32.3%, respectively, when tested over a concentration range up to 500 mcg/mL. The
inhibitory potential of tazobactam on OATP1B1, OATP1B3, OCT1, and OCT2 was subsequently tested
at a single higher concentration of 900 mcg/mL. Tazobactam inhibited OATP1B3 and OCT1 transporter
function by 27.2% and 9.25%, respectively, at this higher concentration but did not inhibit OATP1BI1 or
OCT2. The potential ICs, values for these four transporters are estimated to be >900 mcg/mL.

Tazobactam was identified as a substrate for the OAT1 and OAT3 transporters. Up to 3.54-fold
accumulation of tazobactam was detected in OAT1 expressing cells as compared to controls (5 mcg/mL
for 2 min). The accumulation of tazobactam into OAT1 and OAT3 expressing cells could be inhibited
(from 1.9 to 0.99 fold for OAT1 and from 3.20 to 1.19 fold for OAT3) using specific inhibitors of these
transporters demonstrating that tazobactam is a substrate for both OAT1 and OATS3 in vitro. Tazobactam
was not identified as a substrate for the OCT2 transporter over a concentration range of 5 to 100 mcg/mL.

According to the Sponsor, the mean total plasma C,,,, of tazobactam in patients with cIAl is
approximately 22 mcg/mL, with a plasma protein binding value of approximately 30% resulting in a
mean unbound plasma C,,,, of approximately 17.6 mcg/mL. In all inhibition experiments in current
study, the transporter specific probe substrate concentration was below the respective K, so the resulting
1Cs values are a reasonable estimation of the K;. The inhibition assessment concentration of 900
mcg/mL is sufficient for determining a K; less than or equal to 50-fold the unbound C,,,, per EMA
guidance and less than or equal to 10-fold the total C,,,, per FDA guidance for OATP1B1, OATP1B3,
OCT1, and OCT?2 transporters. Based on the study results (ICsy >900 mcg/mL for OATP1B1, OATP1B3,
OCT1, and OCT?2 transporters) and tazobactam C,,,, tazobactam has a low potential to cause clinically
relevant inhibition of these transporters in vivo. Additionally, tazobactam was not a substrate for human
OCT?2 transporter suggesting low potential for a clinically relevant interaction in vivo.

Tazobactam inhibited human OAT1 and OAT3 transporter function with estimated ICsy values 117.7 and
146.7 mcg/mL, respectively and was a substrate for these transporters. These results suggest that
tazobactam may have potential for clinical DDIs involving OAT1 and OATS3 in vivo.

REVIEWER ASSESSMENT:

The Reviewer concurs that tazobactam is a substrate and an inhibitor of OATI and OAT3; this
interaction was further investigated in an in vivo drug interaction study. Tazobactam also showed weak
inhibition of OATP1B3 and OCT1I at high concentrations; this is not likely to be clinically significant
since the inhibition is weak and the concentrations of tazobactam required for inhibition are significantly
higher than the observed tazobactam concentrations following administration of the 1500 mg dose of
ceftolozane/tazobactam. Tazobactam did not appear to be a substrate or inhibitor of OCTZ2. Tazobactam
did not inhibit OATP1B1 at the highest concentration tested.
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Study Number: CX.101.DM.012

Study Title: Tazobactam M-1: A Non-GLP In Vitro Assessment of Inhibitor Potential on Human
MDRI1, BCRP, BSEP, OATP1B1, OATP1B3, OAT1, OAT3, OCT1, and OCT2 Transporters

Dates: 2/20/13 (Issued Date)
Lab Site: il

OBJECTIVES:
The objectives of this study are to evaluate inhibitory potential of tazobactam M-1 with:
e The human BSEP transporter in the vesicular transport inhibition assay
o The human OATP1BI1, OATP1B3, OATI1, OAT3, OCT1, and OCT2 transporters in the uptake
transporter inhibition assay
e The human MDR1 and BCRP transporters in the monolayer efflux inhibition assay

The test concentrations are chosen based on guidance from the 2012 draft FDA drug interaction guidance
and the final EMA drug interaction guidance.

METHODS:

Vesicular transport

Vesicular transport assays were performed with membrane vesicles in the inside out orientation prepared
from cells overexpressing human ABC transporters. Low permeability probe substrates are transported
into vesicles by the expressed ABC transporter. Treatment groups applied in the vesicular transport assay
are listed in Table 1.

Table 1: Treatment Groups in Vesicular Transport Assays

Treatment groups in the 96-well plate format No. of wells

Tazobactam M-1 in 100 mM sodium phosphate (pH 7) (1.25. 2.5. 5. 2 per Tazobactam M-1

10, 20. 40, and 75 pg/mL) with ATP concentration
Tazobactam M-1 in 100 mM sodium phosphate (pH 7) (1.25.2.5. 5. 2 per Tazobactam M-1
10. 20. 40. and 75 pg/mL) with AMP concentration
Sodium phosphate control with ATP 2

Sodium phosphate control with AMP 2

DMSO control with ATP 2

DMSO control with AMP 2

Reference inhibitor in DMSO with ATP 2

(&9

Reference mhibitor in DMSO with AMP

Uptake transporter inhibition assays

Uptake experiments were performed on CHO cells or HEK293 (with FlpIn technology — FlpIn293) cells
stably expressing the respective uptake transporters. Cells were plated on standard 96-well tissue culture
plates. Parental cell lines were used as negative control. The treatment groups used in the uptake
transporter assays are shown in Table 2.
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Table 2: Treatment Groups in Uptake Transporter Assays

Treatment groups in the 96-well plate format

No. of wells

Tazobactam M-1 in 100 mM sodium phosphate
(1.25,2.5, 5,10, 20, 40 and 75 pg/mL) on transfected cells

Tazobactam M-1 in 100 mM sodium phosphate
(1.25,2.5,5,10, 20, 40 and 75 pg/mL) on parental cells

Sodium phosphate control on transfected cells
Sodium phosphate control on parental cells
DMSO control on transfected cells

DMSO control on parental cells

Reference inhibitor in DMSO on transfected cells
Reference inhibitor in DMSO on parental cells

3 per Tazobactam M-1
concentration

3 per Tazobactam M-1
concentration

3

U e e o e

Caco-2 monolayer assays

The monolayer was formed on 24-well transwell inserts. Trans-epithelial electric resistance (TEER) or
each well was measured to confirm the confluency of the monolayers prior to the experiments. The

treatment groups for the efflux inhibition assay are shown in Table 3.

Table 3: Treatment Groups: Digoxin Efflux Inhibition Assay

Monolayver Applyving SOP  Substrate Direction Inhibitor Incubation
assay time
(min)
digoxin Tazobactam
(5uM) A-Band B-A M-1 120
(75 pg/mL)
) ) digoxin PSC833
digoxin SB-C:acozl_\-IL- (5 pM) A-B and B-A (10 uM) 120
efflux digoxin .
inhibition inhibition Lueiter
vellow A-B 120
(40 png/ml)
antipyrine
(50 uM) A-B 30
MDCKII monolayer assay

The monolayer assays were performed on parental and MDR1 or BCRP transfected MDCKII cell
monolayers. The monolayer was formed on 24-well transwell inserts. Trans-epithelial electric resistance
(TEER) of each well was measured to confirm the confluency of the monolayers prior to the experiments.
The treatment groups are shown in Table 4. Similar treatment groups were used for BCRP.
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Table 4: Treatment Groups; MDCKII-MDRI1 and Parental Permeability Measurements

Monolayer Applyving Substrate Direction Inhibitor Incubation time
assay SOP (min)
dicoxin Tazobactam
( igu‘\-I) A-B and B-A M-1 120
o (75 pg/mL)
MDCKIL ML- digoxin PSC833
A-B and B-A 120
MDCKII- MDCKII- (S uM) (10 uM)
MDRI1 MDR!  Lucifer yellow
(40 pg/ml) A-B NA 120
antipyrine AL .
(50 M) A-B NA 30
RESULTS:

Vesicular Transport

Tazobactam M-1 did not influence the BSEP-mediated probe substrate transport when test from 1 through
75 meg/mL nominal concentration in the vesicular transporter inhibition assay. The ICs, is > 75 mcg/mL
(see Figure 1).

Figure 1: Modulation of BSEP-Mediated Probe Substrate Transport by Tazobactam M-1 in the
Vesicular Transport Inhibition Assay

TA

Assay

Tazobactam M-1

Taurocholate accumulation
(% of control)

0

100:EEE}{}¥

251

1 10 100
Tazobactam M-1 concentration (pg/ml)

Vesicular transport
inhibition assay

Uptake Transporter Inhibition Assay

The in vitro interaction potential of tazobactam M-1 with the human OATP1B1, OATP1B3, OAT]I,
OATS3, OCT1, and OCT?2 uptake transporters was investigated at 7 concentrations (1, 2.5, 5, 10, 20, 40,
and 75 mcg/mL) in the uptake transporter inhibition assays. Table 5 summarizes the results of these

experiments.
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Table 5: Calculated Reaction Parameters from Uptake Transporter Inhibition Assays

Test article Assay maximum inhibition

(% of control)
OATPIBI No interaction
OATPIB3 No interaction

OATI1 438

tazobactam M-1 ] _

OAT3 No interaction
OCTI1 No interaction
OCT2 No interaction

Caco-2 monolayer assays

The inhibitory effect of tazobactam M-1 on digoxin transport was determined at one concentration.
Inhibition of digoxin transport by tazobactam M-1 (75 mcg/mL nominal, 66.3 mcg/mL experimental) and
PSC833 (10 uM) is presented in Figure 2. Tazobactam M-1 did not influence the digoxin transport on
Caco-2 cells. The ER was practically unchanged from 10.1 to 13.72 in the presence of tazobactam M-1.
The ER of digoxin was reduced close to unity in the presence of PSC833 (the ER value was 1.28),
indicating probe substrate transport could be inhibited.

Figure 2: Inhibitory Effect of Tazobactam M-1 and Control Inhibitor (PSC833) on the MDR1-
Mediated Transport of Digoxin across Caco-2 Monolayers.

Caco-2 monolayer inhibition

40+
1 A-B
I:I B - A _l_
‘o 304
o 1
.-L:I ’
TE 20+
8
!
m 1 ﬂ ] — —
. ’__I__ —
Digoxin (3pub) +PSC833 (10uM) +Tazobactam M-1 (75 pg/ml)
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MDCKII monolayer assay

The inhibitory effect of tazobactam M-1 on digoxin transport was determined. Inhibition of digoxin
transport by tazobactam M-1 (75 mcg/mL nominal, 39.3 mcg/mL experimental) and PSC833 (10 uM) is
presented in Figure 3. Tazobactam M-1 did not influence the digoxin transport on MDCKII-MDR1 cells
significantly. The background corrected ER changed from 3.84 to 2.35 in the presence of tazobactam M-
1. The efflux ratio of digoxin was reduced close to unity in the presence of PSC833 (the background
corrected ER value was 1.28) validating the results of the experiment.

Figure 3: Inhibitory Effect of Tazobactam M-1 and Control Inhibitor (PSC833) on the MDR1-
Mediated Transport of Digoxin across MDCKII and MDCKII-MDR1 monolayers

MDCKII cells
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The inhibitory effect of tazobactam M-1 on prazosin transport was determined. Inhibition of prazosin
transport by tazobactam M-1 (75 mcg/mL nominal, 61.4 mcg/mL experimental) and Ko134 (1 uM) is

148

Reference ID: 3648317



presented in Figure 4. Tazobactam M-1 did not influence the prazosin transport on MDCKII-BCRP cells
significantly. The background corrected ER was almost unchanged from 12 to 11.65 in the presence of
tazobactam M-1. The ER of prazosin was reduced close to unity in the presence of Ko134 (the
background corrected ER values was 0.72) indicating the test system was functioning properly.

Figure 4: Inhibitory Effect of Tazobactam M-1 and Control Inhibitor (Ko134) on the BCRP-
Mediated Transport of Prazosin across MDCKII and MDCKII-BCRP Monolayers
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SPONSOR’S CONCLUSIONS:

Tazobactam M-1 did not inhibit the human OATP1B1, OATP1B3, OAT3, OCT1, BSEP, BCRP, or
MDRI1 transporter function at nominal concentrations up to, and including 75 mcg/mL in this study.
Tazobactam M-1 did inhibit the human OAT]1 transporter function by approximately 43.8% at 75
mecg/mL. The ICs, values may be estimated to be > 75 mcg/mL for all the transporters tested in this
study. The highest tested concentration of 75 mcg/mL is about 50-fold higher than the mean total plasma
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Crax 0f tazobactam M-1 in patients with complicated intra-abdominal infections (~1.5 mcg/mL, as
provided by the Sponsor).

In all experiments, the applied probe substrate concentration was below the respective K, so the resulting
ICs, values are a reasonable estimate of the K;. The tazobactam M-1 concentration of 75 mcg/mL is
sufficient for determining a K; less than or equal to 50-fold the unbound C,,,x per EMA guidance and less
than 10-fold the total C,,, per FDA guidance for the transporters tested in this study thus suggesting a low
potential for clinically relevant inhibition of these transporters in vivo by tazobactam M-1.

REVIEWER ASSESSMENT:
The Reviewer agrees with the Sponsor’s conclusions that tazobactam M-1 is not likely to cause any
clinically significant inhibition of OATP1B1, OATP1B3, OCTI, BSEP, BCRP, or MDRI.
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Study Number: CX.101.DM.014

Study Title: Determination of Binding of Tazobactam, Tazobactam M-1 and CXA-101 to Human
Liver Microsomal Proteins

Dates: 12/13/12
Lab Site: ®)@)

OBJECTIVES: To determine the percent protein binding of tazobactam, tazobactam M-1 (the major
metabolite of tazobactam) and CXA-101 to human liver microsomes under conditions similar to CYP
inhibition assays.

METHODS:

The protein binding and assay control experiments were performed at concentrations of either 3, 500, or
1000 meg/mL as specified in the protocol. Specifically, tazobactam was tested at 500 and 1000 mcg/mL,
tazobactam M-1 at 3 mcg/mL, CXA-101 at 1000 mcg/mL and the control articles at 3 mcg/mL. Assay
control conditions were included in order to assess stability (recovery) and achievement of equilibrium.
A summary of the study design is shown below:

Conc. Microsomes Quantitation
Compound (Ma/mL) Conc. (mg/mL) (Standard Curve)
Tazobactam 500, 1000 0.02 Yes
Tazobactam M-1 3 0.2 No*
CXA-101 1000 0.02 Yes
Chlorpromazine 3 0.02 Yes
Imipramine 3 0.02 Yes
Warfarin 3 0.02 Yes

*Data were calculated using peak area ratios.

RESULTS:

An equilibrium dialysis approach was used. With this method, free compound is separated from protein-
bound compound by dialysis across a semi-permeable membrane. Experimental controls were included
in order to assess compound recovery (stability) under the assay conditions and to assess whether
equilibrium was reached. Calculations were performed using back-calculated concentrations, except peak
area ratios were used for tazobactam M-1. A summary of the binding results is shown below:
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Conc. % Recovery % Recovery

Compound /mL % Bound (in Assay) (in Matrix)
Tazobactam 500 7.8 157.6 118.8
Tazobactam 1000 -0.4 219.7 220.2
Tazobactam M-1 3 -9.8 99.2 96.3
CXA-101 1000 21.0 46.9 48.9
Chlorpromazine 3 27.8 27.5 295
Imipramine 3 3.0 754 70.8
Warfarin 3 -1.4 98.1 114.3
Tazobactam

At concentrations of 500 mcg/mL and 1000 mcg/mL, tazobactam demonstrated 7.8% and no binding (-
0.4% calculated), respectively, to HLM proteins. These % bound values are within experimental
variability for little to no binding (as the extent of binding decreases, the variability in the % bound value
increases, and it is possible for slightly negative values to be calculated). It is not known how the extent
of binding might be affected by the stoichiometric ratio of compound to protein binding sites (i.e. 1000
mcg/mL compound vs. 20 mcg/mL HLM protein).

The recovery values of tazobactam (compared to the TO control reference values) in the presence of HLM
following dialysis for 6 hours at 37 °C against buffer or blank matrix ranged from 118.8% to 220.2%. It
is not known why these recoveries were >100%, e.g., if they were affected by the significant dilution
required to bring the samples within the range of the standard curve. The recovery values would not
impact the binding results since the percent binding calculation is dependent upon the relative (not
absolute) levels on the donor and receiver compartments.

The equilibrium ratio values for tazobactam were 1.0 and 1.1, showing that equilibrium was achieved
during the dialysis period and that the % bound values were reliable.

Tazobactam M-1

Tazobactam M-1 demonstrated no binding (-9.8% calculated) to 0.2 mg/mL microsomal proteins at a
concentration of 3 mcg/mL. It should be noted that the variability in calculated % bound values increases
as the extent of binding decreases; further, this value (-9.8% binding) was within the experimental error
for no binding. The recovery values for this test article under assay conditions (dialyzed against either
buffer or blank matrix) were 99.2% and 96.3%, respectively, indicating stability in this microsomal
matrix. The equilibrium ratio was 1.0, demonstrating that equilibrium was achieved during the dialysis
period.

CXA-101

The test article, CXA-101, demonstrated 21.0% binding to HLM proteins at an assay concentration of
1000 mcg/mL (comparable to chlorpromazine control article discussed below). The % recovery under
assay conditions (after 6 hours and 37 °C) was low and estimated to be 46.9% to 48.9%. The recovery for
CXA-101 was higher than for the chlorpromazine control, which performed acceptably but has been
reported to show lower recovery. The cause of this low recovery is unknown, but could indicate
instability in the matrix and/or non-specific binding to the assay apparatus. It is possible, however, that
the low recovery may be due to variability resulting from the high dilution factors needed to bring the
samples within the range of the standard curve. However, the equilibrium ratio was 1.3, indicating that
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equilibrium was achieved, as would be expected for compounds showing low levels of protein binding,
and any contributing effects due to recovery would likely be minimal.

Chlorpromazine
The control drug, chlorpromazine, demonstrated 27.8% binding to 0.02 mg/mL human liver microsomal

proteins at an assay concentration of 3 mcg/mL.

The recovery of chlorpromazine under the assay conditions was only 27.5%-29.5%, indicating some
potential instability and/or non-specific binding. The equilibrium ratio value was 1.2, showing that
equilibrium was attained, as would be expected for a compound with a low extent of protein binding.

Imipramine
Imipramine showed 3.0% binding to HLM protein at a concentration of 3 mcg/mL. The % recovery

ranged from 70.8% to 75.4%, and the equilibrium ratio was 1.1, showing that equilibrium was attained.

Warfarin

Warfarin demonstrated -1.4% binding to human liver microsomal proteins at an assay concentration of 3
mcg/mL. The assay recoveries were 98.1% - 114.3% (indicating stability under assay conditions), and
the equilibrium ratio value was 1.0 (indicating equilibrium was achieved during the assay).

Summary for control articles

Literature values for control drugs binding to HLM under these assay conditions were not available, but
literature data under relevant assay conditions suggested that the rank order of binding to microsomal
proteins would be chlorpromazine (higher) > imipramine (intermediate) > warfarin (lower). The above
results for the control articles were as expected and demonstrate acceptable performance of the assay.

SPONSOR’S CONCLUSIONS:

Tazobactam, tazobactam M-1, and CXA-101 were tested for binding to pooled human liver microsomal
proteins. Equilibrium was achieved for all compounds under the experimental conditions (6 hours
dialysis at 37 °C).

Tazobactam and tazobactam M-1 both demonstrated little to no binding to microsomal proteins [7.8% and
no binding (-0.4%) for tazobactam at 500 mcg/mL and 1000 mcg/mL, respectively, and no binding (-
9.8%) at 3 mcg/mL tazobactam M-1], and exhibited >96% recovery in the assay matrix.

CXA-101 showed low protein binding (21.0% bound at 1000 mcg/mL) with assay recoveries ranging
from 46.9% to 48.9% after 6 hours at 37 °C. The recoveries for tazobactam and CXA-101 may be
variable due to the high dilution factors used for the samples. The low recovery of CXA-101 may
possibly be due to matrix instability and/or non-specific binding; however, its recovery was higher than
for the chlorpromazine control, which performed acceptability but has been reported to show lower
recovery. The recoveries are unlikely to impact the protein binding results.

The control articles, chlorpromazine, imipramine, and warfarin, demonstrated 27.8%, 3.0% and no
binding (-1.4%), respectively, and the recoveries ranged from 27.5% to 29.5% (chlorpromazine) up to

98.1 to 114.3% (warfarin). The rank order of binding was as expected, indicating that the assay method
performed acceptably.

153

Reference ID: 3648317



REVIEWER ASSESSMENT:

1t should be noted that since tazobactam M-1 is not pharmacologically active, the only compounds of
relevance in this study were ceftolozane and tazobactam (the other compounds were controls). The
protein binding of ceftolozane was assessed at a single concentration of 1000 mcg/mL, and was
determined to be ~21%. This is similar value to previous studies. However, in this study, the protein
binding of tazobactam was determined to be essentially zero. That stands in contrast to the labeling
information where a protein binding of 30% is listed for tazobactam. This discrepancy is not addressed.
However, in the proposed label, the more “conservative” values for the protein binding of tazobactam
are listed. This study appeared to have some limitations since the protein binding for ceftolozane was
only assessed at a single concentration and there appeared to be some issues related to compound
recovery.
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Study Number: CX.101.DM.015

Study Title: CXA-101: A Non-GLP In Vitro Assessment of Inhibitor And/or Substrate Potential on
Human P-gp, BCRP, BSEP, and MRP2 Transporters

Dates: 10/11/12 — 3/28/13
Lab Site: Qe

OBJECTIVES: To evaluate the inhibitory potential of CXA-101 against human P-gp, BCRP, MRP2,
and BSEP efflux transporters, and to investigate the potential for CXA-101 to act as a substrate for the P-
gp and BCRP transporters.

METHODS:

The purpose of this study was to determine the potential for the test article, CXA-101, to interact with
human P-gp and BCRP efflux transporters as an inhibitor and/or substrate, when cultured in vitro with
Caco-2 or MDRI1-LLC-PK cells for 90 minutes. Additionally, the potential for CXA-101 to inhibit
human BSEP and MRP2 efflux transporters when incubated in vesicles was determined.

Bi-Directional Transport Assays

All CXA-101 incubations were performed in the A to B and B to A directions in triplicate monolayers.
The donor and receiver solutions were added to the apical or basolateral chambers of the monolayers.
The monolayers were incubated on an orbital shaker at 37 °C, with ambient humidity and CO, for the
duration of the transport assay.

To assess the potential of CXA-101 to inhibit the P-gp and BCRP transporters, the transport of the known
P-gp substrate digoxin (5 uM) was determined in the presence of increasing concentrations of CXA-101
(0, 3,9, 30, 100, 300, 900, and 2500 mcg/mL). Samples from donor and receiver chambers were taken at
one time point (90 min). Positive controls are listed in Table 1.

Based on the results from the Caco-2 inhibition assays (less than 3% inhibition through 2500 mcg/mL),
an assessment of the potential of CXA-101 to inhibit the P-gp transporter in MDR1-LLC-PK cell
monolayers was performed. For that purpose, the transport of the known P-gp substrate digoxin (5 uM)
was determined in the presence of increasing concentrations of CXA-101 (0, 3, 9, 30, 100, 300, 900, and
2500 mcg/mL). Samples from donor and receiver chambers were taken at one time point (90 min).
Positive controls are listed in Table 1. Bidirectional transport of digoxin was not determined in control
(vector carrying) LLC-PK cells.

['*C] CXA-101 was tested for its potential to act as a substrate for the P-gp and BCRP transporters at four
concentrations (3, 10, 100, 1000 mcg/mL). Samples were taken from the receiver chamber at three time

points (45, 90, and 120 min) and sampling volumes were replaced by receiver solution. Samples were
taken from the donor chamber at two time points (0, 120 min).
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Table 1: P-gp and BCRP Comparators and Positive Controls

Compound Conc. Direction of Purpose
Transport

[°H] Digoxin '~ 5 uM AtoB,Bto A Positive control P-gp substrate

Acceptance Criteria: Efflux Ratio 2 3
[SH] Digoxin + 5uM AtoB Bto A Positive control P-gp substrate with inhibitor
Verapamil1 30 pM Acceptance Criteria: 2 70% inhibition
[SH] Estrone-3- 5uM AtoB Bto A Positive control BCRP substrate
Sulfate™ Acceptance Criteria: Efflux Ratio =2 3
[SH] Estrone-3- 5uM AtoB BtoA Positive control BCRP substrate with inhibitor
Sulfate + 30 pM Acceptance Criteria: 2 70% inhibition
Novobiocin'
["C] Mannitol® 50 M AtoB Low permeability comparator

Acceptance Criteria: Papp £ 2.0 X 10° emi/s
[°H] Metoprolol® 10 pM AtoB High permeability comparatar

Acceptance Criteria: P, 2 8.0 x 10° cm/s

" Inhibition assessment ~ Substrate assessment

BSEP and MRP? Inhibition in Membrane Vesicles

To assess the potential for CXA-101 to inhibit the BSEP and MRP2 transporters, the positive control
BSEP and MRP2 substrates (see Table 2) were assayed at one concentration in the absence and presence
of increasing concentrations of CXA-101 (0, 3, 9, 30, 100, 300, 900, and 2500 mcg/mL for BSEP and 0,
15.6,31.3, 62.5, 125, 250, 500, and 1000 mcg/mL for MRP2), in the presence of ATP and in the presence
of AMP (control for +ATP condition).

Table 2: BSEP and MRP2 Positive Controls

Transporter Probe Substrate Positive Control Inhibitor
BSEP 1T pM [3H]—tauroch0|ic acid 50 pM glibenclamide
Acceptance Criteria: Uptake ratio = 2 Acceptance Criteria: 2 70% inhibition
MRP2 50 pM [SH]-estradiol—'l?B—glucuronide 200 pM benzbromarone
Acceptance Criteria: Uptake ratio = 2 Acceptance Criteria: 2 70% inhibition
RESULTS:

P-gp Inhibition Activity of CXA-101 in MDRI1-LLC-PK, Cell Monolayers

Incubation of probe substrate ['H] digoxin, in the presence of CXA-101 at concentrations of 3, 9, 30, 100,
300, 900, and 2500 mcg/mL resulted with concentration-independent inhibition of digoxin efflux ratios
(range of 8 to 48%) with 8% inhibition at 2500 mcg/mL. The results suggest that CXA-101 is not an
inhibitor of P-gp mediated digoxin efflux under the conditions examined (see Table 3).
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Table 3: P-gp Inhibition Activity of CXA-101 in MDR1-LLC-PK; Cell Monolayers

Papp [10° cm/sec] Mass balance [%recovery]
Efflux Inhil:ition
Incubation Condition AtoB Bto A Ratio (ER) digoxin AtoB Bto A
[B-A/A-B] ER
digoxin” only 033 035 03412 11 12 35 0 88% B85% 82% | 89% B85% B85%
digoxin + 3 p,g/mL CXA-101 NR® 049 05193 98 11 20 44% | 86% 97% 97% |102% 95% 101%
digoxin + 9 g/mL CXA-101 040 022 0.26|78 75 96 28 20% |83% 71% 76%|B1% B82% B82%
digoxin + 30 yg/mL CXA-101 | 026 029 04187 88 10 29 18% | B81% 79% 78% |84% B82% 84%
digoxin + 100 yg/mL CXA-101 | 050 042 03772 86 85 19 48% | T2% T7% T6%|82% 81% 81%
digoxin + 300 yg/mL CXA-101 | g39 028 0.30|77 7.7 7.8 24 33% | 77% T7% 79%|82% 83% B83%
digoxin + 800 u@/mL CXA-101 | NR 029 0.37|72 71 75 22 38% | 73% 72% T73%|84% 84% 83%
digoxin + 2500 yg/mL CXA-101( 032 030 0.29|9.2 96 11 32 8% | 91% 92% 87%|90% 95% 89%
digoxin + verapamil® 23 24 21|51 51 53 2.3 96% | 78% 79% 80%|82% 82% 86%

' P-gp probe substrate [°H] digoxin at 5 pM
2 P_gp inhibitor verapamil at 30 pM
* Not reported; value was an outlier

P-gp and BCRP Substrate Assessment in Caco-2 Cell Monolayers

Non-specific binding of ['*C] CXA-101 was tested in 24-well receiver plates and the results indicate that
recovery of ['*C] CXA-101 after 90 minutes of incubation was complete (> 97%). Mass balance
(recovery from the cell monolayers) results from the P-gp and BCRP substrate assessment assay indicated
sufficient recovery of CXA-101 from the cell monolayers at the end of the assay (> 94%). Detailed
results are presented in Table 4.

Table 4: CXA-101 Non-Specific Binding and Mass Balance in Monolayers

. Incub.
sampletp | NCOUON | me | R (ne3 repiicates)
[min]
Non-specific Binding Test
['*C] CXA-101 3 pg/mL 120 nocells | 103% 104% 103%
["*C] CXA-101 10 pg/mL 120 nocells | 103% 103% 99%
[C] CXA-101 100 pg/mL 120 nocells | 103% 100% 101%
['*C] CXA-101 1000 pg/mL 120 nocells | 106% 97% 99%
Efflux Substrate Assessment Assay AtoB Bto A
[C] CXA-101 3 pg/mL 120 Caco-2 | 103% 100% 101% 98% 98% 96%
[*C] CXA-101 10 pg/mL 120 Caco-2 | 102% 102% 104% 96% 95% 97%
[*C] CXA-101 100 pg/mL 120 Caco-2 | 102% 100% 100% 95% 94% 94%
[C] CXA-101 1000 pg/mL 120 Caco-2 | 102% 102% 101% 98% 97% 98%

Efflux Substrate Assessment in Caco-2 Cell Monolayers

Test article ['“C] CXA-101 was incubated in the Caco-2 cell monolayers at concentrations of 3, 10, 100,
and 1000 mcg/mL. The results are presented in Table 5. Bidirectional permeability measurements
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(apparent permeability rate, P,,,) were made at 45, 90, and 120 minutes of incubation. In general, [C]
CXA-101 was not detectable at 45 minutes for all concentrations tested, and at 90 minutes for the lowest
concentration tested (3 mcg/mL). Based on the efflux ratios, the results demonstrate that CXA-101 did

not interact as a substrate of efflux transporters P-gp and BCRP under the conditions tested.

Table 5: P-gp and BCRP Efflux Activity of CXA-101 in Caco-2 Cell Monolayers

Mass balance at 120 minutes
['“C] CXA- Obsli:)‘md Incub. Papp [10° cmisec] ET;; [% recovery]
101 Donor Tin.‘le [BAA.
[ug/mL] | Conc. | [min] AtoB BtoA B] AtoB BtoA
[uM]
3 27 45 NC' NC NC NC NC NC -
3 27 90 NC NC NC NC NC NC -
3 27 120 | 0.0v4 0074 0063|0.072 0.079 0110 1.2 [103% 100% 101%| 98% 98% OR%
10 96 45 NC 0.12 021 ] NC NC NC -
10 96 90 0.094 0091 0.14 |0.082 0071 0085| 0.74
10 96 120 | 0.095 0089 011 | 0.10 0.089 0091 096 |102% 102% 104%| 96% 95% 97%
100 104 45 NC 0.12 016 | 013  NC NC 0.46
100 104 90 012 011 009 ]0.093 0071 0077| 0.75
100 104 120 | 0.098 011 0.091)] 013 0085 0085 1.0 |102% 100% 100% | 95% 94% 94%
1000 925 45 NC NC 013 ] NC NC 012 | 0.88
1000 925 90 0.069 NC 0.081]| 011 0083 0078| 1.8
1000 925 120 | 0.064 0.063 0.092]0.099 0.082 009 1.3 |102% 102% 101%| 968% 97% 98%
Average 120 minute Papp value: 0.085 0.093
Controls/Comparators
Digoxin® 42 120 1.6 1.8 1.5 8.8 94 10 57 | 84% 92% 93% | 95% 95% 97%
E-3-5° 38 120 1.9 21 2.1 18 19 19 9.2 |85% ©86% 84% |90% B88% 90%
Metoprolol* B4 120 19 18 18 - - - 88% B84% B84% - -
Mannitol® 39 120 1.7 1.7 1.9 - - - 98% 97% 96% - -

" NC: not calculated; Receiver DPM value was less than the lower limit of quantitation
2 P_gp probe substrate [*H] digoxin at nominal 5 pM,

*BCRP probe substrate [3H] estrone-3-sulfate at nominal 5 pM

* High permeability comparator [*H] metoprolol at nominal 10 pM

¥ Low permeability comparator ['*C] mannitol at nominal 50 uM

BSEP Inhibition Activity of CXA-101 in Membrane Vesicles

Incubation of probe substrate [’H] TCA in the presence of CXA-101 at concentrations of 3, 9, 30, 100,

300, 900, and 2500 mcg/mL resulted in no significant inhibition of uptake activity (inhibition values were

< 18%), indicating that CXA-101 is not an inhibitor of BSEP-mediated [’H] TCA uptake under the

conditions examined. A summary of the results is provided in Table 6.
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Table 6: BSEP Inhibition Activity of CXA-101 in Membrane Vesicles

Conecentration in uptake | Uptake activity (pmel/mg/min) of FH]JTCA in dep':rnl:::i-ent
solution BSEP vesicles uptake | Uptake Inhibition
3
+ATP +AMP activity | Ratio | °f[HI
Probe TCA
Compound (pmol/img/
Substrate Mean| sD® | n* | Mean | SD min) Uptake
M - 19 [ 013 | 2 | 016 |0.0073 1.7 12 -
[PHITCA
1M 3 pg/mL
1.9 | 0.037 3 0.19 |0.0083 1.8 10 -1%
[PHITCA | cxa-101 ’
1 uM 9 pg/mL 0
HITCA CXAA01 20 | 0.045 3 0.18 0.023 1.8 11 -2%
1 pM 30 pg/mL
1.8 0.021 3 017 0.018 1.7 11 4%
[PHITCA | CxA-101 ’
1 uM 100 pg/mL 0
[FHITCA CXA-101 19 0.070 2 017 0.022 1.7 11 2%
1pM 300 pg/mL o
PHITCA CXA-101 1.6 0.025 3 0.16 0.027 14 10 17%
1 uM 900 pg/mL
1.7 0.14 3 0.15 0.011 1.6 11 9%
[PHITCA | cxa-101 ’
1 uM 2500 pg/mL )
[FHITCA CXA101 1.6 0.046 3 0.14 | 0.0062 1.4 11 18%
1uM
50 uM GLC?| 0.31 | 0.016 3 012 | 0.0036 0.18 25 90%
CHca [T ’

SD: standard dewviation

£ I R R

BSEP probe subsfrate taurocholic acid
BSEP inhibitor glibenclamide

n: number of replicates included in the mean

MRP2 Inhibition Activity of CXA-101 in Membrane Vesicles

Incubation of probe substrate, [*H] estradiol-17p-D-glucuronide in the presence of CXA-101 at
concentrations of 15.6, 31.3, 62.5, 125, 250, 500, and 1000 mcg/mL resulted in no significant inhibition
of uptake activity (inhibition values were <25% and concentration-independent), indicating that CXA-101
is not an inhibitor of MRP2-mediated [*H] estradiol-17B-D-glucuronide uptake. A summary of the results

is presented in Table 7.
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Table 7: MRP2 Inhibition Activity of CXA-101 in Membrane Vesicles

Concentration in uptake| Uptake activity (pmol/mg/min) of [’H] E,- ATP-
solution 178G in MRP2 vesicles dependent Inhibition
uptake | Uptake £ °H] E
Probe +ATP +AMP activity* | Ratio |° 178G 2
Substrate Test Article (pmolimg/
Mean| SD* | n* | Mean | SD n min) Uptake
50 uM [H]
£ TG - 218 | 13 3 61 1.6 3 157 36 §
3
SOuMH) 1156 po/mL| o | 4y 3 66 25 3 140 31 11%
E,-178G | CXA-101
50 pM [*H] | 31.3 pg/mL o
e e | oxaao | 77| 89 | 3 57 15 3 120 31 23%
3
SOUMOH] 1 625pgmL | oo | g4 | 3 | 54 | 18 | 3 118 3.2 25%
E,-178G | CXA-101
50 pM [*H] | 125 pg/imL o
E,78G | CXA-101 192 | 18 3 53 43 3 139 36 12%
3
SOuMH) | 250 pg/ml | 40 | 45 3 52 3.1 3 132 35 16%
E,-17RG | CXA-101
50 pM [*H] | 500 pg/mL o
e 786 | cxaqo | 18| ™ 3 51 28 3 138 37 12%
3
S0 M [H) 11000 pgiml| 476 | 4g 3 52 29 3 124 34 21%
E,-178G | CXA-101
3
SOuMH |- 200 “24 44 | 25 | 3 48 35 3 0 0.92 100%
E.-17TRG benz

' MRP2 probe substrate estradiol-17R-glucuronide
2 MRP2 inhibitor benzbromarone
# SD: standard deviation

4

n: number of replicates included in the mean

SPONSOR’S CONCLUSIONS:

CXA-101, when tested at nominal concentrations up to 2500 mcg/mL, caused no inhibition of P-
gp or BCRP activity in Caco-2 cells.

In the follow-up P-gp inhibition assay in MDR1-LLC-PK1 cells, the inhibition values ranged
from 8% to 48% in a concentration-independent manner, with 8% inhibition at the highest
concentration of CXA-101 tested.

When tested as a substrate for efflux in Caco-2 cells, ['*C] CXA-101 at nominal concentrations
up to 1000 mcg/mL demonstrated low bidirectional permeability (Papp values were less than that
of low permeability comparator mannitol) and no evidence of efflux by P-gp or BCRP.

Tested as an inhibitor of human BSEP, CXA-101 at nominal concentrations up to 2500 mcg/mL
in membrane vesicles caused no biologically relevant inhibition of BSEP activity.

CXA-101, when tested as an inhibitor of human MRP2 at nominal concentrations up to 1000
mcg/mL in membrane vesicles, caused no biologically relevant or concentration-dependent
inhibition of MRP2.

The results of this study indicate that CXA-101 does not have potential to interact with human
efflux transporters P-gp, BCRP, BSEP, or MRP2 as an inhibitor, or as a substrate for P-gp or
BCRP.
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REVIEWER ASSESSMENT:
The Reviewer agrees with the Sponsor’s assessment that CXA-101 does not appear to be a substrate or
inhibitor of P-gp or BCRP. Further CXA-101 does not appear to be an inhibitor of MRP2 or BSEP.
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Study Number: CX.101.DM.016

Study Title: Tazobactam: A Non-GLP In Vitro Assessment of Inhibitor Potential on Human P-gp,
BCRP, and BSEP Transporters

Dates: 10/11/12 — 3/28/13
Lab Site: 126

OBJECTIVES: To evaluate the inhibitory potential of tazobactam against human P-gp, BCRP, and
BSEP efflux transporters. The test concentrations were chosen based on guidance from the 2012 draft
FDA drug interaction guidance and final EMA drug interaction guideline.

METHODS:

All tazobactam incubations were performed in the A to B and B to A directions in triplicate monolayers.
The donor and receiver solutions were added to the apical or basolateral chambers of the monolayers.
The monolayers were incubated on an orbital shaker at 37 °C, with ambient humidity and CO, for the
duration of the transport assay.

To assess the potential of tazobactam to inhibit the P-gp and BCRP transporters, the transport of the
known P-gp substrate digoxin (5 uM) and the known BCRP substrate estrone-3 sulfate (5 uM) were
determined in the presence of increasing concentrations of tazobactam (0, 3, 10, 30, 100, 300, 900, and
2500 mcg/mL). Samples from the donor and receiver chambers were taken at one time point (90 min).
Positive controls are listed in Table 1.

Based on the results from the Caco-2 inhibition assays, an assessment of the potential of tazobactam to
inhibit the P-gp transporter in MDR1-LLC-PK1 cell monolayers was performed. For that purpose, the
transport of the known P-gp substrate digoxin (5 uM) was determined in the presence of increasing
concentrations of tazobactam (0, 1, 3, 10, 30, 100, 300, 900, and 2500 mcg/mL). Positive controls are
listed in Table 1. Bidirectional transport of digoxin was not determined in control (vector carrying) LLC-
PK1 cells.

Table 1: P-gp and BCRP Comparators and Positive Controls

Compound Conc. Direction of Purpose
Transport

[3H] Digoxin 5uM AtoB, Bto A Positive control P-gp substrate

Acceptance Criteria: Efflux Ratio =2 3
[°H] Digoxin + 5uM AtoB,Bto A Positive control P-gp substrate with inhibitar
Yerapamil 30 puM Acceptance Criteria: = 70% inhibition
[°H] E3S 5uM AtoB,Bto A Positive control BCRP substrate

Acceptance Critena: Efflux Ratio = 3
[’H] E3S + 5puM AtoB,Bto A Positive control BCRP substrate with inhibitor
MNovaobiocin 30 pM Acceptance Criteria: 2 70% inhibition

To assess the potential for tazobactam to inhibit the BSEP transporter, the positive control BSEP substrate
(see Table 2) was assayed at one concentration in the absence and presence of increasing concentrations
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of tazobactam (0, 1, 3, 10, 30, 100, 300, and 900 mcg/mL, in the presence of ATP and in the presence of
AMP (control for +ATP condition).

Table 2: BSEP Positive Controls

Transporter Probe Substrate Positive Control Inhibitor
BSEP 1T M [3H]—taumcholic acid 50 pM glibenclamide
Acceptance Criteria: Uptake ratio 2 2 Acceptance Criteria: 2 70% inhibition
RESULTS:

Incubation of probe substrate [*H] digoxin in the presence of tazobactam at concentrations of 1, 3, 9, 30,
100, 300, and 900 mcg/mL resulted in no inhibition of efflux activity (inhibition values were <1%)),
indicating that tazobactam is not an inhibitor of P-gp-mediated digoxin efflux under the conditions
examined. Detailed results are provided in Table 3.

Table 3: P-gp Inhibition Activity of Tazobactam in Caco-2 Cell Monolayers

Papp [10°% cmisec] Mass balance [% recovery]
Efflux Inhibition
Incubation Condition At B Bto A IF;E’E[LEII;;} digoofxin AtoB Bto A
ER

digoxin' only 0.75 0.82 0.76]9.2 94 91 12 0 B85% 91% B85% | 90% 89% 93%
digoxin + 1 yg/ml tazobactam 063 052 053|79 77 83 14 -22% | 84% 87% 84% | 90% 90% 93%
digoxin + 3 yg/mL tazobactam 056 043 048]79 7.7 83 16 -38% [ 92% 91% 90% | 95% 96% 100%
digoxin + 9 yg/mL tazobactam? 056 064 051|7.7 83 82 14 -21% | 87% 85% 91% | 90% 92% 92%
digoxin + 30 pg/mL tazobactam | 0.57 0.62 056|774 7.2 6.6 12 -3% T4% T72% T9% | 82% 83% 82%
digoxin + 100 yg/mL tazobactam | 0.56 0.62 0.48|67 63 7.0 12 -2% 63% 83% 67%|79% 82% B81%
digoxin + 300 yg/mL tazobactam | 0.57 052 047|77 66 6.7 13 -14% | 82% 75% 66% | 88% 88% 88%
digoxin + 900 ,g/ml tazobactam | 0.55 065 062|179 71 7.3 12 4% B80% 85% T9% |95% 91% 91%
digoxin + verapamil® 24 30 23|37 35 36 1.4 96% B84% 87% B85% | 84% B6% B9%

f P-gp probe substrate [SH] digoxin at 5 pM, 2 P-gp inhibitor verapamil at 30 pM

Incubation of probe substrate [’H] estrone-3-sulfate in the presence of tazobactam at concentrations of 1,
3, 10, 30, 100, 300, and 900 mcg/mL resulted in no biologically relevant inhibition of BCRP-mediated
estrone-3-sulfate efflux under the conditions examined. Detailed results are included in Table 4.
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Table 4: BCRP Inhibition Activity of Tazobactam in Caco-2 Cell Monolayers

Papp [10°® cmisec] Mass balance [% recovery]
Inhibition
Efflux of
Incubation Condition AtoB Bto A Ratic (ER) |estrone-3- AtoB BtoA
[B-A/A-B] | sulfate
ER
E-3-3' only 21 17 13|18 18 16 9.8 0 82% 75% 66% |838% 89% B89%
E-3-5 + 1 yo/mL tazobactam 16 15 15]16 15 16 10 5% 82% B80% T7T7%|93% 93% 95%
E-3-5 + 3 po/mL tazobactam 16 13 1014 15 15 11 -18% [ 81% 74% 69% | 91% 91% 91%
E-3-5 + 10 pg/mL tazobactam 18 16 16]15 15 16 8.3 8% 79% T2% T73% |86% B86% 87%
E-3-5+ 30 yg/mL tazobactam i8 15 1614 15 15 9.1 8% 70% 63% 66% |62% B81% 83%
E-3-5 + 100 pg/m Ltazobactam 18 13 13)15 13 18 10 -6% T4% 72% T72% |90% 88% 91%
E-3-S + 300 yg/mL tazobactam 19 12 1115 15 14 11 8% 72% T1% 67% |91% 89% 89%
E-3-S + 900 yg/mL tazobactam 21 19 2016 16 15 8.0 21% 67% 78% T4% |95% 97% 97%
E-3-5 + novabiocin? 34 37 33|25 27 22 0.70 103% | 81% 81% 82% | 91% 94% 90%

' BCRP probe substrate [*H] estrone-3-sulfate at 5 pM
2 BCRP inhibitor novobiocin at 30 pM

Incubation of the probe substrate [*H] digoxin, in the presence of tazobactam at concentrations of 1, 3, 10,
30, 100, 300, and 900 mcg/mL resulted in no biologically relevant inhibition of efflux activity (inhibition
values were < 12%), indicating that tazobactam is not an inhibitor of P-gp-mediated digoxin efflux under
the conditions examined. Detailed results are included in Table 5.

Table 5: P-gp Inhibition Activity of Tazobactam in MDR1-LLC-PK; Cell Monolayers

Papp [10° cm/sec]

Mass balance [% recovery]

Efflux | Inhibition
Incubation Condition AtoB Bto A Ratio (ER})| of digoxin AtoB BtoA
[B-AAB] ER
digoxin’ only D44 030 NRP| 11 10 11 29 0 83% 85% B88%|90% 87% B8%
digoxin + 1 pg/ml tazobactam 017 022 017|79 89 93 46 59% | 83% B81% 70%|90% B88% B9%
digoxin + 3 ug/ml tazobactam 036 031 02570 77 90 26 12% | 84% 80% 79%%| 66% 05% B65%
digoxin + 10 pgimL tazobactam 030 022 024\ 84 87 99 36 24% | 79% T78% T76%|85% T7% 862%
digoxin + 30 ug/mL tazobactam 030 031 027 10 97 N 35 2% | 89% 88% 90%| 94% 91% 93%
digoxin + 100 ug/ml tazobactam | 021 019 01783 80 94 45 55% | 83% 80% B1%|87% B83% B85%
digoxin + 300 ug/mL tazobactam | 038 027 025/ 91 93 10 32 8% [101% 95% 96%|101% 99% 100%)
digoxin + 500 pg/ml tazobactam | 042 030 035 10 10 12 3 5% | 98% 102% 98%|106% 105% 107%
digoxin + verapamil’ 30 28 28|60 58 61 2.1 96% [ 81% 83% 82%] 93% 91% B85%

' P-gp probe substrate ['H] digoxin at 5 pM

2 P-gp inhibitor verapamil at 30 pM

* Not reported; value was an outlier

Incubation of probe substrate [’H] TCA in the presence of tazobactam at concentrations of 1, 3, 10, 30,

100, 300, and 900 mcg/mL resulted in no inhibition of uptake activity (inhibition values were <5%),

indicating that tazobactam is not an inhibitor of BSEP-mediated [*’H] TCA uptake under the conditions
examined. A summary of the results is provided in Table 6.
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Table 6: BSEP Inhibition Activity of Tazobactam in Membrane Vesicles

Concentration in uptake | Uptake activity (pmol/mg/min) of [*H]TCA in de Ae-l;'lil-ent
solution BSEP vesicles P Inhibition
uptake | Uptake fH
P +ATP +AMP activity | Ratio | ° 1
robe Compound (pmolimg/ TCA
Substrate Mean| sD®* | n* [Mean| sD | n min) Uptake
1M
PHITCA 25 |0013| 3 [ 015 |ooia3| 3 24 16 -
1M 1 pg/mL o,
CHITCA | tazobactam | 25 | 0081 [ @ | 047 |oooss| 2 23 14 3%
1uM 3 pg/mL .
CHITCA |tazobactam | 26 [ 0041| 3 | 018 |ooiz| 3 24 16 1%
LM tomaml |2 gos7 | 3 | 020 | o033 3 25 14 -5%
[FHITCA | tazobactam
JEM o S0pgmL | 5e L oosa [ 3 | 014 | 0013 | 3 25 18 5%
[FH]TCA |tazobactam
L PM 1 100kgmL |55 | poss [ 3 | 016 |oo0e3| 3 23 16 2%
[FHITCA | tazobactam
1M
L 0pamL |56 022 | 3 | 016 |oo00ds| 3 25 16 4%
[PH]TCA |tazobactam
1M 900 pgfmL 2
CHITOA |tazobactam| 24 [ 0056 | 3 [ 017 [oowssf 3 23 15 5%
TuM
GLc?| 039 | 0038 | 3 [ 012 |oooss| 3 0.27 31 89%
CHTCA |90 HM GLC b

BSEP probe substrate taurocholic acid

2 BSEP inhibitor glibenclamide

* sD: standard devation

n: number of replicates included in the mean

SPONSOR’S CONCLUSIONS:

e Tazobactam, when tested at nominal concentrations up to 900 mcg/mL, caused no inhibition of P-
gp or BCRP activity in Caco-2 cells.

e Tazobactam, when tested at nominal concentrations up to 900 mcg/mL, caused no inhibition of P-
gp in MDR1-LLC-PK cells.

e Tazobactam, when tested at nominal concentrations up to 900 mcg/mL, caused no inhibition of
BSEP activity

e Tazobactam demonstrated no potential to inhibit human efflux transporters P-gp, BCRP, or BSEP
at nominal concentrations up to and including 900 mcg/mL (the highest concentration tested).

The 900 mcg/mL concentration of tazobactam is approximately 58-fold above the mean unbound plasma
Crax of approximately 15 mcg/mL of tazobactam in patients with complicated intra-abdominal infections
(cIAI). The inhibition assessment concentrations are sufficient for determining a K; less than or equal to
50-fold the unbound C,,,x per EMA guideline, and less than or equal to 10-fold the total C,,,x per FDA
guidance. The current study results, together with the clinical C,,,, suggest that tazobactam has low
potential to cause clinically relevant inhibition of P-gp, BCRP, or BSEP transporters.
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REVIEWER ASSESSMENT:
The Reviewer agrees with the Sponsor’s conclusions. Tazobactam does not appear to be an inhibitor of
P-go, BCRP, or BSEP under the conditions tested.
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Study Number: CX.101.DM.019

Study Title: CXA-101: A Non-GLP In Vitro Assessment of Inhibitor Potential on Human
OATPI1B1, OATP1B3, OATI1, OAT3, OCT1, and OCT2 Transporters at a Single High
Concentration

Dates: 3/26/13
Lab Site: ey

OBJECTIVES: To evaluate the inhibitory potential of CXA-101 on the human OATP1B1, OATP1B3,
OATI, OAT3, OCT1, and OCT2 transporters in the uptake transporter inhibition assay at a single
concentration of 2500 mcg/mL.

In a previous study, (CX.101.DM.004), at the highest tested CXA-101 concentration of 1000 mcg/mL,
15% to 36% inhibition was observed for OATP1B3, OAT1, OCT2, and OCT1, and no inhibition of
OATPIBI1 and OAT3 transporters. The inhibition assessment concentration of 2500 mcg/mL of CXA-
101 is sufficient for determining a K; less than or equal to 50-fold the unbound plasma C,,,, per EMA
guidance, and less than or equal to 10-fold the total C,,,« per FDA guidance.

METHDOS:

Uptake experiments were performed on CHO cells or Flp-In-293 cells stably expressing the respective
uptake/SLC transporters. Cells were plated on standard 96-well tissue culture plates. Parental cell lines
were used as a negative control. Parameters of the uptake transport assays and treatment groups are
presented in Tables 1 and 2, respectively.

Table 1: Parameters of Uptake Transporter Assays

Transporter Applying SOP Incubation Probe Reference
time substrate inhibitor
(concentration) (concentration)
human UPT-CHO- 10 E3S cerivastatin
OATPIBI OATPIBI-E3S (0.1 uM) (100 uM)
human UPT-CHO- 10 Fluo-3 fluvastatin
OATPI1B3 OATP1B3-Fluo3 (10 uM) (30 uM)
human OATI1 UPT-CHO-OATI- 3 PAH benzbromarone
PAH (1.6 uM) (200 uM)
human OAT3 UPT-FlpIn293- 3 E38 probenecid
OAT3-E3S (1 phI) (100 pM)
human OCT1 UPT-CHO-OCTI- 20 metformin verapamil
Metf (4 pM) (100 uM)
human OCT?2 UPT-CHO-OCT2- 10 metformin cimetidine
Metf (4 uM) (1000 uM)
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Table 2: Treatment Groups in Uptake Transporter Assays

Treatment groups in the 96-well plate format No. of wells

CXA-101 in saline (2500 pg/mL)* on transfected cells 3 per CXA-101 concentration
CXA-101 in saline (2500 pg/mLY* on parental cells 3 per CXA-101 concentration

Saline control on transfected cells 3
Saline control on parental cells 3
DMSO control on transfected cells 3
DMSO control on parental cells 3
Reference inhibitor in DMSO on transfected cells 3
Reference inhibitor in DMSO on parental cells 3

*3.75 mM

RESULTS:

CXA-101 did not show interaction with OATP1B1, OAT3, OCT1, and OCT2, while OATP1B3 and
OAT1-mediated probe substrate transport was inhibited slightly 925% and 23%, respectively). The ICs
values are estimated to be >2500 mcg/mL for all transporters (OATP1B1, OATP1B3, OATI1, OAT3,
OCT1, and OCT2). See Figures 1 (OATP1B1), 2 (OATP1B3), 3 (OAT1), 4 (OAT3), 5 (OCT1), and 6
(OCT?2) for graphical results. Table 3 summarizes the data.

Figure 1: Modulation of OATP1B1-mediated ES3 Transport by CXA-101 in the Uptake
Transporter Inhibition Assay
OATP1B1 uptake transporter inhibition assay

CXA-101 Positive control

0

OATPI1BI-mediated E3S uptake
(% of control)
Transporter specific E38 transport (cpm)
- b

=

T T
v s -
2500pg/ml CXA-101 Saline Cerivastatin (100,M) ~ DMSO
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Figure 2: Reduction of OATP1B3-Mediated Fluo-3 Transport by CXA-101 in the Uptake
Transporter Inhibition Assay

OATPI1B3 uptake transporter inhibition assay
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Figure 3: Reduction of OAT1-Mediated PAH Transport by CXA-101 in the Uptake Transporter
Inhibition Assay
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Figure 4: Modulation of OAT3-Mediated ES3 Transport by CXA-101 in the Uptake Transporter
Inhibition Assay
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Figure 5: Modulation of OCT1-Mediated Metformin Transport by CXA-101 in the Uptake

Transporter Inhibition Assay
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Figure 6: Modulation of OCT2-Mediated Metformin Transport by CXA-101 in the Uptake

Transporter Inhibition Assay
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Table 3: Calculated Reaction parameters from Uptake Transporter Inhibition Assays

Test article Uptake inhibition ICsp (pg/mL) maximum inhibition
assay (%0 of control)
OATPI1BI1 > 2500 No interaction
OATPIB3 = 2500 25
OATI1 = 2500 23
CXA-101 . .
OAT3 = 2500 No interaction
OCT1 = 2500 No interaction
OCT2 = 2500 No interaction
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SPONSOR’S CONCLUSIONS:

CXA-101 demonstrated no potential to inhibit OATP1B1, OAT3, OCT1, or OCT?2 at a concentration of
1500 mcg/mL. A slight inhibition (25% and 23%, respectively) of OATP1B3 and OAT1, respectively,
was detected following treatment with CXA-101 at 2500 mcg/mL. Therefore, the ICs, values are
estimated to be >2500 mcg/mL for all the transporters tested in this study. The highest tested
concentration of 2500 mcg/mL is ~53 fold above the mean unbound plasma C,,,, of approximately 47
mcg/mL of CXA-101 in patients with cUTI and cIAI (total plasma C,,, of approximately 57 mcg/mL),
according to the Sponsor. Therefore, the current study results suggest that CXA-101 has low potential to
cause clinically relevant inhibition of these transporters in vivo.

In a previous study (CX.101.DM.004) at the highest tested CXA-101 concentration of 1000 mcg/mL,
15% to 36% inhibition was observed for OATP1B3, OAT1, OCT2, and OCT1, and no inhibition of
OATP1B1 and OAT3 transporters.

REVIEWER ASSESSMENT:
The Reviewer agrees with the Sponsor’s assessment. This study indicated that CXA-101 has a low

potential to act as an inhibitor of OATPIB1, OATPIB3, OATI, OAT3, OCT1I, or OCT2 at clinically-
relevant concentrations.
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Study Number: 12CUBIP4R1 (CX.101.DM.022)

Study Title: Tazobactam: A Non-GLP In Vitro Assessment of Substrate Potential by Human P-gp
and BCRP Transporters

Dates: 5/2/13 (issued date)
Lab Site: i

OBJECTIVES: To investigate the potential for tazobactam to act as a substrate for the human P-gp and
BCRP transporters.

The test concentrations were chosen to cover the 2012 draft FDA drug interaction guidance and final
EMA drug interaction guideline 2012. The Sponsor has indicated the mean total plasma C,,, of
tazobactam in patients with cIAl is approximately 22 mcg/mL and is approximately 30% bound to plasma
proteins. The highest chosen concentration (500 mcg/mL) is approximately 22.7 fold above the total
Cmax-

METHODS:

The bidirectional permeability assessment of tazobactam was performed as follows: the experiment was
conducted in triplicate (n=3) in each AP to BL and BL to AP direction. The assay conditions are listed in
Table 1.

Table 1: Efflux Transporter Substrate Assessment Conditions (Condition 1)

30-minute L i Sampling Sampling Time Points
Directions Pre-incubation Matrix Composition Volume (uL) (minute)
AP BL AP BL AP BL AP BL
AP-to-BL | HBSSg | HBSSg tazobactam® HBSSg 50 300 5.120 60, 90120
BL-to-AP | HBSSg | HBSSg HBSSg tazobactam® 300 50 60, 90. 120 5.120

* The concentrations of tazobactam were 5, 30, and 300 ng/mL. Each dosing solution was co-dosed with 200 uM LY.

The bidirectional permeability of 5 mcg/mL tazobactam was assessed in the presence of valspodar
(positive P-gp inhibitor) or Ko143 (positive BCRP inhibitor). The assay conditions are listed in Table 2.
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Table 2: P-gp and BCRP Substrate Assessment (Condition 2)

. Sampling . . .
304 N
Pr 0 m"ll)"tf Matrix Composition® Volume S““"’"“g,r“:‘e Points
Inhibitor | Directions re-incubation (uL) (minute)
AP BL AP BL AP BL AP BL
c . AP-to-BL HBSSg HBSSg Tazobactam HBSSg 50 300 5.120 60, 90,120
ontro
BL-to-AP HBSSg HBSSg HBSS5g Tazobactam | 300 50 60,90, 120 5,120
APtoBL | C°MM | 05uM taz_"?a“‘f N }_Iflissi+ so | 300 | 5.120 60. 90,120
Valspodar valspodar valspodar valspodar valspodar
0.5 M 0.5 uM HBSSg + tazobactam
-to-2 = 3 .90, 12 5,12
BL-to-AP valspedar | wvalspodar valspodar + valspodar 00 50 60, 90, 120 .120
10 uM 10 uM tazobactam + | HBSSg + . )
o143 APo-BL | go143 Kol43 Kol43 Kol43 20| 3001 51200 | 60,90.120
) 10 pM 10 uM HBSSg + tazobactam 5 -
BL-to-AP Ko143 Kol43 Kol43 +Kol43 300 | 50| 60,590,120 5,120

* The concentration of tazobactam was 5 uyg/ml. Each dosing solution was co-dosed with 200 pM LY.

For positive controls, the bidirectional permeability of 10 uM digoxin was assessed in the absence and in

the presence of valspodar and the bidirectional permeability of 5 uM E3S was assessed in the absence and

in the presence of Ko143. The assay conditions are listed in Table 3.

Table 3: P-gp and BCRP Substrate Assessment (Condition 3)

. Sampling , .
30._"“"];1 tf. Pre- Matrix Composition® Volume ga}nflmgll'n:]e
Treatment | Directions tncubation (uL) oints (minute)
AP BL AP BL AP BL AP BL
Disoxi AP1o-BL | HBSSe HBSSg | 10 uM digoxin HBSSg 50 | 300 | 5.120 120
1Z0XIN
. BL-to-AP HBSSg HBSSg HBSSg 10 M digoxin 300 50 120 5,120
0.5 pM 0.5 uM 10 uM Digoxin HBSSg +
; H -lo- = = 3 5 2
Digoxin + AP-to-BL valspodar | wvalspodar + valspodar valspodar >0 300 1 5.120 120
valspodar 0.5 pM 0.5 UM HBSSg + 10 uM Digoxin
-to-: - £ 3 2 5
BL-to-AP valspodar | wvalspodar valspodar + valspodar 00 20 120 - 120
35 AP-to-BL HBSSg HBSSg 5 uM E38 HBSSg 50 300 | 5,120 120
BL-to-AP HBSS5g HBSS5g HBSSg 5 uM E3S 300 50 120 5,120
10 10 M 5ub E3S + HBSSg +
-to- v 3 5 2
Ess+ | APBL | kows Ko143 Ko143 Kol43 S0 300 5. 120 120
Kol43 10 uM 10 pM HBSSg + 5uME3S+
-to- R 3 2 5
BL-to-AP Kol43 Kol43 Kol43 Kol43 300 20 120 . 120

* Each dosing solution was co-dosed with 200 pM LY.

RESULTS:

At 5, 50, and 500 mcg/mL, the efflux ratios of tazobactam were less than 2.0 in Caco-2 cells. In the
presence of valspodar or Ko143, the efflux ratios of tazobactam were less than 2.0 to 5 mcg/mL (see
Table 4). The results suggested that tazobactam is neither a substrate of P-gp nor a substrate of BCRP.
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Table 4: Permeability and Recovery of Tazobactam

AP-to-BL BL-to-AP Efflus
Treatment Replicates P Recovery Poop Recovery Ratio
(<10%cm/s)® (%)® (<10%cm/s)? {(%)®
1 0329 934 0488 933
2 0363 102 0595 967
5 ng/ml tazobactam 3 0.394 945 0.447 947 14
Average 0.362 96.6 0510 949
SD 0.033 45 0076 17
1 0272 104 0437 109
2 0.313 105 0.408 109
égﬂﬁ;ﬁ;ﬁn 3 0.350 98.6 0.424 109 14
Average 0311 102 0473 109
SD 0.039 34 0.015 0.27
1 0.370 957 0.679 938
i 2 0.520 86.0 0.582 839
;ggﬁf;fn 3 0.675 805 0457 952 12
Average 0522 8§74 0631 910
sD 0.15 77 ND? 6.2
1 1.28° 108 0.681 971
2 0465 121 0771 103
5 ng/mL tazobactam 3 0630 122 0961 108 15
Average 0.547 117 0.804 103
sD ND¢ 74 0.14 5.2
1 0472 88 6 0699 969
2 0452 101 0756 967
i%g:nﬁ;figgﬁ 3 0.444 104 0.651 107 15
: Average 0.456 97.8 0.702 100
SD 0014 82 0052 59
1 0.675 904 0.644 110
2 0.586 101 0.768 109
: igfgjﬁ,:["zl‘;';ﬁgm 3 0.539 992 0.820° 106 12
! Average 0.600 967 0706 109
5D 0.069 5.5 ND? 24

* The P, were calculated using concentrations obtained at the 60-minute time point because some of the P, values of LY were higher than
0.8 » 10™ e;mv/s in many cell monclayer calenlated using 90-minute and 120-minute time points especially when dosing concentrations were
50 and 500 pg/ml (see Table 9)

® The percentage of recovery values were calculated using donor concentrations cbtained at the S-minute and 120-minufe time points and the
receiver concentrations obtained at the 120-minutes time point.

° Data were not included for caleulation of Py, values as the comesponding monolayer integrity did not pass the criterion (see Table 9) while
only those concentrations obtained from cell monolayers which passed the LY criterion were included for the Py, calculation.

“ ND: Not Determined.

As positive controls, the efflux ratios of digoxin and E3S were 16 and 49, respectively; in the presence of
valspodar or Ko143, the efflux ratios of digoxin and E3S reduced to 1.2 and 1.4, respectively, indicating
nearly 100% inhibition of digoxin and E3S efflux, respectively, in Caco-2 cells (see Tables 5 and 6).
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Table 5: Permeability and Recovery of Digoxin and E3S in the Presence and Absence of Inhibitors

. AP-to-BL BL-to-AP Efflus
Treatment Replicates (xlg:ﬁn 5 Recovery (%) (xllf‘ajé:n . Recovery (%) Ratio

1 0.730 78.5 12.3° 92 8
2 0.668 85.9 11.6 93.2

10 pM digoxin 3 0.859 874 12.2 105 16
Average 0.752 839 11.9 96.9
SD 0.097 47 ND® 6.9
1 2.51 96.1 345 102
L 2 2.80 107 334 108

é‘i ‘:ﬁ‘f‘jﬁ;ﬁ; 3 393 106 35%° 118 12
o Average 2.75 103 3.39 109
SD 0.22 5.8 ND" 8.2
1 0.556 66.9 352 836
2 0.659 72.8 292 88.6

5 uM E3S 3 0.692 71.6 292 83.0 49
Average 0.635 70.4 312 85.1
sD 0.071 3.1 3.5 3.1
1 4.66 92.1 6.07 91.6
2 3.87 112 6.12 101

> M ijfii;m M 3 501 108 659 104 14
Average 4.51 104 6.26 98.7
SD 0.58 10.5 0.29 6.3

* Data were not included for calculation of P,y values as the corresponding monolayer integrity did not pass the criterion (see Table 13)
while only those concentrations obtained from cell monolayers which passed the LY criterion were inchided for the P, calculation.
¥ ND: Not Determined.

Table 6: Corrected Efflux Ratio of Digoxin and Percentage Inhibition by Valspodar and Corrected
Efflux Ratio of E3S and Percentage Inhibition by Ko143

Treatments Corrected Efflux Ratio | Percentage Inhibition (%o)
10 pM digoxin 15 N.A®
5 pMI digoxin + 0.5 pM valspodar 0.2 984
SnME3S 48 N.A®
SuMM E3S + 10 pM Kol43 04 992

*N.A - not applicable.

SPONSOR’S CONCLUSIONS:

Tazobactam was not a substrate of the human P-gp or BCRP transporter in this study. The efflux ratios
for tazobactam were less than 2.0 for all treatment groups ranging from 5 to 500 mcg/mL of tazobactam.
The concentrations tested spanned a 100-fold range (5 to 500 mcg/mL) bracketing the mean unbound
plasma C,,, of approximately 15.4 mcg/mL of tazobactam in patients with cIAI (mean total plasma C,,,,
of approximately 22 mcg/mL) according to the Sponsor. These results collectively suggest that
tazobactam has low potential for clinically relevant DDIs involving P-gp or BCRP in vivo.

REVIEWER ASSESSMENT:
The Reviewer agrees with the Sponsor’s conclusions that tazobactam is not a substrate of P-gp or BCRP.
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Study Number: CX.101.DM.023

Study Title: Ceftolozane (CXA-101): A Non-GLP In Vitro Assessment of Inhibitor Potential on
Human MATE1 and MATE2-K Transporters

Dates: 7/30/13
Lab Site: ®@

OBJECTIVES: To evaluate the inhibitory potential of ceftolozane on the human MATE1 and MATE2-K
transporters in the uptake transporter inhibition assay at a concentration range of 3, 10, 30, 100, 1000,
and 2500 mcg/mL.

METHODS:

Uptake experiments were performed on CHO cells or MDCKII cells stably expressing the respective
uptake transporters. Cells were plated on standard 96-well tissue culture plates. Parental cell lines were
used as a negative control. Parameters of the uptake transporter assay and treatment groups are presented
in Tables 1 and 2, respectively.

Table 1: Parameters of Uptake Transporter Inhibition Assays

Incubation Probe Reference
Transporter Applying SOP time substrate inhibitor
(minutes) (concentration) (concentration)
human UPT-CHO-MATEI1- 10 Metformin Quinidine
MATEI Metformin (4 pM) (100 uM)
human UII)\}IHJKI\']{IE)’EIE - 15 Metformin Pyrimethamine
MATE2-K Metformin (10 pM) (10 pM)

Table 2: Treatment Groups in Uptake Transporter Assays

Treatment groups in the 96-well plate format No. of wells
Ceftolozane in saline (3, 10, 30, 100, 300, 1000 and 2500 pg/mL) on 3 per ceftolozane
transfected cells concentration
Ceftolozane in saline (3, 10, 30, 100, 300, 1000 and 2500 pg/mL) on 3 per ceftolozane
parental cells concentration
Saline control on transfected cells 3

Saline control on parental cells 3

DMSO control on transfected cells 3

DMSO control on parental cells 3
Reference inhibitor in DMSO on transfected cells 3
Reference inhibitor in DMSO on parental cells 3
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RESULTS:

Ceftolozane showed a concentration-dependent interaction in the case of both MATE1 and MATE2-K up
to 2500 mcg/mL (see Figure 1 and 2, respectively). The highest observed inhibitions were 32.5% and

39.8% observed at the 2500 mcg/mL ceftolozane concentration for MATE1 and MATE2-K, respectively.
Based on the current results, ICs, values could not be determined and are estimated to be >2500 mcg/mL

for both MATEI and MATE2-K (see Table 3).

Figure 1: Effect of Ceftolozane on MATE1-Mediated Metformin Transport in the Uptake

Transporter Inhibition Assay
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Figure 2: Effect of Ceftolozane on MATE2-K-Mediated Metformin Transport in the Uptake

Transporter Inhibition Assay
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Table 3: Calculated Reaction Parameters for the Uptake Transporter Inhibition Assays

Test article Assay ICsp (ng/mL) Maximal % inhibition
(% of control)
MATEI1 >2500" 32.5

Ceftolozane .
MATEZ-K =2500° 39.8

a: An ICsp was not determined as less than 50% inhibition was observed.

SPONSOR’S CONCLUSIONS:

Ceftolozane demonstrated a dose-dependent inhibition of both MATE1 and MATE2-K transporters up to
a concentration of 2500 mcg/mL in this study. The highest observed inhibitions were 32.5% and 39.8%
for MATE1 and MATE2-K, respectively. The ICsy values are estimated to be >2500 mcg/mL for both
transporters. The highest tested concentration of 1500 mcg/mL is approximately 53 fold above the mean
unbound plasma C,,,, of ceftolozane in patients with cUTI and cIAI (approximately 47 mcg/mL).
Therefore, the current study results suggest that ceftolozane has low potential to cause clinically relevant
inhibition of these transporters in vivo.

In all experiments in the current study, the transporter specific probe substrate concentration was below
the respective Km so the resulting ICs, values are a reasonable estimation of the K;. The ceftolozane
concentration of 2500 mcg/mL is sufficient for determining a K; less than or equal to 50-fold the unbound
Crax per EMA guidance and less than or equal to 10-fold the total C,,, per FDA guidance. Based on the
study results (ICsp >2500 mcg/mL for all tested transporters) and the current regulatory guidance, the
results indicate that ceftolozane has low potential to cause clinically relevant inhibition of these
transporters in vivo.

REVIEWER ASSESSMENT:

The Reviewer agrees with the Sponsor that ceftolozane exhibits a dose-dependent inhibition of MATE 1
and MATE2-K. However, the Sponsor was unable to derive an ICspas less than 50% inhibition was
observed at the highest concentration of ceftolozane tested, which was substantially larger than the

therapeutic concentrations of ceftolozane. Therefore, it is unlikely that any significant drug interactions
would occur due to the inhibition of MATEI or MATEZ2-K by ceftolozane.
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Study Number: PCDM0300304 (CRD050181)

Study Title: Non-Clinical Pharmacokinetics: In Vitro Protein binding of FR264205 in Mouse, Rat,
Dog, and Human Serum in Human Plasma

Dates: 1/17/13

Lab Site: Drug Metabolism Research Laboratories Drug Discovery Research, Astellas Pharma Inc.
Tokyo, Japan

OBJECTIVES: As part of the non-clinical evaluation of the study drug, the in vitro protein binding rate
of FR264205 in mice, rats, dogs, and human was measured using 'C-labeled FR24205 (ceftolozane).

METHODS:

Fresh serum was collected from at least 3 individuals of each species on the day of the experiment and
pooled until used. In addition, fresh plasma was also collected from at least the 3 human subjects on the
day of the experiment and pooled until used. A 4 mL aliquot of pooled serum/plasma was placed into
each of 3 stock tubes and incubated at 37 °C for approximately 5 min. A 40 pL aliquot of each '*C-
FR264205 standard solution was added to prepare samples at the final concentrations of 0.5, 5, and 50
mecg/mL. Radioactivity was measured for 5 min using a liquid scintillation analyzer.

RESULTS:

The in vitro protein binding rate of FR264205 in mouse, rat, dog, and human serum as well as in human
plasma is presented in Table 1. In the FR264205 concentration range of 0.5-50 mcg/mL, the protein
binding rate was low in all of the species examined: 7.35%-9.64% for mouse serum (the mean value of 3
samples, the same hereafter), 8.10%-11.10% for rat serum, 15.96-17.48% for dog serum, and 14.57%-
16.76% for human serum. The protein binding in human plasma was 16.27%-20.84% which was slightly
higher than in serum. The individual data is shown in Table 2.

Table 1: In Vitro Serum and Plasma Protein Binding of "C-FR264205

unit : bownd %
Animals  Protein FR264205 concentration (jtg/mL)
_ 0.5 5 50
Mouse serum 825 + 1.89 7.35 + .24 9.64 * 026
(91.75) {92.65) (90.36)
Rat serum 8.10 + 14| 10,59 + 001 1110+ 0.80
{91.90) {89.41) (88.50)
Dog sErum 17.02 = 0.89 1506 + 0,52 1748 = 027
(82.98) (84.04) (82.52)
Human  serum 1463 & 205 1676 + 036 1457 = 034
(8537 (83.24) (85.43)
Human  plasma 20,84 4 1.65 1627 + 1.61 1967 = 0.19
(79.16) (83.73) (80.33)

Each valoe represents the Mean + SE of three measurements,

Figures in parentheses represent unbound fraction of FR264203,
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Table 2: In Vitro Serum and Plasma Protein Binding of "*C-FR264205

MNominal Lliabetind %o Bound %
concenirtion
{pg/mL) Medn Mean % SE, 8D
04.04 5.9
0.5 G321 9178 6,70 A5 £ 1,89, a8
8789 2.01
Monse 9165 735
SEFU N 5 922 9LG0S 175 7.35 & 0.24, 0.41
93407 6.03
90.87 %213
50 002 9036 9.98 .64 & 0,26, 0.4
D20 480
i 89.22 10.78
0.5 G402 9190 sor 800 = 141, 245
0247 1.53
Rat B9.17 10,83
SENE 5 B7ET  &RA1 12.03 10,59 & 081, 1.58
S1.10 8,90
2031 969
Sl 8754  88.90 12,46 110 & 080, 1.39
BEAS 11.15
8230 1790
0.5 8494 8293 15.26 1702 £ 089, 1.3
8150 18.10
B 14.96
Dog 5 8177 B404 16.23 15.56 £ 052, 0.90
SEHm 3131 16.69
a2 17.18
A0 8077 B252 17.23 748 4 0.27, .47
LR 18.02
&0.37 10.63
0.5 8250 B5A7 17.41 14.63 + 2,08, 155
£4.13 15.85
Huma 8370 16.30
SETUm 5 B350 8324 16,50 16,76 & (L35, 0.63
82,53 17.48
gigz 14.18 :
a0 8476 B543 15.24 1457 &£ 0,34, 0.58
8571 14.29
B235 17.65
0.5 1681 7906 2319 2084 & 165, 286
7832 2168
Human #.25 16.75
plazma 5 8674 RT3 1326 1627 & Lal, 2,80
8121 1879
Bi.68 19.32
30 8002  R0D33 19.98 067 & 019, 0.3
§0.29 1971
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SPONSOR’S CONCLUSIONS:

The in vitro protein binding rate of FR264205 in mouse, rat, dog, and human serum as well as in human
plasma was measured using an ultrafiltration method with '“C-labeled FR264205. In the FR264205
concentration range of 0.5 — 50 mcg/mL, the protein binding rate was low in all of the species examined:
7.35% - 9.64% for mouse serum, 8.10% - 11.0% for rat serum, 15.96% - 7.48% for dog serum, and
14.57% - 16.76% for human serum. The protein binding in human plasma was 16.27% - 20.84%, which
was slightly higher than that in serum.

REVIEWER ASSESSMENT:

The protein binding of FR264205 (ceftolozane) is below 25% in all of the species studied. The protein
binding ranged from 16-21% in human plasma, which was the highest level of protein binding observed
in any of the species studied. The protein binding of ceftolozane was not dependent on the concentration.
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Study Number: PCDM0300305 (CRD040179)

Study Title: Non-Clinical Pharmacokinetics: In Vitro Transfer of FR264205 into Blood Cells in
Mice, Rats, Dogs, and Humans

Dates: 1/17/13

Lab Site: Drug Metabolism Research Laboratories Drug Discovery Research, Astellas Pharma Inc.
Tokyo, Japan

OBJECTIVES: To determine the in vitro blood to plasma concentration ratio of FR264205 in mice,
dogs, and humans by measuring '“C-labeled FR264205.

METHODS:

Samples were collected from at least 3 individuals of each species on the day of the experiment and stored
at room temperature until used. An equal volume of each of the blood samples collected from the
individuals was pooled to yield a volume of approximately 10 mL. A 2 mL aliquot of each of the 10 mL
samples was then placed into stock tubes in triplicate. After incubation at 37 °C for approximately 5 min,
a 20 pL aliquot of the 0.05, 0.5, or 5 mg/mL standard solution was added to prepare blood samples at the
final concentrations of 0.05, 0.5, or 5 mg/mL. A 0.5 mL aliquot of the prepared samples was placed into
each of 3 micro test tubes. After incubation at 37 °C for 10 min, the samples were centrifuged at 10,000
rpm for approximately 2 min to separate the plasma for radioactivity measurement. The remaining blood
was used for measuring hematocrit values and blood radioactivity.

RESULTS:

The in vitro blood to plasma concentration ratio of FR264205 in mice, rats, dogs, and humans are shown
in Table 1. The ratio remained almost constant in all of the species in the FR264205 concentration range
0f 0.5-50 mcg/mL. The values for the ratio obtained were 0.61-0.63 for mice (the mean value of 3
samples, the same hereafter), 0.62-0.69 for rats, 0.55-0.58 for dogs, and 0.60-0.61 for humans.

The percent transfer into blood cells calculated using the hematocrit values are shown in Table 2. In the

FR264205 concentration range of 0.5-50 mcg/mL, the values for the percent transfer into blood cells were
9.2%-13.7% (the mean value of 3 samples, the same hereafter), 6.6%-16.0% for rats, 4.3%-9.1% for dogs,
and 8.3%-9.8% for humans. The percent transfer into blood cells for all of the species examined was low.

Table 1: In Vitro Blood to Plasma Concentration Ratio of *C-FR264205

Animals FR264205 concentration (ng/mL)
0.5 3 50
Mouse 0.63 & 000 061 = 000 061 % 000
Rat 0.69 £ 000 064 = 001 062 £ 000
Dog 058 £ 000 058 £ 000 055 + 0.00
Human 0.61 £ 000 060 = 000 061 £ 0,00

Each value represents the Mean + SE of thiee meastrements,
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Table 2: Percent Transfer of *C-FR264205 into Blood Cells In Vitro

Animals FR264205 concentration (pg/mL)

0.5 3 50
Mouse 13.7 = 04 95 x 0.3 92 £ 03
Rat 16.0 + 02 90 + L1 6.6 + 0.0
Dog 91 + 056 88 + 03 43 = 04
Human 98 + 03 83 + 02 98 + 02

Bach valuc represents the Mean & SE of three measurements.

SPONSOR’S CONCLUSIONS:

The in vitro blood to plasma concentration ratio of FR264205 in mice, rats, dogs, and humans remained

almost constant in the FR264205 concentration range of 0.5 — 50 mcg/mL. The values for the ratio
obtained were 0.61-0.63 for mice, 0.62-0.69 for rats, 0.55-0.58 for dogs, and 0.60-0.61 for humans.

The values for the percent transfer into blood cells were 9.2%-13.7% for mice, 6.6%-16.0% for rats,
4.3%-9.1% for dogs, and 8.3%-9.8% for humans. The percent transfer into blood cells for all of the

species examined was low.

REVIEWER ASSESSMENT:

The Reviewer agrees with the Sponsor’s conclusions.
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4.2 Individual Clinical Pharmacology Study Reviews

Study Title: A Phase 1, Randomized, Double-blind, Dose Escalation Study to Evaluate the
Safety, Tolerability, and Pharmacokinetics of Intravenous CXA-101, Tazobactam, and
CXA-101/tazobactam Administered to Healthy Adult Subjects (Protocol CXA-201-01)

Dates: Initiated 8/7/09

Completed 10/8/09
Investigator: Mark J. Allison, M.D., Tempe, AZ
Analysis: o

OBJECTIVE:

Primary: To evaluate the safety and tolerability of CXA-101/tazobactam in a fixed 2:1 ratio in
healthy male and female subjects.

Secondary: To characterize the PK profile of CXA-101 and tazobactam (including metabolite M-
1) when given individually or in combination in healthy subjects.

BACKGROUND:

CXA-101/tazobactam (collectively referred to as CXA-201) is a combination of the
investigational cephalosporin CXA-101 and the B-lactamase inhibitor (BLI) tazobactam.
Tazobactam was added to the development of CXA-101 to improve its potency against ESBL-
producing organisms. Although CXA-101 and tazobactam have been previously administered to
humans independently, this represents the first study in which they are co-administered. The
components of the combination did not result in increased toxicity in animal studies, and the
pharmacokinetics of the components were not altered by co-administration in dogs.

Reviewer comment: The purpose of the current study is to confirm that co-administration of
CXA-101 (ceftolozane) and tazobactam does not alter the pharmacokinetics of either component
compared to when the components are administered separately in humans.

STUDY DESIGN:

This Phase 1, randomized, double-blind, dose-escalation study comprised two parts. Part 1
assessed single ascending IV doses of CXA-101, tazobactam, and CXA-101/tazobactam, and
Part 2 assessed two different IV dosing regimens of CXA-101, tazobactam, and CXA-
101/tazobactam in healthy male and female adult subjects.

Part 1 Study Design

In Part 1, 18 healthy adult subjects (10 male, 8 female) were enrolled in three cohorts of six
subjects each. Subjects in each cohort were randomized to one of six dosing sequences and
received, in a within-cohort crossover design, each of CXA-101, tazobactam, and CXA-
101/tazobactam with a washout period between doses. The study design for Part 1, including
doses and dosing sequences is shown schematically in Figure 1.

Each dose of study drug in Part 1 was administered as a single 60-minute IV infusion. Subjects
were required to fast for at least 10 hours before receiving study drug, and were to refrain from
drinking fluids during, and for one hour after infusion of each study drug. For each subject, the
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three doses of study drug were separated by a three-day washout period between doses. Subject
enrollment was staggered by two days from the first day of dosing in the previous cohort to the
start of the next cohort. Subject participation lasted up to 29 days. Screening could occur within
the 14 days preceding the expected first dose of study drug on Day 1, and a follow-up (F/U) visit

occurred on Day 14 (+1 day) for each cohort.

Following dosing in each cohort in Part 1, the PI and the Sponsor monitored available blinded
safety data to determine safety and tolerability of the study drugs and whether to proceed with

subsequent doses or start of subsequent cohorts.

Before beginning Part 2 of the study, the PI and the Sponsor jointly evaluated the blinded safety,
tolerability, and PK data obtained in Part 1 to confirm the doses and dosing frequencies for Part
2. The Sponsor prepared a summary of data from Part 1 and justification for the proposed dosing

regimens in Part 2 for submission to the IRB.

Figure 1: Part 1 Study Design

I SCREENING: Within the 14 days precedng the first dose

| ADMISSION AND CONFINEMENT IN THE CLINICAL RESEARCH UNIT: Day -1 through Day 8 |

STUDY DRUG ADMINISTRATION: Day 1, Day 4, and Day 7
In ezch cohert, 2ach subject recerved a single mtravenous dose of each of the 3 study drugs separated by
3 days, as shown m the schedule below. Cohorts were staggered by 2 days.

) Day 1 Day 4 Day 7

COHORT 1! Sg‘mﬂ Study Drug Study Drug Study Drog
Administration | Administration | Admindistration
Dy 1 Day 4 Day 7T
- 1| Subjects
COHORT 2 ‘; t-::‘; Study Drug Study Drog Study Drug
Administration | Administration | Administration
Day 1 Day 4 Day 7
. 3 j
COHORT 3 Sg‘mﬂ Study Draz Study Drug Study Drug
Administration | Administration | Administration

Cohort 1 Study Drugs: CHA-101 500 mg, Tazobactam 250 mg, CHA-101/ tazobactam 500 mg’ 250 mg.
Ceohort 2 Study Drugs: CHA-101 1000 mg, Tazobactam 500 mz, CHA-101/ tazobactam 1000 mg' 500 mz.
Cohort 3 Study Drugs: CHA-101 2000 mg, Tazobactzm 1000 mg, C3IA-101/ tazobactam 2000 mg/ 1000 mz.

DOSING SEQUENCES FOR COHORTS 1, 2, AMD 3: Crossover design drug exposure
A single subject per cohort was randomized to receive one of the following sequences:

Dose 1 (Day 1) Dase 2 (Day 4) Diosa 3 (Day T)
Sequence 1 A B C
Sequenca 2 A C B
Sequence 3 B C A
Seqmencs 4 B A C
Sequence 5 i B A
Sequence § i A B

A= CHA-101alone; B= tazobactam alone; C= CHA-101/ tazobactam.

FOLLOW-UP VISIT: Returned to clinical research undt for final safety assessments on Day 14=1.
For subject: who prematurely discontinued from study drug administration the F/U visit was 7= 1 days
following last dose of study drug,

Part 2 Study Design

In Part 2, 40 healthy adult subjects (28 male and 12 female) were enrolled sequentially in two

cohorts of 20 subjects each. In each cohort, subjects were randomized to one of three study drug
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regimens and received multiple doses of either CXA-101 (N=5), tazobactam (N=5), or CXA-
101/tazobactam (N=10). The study design for Part 2, including doses and dosing sequences is
shown schematically in Figure 2. The study allowed for one of two different dosing regimens
for Cohort 5. The lower dosage regimens of 1500 mg CXA-101, 750 mg tazobactam, and 1500
mg/750 mg CXA-101/tazobactam ql12h were chosen because preliminary PK results indicated
absence of interaction between CXA-101 and tazobactam. Therefore, the higher dosing regimen
was unlikely to be clinically warranted.

Each dose of study drug in Part 2 was administered as a 60-minute IV infusion, either q8h or
q12h for 10 days. A single dose of study drug was administered on Day 1; two or three daily
doses of study drug, as appropriate, on Days 2 through 9; and a single dose on Day 10. Subjects
were required to fast for at least 10 hours before receiving the first dose of study drug and were
to refrain from drinking fluids during, and for one hour after each infusion of study drug. Cohort
5 was initiated three days after completion of dosing in Cohort 4, after review of blinded safety
data from Cohort 1. Subject participation lasted up to 32 days. Screening could occur within the
14 days preceding the expected first dose of study drug on Day 1, and a F/U visit occurred on
Day 17 (£ 1 day) for each cohort.

Figure 2: Part 2 Study Design

SCREENING: Within the 14 dav: preceding the first doze

ADMISSION AND CONFINEMENT IN THE CLIMICAL RESEARCH UNIT: Day -1 through Diay 11

STUDY DEUG ADMINISTEATION: Day 1 to Day 10

STUDY DEUG FECGIVMENS

CHA-101 Tazobactam CEA-10L tazobactam
p== per Cohort p== per Cohort n=10 per Cohort
COHORT 4 (g8h) 1000 mg 00 mg 1000 ma' 500 mg
2000 ms 1000 mg 2000 mg' 1000 me
COHORT £ {gl2h) OR
1200 me l 750 mz l 1200 mz! 750 me

FOLLOW-UP VISIT: Beturned to climical research unit for final safety assessments on Day 17=1.
For subjects who prematurely discontinued from study drug administration the F/T Visit was 7=

MEHODS AND ASSAY METHODOLOGY:

Methods

Pharmacokinetic parameters of CXA-101, tazobactam (including metabolite M-1), or both CXA-
101 and tazobactam (including metabolite M-1) in plasma were calculated using a validated
version of WinNonlin Enterprise (Version 5.2). Statistical analyses to assess drug-drug
interaction were performed using SASv9 (PROC MIXED) or WinNonlin version 5.2 (Average
Bioequivalence Module). Summary table and figures were generated using WinNonlin
AutoPilot (Version 1.1.1.), a configurable software application that works with WinNonlin and
third-party reporting tools, including SigmaPlot 2004 for Windows version 9.-1 and Microsoft
Office Word and Excel 2007.
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For Parts 1 and 2, plasma and urine samples were assayed for CXA-101, TAZ (tazobactam) and
metabolite M-1. The following PK parameters were determined using non-compartmental
methods based on the individual plasma concentration-time data for CXA-101, TAZ, and
metabolite M-1 for Part 1:

Plasma P Description

Parameters P

AUCqg Area under the plasma concentration time curve from time zero to £ h after the start of dmg
infinsion. This parameter will only be caleulated for Cohort 1 from Part 2 of the study.

AUCy s Area under the plasma concentration ime curve from time zero to 12 hafter the start of dmg
imfusion. This parameter will only be calculated for Cohort 2 from Part 2 of the study.
Area under the plas ma concentration-time curve from time § to 24 hafterth e starto f dmg

AUCo infusion

AUC Area under the plasma concentration time curve from time zero to the time of last quantfiable
concentration

ATIC Area under the plasma concentration-tme curve extrapolated to mfimty, calculated using the

. e formmla AUC . T (Cre /1), where Cy,.. 15 the last measurable concentration

[ Maximmim plasma concentration determined directly from the concentration-time data

|t Time to maximum plasma concentration determined directly from the concentration-time data

3 (Ky) Terminal elimination rate constant, estimated by regression of the terminal log-linear phase of the

= plasma concentration vs. time curve

t12 Terminal elimimation half-life, caleulated as 0.693 /
Systemic clearance, calculated as Dose / AUC, .. For metabolite M-1, apparent clearance (CL/F,)

CL will be calculated after accounting for the actual melecular weight of the metabolite. The molar
welghts for TAZ and the metabolite M-1 were 300.29 o/mol and 248.26 g/mol. respectively.
Volume of distribution at steady state. calculated as MRT*CL, where MET = (AUMC, J/AUC, )
- ID2, AUMCe= is the area underthe first moment curve extrapolated to infinitvy and ID

v represents infusion duration. Apparent volume of di smbution at steady state (VaFw) will be

. caleulated for metabolite M-1 after accounting for the actual molecular weight of the metabolite.

The molar weights for TAZ and the metabolite M-1 were 30029 g/mol and 248236 g/mol.
respectively.

The Accumulation Index was also calculated for Part 2 and was defined as AUC ., (Day

10)/AUCO_8 or AUCO_12 (Dayl).
All PK calculations were performed using actual time points calculated relative to dose. The PK

parameters half-life, AUCy.j,r, CL, and Vi in plasma were not calculated for patients with

concentration-time profiles that did not exhibit a terminal log-linear phase.
The following PK parameters were determined using non-compartmental methods based on the
individual urine concentration-time data for CXA-101, TAZ, and metabolite M-1

Urinarv PK Description
Parameters Hp
Ae Amoeunt of dmig exereted over a specific cellection interval (1.e., wrine volume x
) concentration}
TAeqas Total amount excreted over 24 h post-dose
CLr Fenal clearance, calculated as TAe 29 ATTC =,
Unnary recovery rate over a specific collection interval, caleulated as Aegery/Dose. For the
Fe calculation of Fe for the metabolite M-1, a molecular weight (now) adjustment was applied to
the dose amount of TAZ.
Urinary recovery rate over 24 h post-dose, calculated as TAey.eDose. For the calculation of
Fepsa Fegq4 for the metabolite M-1, a molecular weight (mw) adjustment was applied to the dose
amount of TAZ.
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PK sampling times

Part 1: On Day 1, Day 4, and Day 7, blood was drawn for PK analyses immediately before the
start of each study drug infusion, 30 minutes after the start of each study drug infusion, at the end
of each study drug infusion, and at 5, 15, and 30 minutes and 1, 2, 3, 5,7, 9, 11, 15, and 23 hours
after completion of each study drug infusion. On Day 1, Day 4, and Day 7, urine voided at 0-2,
2-4,4-8, 8-12, and 12-24 hours after the start of each study drug infusion was collected for PK

analysis.

Part 2: On Day 1 and 10, blood was drawn for PK analyses immediately before the start of study
drug infusion, 30 minutes after the start of study drug infusion, at the end of study drug infusion,
at 5, 15, and 30 minutes, and at 1, 2, 3,5, 7,9, 11, 15, and 23 hours after completion of study
drug administration. On Days 4, 7, 8, and 9, blood was drawn for PK analyses immediately
before the start of infusion of the first dose of study drug for that day. On Day 1 and Day 10,
urine voided at 0-2, 2-4, 4-8, 8-12, and 12-24 hours after the start of each study drug infusion
was collected for PK analyses. On Days 2 through 9 no urine samples for PK analyses were

collected.

Bioanalytical

Human plasma was analyzed for CXA-101 concentrations using a validated HPLC/MS/MS
method. Tazobactam and tazobactam M-1 in human plasma were assessed by a validated
LC/MS/MS method. CXA-101 in human urine was analyzed via a validated HPLC method.
Tazobactam and tazobactam M-1 in human urine were analyzed via a validated LC/MS/MS
method. The various analytes and the bioanalytical results for this study are shown in the table

below.
Analyte Concentration LLOQ Linearity Accuracy Precision
Range
CXA-101 0.1-50.0 0.1 mecg/mL 1.0 95.7-107.3% | 2.04-10.3%
(plasma) mcg/mL (%CV)
CXA-101 5.0 -5000 5.0 meg/mL 0.999 97.6-106.0% | 2.39-8.16%
(urine) mcg/mL (%CV)
Tazobactam 0.1-50.0 0.1 mecg/mL 1.0 95.0-104.4% | 2.87-4.27%
(plasma) mcg/mL (%CV)
Tazobactam 10.0 — 5000 10.0 mcg/mL 1.0 92.7-101.2% | 1.00-9.97%
(urine) mcg/mL (%CV)
Tazobactam 0.05-25.0 0.05 mcg/mL 0.999 93.0-105.2% | 3.13-8.50%
M-1 (plasma) mcg/mL (%CV)
Tazobactam 5.0-2500 5.0 mecg/mL 0.999 90.7-102.2% | 2.52-7.47%
M-1 (urine) mcg/mL (%CV)

Reviewer comment: All bioanalytical ranges in the above table are acceptable.

RESULTS:

Demographics

Subject demographics for Part 1 are shown in Table 1, and subject demographics for Part 2 are
shown in Table 2.
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Table 1: Demographic and Baseline Characteristic of Subjects in Part 1

Characteristics Ohbservations and Measurements
Caobort 1 (=6 Cohort 2 (M=£) Cohort 3 (N=18)

Ags [ear)

Mean = 50 IB5+£317 3931343 3738462

Meadian (Min, Max) 305 (34.42) 33.5 (25.59) 40,0027, 4T)
Heizht (cm)

Mean = 50 162.00 = 6.633 162.33 = 6,053 17133 = 0480

Median (Min, Max) 160.00 (157.0, 175.00 | 16150 (154.0, 1700 | 174.00 (155.0, 181.0)

Characteristics Ohbservations and Measurements
Cobert 1 (M=) Cobaort 2 (=6 Cohort 3 (WN=5)

Weight (kg)

Mean = 5D 69,82 =0.1201 G637 = 5.041 1797+ 11.850

Median (Min, Max) 68.70 (603, 86.6) 67.00(59.4, 713) TO.20 (621, 95.9)
BMI (kg/m’)

Mean = 5D 1648 =1.763 25251365 26,52 =2540

Median (Min, Max) 26.45 (243, 18.6) 25.00023.7,271) 17.00 (2.6, 29.4)
Sexn o (%)

Male 2(33.3) 3 (50.0) 5(83.3)

Female 4(66.7) 3 (50.0) 1(16.7)
Race o (%)

White 6 (100.0) 6 (100.00 § {100.00
Ethnirity n (%)

Hizpamic or Lating 6 (100.0) 5(833) 5(83.3)

Hot Hispanic or Lating 0 (0.0} 1{16.7) 1(16.7)

Abbreviations: BMI = Body mass index Max = Madmum value observed; Min = Minimum value observed; 50 =
Standard deviation.

Table 2: Demographic and Baseline Characteristics of Subjects in Part 2

Characteristic Ohservations and Measurements
Cohort 4 Cobort 5
CHA-101 Tazobactam | CRA-101/ tazobactam CIA-10] Tamobactam | CXA-101/ razobactam
1000 mg qBh 500 mg q8h 1000 mg5M meg qBh | 1500 mgqllh T30meql2h | 1500 mg 750 meqllh
¥=3) X=3) (=10} X=3) (=5} H=10)
Age [year)
Mean = 5D 00604 4321508 330=4592 Wa=422 392+817 323x641
Median (Min, Max) 2000 (21, 38) 44.0 (25, 61) 34.0(24, 46) 28.0(25, 35) 40.0 (30, 49) 31024, 26)
Height (cm)
Mean = 5D 15780 =58.408 173.60 = 5.348 169208817 16580 4494 | 16540=7.635 143 .80 = 6.301
Median (Min, Max) 168,00 175.00 146950 156.00 167.00 164.50
(154.0,177.00 (163.0, 180.0) (1340, 184.00 (161.0.172.0) (154.0,173.00 (152.0, 171.0)
Weight (kg)
Mean = 5D T2.74=11208 7453 =0076 58.66= B8 435 7418 =11.361 6855+ 5.723
Median (Min, Max) 7320 7285 T0.50 §9.80 70.95
(55.9,84.8) (655.93.T) (317,717 (601, 87.00) (36.3, 75.3)
EMI (kg/m’)
Mean = 5D 15661872 25,50 = 2.037 26.11=2704 25.06= 3904 1708 = 2801 215.55+111
Median (Min, Max) 255 16.80 2545 26.50 2880 25.50
(23.7,.279) (234, 20.0) (21.0.29.3) (19.5,29.9) (23,204 (21.3,29.0)
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Characteristic Observations and Measurements
Cohort 4 Cohert 5
CXA-101 Tazobactam | CXA-101 tazobactam C3A-101 Tazobactam | CXA-101/ tazobactam
1000 mg g8k 500 mg q8h 1000 mg500 mg qBh | 1500mgqllh T30megql2h | 1506 mg 750 mgqllh
[=3) (w=3) (=10 =3) (=3} (=10)
Sex o (%)
Male 4(B0.00 4 (20,00 2 (30.0) 3 (60.0) I(40.00 T (70,00
Female 1(20.0) 1 (20,00 2 (20.0) 2 [40.0) 3(60.00 330,00
Bace o (%)
White 5 (100.0) 5(100.m 0 (00.0) 5 (10000 5 (104010 10 (100.0)
Black or African-American ] 0 1(10.0) ] 0 0
Ethmicity o (%)
Hizpanic or Latino 5 (100.0) 3 (6000 B (B0.0) 5 (100.0) 5 (100.0) 10 (100.0)
Mot Hispanic or Latino ] 2 (40,00 1 (20.0) ] 0 0

Abbreviations: BMI = body mass index; Max = maximum value observed; Min = mininmm vahe observed; 50 = standard deviation

Pharmacokinetics

Overall, 58 subjects (18 in Part 1 and 40 in Part 2) were enrolled in the study and received study
treatment. Fifty-seven of the 58 subjects completed the study (one subject enrolled in Part 2
withdrew consent on Study Day 6 due to a family emergency).

Part 1

Ceftolozane plasma concentrations following the end of infusion declined in a biphasic manner
(see Figure 3). Ceftolozane co-administered with tazobactam demonstrated linear PK in the 500
to 2000 mg dose range when administered as a single dose. Cpax and AUC of ceftolozane were
comparable with and without tazobactam, indicating that co-administration of ceftolozane with
tazobactam did not influence the pharmacokinetics of ceftolozane. The mean CLy of ceftolozane
across all doses alone or with tazobactam was similar to CL (see Table 3). Almost all (>99%) of
the administered dose of ceftolozane was recovered in the urine as unchanged drug when
ceftolozane was given alone or with tazobactam.
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Figure 3: Ceftolozane Plasma Concentration-Time Profiles after a Single Intravenous 1-
hour Infusion of Ceftolozane Alone and with Tazobactam

—a&— Cobort 1-Treatment &
—— Cobort 1-Treatment C
—y— Cobort 2-Treatment 4
—7— Cohort 2-Treatment C
—— Cohort 3-Treatment A
—1— Cobort 3-Treatment C

01

Wi (50 Plasma CHA-1D] Concentration | pgiml. )

0.01

0 1 4 ] B 10 12 14 14 1 ] v 4
Nominal Time (h)

CXA-101=ceftolozane; SD=standard deviahion

Cohert 1 — Treatment A=300 mg ceftolozane alone; Treatment C=300 mg/250 mg ceftelozane tazobactam
Cohort 2 — Treatment A=1000 mg ceftolozane alone; Treatment C=1000 me/500 me ceftolozane/tazobactam
Cohert 3 — Treatment A=2000 mg ceftolozane alone; Treatment C=2000 me/1000 mg cefiolozane/tazobactam

Table 3: Ceftolozane Plasma and Urine Pharmacokinetic Parameters after a Single
Intravenous 1-hour Infusion of Ceftolozane Alone and with Tazobactam

Mean (CV %)
200 mg 500250 mg | 1000mg | 1000/500mg | 2000 mg | 2000/1000 mg

Cefrolozane PK TOL TOLTAZ TOL TOL/TAZ TOL TOLTAZ
Parameter (n=6) (n=f) (n=16) {n=6) (n=6) (n=6)
C s (ng'mlL) 42,6 (14) 40.2(13) 92.3(13) 90.2 (11) 153 (11) 140 (15)
touae (B) 1.00 1.00 1.01 1.05 10 1.01

(1.00-1.09y | (1.00-1.01) | (1.00-1.08) | (1.00-1.10) | (1.00-1.09) (1.00-1.09)
AUC, (pg-h/ml) 98.6(16) 97.3(13) 230 (6) 200 (9) 373 (16) 353 (18)
1 (h) 248 () 243(19) 2.64 (200 258 (19) 262(17) 2.62(18)
Vi (L) 11.8 (13) 11.7(14) 11.0(19) 11.2(16) 133 (15) 14.0(18)
CL (L'h) 5.18(15) 5.23(13) 435 (6) 482 (10 543(14) 5.81 (16)
CLg (L) 554014 5.44(18) 461 (6) 5.10(12) 333017 5.93 (29)
£, (%) 108 (T 104 (7) 106 (2) 106 (5) 102 (10) 90.9 (18)

AUC_=area under the plasma concentration-time curve from time zero to infinity; CL=total body clearance from plasma;
CLg=renal clearance of the dmg from plasma; Cp=maxanmm (peak) plasma drog concentration; CW=coefficient of vanation:
f=frachon of miravencusly admimistered imchanged parent dmig excreted mfo the urme; PE=pharmacokinefic; ti.=elimination
half life; TAZ=tazobactany t.,=time to reach maxinmmm (peak) plasma concentration following dmg administration;
TOL=ceftolozane; V,,=apparent volume of distribution at steady state after infravenous administration

* Meadian (mininmm. maxinmm) presented

Reviewer comment: The presence of tazobactam did not influence the pharmacokinetics of CXA-
101. Comparable ceftolozane Cy,,c and AUC values were achieved, and all CXA-101 half lives
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were in the 2-3 hour range observed in other studies. CL and CLg were also virtually the same
for all groups, suggesting that CXA-101 is entirely cleared renally.

Plasma concentration-time profiles of tazobactam and the M1 metabolite of tazobactam
following a single IV 1-hour infusion are shown in Figure 4 and Figure 5, respectively. The
single dose PK parameters for tazobactam and tazobactam-M1 metabolite are provided in Table
5. Co-administration of ceftolozane and tazobactam did not change the PK of tazobactam or the
M1 metabolite of tazobactam.

Figure 4: Tazobactam Concentration-Time Profiles after a Single Intravenous 1-hour
Infusion of Tazobactam Alone and with Ceftolozane

—&— Cohart 1-Treammsnt B
—3— Cohart 1-Treament C

_ —y— Cohart 2-Treammsnt B

= —— Cohert 2-Treament C

w —— Cohart 3-Treammsot B

= —1— Cohert 3-Treament C

£
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g

=

=

2

=

g

]
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= o1

T T T T T T T T T T T T T T T T T T T T T T T 1
] 3 3 6 ! 10 11 14 16 18 20 2 24
Nominal Time (k)
SD=standard deviation

Cohert 1 — Treatment B=230) me tazobactam Alone; Treatment C=500 mg/250 mg ceftolozane/tazobactam
Cohort 2 — Treatment B=300 mg tazobactam Alone; Treatment C=1000 mg/500 mg cefiolozane/tazobactam
Cohert 3 — Treatment B=1000 ms tazobactam Alone: Treatment C=2000 me/1 000 ms ceftolozane/tazobactam
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Figure 5: Tazobactam M1 Metabolite Plasma Concentration-Time Profiles after a Single
Intravenous 1-hour Infusion of Tazobactam Alone and with Ceftolozane

—&— Cohort 1-Treatment B
—i3— Cohort 1-Treamment C
—w— Cohort 2-Treatment B
—— Cohort 2-Treamment C
—&— Cohort 3-Treamment B
— 1+ Cohort 3-Treamment C
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0.001 -

0 1 4 4] i 10 12 14 16 18 0 b.¥ M
Nomina] Time (k)
SD=standard deviation
Cohert 1 — Treatment B=23) mw tazobactam Alone; Treatment C=500 mg/2 30 mg ceftolozane tazobactam

Cohort 2 — Treatment B=300 mg tazobactam Alone; Treatment C=1000 mg/500 mg ceftolozanetazobactam
Cohort 3 — Treatment B=100{ mg tazohactam Alone; Treatment C=2000 m=100] mz ceftolozanstazobactam

Part 2

Overall, both ceftolozane and tazobactam (including its metabolite M1) PK parameters were
unaffected by co-administration. Steady-state appeared to be achieved by the end of Day 3, the
first sampled time point after Day 1 (see Figure 6). For the same total daily dose, ceftolozane
steady-state plasma concentrations were higher for the every 8 hour dosing regimens compared
to the every 12 hour regimen. This supported the every 8 hour dosing regimen due to anticipated
greater time as a percentage of the dosing interval that the total drug concentration exceeds the
MIC (%T>MIC) for this regimen.

The mean half-life of ceftolozane alone or with tazobactam remained unchanged (approximately
2 to 3 hours). As well, mean CL and V¢ of ceftolozane alone or with tazobactam remained
unchanged across all doses following 10 days of dosing. The CLy of ceftolozane was similar to
the CL. As anticipated with a 3-hour half-life, there was no clinically relevant accumulation
upon multiple dosing.

The mean half-life of tazobactam alone or with ceftolozane remained unchanged (approximately
1 hour). The urinary excretion of ceftolozane and tazobactam was unaffected by the co-
administration of the 2 drugs. As expected, tazobactam did not accumulate but the M1
metabolite, which lacks pharmacological and antibacterial activity exhibited slight accumulation
after multiple dosing. The C,,,x for the M1 metabolite occurred between 2 and 3 hours after the
end of infusion.

193

Reference ID: 3648317



For the 1.5 mg dose of ceftolozane/tazobactam, the single dose exposure (Cp.x and AUC) was
higher in Part 1 of the study compared to that on Day 1 of Part 2. Consistent with this
observation, CL was higher in Part 2 on Day 1 compared to that in Part 1. The CLcr for subjects
in Part 2 (median 142 mL/min) was also higher than that in subjects from Part 1 (median 114
mL/min). Due to renal elimination, the plasma CL and CLg for ceftolozane increases with
increasing CLcg, therefore, the higher CL and consequently lower observed ceftolozane
exposure in Part 2, Day 1 was consistent with the higher observed CL¢R in Part 2.

Figure 6: Ceftolozane Plasma Concentration-Time Profiles after Single and Multiple
Intravenous 1-hour Infusions of Ceftolozane Alone or with Tazobactam
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CHA-101=ceftolozane; gdh=every § hours; gl 2h=every 12 howrs; SD=standard deviation
Cohort 1 - Treatment A=1000 mg ceftolozane q2h alone; Treatment C=100{ mg/50{ mg ceftclozane tazobactam q8h
Cohort 2 - Treatment A=13500 mg ceftolozane ql2h Alone; Treatment C=13500 mz/750 mo ceftolozane/tazobactam ql 2h

194

Reference ID: 3648317



Table 4: Ceftolozane Plasma and Urine Pharmacokinetic Parameters after Single (Day 1)
and Multiple (Day 10) Intravenous 1-hour Infusions of Ceftolozane Alone and with

Tazobactam
Mean (CV %)

Ceftolozane Ceftolozane/Tazobactam Ceftolozane Ceftolozane/ Tazobactam

1000 mg q8h 1000/500 mg qSh 1000/500 mg ql2h 1500/750 mg ql2h
Cefrolozane Day 1 Day 10 Day 1 Day 10 Day 1 Day 10 Day 1 Day 10
PK Parameter (n=5) {n=5) (n=9y" (n=10) (n=5) (n=5}) (n=10) (n=10})
Crae (g/mL) 68.8(17) T3.4(13) 69.1(11) 74.4(14) 110 (11) 110(13) 122 (11) 124 (11)
fomae (R)° 1.03 1.00 1.02 1.07 1.01 1.01 1.01 1.02

(1.02, 1.09) (1.00, 1.04) (1.01,1.1) (1.0, 1.1) (1.0, 1.09) (1.0, 1.03) (1.0, 1.1) (1.0, 1.11)

AUC (pg*b/mL)" 168 (17) 183 (16) 172 (14) 182 (15) 259 (13) 262 (19) 308 (10) 305 (9)
1y () 230(17) 273 (24) 2.77 (30) 3.12(22) 2.52(9) 248 (30) 2.89(13) 3.18(13)
V. (@) 14.1(18) 13.4(18) 14.6 (16) 142(17) 129(11) 13.0(9) 12.0 (10) 12.2(11)
CL (L/h) 6.01 (14) 5.55(13) 5.86 (14) 5.58 (13) 5.85(12) 5.88(17) 490 (10) 497(11)
CLg (L'h) 6.42 (3)° 528 (17) 5.58 (24)° 6.88 (52)° 5.89 (17)F 455 (36) 480 (15) 471(12)
£, (%) 101 (5) 103 (16) 96.4 (15) 131 (35) 101 (7) 76.7(22) 98.0(13) 98.1(13)
Accumulation Ratio NA 1.15(2) NA 1.14(6) NA 1.02(8) NA 1.02(10)

AUC,~area under the plasma concentration-time curve from time zero to the last measurable concentration (plasma samples were obtamed through 24 hours); AUC, , =area under
the plasma concentration-time curve for a dosing interval at steady state; CL=total body clearance from plasma; CLg=tenal clearance of the drug from plasma; C,=maxinmm

(peak) plasma drug concentration; CV=coefficient of vanation; f=fraction of intravenously administered ynchanged parent dmg excreted into the urine; PE:

okinetic;

g8h=every § hours; q1 2h=every 12 hours; t,=elimination half-life; t,=time to reach maxinmm (peak) plasma concentration following dmg admmistration: V, =apparent
volume of distribution at steadv state after intravenous administration
* N=0. one subject excluded from calculation of descriptive statistics for all PK parameters due to higher than expected plasma results for the administered dose
® Median (mminmm maxinmm) presented
© AUC for Day 1=AUC,,, and AUC for Day 10=AUC,,

4 N=4, one subject excluded from caleulation of descriptive statistics due to lower than expected urine results relative to the administered dose

* N=8, one subject excluded from caleulation of descriptive statistics due to outlying higher than expected wine results for the adnimistered dose. One subject excluded due to

incomplete urne collection over 24-h
f N=0, one subject excluded from descriptive statistics due to lower than expected urine results relative to the administered dose
¥ N=4. one subject excluded from caleulation of descriptive statistics due to outlying lower than expected urine results for the administered dose

Reviewer comment: Similar to the single dose results from Part 1, CXA-101 Cyyy and AUC were
not affected by the co-administration of tazobactam over the course of multiple doses.
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Table S: Plasma and Urine Pharmacokinetic Parameters for Tazobactam and its Major
Metabolite M1 after Single (Day 1) and Multiple (Day 10) Intravenous 1-hour Infusions of
Tazobactam Alone and with Ceftolozane

Mean (CV %a)
Tazobactam Ceftolozane Tazobactam Tazobactam Ceftolozane/ Tazobactam
500 mg gSh 1000/500 mg qSh 750 mg q12h 1500/750 mg ql2h
Analyte Day 1 Day 10 Day 1 Day 10 Day 1 Day 10 Day 1 Day 10
FPEK Parameter (n=5) (n=5) (n=9)* (n=10) (n=5) (n=4) (n=10) (n=10)
Tazobactam
Cre (ng/mL) 17.8 (10) 18.0(9) 18.4 (16) 18.0(8) 299 (21) 29.8(15) 30.2(14) 27.5(15)
[ (h]-:l 1.01 1.0 1.02 1.01 1.0 1.01 1.01 1.02
(1.01, 1.08) (1.0, 1.03) (0.99, 1.03) (1.0, 1.1) (1.0, 1.03) (1.0, 1.01) (1.0, 1.03) (1.0, 1.04)
AUC (ugb/mlL)"° 24.1(19) 25.7(12) 24.4(18) 230(13) 388 (29 41.7(17) 39.8(11) 36.3(13)
ti; (h) 0970 (36) 1.10(27) 0.91 (Eﬁjd 1.03 (19) 098 (19) 0.94(18) 0.992(11) 1.04(19)
V. (@) 18.8(17) 18.8(17) 18.1 (13 17.9 (10) 18.0 (23) 16.7(17) 16.6(13) 17.7(12)
CL (L) 21.2(21) 19.7 (12) 20.6 (18)° 20.4 (14) 20,0 (23) 18.4(17) 18.9(10) 21.0(13)
CLg (L) 14.9(27) 143 (14F° 123 (24)° 163 (12 124 (24) 12,6 (11) 122(22) 15.0 (12)
£, (%) 70.8 (19) T3.7(2) 60.6 (25) T1.6(7) 62.4 (14) 69.0 (T) 64.8 (20) 7.7 (11)
Accumulation Ratio NA 1.08 (10) NA 0.93 (33) NA 1.03 (8) NA 0.91(6)
Mean (CV %)
Tazobactam Ceftolozane Tazobactam Tazobactam Cefrolozane Tazobactam
500 mg g8h 1000/500 mg g8h 750 mg q12h 1500/750 mg ql2h
Analyte Day 1 Day 10 Day 1 Day 10 Day1 Day 10 Day 1 Day 10
PK Parameter (n=5) (n=5) (n=0)* (n=10) (n=5) (n=4) (n=10) (n=10)
Tazobactam M1 Metabolite
Ce (ng/mL) 0.78 (28) 132(21) 0.70 (25) 1.10(17) 1.36 (16) 1.72(11) 1.45(23) 1.61(23)
toaas (R)° 403 3.0 4.03 251 4.02 3.02 30 3.0
(3.01,4.11) (2.0, 4.01) (3.01, 4.09) (1.25,40) (3.01, 4.03) (3.0.4.0) (3.0.4.01) (3.0.4.0)
AUC (pug-h/mL)* 5.88 (29) 823 (24) 5.64 (22) 6.91 (20) 10.1(25) 12.1(16) 11.6(25) 11.8 (24)
1, (h) 344 (14) 3.61(19) 3.67 (37) 4.50 (23) 3.39(21) 4.45(19) 3.64(12) 4.09 (21)
Accumulation Ratio NA 195(14) NA 1.69 (14) NA 1.38(8) NA 1.15(7)

AUC,~area under the plasma concentration-time curve from time zero to the last measurable concenfration (plasma samples were obtained through 24 hours); AUC, , =area under
the plasma concentration-time curve for a dosing mterval at steady state; CL=total body clearance from plasma; CLy=renal clearance of the drug from plasma; Cop=maximmm
(peak) plasma dmg concentration: CV=coefficient of vanation; f=fraction of ntravenously administered unchanged parent dmig excreted mto the urme; PE=pharmacokinetic;
g8h=every 8 hours; q12h=every 12 hours; t,~elimination halflife; tmax=time to reach maxinmm (peak) plasma concentration following drug administration; V..=apparent
vohme of distribution at steady state after intravenous administration

Footnotes continued on next page

:1 N=9. one subject excluded from calculation of descriptive statistics due to higher than expected plasma results for the adnumistered dose

* Median (rinimm macinmm) prasented

© AUC for Day 1=AUCy,, and AUC for Day 10=AUC, ,,

N=8. one subject excluded from calculation of descriptive statistics, concentration-time profile did not exhibit a ternunal log-lnear phase and .., CL, CLg and V', could not be
calculated

# N=3, two subjects excluded due to outlying higher than expected urine results for the administered dose

f N=7, ome subject excluded due to outlying higher than expected unne results for the adommstered dose, one subject excluded due to meomplete urine collechion

£ N=g two subjects excluded from calculation of descriptive statistics due to lower or higher than expected urne results relative to the admimstered dose

Reviewer comment: Tazobactam and tazobactam M-1 C,,,c and AUC were not affected by the
presence of ceftolozane. Tazobactam showed no evidence of accumulation following multiple
dosing, consistent with its ~1 hour half-life; tazobactam M-1 metabolite showed a slight
accumulation with multiple dosing, consistent with its 3.5-4 hour half-life.
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Safety
No SAEs and no deaths were reported during the study. No subjects discontinued the trial due to

an adverse event (one subject withdrew consent for personal reasons during Part 2).

In Part 1, 10 (56%) of the 18 subjects experienced at least one AE, with a total of 16 AEs
reported. Of these AEs, 15 (94%) were judged by the PI to be mild in severity and one was
moderate (generalized body aches); three (19%) were judged related to study drug
administration, and 13 (82%) were unrelated.

In Part 2, 29 (73%) of the 40 subjects experienced at least one AE, with a total of 95 AEs
reported. Of these, 94 (99%) were judged by the PI to be mild in severity and one was moderate
(menstrual cramps); 47 (50%) were judged unrelated to study drug administration and 48 (50%)
were related. Of the 48 related AEs, 33 (69%) involved the site of IV infusion. Adverse events
reported in Part 2 showed no particular pattern of occurrence with respect to cohort or study drug
regimen. Mild IV infusion-related events were the most common AEs observed in subjects
receiving multiple doses and occurred in all study drug treatment groups.

APPLICANT’S CONCLUSION:

The data presented in this report show that single doses of CXA-101 from 500 mg to 2000 mg,
single doses of tazobactam from 250 mg to 1000 mg, and single doses of CXA-101/tazobactam
from 500 mg/250mg to 2000mg/1000mg were generally safe and well tolerated by healthy adult
male and female subjects. The data also show that multiple doses of CXA-101, 1000 mg q8h
and 1500 mg q12h administered over ten days; multiple doses of tazobactam, 500 mg q8h and
750 mg q12h administered over ten days; and multiple doses of CXA-101/tazobactam,
1000mg/500 mg q8h and 1500mg/750 mg q12h administered over ten days were generally safe
and well-tolerated by healthy adult male and female subjects.

Systemic drug-related AEs were uncommon and mild in all dosing groups. Mild IV infusion-
related events were the most common AEs observed in subjects receiving multiple doses and
occurred in all study drug treatment groups. The nature and incidence of AEs did not appear to
be dose-related. No dose-limiting toxicity was identified in healthy adult subjects with the doses
evaluated.

REVIWER ASSESSMENT:

The Reviewer concurs with the Sponsor’s assessment that there is no drug interaction between
ceftolozane and tazobactam. The C,, and AUC of the respective compounds are very similar
when administered together as when they are administered alone. The pharmacokinetic
parameters showed dose proportional increases in C,, and AUC suggesting linear
pharmacokinetics. CXA-101 and tazobactam did not show accumulation following multiple
doses. Tazobactam M-1 showed some accumulation following multiple dosing consistent with its
slightly longer half-life. Ceftolozane and tazobactam appeared to be well tolerated with no

subjects discontinuing due to an adverse event, and the majority of the adverse events deemed to
be mild.
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A Phase 1, Open-label, Pharmacokinetic, Safety, and Tolerability Study of a Single Intravenous Dose of
CXA-101/Tazobactam in Subjects with Normal Renal Function or Mild or Moderate Renal Impairment
(CXA-201-02)

Dates: October 26, 2009 to June 28, 2010
Investigator: Multi-center (Sponsor Signatory lan Friedland, MD, Lexington, MA)
Analysis: ©

OBIJECTIVES:
The objectives of this study were to:
e Evaluate the safety and tolerability of a single IV administration of CXA-101/tazobactam in
subjects with normal renal function or mild or moderate renal impairment
e Evaluate the PK of a single IV administration of CXA-101/tazobactam in subjects with normal
renal function or mild or moderate renal impairment

BACKGROUND:

CXA-101 (also referred to as ceftolozane) and tazobactam are both primarily renally excreted. CXA-101
is not thought to be metabolized, and is entirely excreted unchanged. Tazobactam is primarily excreted
unchanged, but is also partially metabolized to tazobactam M-1 (20% or less), which is then also
excreted in the urine. This Phase 1 study was performed to determine whether dose adjustment would
be required for subjects with mild or moderate renal impairment receiving the CXA-101/tazobactam
combination.

STUDY DESIGN:

Study CXA-201-02 was a Phase 1, multicenter, open-label safety, tolerability, and PK study of a 60-
minute IV infusion of CXA-101/tazobactam (1000 mg/500 mg) in subjects with normal renal function or
mild or moderate renal impairment. The planned sample size was 24 subjects. Using the Cockcroft-
Gault formula to estimate creatinine clearance (CrCl), 4 groups of 6 subjects each were enrolled in the
following cohorts:

Renal Function Status Estimated CrCl Number of Subjects
Mild Impairment =50 to =80 mL/min 6
Normal (matched to Mild Impairment Group) =80 mL/min 6
Moderate Impairment =30 to =350 mL/min 6
Normal (matched to Moderate Impairment Group) =80 mL/min 6

Creatinine clearance was measured directly once during Day -1 to Day 3.

At least 2 men and 2 women were enrolled in each cohort. Subjects with normal renal function were
individually matched to the subjects with mild or moderate renal impairment for age (target: + 10
years), gender, and body mass index (BMI) (target: + 20%).

All cohorts were enrolled concurrently. Subjects with normal renal function were enrolled after their
matched subject in the mild or moderate renal impairment cohort completed Day 3 assessments.

All subjects received a single IV infusion of CXA-101/tazobactam on Day 1 and remained in the CRU until
Day 3 (at least 48 hours after study drug infusion). Urine specimens were collected for direct
measurement of CrCl after admission and before their discharge from the clinic on Day 3.
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PHARMACOKINETIC SAMPLING AND ANALYSES

Blood samples for PK analysis were collected at the following time points:

e On Day 1, within 15 minutes (x5 minutes) prior to start of study drug administration, 30 minutes
after the start of study drug administration; at completion of study drug administration, and at

5, 15,30 minutesand 1, 2, 3,5, 7,9, 11, and 15 hours after completion of study drug

administration

e On Day 2, at 23 hours and at 35 hours after completion of study drug administration.

Urine samples were collected for PK analysis at 0-2, 2-4, 4-8, 8-12, 12-24, and 24-36 hours following
study drug administration.

ASSAY METHODOLOGY:

Reviewer comment: All analytes were evaluated using a validated liquid chromatography tandem mass

spectrometry method.

Analyte Concentration LLOQ Linearity Accuracy Precision
Range
Ceftolozane (plasma) 0.1-50.0 0.1 0.999 95.5- 1.66-6.13%
pg/mL pg/mL 104.4% (%CV)
Tazobactam (plasma) 0.1-50.0 0.1 0.999 93.8 - 1.95-7.51%
pg/mL pg/mL 105.2% (%CV)
Tazobactam M-1 0.05-25.0 0.05 0.999 95.8 — 3.38-7.91%
(plasma) pg/mL pg/mL 103.2% (%CV)
Ceftolozane (urine) 5.0-5000 5.00 1.0 94.6 - 2.50-11.7%
pg/mL pg/mL 103.5% (%CV)
Tazobactam (urine) 10.0 to 5000 10.00 1.0 96.3 - 1.26 -5.86%
pg/mL pg/mL 104.4% (%CV)
Tazobactam M-1 5.0 to 2500 5.00 1.0 92.5- 2.12 -5.80%
(urine) pg/mL pg/mL 103.0% (%CV)

Reviewer comment: The values and ranges for all of the bioanalytical characteristics in the above table

are acceptable.
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RESULTS:

Demographics
The demographic characteristics of the study population are presented in Table 1 across the 4 study

cohorts.

Table 1: Demographic Characteristics

AMild Renal Normal Renal Moderate Renal Normal Renal
Impairment Function Impairment Function
Characteristic (N=6) (N=5) (N=T) (N=6)
Age (yrs)
n 6 5 7 6
Mean (SD) 723 (561) 63.2 (6.30) 65.6 (12.25) 60.2 (7.96)
Median 72.0 63.0 60.0 57.0
Minimum, Maximum 63.79 34.70 51,79 51.71
Gender, n (%0)
Male 2(33.3) 2 (40.0) 3(42.9) 3(50.0)
Female 4 (66.7) 3 (60.0) 4(57.1) 3 (50.0)
Race, n (%)
White 4(66.7) 5 (100.0) 3(71.4) 5(83.3)
Black or African American 0 0 2(28.6) 1(16.7)
Asian 2(33.3) 0 0 0
BMI (kg/m?)
n 6 5 7 6
Mean (SD) 24 87 (3.166) 26.90 (2.682) 29 83 (5.646) 30.03 (1.808)
Median 2515 28.70 32.00 30.25

Mimmimum. Maximum 19.6, 28.4 23.4. 289 204,347 27.8,323

Reviewer comment: Subjects were enrolled into CrCl groups based on the 1998 FDA guidance for
conducting pharmacokinetic studies in patients with impaired renal function. Following issuance of a
new draft guidance in March 2010, subjects were reclassified for analysis based on calculated CrCl using
the new FDA guidelines. Two subjects required reclassification: Subject 002-012 (CrCL of 88.9 mL/min)
was reclassified from the normal renal function group into the mild renal impairment group and Subject
002-003 (CrCL of 50.2 mL/min) was reclassified from the mild renal impairment group into the moderate
renal impairment group.

Pharmacokinetic Results

Mean concentration-time profiles for CXA-101 in subjects with mild renal impairment versus matched
controls and subjects with moderate renal impairment and matched controls following a single dose of
CXA-101/tazobactam (1000/500) are provided in Figure 1. The resulting pharmacokinetic parameters
are shown in Table 2.
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Figure 1: Mean (SD) Concentration-Time Profiles of CXA-101 in Plasma

Mild Renal Impairment vs. Matched Normal Moderate Renal Impairment vs. Matched Normal

100 5

L)

e e

i (O(A-101C

(45D) Pl

Mean {450} Plsma S A1#] Conommpm jpg/mlL}

Mean

Table 2: Mean (CV%) PK Parameters of CXA-101 in Plasma Following a Single IV Dose of CXA-
101/Tazobactam 1000/500 mg

Mild Renal Normal Renal Moderate Renal Normal Renal

Impairment Function Impairment Function
PK Parameter (N=6) (N=5) (N=T) (N=6)
AUCq. (ng*h/mL) 307 (10.3) 247 (19.7) 369 (32.4) 229(258)
AUCq (pgeh/mL) 309 (10.4) 248 (19.4) 587 (34.2) 230 (25.5)
Conax (pg/mL) 101 (25.2) 76.5(14.3) 874274 84.1(49.1)
tmax (B)* 1.00(1.00 - 1.08) 1.08 (1.08 - 1.08) 1.00(1.00-125) 1.00 (0.52 - 1.08)
t12 (h) 3.26 (10.6) 321(45) 631 (42.2) 296(16.6)
CL (L/h) 327(113) 4.17(21.0) 1.91(38.7) 458 (247
V. (L) 119(11.6) 13.7(15.4) 14.2 (21.8) 156 (38.3)
CL/WT (L'h/kg) 0.0512 (20.4) 0.0519 (19.3) 0.0257 (63.5) 0.0529 (24.8)
V../WT (L/kg) 0.183 (10.4) 0.171 (15.8) 0.179 (34.5) 0.177 (31.5)

#  Median (min-max)

Reviewer comment: Subjects with mild renal impairment showed some separation from their
demographically-matched normal renal function group. Mean AUC,.;sof ceftolozane was increased by
approximately 25% and the mean ceftolozane C,,., was increased by approximately 30% in subjects with
mild renal impairment as compared to the subjects with normal renal function. It should be noted that
the highest individual C,,,, value for the normal renal function matched to the mild renal impairment
group was 95.8 mcg/mL whereas all of the other groups included at least one subject above a C,q, of 130
mcg/mL. Given the low number of subjects in this study, that may make the observed difference in Cyqx
appear larger than it is between these groups. From a safety standpoint, an exposure increase of 25%
does not represent an area of concern since we know that ceftolozane is tolerated at higher doses. The
efficacy of ceftolozane should not be adversely affected by an exposure increase of 25%,; if anything, the
efficacy may improve since the T>MIC should increase. The Reviewer concurs with the Sponsor that a
dose adjustment in patients with mild renal impairment is not necessary.

201

Reference ID: 3648317



In subjects with moderate renal impairment, very little change was observed in C,,., as compared to
subjects with normal renal function, consistent with what one would expect; however, AUC,.i,swas
increased by more than 2-fold, indicating that a dose adjustment is warranted.

The range for the individual AUC,.j.,sand Cnqy for ceftolozane by renal impairment group is shown in the
table below.

Demographic Group Crax (Mmcg/mL) AUCy.ins(mcg*hr/mlL)
Normal Renal (matched to 70.9-95.8 181 - 306
mild)
Mild Renal Impairment 75.8 - 141 255-342
Normal Renal (matched to 42.0-139 161-311
moderate)
Moderate Renal Impairment 64.0- 136 306 - 900

Mild Renal Impairment versus Matched Controls with Normal Renal Function
Overall, no clinically meaningful differences were observed in the PK of CXA-101 in subjects with mild
renal impairment compared to matched controls with normal renal function.

Following a single IV infusion of CXA-101/tazobactam 1000/500 mg, mean Cpay, AUCq.1ast, and AUCq.ins for
plasma CXA-101 in subjects with mild renal impairment were between 1.2-1.3-fold higher than in
subjects with normal renal function. Peak concentrations of plasma CXA-101 were observed at the end
of infusion for both cohorts.

Mean plasma half-life of CXA-101 from the mild renal impairment group was similar to the matched
control group with normal renal function (3.26 and 3.21 h, respectively). Mean plasma CL of CXA-101 in
subjects with mild renal impairment (3.27 L/h) was 22% lower than mean CL from matched controls
(4.17 L/h); however, little difference (1.3%) was observed upon normalization of CL by weight. Similar
results were noted for mean V..

Moderate Renal Impairment versus Matched Controls with Normal Renal Function

Overall, important differences were observed in the PK of CXA-101 in subjects with moderate renal
impairment as compared to subjects with normal renal function. Exposure to CXA-101 was higher, half-
life was longer, and clearance was decreased in subjects with moderate renal impairment compared to
matched controls with normal renal function.

Following a single IV dose of CXA-101/tazobactam 1000/500 mg mean AUCg.,s: and AUC.insfor plasma
CXA-101 in subjects with moderate renal impairment were 2.5 and 2.6-fold higher, respectively, than
those observed in subjects with normal renal function. As well, mean plasma half-life of CXA-101 from
the moderate renal impairment group increased by 2-fold as compared to the normal renal function
group (6.31 vs. 2.96 h, respectively). Mean plasma CL of CXA-101 in subjects with moderate renal
impairment (1.91 L/h) was ~60% lower than in subjects with normal renal function (4.58 L/h); the
decrease was of similar magnitude (51% lower) upon normalization of CL by weight. Mean V, for CXA-
101 in subjects with moderate renal impairment (14.2 L) was ~9% lower than in subjects with normal
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renal function (15.6 L); little difference (1%) was observed for the same comparison after normalization
of Vi by weight.

Urine Pharmacokinetics for Ceftolozane

Mean CL, of CXA-101 in subjects with mild renal impairment (3.26 L/h) was 14% lower than for the
matched control group (3.77 L/h). In subjects with moderate renal impairment (1.60 L/h), the decrease
in mean CL, of CXA-101 was 54% as compared to the matched control group (3.48 L/h).

The mean percent CXA-101 recovered in urine over 36 hours was similar in the mild renal impairment
group and the matched control group with normal renal function, with over 90% recovery. Although the
mean percent CXA-101 recovered in urine over 36 hours also was similar in the moderate renal
impairment group and the matched control group, results should be interpreted with caution. Three
subjects in this matched control group displayed urine recoveries over 36 hours post-dose of <61%.
Mean urine recovery of CXA-101 over 36 hours post-dose was slightly reduced (78%) in subjects with
moderate renal impairment relative to the greater than 90% urine recover found in historical data from
subjects with normal renal function. Three subjects with moderate renal impairment (Subjects 002-009,
004-002, and 004-003) were excluded from the analyses due to incomplete urine collection over 36
hours post dose. In general, subjects with moderate renal impairment showed urinary recovery in the
range of 85-95% within 36 hours, except for one subject (Subject 004-001) who exhibited only 42%
urinary recovery.

Reviewer comment: There are sufficient data from this trial and other trials conducted in support of this
NDA to say with confidence that the vast majority of ceftolozane is excreted unchanged in the urine.

While the incomplete urine collection of some subjects is unfortunate, this overall conclusion remains
valid.
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Relationship Between Creatinine Clearance and Pharmacokinetics of CXA-101
The relationship between CrCl and CXA-101 primary PK parameters (Cpax, AUCq. s, AUCq.inand plasma
and renal clearance) are presented in Figure 2.

Figure 2: Relationship Between Creatinine Clearance and Primary PK Parameters
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Reviewer comment: These plots indicate the expected relationships for an intravenously administered
and renally excreted drug - a relatively flat C,.., across renal function groups and decreasing exposure
with increasing renal function.

Tazobactam plasma pharmacokinetics

Mean concentration-time profiles for tazobactam in subjects with mild renal impairment versus
matched controls and subjects with moderate renal impairment and matched controls following a single
dose of CXA-101/tazobactam 1000/500 mg are provided in Figure 3.

Mean tazobactam concentrations declined in a multi-exponential fashion after the end of the infusion
and remained above the LLOQ of the assay (0.100 pg/mL, dashed line) up to 8 hours after the start of
infusion for all cohorts with the exception of the moderate renal impairment group where mean
concentrations remained above the LLOQ for up to 16 hours.
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Mean levels of plasma tazobactam in the mild renal impairment group were similar to the matched

control group with normal renal function, whereas mean levels of plasma tazobactam in the moderate
renal impairment group were considerably higher than those of the matched control group with normal

renal function. Mean (CV%) PK parameters for tazobactam are summarized in Table 3.

Figure 3: Mean (SD) Concentration-Time Profiles of Tazobactam in Plasma
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Table 3: Mean (CV%) PK Parameters of Tazobactam in Plasma Following a Single IV Dose of CXA-
101/Tazobactam 1000/500 mg

Mild Renal Normal Renal Moderate Renal Normal Renal

Impairment Function Impairment Function
PK Parameter (N=6) (N=5) (N=T) (IN=6)
AUCq 1. (ng=h/mL) 34.7(13.9) 27.1(17.4) 639 (21.3) 327(15.7)
AUCq (pgeh/mlL) 35.1(13.8) 27.4(174) 66.3 (21.5) 331(157)
Conae (ng/ml) 22.4(16.3) 164 (9.2) 264 (6.8) 20.7 (29.2)
tmax (B)° 1.00 (0.50 - 1.00) 1.00 (1.00 - 1.08) 1.00(1.00-1.08) 1.00(1.00-1.08)
t12 (h) 1.19 (21.6) 1.07 (23.5) 1.81 (19.8) 1.15(24.5)
CL (L'h) 14.5(13.1) 18.7 (17.0) 7.83 (20.00 154 (15.6)
V. (L) 16.6 (22.5) 21.5(10.6) 16.7 (13.5) 193 (249)
CL/WT (L'hkg) 0.224 (15.1) 0.233 (14.6) 0.103 (47.8) 0.179 (17.9)

Vo WT (L/kg) 0.254 (14.2) 0.268 (9.8) 0.206 (20.5) 0.220 (17.4)

#  Median (min-max)

Reviewer comment: The pharmacokinetics of tazobactam were altered in a similar fashion as to what

was observed with ceftolozane. The change in Cmax across renal function groups was relatively small, as

was the exposure change in subjects with mild renal impairment when compared to their
demographically-matched subjects with normal renal function. However, in subjects with moderate
renal impairment, the mean AUCO-inf increased by approximately 2-fold.

Mild Renal Impairment versus Matched Controls with Normal Renal Function

Overall, no clinically meaningful differences were observed in the PK of tazobactam in subjects with mild

renal impairment compared to matched controls with normal renal function.

Reference ID: 3648317
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Following a single IV dose of CXA-101/tazobactam 1000/500 mg, mean rate and extent of exposure
(Crnaxs AUCq.1ast, and AUC,.ins) to tazobactam in subjects with mild renal impairment were up to 37% higher
than those observed in subjects with normal renal function. Peak concentrations of plasma tazobactam
were observed at the end of infusion in both cohorts.

Mean plasma half-life of tazobactam in the mild renal impairment group was similar to the matched

control group (1.19 and 1.07 h, respectively). Mean plasma CL and V of tazobactam in subjects with
mild renal impairment were 22% to 23% lower than the matched controls; however, little difference
(3.9% to 5%) was observed after normalization of these parameters by weight.

Moderate Renal Impairment versus Matched Controls with Normal Renal Function

Overall, important differences were observed in the PK of tazobactam in subjects with moderate renal
impairment as compared to subjects with normal renal function. Exposure to tazobactam was higher,
half-life was longer, and clearance was decreased in subjects with moderate renal impairment
compared to matched controls with normal renal function.

Following a single IV dose of CXA-101/tazobactam 1000/500 mg, mean AUCg.,;: and AUCq s for
tazobactam in subjects with moderate renal impairment were 2-fold higher than in matched controls
with normal renal function. Mean plasma half-life of tazobactam in the moderate renal impairment
group was 1.6-fold longer than the matched control group (1.81 vs. 1.15 h, respectively). Mean plasma
CL of tazobactam in subjects with moderate renal impairment (7.83 L/h) decreased 2-fold as compared
to the matched control group (15.4 L/h); the decrease was of similar magnitude (1.7-fold lower) after
normalization of CL by weight. Mean V for tazobactam in subjects with moderate renal impairment
(16.7 L) was ~13% lower than in the matched controls (19.3 L); however, little difference (6%) was
observed after normalization of Vi by weight.

Urine Pharmacokinetics of Tazobactam

Mean CL, of tazobactam in subjects with mild renal impairment (11.4 L/h) was 12% lower than for the
matched control group (13.0 L/h). In subjects with moderate renal impairment (5.37 L/h), the decrease
in mean CL, of tazobactam was approximately 2-fold compared to the matched control group (11.6 L/h).

The mean percent of tazobactam recovered in urine over 36 hours was similar between the mild renal
impairment group and the matched control group, with mean urine recoveries ranging from 70% to
79%. However, mean urine recovery of tazobactam over the same time period was slightly reduced in
subjects with moderate renal impairment (64%) relative to the 75% urine recovery in matched subjects
with normal renal function.

Relationship Between Creatinine Clearance and Pharmacokinetics of CXA-101
The relationship between CrCL and tazobactam primary PK parameters (Cpmax, AUCo.1ast, AUCq.inrand
plasma and renal clearance) are presented in Figure 4
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Figure 4: Primary PK Parameters of Tazobactam vs. Baseline CrCL
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Pharmacokinetics of Metabolite M-1

Maximum mean plasma metabolite M-1 concentrations were observed 3 hours after the end of the
infusion followed by a multi-exponential decline in subjects with mild renal impairment. In subjects with
moderate renal impairment, peak plasma concentration of metabolite M-1 was delayed and occurred
5.5 hours after the end of the infusion followed by a multi-exponential decline.

Overall, little difference was observed in the PK of metabolite M-1 in subjects with mild renal
impairment compared to subjects with normal renal function.

Subjects with moderate renal impairment displayed increased exposure to metabolite M-1 compared to
subjects with normal renal function due to a decrease in CL of tazobactam. Mean AUCetabolite/ AUCparent

ratio for the moderate renal impairment group was 2.6-fold higher than the average for the normal
renal function group.

Mean CL, of metabolite M-1 in subjects with mild renal impairment was 24% lower and the mean

clearance in subjects with moderate renal impairment was 56% lower than the mean CL, observed for
the matched control groups.

The mean percentage of metabolite M-1 recovered in urine over 36 hours was similar between the mild
renal impairment group and the matched control group, with mean urine recoveries of approximately
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14%. The mean percentage of metabolite M-1 recovered in urine over 36 hours was 44% greater than
for the moderate renal impairment group (Fe(o-35) = 22%) compared to the matched control group (Fe(o-3¢)
= 15%).

Safety Results
A total of 24 subjects received a single dose of CXA-101/tazobactam as planned. All 24 subjects
completed the study.

Overall, 4 of the 24 subjects experienced at least 1 TEAE during the study including 2 (33.3%) of 6
subjects with mild renal impairment, 1 (20.0%) of 5 subjects with normal renal function in the matched
control for moderate renal impairment, and 1 (16.7%) of 6 subjects with normal renal function in the
matched control for moderate renal impairment. None of the 7 subjects with moderate renal
impairment experienced a TEAE. The display of adverse events is shown in Table 4.

The most common TEAE was headache, reported in 3 subjects overall: 1 each in the mild impairment
cohort and the matched control group for this cohort, and 1 in the matched control for the moderate
renal impairment group. All other TEAEs were reported in 1 subject each and included diarrhea,
injection site hemorrhage and infusion site hemorrhage in the mild renal impairment group and skin
laceration in the matched control group for moderate renal impairment.

All TEAEs reported during the study were mild in intensity with the exception of 1 report of moderate
headache in subjects with normal renal function in the matched control for moderate renal impairment.
No events of severe intensity were reported. No serious adverse events were reported and none of the
subjects discontinued due to adverse events.

Table 4: Treatment-emergent Adverse Events by MedDRA SOC and Preferred Term (MITT Population)

Mild Normal Moderate Normal
Renal Renal Renal Renal
Impairment Function Impairment Function
MedDRA SOC (N=6) (N=5) N=T) (N=6)
Preferred Term n (%) n (%) n (%e) n (%)
Subjects with at least 1 TEAE 2(33.3) 1(20.0) [ 1{16.7)
Nervous system disorders 1(16.7) 1(20.0) 0 1(16.7)
Headache 1(16.7) 1(20.0) 0 1(16.7)
Gastrointestinal disorders 1(16.7) 0 0 0
Diarrhoea 1(16.7) 0 0 0
General disorders, administration site 1(16.7) 0 0 0
conditions
Injection site haemorrhage 1(16.7) 0 0 0
Infusion site haemorrhage 1(16.7) 0 0 0
Injury, poisoning, procedural complications 0 0 1(16.7)
Skin laceration 0 0 1(16.7)
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APPLICANT’S CONCLUSION:

A single IV dose of CXA-101/tazobactam at a dose of 1000/500 was safe and well tolerated when
administered to subjects with mild to moderate renal impairment and matched-control subjects with
normal renal function. All reported adverse events were mild to moderate in intensity. The most
commonly reported event was headache, which occurred in 3 or the 24 subjects.

All subjects completed the study as planned; no subject discontinued prematurely or was withdrawn
from the study for any reason. No treatment-related trends or changes from baseline were observed in
clinical laboratory parameters, vital signs, or physical examinations. The incidence of TEAEs was low and
no unexpected safety findings were observed.

Overall, no clinically meaningful differences were observed in the plasma pharmacokinetics of CXA-101,
tazobactam, or metabolite M-1 in subjects with mild renal impairment (CrCl 60 to 89 mL/min) compared
with matched controls with normal renal function following a single dose of CXA-101/tazobactam 1000
mg/500 mg. This indicates that dosage adjustment may not be required in subjects with mild renal
impairment. Based on an increase in systemic exposure (Ciax, AUCq.jast, and AUCyi¢) of CXA-101,
tazobactam, and metabolite M-1 in plasma for subjects with moderate renal impairment (CrCl 30 to 59
mL/min), dose reduction of 50% may be required to achieve plasma concentrations that are comparable
to those observed in subjects with normal renal function.

REVIEWER ASSESSMENT:

The Reviewer concurs with the Sponsor’s conclusions. The impact of mild renal impairment on the
pharmacokinetics of ceftolozane and tazobactam was not of sufficient magnitude to warrant a dose
adjustment. However, the AUCy.i,sOf both ceftolozane and tazobactam was increased by at least 2-fold
in subjects with moderate hepatic impairment, suggesting a dose adjustment is necessary.
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Prospective, Open-Label, Pharmacokinetics Study of Intravenous CXA-201 in Subjects with Severe
Renal Impairment and End-Stage Renal Disease Requiring Hemodialysis (CXA-REN-11-01)

Dates: May 31, 2011 to May 8, 2012
Investigator: Multicenter, Sponsor Signatory Ellie Hershberger, Pharm.D.
Analysis: ©@

OBJECTIVES:
Primary Objective: To determine the PK profile of CXA-201 and to determine the effect of HD on the
clearance of CXA-201.

Secondary Objective: To establish the safety of CXA-201 in subjects with severe renal impairment and
subjects with ESRD on HD.

BACKGROUND:

CXA-101 (also referred to as ceftolozane) and tazobactam are both primarily renally excreted. CXA-101
is not metabolized, and is entirely excreted unchanged. Tazobactam is primarily excreted unchanged,
but is also partially metabolized to tazobactam M-1 (20% or less), which is then also excreted in the
urine. A previous Phase 1 study concluded that a dose adjustment would be required for subjects with
moderate renal impairment receiving the CXA-101/tazobactam combination (CXA-201). CXA-201 has
been evaluated in Phase 2 and 3 clinical trials in patients with complicated intra-abdominal infections
(clAl) and complicated urinary tract infections (cUTI) with normal renal function at a dose of 1500 mg
(1000 mg ceftolozane and 500 mg tazobactam) administered every 8 hours. In subjects with moderate
renal impairment, CXA-201 750 mg (500 mg ceftolozane and 250 mg tazobactam) administered every 8
hours is being evaluated in Phase 3 clinical trials in clAl and cUTI. This study, which included subjects
with severe renal impairment and ESRD on HD (a population not previously enrolled in clinical trials),
was designed to evaluate the PK of CXA-201 following administration of a 750 mg dose.

In order to determine the amount of drug dialyzable, subjects with ESRD on HD received a second dose
of CXA-201 just prior to their second HD session during the study. Plasma, urine (as available), and
dialysate samples were obtained.

STUDY DESIGN:

This was a Phase 1, open-label study that was designed to determine the PK profile of IV CXA-201 and
assess the safety and tolerability of intravenous CXA-201 in subjects with severe renal impairment and
ESRD on HD. The Cockcroft-Gault formula was used to estimate CrCl for subjects with severe renal
impairment. The study was designed to enroll 6 subjects in each cohort (see table below)

Renal Status Estimated CrCl HD Number of Subjects
Severe impatrment <30 mL/min No 6
ESRD Yes 6

Reviewer comment: The study did not include a healthy volunteer (i.e. normal renal function) cohort.
Thus, all comparisons of CXA-201 exposures to healthies are based on a cross-study comparison.
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Screening assessments for study qualification were performed within 21 days prior to Baseline. Baseline
assessments occurred within 24 hours prior to the start of study drug administration.

Subjects with severe renal impairment received a single IV dose of 750 mg CXA-201 as a 1-hour infusion
on Day 1 and remained in the Clinical Research Unit (CRU) until Day 3 (at least 48 hours after drug
infusion). Subjects had a follow-up visit 7 (£1) days after discharge.

Subjects with chronic ESRD on HD should have had a minimum of 3 months of HD prior to enroliment.
Subjects should have been on 4-hour sessions of intermittent (3 times per week [approximately 48
hours, 48 hours, and 72 hours between sessions]) high-flux HD and received an IV dose of 750 mg CXA-
201 as a 1-hour infusion immediately after their first HD session on Day 1 (approximately 72 hours prior
to the next HD session). Subjects with ESRD received a second dose of 750 mg CXA-201 approximately 2
hours before their second HD session on Day 4 of the study. Infusion of CXA-201 was completed
approximately 1 hour before the start of HD. Subjects with ESRD remained in the CRU until Day 6, with
a follow-up visit 7 (+1) days after discharge.

Safety was assessed by monitoring for AEs/serious AEs (SAEs) from the first dose of drug through the
last study evaluation, review of vital signs, physical examination findings, 12-lead electrocardiogram
(ECG) results, and clinical laboratory results. Plasma, urine, and dialysate fluid samples were obtained, if
applicable, for PK analysis prior to and following administration of CXA-201 at protocol specified time
points. Figure 1 indicates the relative timing of events (HD, study drug administration, and PK sampling)
for ESRD on HD.

Figure 1: Timing of HD, Study Drug Administration, and PK Sampling for Subjects with ESRD on HD

Infuse second dose of CHA-201 750 mg
HD for approximately 4 hours approximately 2 hours before next scheduled HD

A 1
oo I o v

¥ 1

Friday/Saturday " Monday/Tuesday
CXA-201 750 mg CXA-201 750 mg
7Zhours ABhours

PH Sampling

Represents HD (approximately 4 hours)

Represents HD (approximately 4 hours) during which
bload sample s should be collected from blood flowing
from both arterial and venous sides of the dialyzer plus
dialysate

Note: Dialysis could occur on any day of the week: subjects received the first dose of CXA-201 at the end of HD on Day1
and the second dose 2 hours before their next HD session on Day 4; Friday/Saturday and Monday/Tuesdays were only
used as examples.
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PHARMACOKINETIC SAMPLING AND ANALYSES
Table 1 presents planned pharmacokinetic sampling time points for subjects with severe renal

impairment and subjects with ESRD on HD. For subjects in the ESRD on HD cohort, samples collected
during HD should have been collected from both arterial and venous sides of the dialyzer. Additional

samples were taken at the end of the third HD session and 2 hours post dialysis.

Table 1: Pharmacokinetic Sampling Time Points

Subjects with Severe Renal Impairment

Plasma Predose and 0.5, 1,1.5.2,3.6,9. 12, 24 36, and 48 hours after start of study dmg
nfusion
Urine Predose and 0-24 hours after start of infusion and 24-48 hours after the start of infusion

Subjects with ESRD Dase 1 (post HD)

Plasma

Predose and 0.5.1,1.5,2,3. 6.9, 12, 24, 36, and 48 hours after start of study dmg
infusion

Urine {(unless anuric)

Collect all urine when available through 67 hours (or just prior to next dose)

Subjects with ESRD Daose 2 (pre HD)

Plasma Predoseand 0.5.1,1.5,2,3.4.5.6,9, 12, 24, 36, and 44 hours (or at start of next HD)
after start of study drug infusion
D1alysate Collect dialysate in each of the following intervals: 0-1 hours, 1-2 hours, 2-3 hours and

3 hours to the end of dialvsis

Urine (unless anuric)

Collect all urine when available over entire Dose 2 interval and pool

The PK parameters were determined by non-compartmental PK analysis. Phoenix WinNonlin v 6.1 was
used for the derivation of all PK individual measures for each subject.

The CXA-101, tazobactam, and M-1 metabolite of tazobactam PK parameters that were computed in

plasma for each cohort were:

s  Cpge (pg/mL) — Maximum plasma concentration over the entire sampling phase
directly obtained from the expenimental plasma concentration time data. without

interpolation.

® T (hr) — Sampling time at which Cp; occurred, obtamned directly from the
experimental plasma concentration time data. without mterpolation.

® (e (ug/mL) — Plasma concentration when last quantifiable concentration was
observed, relative to the end of infusion.

s AUCg,; (ug*hr/mL) — Area under the concentration time curve from the time of the
dose to the last observed time-point

s AUCy.. (ug*hr/mL) — Area under the concentration versus time curve from zero to

infinity

* 17 (hr) — Apparent elimination half-life

s V. (L)- Volume of distribution at steady state (for CXA-101 and tazobactam)

Reference ID: 3648317
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* CL (L/hr)— Plasma clearance (for CXA-101 and tazobactam)

 CLp (L'hr) — Dialysis clearance calculated from the equation:

Amount of CXA-101 or tazobactam recovered in dialysate

AUC oy

*  AUCqp (pg*hr/mL) — Area under the concentration time curve from the time of the
second dose to the end of HD

In addition, the total amounts (mg) of CXA-101, tazobactam, and the M-1 metabolite excreted in the
urine (A.) were determined.

For subjects who were on HD, the PK parameters mentioned above following dialysis on 2 separate
occasions and the amount of CXA-101, tazobactam, and the M-1 metabolite in plasma, urine (if any),

and dialysate also were determined.

ASSAY METHODOLOGY:

Reviewer comment: The concentrations of ceftolozane, tazobactam, and tazobactam M-1 were
evaluated in human plasma, urine, and dialysate samples. Validated methods including reversed-phase
HPLC, MS/MS, and LC/MS/MS were used. The following table summarizes assay performance
characteristics for the aforementioned methods.

Analyte Concentration LLOQ Linearity Accuracy Precision
Range

Ceftolozane (plasma) 0.25-150.0 0.25 1.0 98.5 - 1.58-6.55%
mcg/mL mcg/mL 102.6% (%CV)

Tazobactam (plasma) 0.10-50.0 0.10 0.999 91.4- 1.54-7.97%
mcg/mL mcg/mL 108.0% (%CV)

Tazobactam M-1 0.05-25.0 0.05 0.999 91.3- 2.57-7.96%
(plasma) mcg/mL mcg/mL 109.2% (%CV)

Ceftolozane (urine) 5.0 -5000 5.0 0.999 93.7 - 3.68-7.56%
mcg/mL mcg/mL 111.2% (%CV)

Tazobactam (urine) 10.0 to 5000 10.0 0.999 92.7 - 3.71-9.06%
mcg/mL mcg/mL 107.2% (%CV)

Tazobactam M-1 5.0 to 2500 5.0 0.999 92.5 - 4.67-9.86%
(urine) mcg/mL mcg/mL 107% (%CV)

Ceftolozane (dialysate) 1.0-500 1.0 1.0 93.5- 1.28-5.36%
ng/mL ng/mL 108.3% (%CV)

Tazobactam (dialysate) 1.0-500 1.0 1.0 96.6 — 1.45-9.18%
ng/mL ng/mL 109.7% (%CV)

Tazobactam M-1 1.0-500 1.0 1.0 98.2 - 1.91-3.04%
(dialysate) ng/mL ng/mL 107.7% (%CV)

Reference ID: 3648317
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Reviewer comment: All of the ranges and values in the above table are acceptable.

RESULTS:
Demographics

Table 2 describes the study demographics.

Table 2: Demographic and Baseline Characteristics

Severe Renal Impairment, non-HD ESED on HD

Demographic Characteristic (IN=0) (N=16)
Sex, n (%)

Female 5(83.3) 2(333)

Male 1(16.7) 4(66.7)
Face. n (%)

White 5(83.3) 1(16.7)

Black or African American 1(16.7) 5(833)
Age (years)

Mean (SD) 66.2 (6.74) 50.0(11.08)

Median 65.5 483

Minimmm  Maxinmm 57,76 40,71
BMI (kg/m’)

Mean (SD) 2545 (5.827) 28 88 (7.745)

Median 232 272

Minimmm  Maxinmm 201,333 214,398
Estimated CrC1 {mL/min)

Mean (SD) 21.50 (2.258) -

Median 220 -

Min, Max 18.0,24.0 -
SD=Standard deviation

Pharmacokinetic Results

Subjects with Severe Renal Impairment

The plasma concentration-time profiles for CXA-101 (top panel), tazobactam (middle panel), and
tazobactam M-1 metabolite (bottom panel) in subjects with severe renal impairment are shown in
Figure 2. The PK parameters for CXA-101, tazobactam, and tazobactam M-1 metabolite for subjects
with severe renal impairment are summarized in Table 3. Table 4 summarizes the cumulative amounts
of CXA-101, tazobactam, and the M-1 metabolite excreted in urine and the percent of the dose excreted
in the urine for CXA-101 and tazobactam from subjects with severe renal impairment.

Reference ID: 3648317

214



Figure 2: Plasma Concentration (Median and Range) versus Time Profile for CXA-101 (top), tazobactam
(middle), and tazobactam M-1 (bottom) in Subjects with Severe Renal Impairment following
administration of 750 mg CXA-201 (500 mg ceftolozane and 250 mg tazobactam)
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Table 3: Median (Range) of Pharmacokinetic Parameters for CXA-101, Tazobactam, and the M-1
Metabolite of Tazobactam for Subjects with Severe Renal Impairment Following Administration of a
Single Dose of 750 mg CXA-201 (500 mg ceftolozane and 250 mg tazobactam) in Plasma

Parameter (Units) CXA-101 Tazobactam M-1 Metabolite
Half-Life (hr) 11.1(7.7-149) 25(19-33) 121 (84-157)
Cmax (ng/mlL) 47.0(37.5-76.3) 163 (10.2-18.3) 20(18-28)

T i (hr) 10(10-30) 10{(1.0-1.00 120(9.0-12.0)

AUCq (ug*hr/ml)

498 (403 - 711)

AUCq., (ng*hr/mL) 509 (429 — 762)
CL (L/hr) 1.0(07-12)
V. (L) 12.5 (11.3 —20.4)

53.7(342-68.1)

56.5 (35.8—70.9)
44(35-7.0)

15.7 (12.2 —23.5)

52.7(351-71.8)
59.0 (36.0-284.7)

Reviewer comment: The labeled dose of ceftolozane/tazobactam is 1500 mg (1000 mg of ceftolozane
and 500 mg of tazobactam). The pharmacokinetic parameters resulting from a single dose of
ceftolozane/tazobactam (as they appear in Section 12.3 of the proposed label) are presented below.

PK Parameter Ceftolozane Tazobactam
Crmax (mcg/mlL) 69.1 18.4
AUC (mcg*h/mL) 172 24.4
Half-life 2.77 0.91

The subjects with severe renal impairment in this study received a dose that was half that of the
therapeutic dose (500 mg ceftolozane and 250 mg of tazobactam). Despite the reduced dose, the
exposures achieved in this trial were significantly higher than the exposures achieved in subjects with
normal renal function given the therapeutic dose (nearly 3x higher for ceftolozane and greater than 2x
higher for tazobactam; based on a cross-study comparison). This finding is not surprising given that
ceftolozane and tazobactam are entirely excreted renally, but it does suggest that a further dose
reduction will be needed in order to match the therapeutic exposures achieved in subjects with normal
renal function.

Table 4: Summary Statistics of the Cumulative Amount of CXA-101, Tazobactam, and the M-1
Metabolite of Tazobactam and Percent of Administered Dose Excreted in Urine for Subjects with
Severe Renal Impairment Following Administration of a Single Dose of 750 mg CXA-201 (500 mg
ceftolozane and 250 mg tazobactam)

Percent of Dose Excreted in
Cumulative Amount Excreted In Urine (mmg) Urine
Parameter CXA-101 Tazobactam M-1 Metahbaolite CXA-101 Tazohactam
Mean (SD) 396 (116) 94.0(12.5) 535(8.8) 793 (23.1) 37.6(5.0)
Median 418 951 572 835 380
Min. Max 255, 548 735 106 398 617 51.0.110 204 426

Min=minimum; Max=maximum

Reviewer comment: The urine collection intervals were 0-24 hours and 24-48 hours. In all cases, the
recovery of tazobactam occurred only in the 0-24 hour collection interval, suggesting that the recovery of
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tazobactam was complete. However, there were still detectable concentrations of the M-1 metabolite at
48 hours indicating that recovery of the metabolite had not yet been completed.

Subjects with ESRD (prior to dialysis)

The plasma concentration-time profiles for CXA-101 (top), tazobactam (middle), and tazobactam M-1
(bottom) during the non-HD on Study Day 1 for subjects with ESRD is shown in Figure 3. The PK
parameters for CXA-101, tazobactam, and the M-1 metabolite during non-HD for subjects with ESRD is
presented in Table 5. Since the sampling of CXA-101 was conducted over a period of 48 hours, which is
approximately 1 half-life, the estimates of half-life, CL, and Vs parameters for CXA-101 should be
interpreted with caution. Also note that the plasma concentrations of the M-1 metabolite were not
declining by the end of the sampling interval. Therefore, no PK parameters were calculated for the M-1
metabolite.
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Figure 3: Plasma Concentration (Median and Range) versus Time Profile for CXA-101 (top),

Tazobactam (middle), and Tazobactam M-1 (bottom) During Non-Hemodialysis in Subjects with ESRD
(Study Day 1) Following Administration of a Single Dose of 750 mg CXA-201 (500 mg ceftolozane and

250 mg tazobactam)
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Table 5: Median (Range) Pharmacokinetic Parameters for CXA-101, Tazobactam, and the M-1
Metabolite of Tazobactam During Non-Hemodialysis Following Administration of a Single Dose of 750
mg CXA-201 (500 mg ceftolozane and 250 mg tazobactam) on Study Day 1 in Subjects with ESRD

Parameter (Units) CXA-101 Tazobactam M-1 Metabolite
Half-Life (hr) 40.5(20.8-581) 421(338-9.10) ND
Cpae (ng/ml) 442 (30.2 - 60.6) 202 (159-303) 101 (29-14.2)
T e (hr) 1.0(03-1.0) 10{(05-1.0) 300(120-48.0)
AUC, (ng*hr/ml) 903 (372 -1233) 107 (453 - 169) 389 (99.8 —538)
AUCq (ng*hr/ml) 1629 (466 —2750) 109 (46.0 - 170) ND
CL (L/hr) 03(02-11) 24(15-34 ND
V.. (L) 17.9(11.9-31.7) 15.2(11.5-27.1) ND

ND=Not determined

Since insufficient urine samples were collected following the administration of the first dose of study
drug on Study Day 1 and over a limited time period, no analysis to determine the amount of CXA-101,
tazobactam, and the M-1 metabolite excreted in the urine was conducted. Consequently, the CL; of

CXA-101 and tazobactam in these subjects could not be determined.

Reviewer comment: As expected, the exposures of ceftolozane and tazobactam in ESRD patients who
have not yet received their dialysis treatment are significantly higher than what was observed in healthy
volunteers, based on a cross-study comparison. Additionally, the ceftolozane AUC.isin the ESRD
subjects was more than 3x larger than in subjects with severe renal impairment, and the tazobactam
AUC,.inswas nearly 2x.

Subjects with ESRD during HD

The plasma concentration-time profile for CXA (top), tazobactam (middle), and tazobactam M-1
(bottom) are shown in subjects with ESRD during HD following the second dose of study drug in Figure 4.
Dialysis started 2 hours post-start of the infusion of study drug and lasted for 3 or 4 hours, depending on
the subject. The plasma PK parameters for CXA-101, tazobactam, and the M-1 metabolite for subjects
with ESRD during HD are summarized in Table 6. Sampling continued beyond a second HD session, but
only plasma concentrations of samples collected between one dialysis period (0-44 hours) were used in
the determination of PK parameters.

219

Reference ID: 3648317



Figure 4: Plasma Concentration (Median and Range) versus Time Profile for CXA-101 (top),
Tazobactam (middle), and Tazobactam M-1 (bottom) in Subjects with ESRD during HD (Study Day 4)
Following Administration of a Single Dose of 750 mg CXA-201 (500 mg ceftolozane and 250 mg
tazobactam)
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Table 6: Median (Range) Pharmacokinetic Parameters for CXA-101, Tazobactam, and the M-1
Metabolite of Tazobactam Following Administration of the Second Dose [750 mg CXA-201 (500 mg
ceftolozane and 250 mg tazobactam)]on Study Day 4 in Subjects with ESRD During HD

Parameter (Units) CXA-101 Tazobactam M-1 Metabolite
Half-Life (hr) 432(328-56.9) 50(19-835) 368 4°

Cpu (ng/mL) 41.1(17.5-56.4) 149 (72-229) 10922-157)

T e (h1) 10¢(10-1.0) 10(1.0-1.0) 1.5(05-24.0)
AUC,, (ug*hr/mL) 298 (179 —437) 37.1(199-57.8) 181.8 (78.0 —254.8)

a. Based on data from 1 subject.

Reviewer comment: These results indicate that the dialysis procedure significantly removes both
ceftolozane and tazobactam. The resulting AUCy.icfor ceftolozane and tazobactam was still elevated
compared to subjects with normal renal function receiving the 1500 mg dose of CXA-201 (based on a
cross-study comparison), but the changes were less than 2x.

A separate analysis was conducted to determine the PK parameters of CXA-101, tazobactam, and the M-
1 metabolite from the start of the second study drug infusion to the end of dialysis. This was conducted
in order to determine the contribution of HD on the removal of the 3 analytes. The plasma
concentration-time profile of CXA-101 (top), tazobactam (middle), and tazobactam M-1 (bottom) are
shown in Figure 5.
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Figure 5: Plasma Concentration (Median and Range) versus Time Profile for CXA-101 (top),
Tazobactam (middle) and Tazobactam M-1 (bottom) Following Administration of a Single Dose of 750
mg CXA-201 (500 mg ceftolozane and 250 mg tazobactam)in Subjects with ESRD (Start of Dosing to
End of Dialysis)

100

10

CXA-101 Concentrations (ugfniL)

0.1
| | | |
0 - 6 8
Time (hr)
100 E‘
Z =]
T 10—
§ =
® A
§
g 13
o =
E -
N .
k)
S 0.13
g 3
0.01 T T - T T T T \
0 4 6 8
Time (hr)
100
=
£
S 10
=
=l
<
g
B 1
o
E
=
=
B
E 0.1
=
0.01
L ¥ LI L | =
0 2 = 6 8
Time (hr)

222

Reference ID: 3648317



The PK parameters for CXA-101, tazobactam, and the M-1 metabolite following administration of the
second dose of CXA-201 on Study Day 4 for subjects with ESRD during HD are presented in Table 7.

Table 7: Median (Range) of Pharmacokinetic Parameters for CXA-101, Tazobactam, and the M-1
Metabolite of Tazobactam Following Administration of the second dose [750 mg CXA-201 (500 mg
ceftolozane and 250 mg tazobactam)]on Study Day 4 in Subjects with ESRD During HD (Start of
Infusion-End of Dialysis)

Parameter

CXA-101

Tazobactam

M-1 Metabolite

Half-Life (hr)

C'\mz_‘: (llgmL)

T (hir)

Clace (ng/mL)
AUCq; (pg*hr/mL)

AUCq (pg*hr/mL)

CL:; (Lh-r)
V. (@)

1.13 (0.89—1.79)
41.1(17.5-56.4)
1(1-1)
2.88 (1.23 — 4.48)
97.1 (39.2 — 115)
99 8 (46.9 — 122)
5.01 (4.11 - 10.7)
7.26 (5.71 — 20.5)

0.91 (0.66 — 1.35)
149 (7.19-22.9)
1.00 (1.00 — 1.00)
0.46 (0.13 — 1.14)
28.9 (14.0 — 44.0)
294 (15.7-45.2)
8.53 (5.53—15.9)
10.4 (6.61 —25.1)

1.80 (0.68 —2.38)
10.9 (1.26 — 15.7)
1.50 (0.50 — 1.50)
0.41 (0.26—1.11)
26.8 (3.77—32.0)
31.0(23.4-349)

ND

ND

ND=Not determined

Reviewer comment: These results further indicate that the dialysis procedure significantly removes
ceftolozane, tazobactam and the M-1 metabolite.

Safety Results

None of the 6 subjects in the severe renal impairment cohort experienced a TEAE during the study. In
the ESRD cohort, 3 (50%) of the 6 subjects experienced TEAEs. All reported TEAEs occurred in only 1
subject each and included thrombosis of an arteriovenous fistula, flatulence, glossodynia, myalgia, and
vulvovaginal pain. All TEAEs reported during the study were mild or moderate in severity. Three of the
events, flatulence, glossodynia, and myalgia, were reported as treatment-related. Thrombosis of the
arteriovenous fistula was considered an SAE; no other SAEs were reported. A summary of TEAEs is
provided in Table 8.
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Table 8: Summary of Treatment-Emergent Adverse Events

Severe Renal Impairment, non- ESED on HD
HD CXA-201 (750 mg, 1 dose) CXA-201 (750 mg, 2 doses™)
(N=6) (N=6)
AF Category n (%) n (%)
Number of Subjects with:
Any TEAE 0(0.0y 3 (50,00
Any Treatment-Related TEAE 0(0.0) 3 (50.0)
Anvy Serious TEAE 0(0.0y 1(16.7)
Any TEAE with Cutcome of Death 0 (0.0 000
Any TEAE Leading to Diug Withdrawn 0 {0.0) 0 (0.0
Number of Subjects with™
Eelated TEAE 0 (0.0 3(50.0)
Mot Related TEAE 0(0.0) 0(0.0
MNumber of Subjects with"
Mild TEAE 0(0.0) 1(16.7)
Moderate TEAE 0(0.0) 2(333)
Severe TEAE 0 0.0y 0 0.0y

Subjects are only coumted once i the most related.

Subjects are only comnted once for the worst seventy.
2 doses as follows: first dose immediately after the first HD session on Day 1 and a second dose 2 hours before the
second HID session on Dav 4

APPLICANT’S CONCLUSIONS:

Pharmacokinetic Conclusions

The pharmacokinetic parameters of CXA-101, tazobactam, and the M-1 metabolite were
different in subjects with severe renal impairment when compared to healthy subjects or
subjects with mild and moderate renal impairment.

The median terminal elimination half-lives of CXA-101 and tazobactam were 11.1 and 2.5 hours,
respectively, in subjects with severe renal impairment.

The median clearance for CXA-101 and tazobactam was 1.0 and 4.4 L/hr, respectively, in
subjects with severe renal impairment.

The median percent of the dose of CXA-101 excreted in the urine was 84% in subjects with
severe renal impairment. The less than complete recovery of CXA-101 in this population may
have been due to the collection of urine over only a 48 hour interval, resulting in the incomplete
elimination of the administered dose.

A reduction in dose or frequency of administration will be required in patients with severe renal
impairment to achieve concentrations similar to those seen in healthy subjects.

The pharmacokinetic parameters for CXA-101 and tazobactam were substantially different in
subjects with ESRD undergoing HD than subjects with severe renal impairment.

The concentrations of CXA-101, tazobactam, and the M-1 metabolite were reduced by more
than 90% immediately following HD indicating that HD had a significant contribution on their
removal.

Safety Conclusions

Safety findings were consistent with this patient population and similar to previous findings for
this drug.
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e The incidence of TEAEs was low and all events were mild or moderate in severity; all subjects
who experienced TEAEs were in the ESRD on HD cohort.

e No TEAEs were reported in more than 1 subject.

e 1 SAE, thrombosis of an arteriovenous fistula, was reported during the study, and was assessed
as unrelated to study drug.

e There were no deaths or treatment discontinuations reported during the study.

e There were no clinically meaningful changes in safety laboratory test results or vital signs.

REVIEWER ASSESSMENT:

The pharmacokinetics of ceftolozane and tazobactam were significantly altered in subjects with severe
renal impairment and in subjects with ESRD as compared to patients with normal renal function. Despite
being given a reduced dose of 750 mg CXA-201, subjects in this trial demonstrated increased exposures
when compared to subjects with normal renal function that received the full 1500 mg dose. A previous
renal impairment study in subjects with mild and moderate renal impairment demonstrated that a dose
adjustment was needed for subjects with moderate renal impairment. This study suggests that a further
dose adjustment would be required in subjects with severe renal impairment and subjects with ESRD.
Refer to the Pharmacometrics review for further discussion of recommended dosing in patients with
severe renal impairment and in subjects with ESRD.
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A Phase 1 Drug-Drug Interaction Study to Evaluate the Potential of Ceftolozane/Tazobactam to
Influence the Pharmacokinetics of CYP1A2, CYP3A4, and OAT1/0OAT3 Probe Substrate Drugs in Healthy
Subjects

Dates: Feb 22 — March 28, 2013
Investigator: Matthew Medlock, MD Austin, TX

Analysis:
®@ (for analysis of ceftolozane, tazobactam, and tazobactam metabolite
M-1)
®@ (for analysis of furosemide, caffeine, and
midazolam)
OBJECTIVES:

Primary Objective: To evaluate the potential of ceftolozane/tazobactam to influence the
pharmacokinetics of probe substrate drugs metabolized by CYP1A2 and CYP3A4 and transported by
OAT1/0AT3 in healthy volunteers. The primary endpoints were area under the concentration versus
time curve (AUC) and maximum plasma concentration (C,.) for caffeine, midazolam, and furosemide
assessed alone versus co-administered with ceftolozane/tazobactam.

Secondary Objective: To evaluate the safety and tolerability of ceftolozane/tazobactam in healthy
volunteers and to evaluate urinary excretion of ceftolozane/tazobactam in healthy volunteers when
given alone.

BACKGROUND:

When tested in a short-term, human liver microsome in vitro incubation study, ceftolozane did not
directly inhibit the major P450 enzymes CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2DS6, or
CYP3A4/5. However, treatment with ceftolozane at 1000 mcg/mL for 3 days caused a moderate
reduction of CYP1A2 activity by 35% to 61% and a 24% to 73% decrease in mRNA levels. The mechanism
of the decrease appeared unlikely to be associated with its direct enzyme inhibition. Treatment with
ceftolozane at 1000 mg/mL for 72 hours also caused a 74% reduction in CYP3A4 mRNA levels in 1 of 3
donors. This reduction in enzyme activity or mRNA may lead to increased exposure of drugs
metabolized by CYP1A2 and CYP3A4 when given with repeated doses of ceftolozane. Separate, in vitro
studies have indicated that tazobactam has a potential to act as an inhibitor (ICso values < 150 mcg/mL)
and a substrate of the organic anion transporter 1 (OAT1) and the organic anion transporter 3 (OAT3),
possibly causing an increase in exposure or interaction with drugs that are substrates of OAT1/0AT3.
Tazobactam also demonstrated a potential to directly inhibit CYP3A4 in vitro (ICso <1000 mcg/mL), which
may contribute to an increase in exposure of drugs that are metabolized by CYP3A4. The clinical
implication of tazobactam as a substrate of OAT1 and OAT3 is well characterized as probenecid, an
inhibitor of OAT1 and OAT3, has been shown to reduce renal clearance (CLR) of tazobactam. However,
the clinical implication of inhibition of OAT1 and OAT3 by tazobactam is not well understood. This study
is designed to assess the impact of repeated doses of ceftolozane/tazobactam on the pharmacokinetics
of substrates of the CYP1A2 and CYP3A4 enzymes as well as the impact of single dose
ceftolozane/tazobactam on the pharmacokinetics of substrates of OAT1 and OAT3.
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STUDY DESIGN:

This was a Phase 1, single center, open-label, fixed sequence, crossover study in 16 healthy subjects.
This 5-period study evaluated the ceftolozane/tazobactam drug interaction potential with CYP1A2,
CYP3A4, and OAT1/0OAT3 probe substrate drugs caffeine, midazolam, and furosemide, respectively.

Subjects received a single oral dose of 20 mg furosemide on Day 1 (start of Period 1). After a 2-day
washout, subjects received a single oral dose of 200 mg caffeine and 2 mg midazolam oral syrup
(cocktail probe) administered together on Day 4 (start of Period 2). After a 2-day washout, subjects
received a single IV infusion of 1500 mg ceftolozane/tazobactam administered over 60 minutes on Day 7
(start of Period 3). After a 1-day washout, subjects received a single oral dose of 20 mg furosemide in
conjunction with 1500 mg ceftolozane/tazobactam administered by IV infusion over 60 minutes on Day
9 (start of Period 4). Ceftolozane/tazobactam dosing continued every 8 hours to Day 15 when a final
morning dose was administered. Subjects received a single oral dose of cocktail probe co-administered
with 1500 mg ceftolozane/tazobactam on Day 12 (start of Period 5) and Day 15.

The Study design is presented in Figure 1. The pharmacokinetic sampling times by day for each drug are
shown below.

Figure 1: Study Design

Drays
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¥ caffeine Pre-dose [0 hrl, and 0.5, 1, 2, 4, 8, 12, 24, [48 (PS5 only}] hr post-dose
¥ Midazolam Pre-dose (0 hrh, and 0.5, 1, 2, 4, 8, 12, 24, [48 (P5 onlyl] br post-dose
4 cxm-zo1* 0-2, 2-4, 4-8, 8-12, 12-24 and 24-36 hr post-dose

@ CHA-201% Pre-dose (0 hrl, and 0.5, 1, 2, 4, &, 12, 24 hr post-dose

" cxm-zo1* Pre-dose (0 hr), and 0.5, 1, 2, 4, 8 hr post-dose

*ceficlozane, tazobactam and the M1 metabolite of tazobactam
' Cocktail= Caffeine + Midazolam

g will begin the svening prier to study dneg administration and will continue wuntil 4 hours post-dose
Washiout

PHARMACOKINETIC SAMPLING AND ANALYSES

The PK parameters were determined by non-compartmental PK analysis. Phoenix WinNonlin Version
6.1 was used for the derivation of all PK individual measures for each subject. For plasma
concentrations versus time, descriptive statistics were tabulated at each time point by treatment on
linear and semi-logarithmic scales. All pre-dose below the limit of quantification (BLQ) values in Period 1
were set to 0. Missing or BLQ values obtained after the first quantifiable concentration were replaced
by a period. Actual blood draw times were used to calculate PK parameters.
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The PE parameters for Periods 1, 2. 4, and 5 (substrates: caffeine, midazolam. and furosemide;
metabolites: 1.7-dimethylxantiine and 1-hvdroxymidazolam) for all analytes mcluded:

Crax (pg/ml or ng/ml.) — Maxinmmim (peak) plasma concentration over the entire
sampling phase directly obtained from the experimental plasma concentration time
data. without interpolation

Tmax (hr) — Sampling time at which Cmax occurred. obtained directly from the
experimental plasma concentration fime data. without interpolation

Crazt (ng/ml or ng/ml.) — Plasma concentration when last quantifiable concentration
was observed. relative to the end of infusion

Thast (r) — Time of Crast

AUCy, (pg*hr/ml or ng*hr/ml.) — Area under the conceniration versus time curve
from the time of the dose to Ths

AUC . (pg*hr/ml or ng*hr/ml.) — Area under the conceniration versus time curve
from 0 to infinity

Ty (hr) — Elimination half-life
WVd'F (L) — Apparent oral volume of distribution (excluding metabolites)
CL/F (L/hr) — Apparent tofal body clearance from plasma (excluding metabolites)

The PE parameters for Periods 3 and 5 (ceftolozane, tazobactam. and M1. except as noted
below) for all analytes included:

Reference ID: 3648317

Crax (pg/mL) — Maxinmm (peak) plasma concentration over the entire sampling
phase directly obtained from the experimental plasma concentration time data,
without interpolation

Tmax (hr) — Sampling times at which Cmax occurred. obtained directly from the
experimental plasma concentration fime data, without interpolation

Ciaze (ng/mL) — Plasma concentration when last quantifiable concentration was
observed. relative to the end of infusion

Thaet (hr) — Time of Ciae

AUC; (pg*hr/mlL) — Area under the concentration versus time curve from the time
of the dose to Ty (single dose)

AUCh . (pg*he/mL) — Area under the concentration versus time curve from 0 to
infinity (single dose)

AUC; (pug*hr/mL) — Area under the concentration versus time curve for a dosing
interval (steady state; calculated for ceftolozane and tazobactam only if data was
sufficient fo calculate ;)
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Tiz2 (hr) — Elimination half-life

s Vd:: (L) — Volume of distribution at steady state (calculated for cefiolozane and
tazobactam only if data was sufficient to calculate A;)

s (L (L/hr) — Total body clearance from plasma (ceftolozane and tazobactam only)

s (L. (L) - Total body clearance from plasma at steady state (ceftolozane and
tazobactam only)

¢ A (mg) — Cumulative amount excreted of each analyte into the urine

s F.(%)— Fraction of IV administered unchanged parent drug excreted into the urine
(ceftolozane and tazobactam only)

s CLg (L/hr) — Benal clearance of the drug from plasma

ASSAY METHODOLOGY:

Plasma samples were analyzed for ceftolozane, tazobactam, tazobactam M-1, furosemide, caffeine, 1,7-
dimethylxanthine, midazolam, and 1-hydroxymidazolam Urine samples were analyzed for
determination of ceftolozane, tazobactam, and tazobactam M-1. Assay characteristics are summarized

as follows:
Analyte Concentration LLOQ Linearity Accuracy Precision
Range
Ceftolozane (plasma) 0.25-150 0.25 1.0 97.0- 1.42-3.98%
mcg/mL mcg/mL 103.0% (%CV)
Tazobactam (plasma) | 0.1-50 mcg/mL 0.1 0.999 96.4- 2.74-9.09%
mcg/mL 104.5% (%CV)
Tazobactam M-1 0.05-25 0.05 0.999 90.7- 1.79-7.39%
(plasma) mcg/mL mcg/mL 105.2% (%CV)
Ceftolozane (urine) 5.0-5000 5.0 1.0 92.7- 1.66-6.70%
mcg/mL mcg/mL 104.8% (%CV)
Tazobactam (urine) 10.0-5000 10.0 0.999 94.3- 2.21-11.2%
mcg/mL mcg/mL 106.8% (%CV)
Tazobactam M-1 5.0-2500 5.0 0.999 94.7- 2.29-8.64%
(urine) mcg/mL mcg/mL 106.8% (%CV)
Furosemide (plasma) 5-5000 ng/mL 5.0 0.998 92.4- 1.03-7.87%
ng/mL 102.6% (%CV)
Caffeine (plasma) 0.02-20.0 0.02 0.998 94.3- 4.14-8.28%
mcg/mL mcg/mL 103.7% (%CV)
1,7-dimethylxanthine 0.02-20.0 0.02 0.998 95.9- 3.96-9.66%
(plasma) mcg/mL mcg/mL 102.5% (%CV)
Midazolam (plasma) 0.1-100 ng/mL 0.1 0.999 97.6- 1.84-3.14%
ng/mL 103.2% (%CV)
1-hydroxymidazolam 0.1-50 ng/mL 0.1 0.999 94.4- 1.62-8.32%
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(plasma)

| ng/mL |

| 102.3%

(%CV)

Reviewer comment: All the bioanalytical ranges in the table above are acceptable.

RESULTS:
Demographics

Subject demographics and baseline characteristics are summarized in Table 1.

Table 1: Subject Demographics.

Demographic or Baseline Overall
Characteristic (N=16)
Age (years)

Mean (SD) 33.5(10.3)

Median (minimum maximum) 35.0(20.48)
Gender. n (%)

Female 8 (50.0)

Male 8(50.0)
Race, n (%)

White 11 (68.8)

Black or African American 4(25.0)

Asian 1(6.3)
Ethnicity. n (%)

Hispanic or Latino 7(438)

Not Hispanic or Latino 9(56.3)
Height (cm)

Mean (SD) 167 (6.3)

Median (minimum maximum) 168 (157, 178)
Weight (kg)

Mean (SD) 71.3(9.35)

Median (mininmm maximum)

70.5(56.8.92.2

Body mass index (kg/m’)

Mean (SD)

25.6 (3.24)

Median (mininmm maximum)

25.9(19.3. 29.6)

Creatinine clearance” (ml/min)

Mean (SD)

123 (22.0)

Median (minimum maximum)

124 (88.5. 158)

Note: Percentages were based on the mmnber of subjects m the Safety Population.
* Creatinine clearance was estimated using the Cockcroft-Gault equation. The last nonmissing result before the first

study drug administration for each subject was used in the summary.

Protocol Deviations

All enrolled subjects satisfied all of the inclusion criteria and met none of the exclusion criteria. Minor
deviations in PK blood collection times occurred during the study; however, since actual sampling times
were used to calculate PK parameters, these deviations did not affect the PK analyses.

Reviewer comment: Agree with the Sponsor’s assessment.
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Pharmacokinetic Results — Interacting Drugs

Furosemide

The semi-log concentration-time profile of furosemide in Period 1 and Period 4 is shown in Figure 2 and
the resulting pharmacokinetic parameters are shown in Table 2 and the statistical analysis of the
furosemide pharmacokinetic parameters between periods is shown in Table 3.

Figure 2: Mean (SD) Plasma Concentration of Furosemide Versus Time by Treatment — Semi
logarithmic Scale
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Penod 1: furosemide 20 me by mouth (PO).
Penod 4: firosemide 20 me PO + ceftolozane/tazobactam 1500 mg miravenous.

Table 2: Geometric Mean (CV%) Plasma Pharmacokinetics of Furosemide

Reference ID: 3648317

Geometric Mean (CV%%)

Crmax Tew' Tase AUCy, AUC- Tia CLF VAF

Treatment (ngmL) () (hr) (ng*hr/mL) | (ng*hr/mL) (hr) (L/hr) (L)
Furosemide

Furosemide alone® 4535 2.00 121 1510 1640 228 122 401

50 (1.00, 4.00) (37 27 24) (86) 23) [E)]
Furosemide with 79 2.00 143 1330 1370 2753 146 580
ceftolozane tazobactam (41) (1.00, 4.00) (60) 27 (23) (111) (25) (99)
1500 mg IV®
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Table 3: Statistical Analysis of Plasma Pharmacokinetic Parameters of Furosemide

Rartio of
Pharmacokinetic Geometric Geometric 0% CT of
Parameter (Unit) Period Comparison n L5 Means L5 Means Ratio
AUCy, (ng*hr/ml ) 1 16 1510
4 Period 4 versus | 16 1330 0877 0.756-1.02
Peniod 1
AUC= (ng*hr/ml) 1 10 1670
4 Period 4 versus | 10 1440 0.867 0.725-1.04
Penod 1
C e (ng'ml) 1 16 455
4 Period 4 versus | 16 379 0.833 0628-1.10
Period 1

CI = confidence mterval; LS = least squares.

Note: A linear mixed effect model was performed on natural loganthms of pharmacokinetic parameters with penod
as a fixed effect and subject as a random effect.

Penod 1: firosemide 20 me by mouth (PO).

Penod 4: firosenmde 20 me PO + ceftolozane ‘tazobactam 1500 mz miravenous.

Reviewer Comment: The lower bound of the 90% confidence intervals for furosemide AUCy.,, AUCy.ins and
Cmax all fell below the pre-specified no-effect boundary of 0.8, indicating that the pharmacokinetics of
furosemide were altered by co-administration with ceftolozane/tazobactam. However, the interaction
was not in the expected direction as an inhibition of OAT1/3 would manifest in increased
concentrations/exposures of furosemide. The reductions in the point estimates were in the range of 10-
20%, suggesting that there may not be clinically significant reductions in furosemide
concentrations/exposures. Tazobactam is a known substrate of OAT1/3, and also has the potential to

act as an inhibitor of OAT1/3. Ceftolozane is not thought to be an inhibitor of OAT 1 or OAT 3 based on
an in vitro inhibition study.

Caffeine/1,7-Dimethylxanthine

The semi-log concentration-time profile of caffeine in is shown in Figure 3 and the semi-log
concentration-time profile of 1,7-dimethylxanthine is shown in Figure 4. The resulting pharmacokinetic
parameters are shown in Tables 4 and 5, respectively. The statistical analysis of the caffeine
pharmacokinetic parameters are shown in Table 6 and the statistical analysis of the 1,7-
dimethylxanthine pharmacokinetic parameters are shown in Table 7.
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Figure 3: Mean (SD) Plasma Concentration of Caffeine versus Time by Treatment — Semi-logarithmic
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Figure 4: Mean (SD) Plasma Concentration of 1,7-Dimethylxanthine versus Time by Treatment — Semi-
logarithmic Scale
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Table 4: Geometric Mean (CV%) Plasma Pharmacokinetics of Caffeine

Coar Tex' Ti: AUC,, AUC,.. Tin CLF Vd'F
Treatment (ng/mL) (hr) (hr) (ng=hr/mL) | (ng*hr/mL) (hr) (L/hr) L)
Caffeine
Caffeine alone” 532 1.00 M0 4735 310 567 192 321
22) (0.50, 4.00) (0.1) (32) 44) (37 (28) {17
Caffeine with 336 1.00 36.9 348 362 6.28 3156 322
ceftolozane/tazobactam 20y (0.50, 4.00) (31) (39 (42) (38) (31 (18)
1500 mg IV (Day 127
Caffeine with 549 100 340 527 543 6.15 EXLY 327
ceftolozane/tazobactam (25) (0.50, 2.05) (35) (46) (48) (37 (36) 20)
1500 mg IV (Day 15§

Table 5: Geometric Mean (CV%) Plasma Pharmacokinetics of 1,7-Dimethylxanthine

Geometric Mean (CV0%)

Cos T That AUCw AUC)= Tip

Treatment (pg/mL) (hir) () (ng*hr/mL) | (ng*hr/mL) | (hr)
1.7-Dimethyhanthine

Caffeine” 1.44 8.00 240 230 281 7.75°

(18) (4.00, 12.00) (0 (14)
Caffeine with 1.29 792 421 23.8 9.0 1.24
ceftolozane/tazobactam (17 (4.00, 12.13) (22) (17) (14) (17
1500 mg IV (Day 12"
Caffeine with 1.39 5.00 422 30.9 323 1.63
ceftolozane/tazobactam (14) (4.00, 12.00) (22) (16) (14) (18)
1500 mg IV (Day 15}
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Table 6: Statistical Analysis of Plasma Pharmacokinetic Parameters of Caffeine

Pharmacokinetic Ratio of
Parameter Geometric | Geometric | 90% CT of
(Unit) Period | Day Comparison n | LS Means | LS Means Ratio
AUC,, 2 16 475
(ng*hr/ml)
3 12 Peried 3, Day 12 16 548 1.15 109-122
versus Period 2
5 15 Period 5, Day 15 16 2.7 1.11 105-1.17
versus Period 2
AUCh= 2 16 51.0
(ng*hr/ml)
5 12 Feriod 5, Day 12 16 56.2 1.10 105-1.16
versus Peniod 2
5 15 Pericd 5, Day 15 16 543 1.06 101-1.12
versus Period 2
Crae (ug/ml) 2 16 5.52
5 12 Period 5, Day 12 16 5.36 0.970 0.908 -
versus Period 2 1.04
5 15 Peried 5, Day 15 16 5.50 0995 0931 -
versus Period 2 1.06

CI=confidence mierval; LS = least squares.

MNote: A linear mixed effect model was performed on natiural loganthms of pharmacokmetic parameters with penod
as a fixed effect and subject as a random effect.

Penod 2: caffeme 200 mg by mouth (PO) + mdazolam 2 mg PO.

Peniod 5: (caffeine 200 me PO + midazolam ? me PO) + ceffolozane/tazobactam 1500 me infravenous.

Table 7: Statistical Analysis of Plasma Pharmacokinetic Parameters of 1,7-Dimethylxanthine

Pharmacokinetic Ratio of
Parameter Geometric | Geometric | 90% CT of
(Unir) Period | Day Comparison n | LS Means | LS Means Ratio
AUC,, 2 16 230
(ng*hr/ml )
3 12 Pericd 5, Day 12 16 288 1.20 1.12-1.29
versus Period 2
5 15 Period 5, Day 15 16 309 1.29 1.20-139
versus Period 2
Croe (g/ml ) 2 16 1.44
3 12 Period 5, Day 12 16 1.29 0,900 0.863 -
versus Period 2 0939
5 15 Peried 3, Day 13 16 1.39 0968 0928 -
versus Period 2 1.01

CI = confidence mterval; LS = least squares.
Note 1: A linear mixed effect model was performed on natural logarithms of pharmacokmetic parameters with

penod as a fixed effect and subject as a random effact
Note 2: AUC, _ was not inchided in the stafistical analysis due to samples size (p=1 in Period 2).

Penod 2: caffeine 200 me by mouth (PO) + midazolam 2 mg PO.
Penod 5: (caffeine 200 mg PO + mudazolam 2 me PO) + ceftolozane/tazobactam 1500 mg infravenous.

Reference ID: 3648317
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Reviewer comment: The 90% confidence interval around the point estimate for the AUC,., AUCy.ins and
Cmax Of caffeine fall within the pre-specified 0.8-1.25 no effect boundary. Therefore, the
pharmacokinetics of caffeine were not altered by ceftolozane/tazobactam co-administration. The AUC,.;
of the caffeine metabolite 1,7-dimethylxanthine increased when co-administered with
ceftolozane/tazobactam, although not substantially (20-30%). This increase in exposure is not consistent
with the inhibition of CYP1A2, which would be predicted to result in a decrease in 1,7-dimethylxanthine
concentrations and an increase in caffeine concentrations, neither of which was observed. Interestingly,
the half-life of 1,7-dimethylxanthine was relatively unchanged when caffeine was administered alone
versus when caffeine was co-administered with ceftolozane/tazobactam, suggesting that the clearance
of 1,7-dimethylxanthine may not have been affected.

Midazolam/1-Hydroxymidazolam

The semi-log concentration-time profile of midazolam in is shown in Figure 5 and the semi-log
concentration-time profile of 1-hydroxymidazolam is shown in Figure 6. The resulting pharmacokinetic
parameters are shown in Tables 8 and 9, respectively. The statistical analysis of the midazolam
pharmacokinetic parameters are shown in Table 10 and the statistical analysis of the 1-
hydroxymidazolam pharmacokinetic parameters are shown in Table 11.
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Figure 5: Mean (SD) Plasma Concentration of Midazolam versus Time by Treatment — Semi-logarithmic

Scale
= 100 5
A
=
a |
g je
2
@
'E 14 : s
. R
= 019 ::t"*ft_%
g ..
0.01 4
e e e I S e e e e e e e e S EBLJNLIN e i e s e e o e e
o 4 a 12 16 20 24 28 iz 36 40 44 48
Time (Hours)
Period &5 Period 2 B+H+5 Period 5 Day L2 #—#—% Period 5 Day 15

Penod 2: caffeine 200 me by mouth (PO) + midazolam 2 mg PO.
Penod 5, Days 12 and 15: (caffeine 200 mg PO + midazolam 2 mg PO + ceftolozane/tazobactam 1500 mg
infravenous.

Figure 6: Mean (SD) Plasma Concentration of 1-hydroxymidazolam versus Time by Treatment — Semi-
logarithmic Scale
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Penod 2: caffeine 200 mg by mouth (PO) + midazolam 2 mg PO.
Peniod 3, Days 12 and 15: (caffeine 200 mg PO+ midazolam 2 mg PO) + ceftolozane/tazobactam 1500 mg

miravenous.
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Table 8: Geometric Mean (CV%) Plasma Pharmacokinetics of Midazolam

- Tiase AUCq AUCq- Tz CLTF V4'F
Treatment (ng/mL) (hr) (ng=hr/mL) | (ng*hr/mL}) (hr) (L'hr) (L)
Aidazolam
Midazolam alone® 109 13.0 258 268 321 745 345
(28) (0.50, 1.00) (38) (34) (34) (37 (32) 40
Midazolam with 108 149 277 287 342 69.7 344
ceftolozane/tazobactam (28) (0.50, 1.00) (36) (33) (32) 42) (307 (38)
1500 mg IV (Day 127
Midazolam with 124 149 316 329 362 60.7 317
ceftolozane tazobactam 23) (0.50, 1.00) (BT (31) 29) (40) (29) 42y
1500 mg IV Day 15)°

IV = intravenous.

* Median (muminwmm | maxmmum).
" Period 1: furosemide 20 mg by mouth (PO).
* Peried 4: firosenude 20 mg PO + cefiolozane/tazobactam 1500 mg ntravencus (TWV).

* Period 2: caffeine 200 mg PO + midazolam 2 mz PO.
® Period 5: (caffene 200 mg PO + midazelam 2 mg PO) + cefiolozane/tazobactam 1500 mg IV

Table 9: Table 5: Geometric Mean (CV%) Plasma Pharmacokinetics of 1-hydroxymidazolam

Crma Tex' Thazt AUC,, AUG,... Tia
Treatment {ng/mL}) (hr) (hr) (ng*hr/mL) | (ng*hr/mL) | (hr)
1-Hydroxymidazolam
Midazolam® 5.78 1.00 0.40 125 14.1 246
(39) (0.50, 1.00) (45) (56) (34) (75)
Midazolam with 3.51 1.00 11.9 128 133 3.50
ceftolozane/tazobactam (41} (0.50, 2.03) (38) (51 (47 (35)
1500 mg IV (Day 12)*
Midazolam with 6.75 0.77 121 153 15.0 3.08
ceftolozane tazobactam (49 (0.50, 1.00) (37 (37 (41) (43)
1500 mg IV (Day 15)°

IV = infravenous.

* Median (i, maxinmm).
* Period 2: caffeine 200 mg PO + midarolam 2 mg PO.
¢ W=1. Termunal phase linear regression could only be fitted through 1 profile of each treatment group.

* Period 3, Days 12 and 15: (caffeine 200 mg PO + nidazolam 2 mg PO) + ceftolozane tazobactam 1500 me

MiTavenms.

Reference ID: 3648317
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Table 10: Statistical Analysis of Plasma Pharmacokinetic Parameters of Midazolam

Ratio of
Pharmacolinetic Geometric | Geometric | Y% CT of
Parameter (Unit) | Period | Day Comparison n | LS Means | LS Means Ratio
AUC,, 2 15 258
(ng*hr/'ml )
5 12 Period 5, Day 12 15 21T 1.08 102-1.13
versus Period 2
5 15 Pericd 5, Day 15 16 il6 1.23 117-129
versus Period 2
AUC = 2 16 268
(ng*hr/ml.)
5 12 Period 5, Day 12 16 287 1.07 102-1.12
versus Period 2
5 15 Period 5, Day 13 16 329 1.23 117-129
versus Period 2
Cry (ng/ml ) 2 16 109
5 12 Period 5, Day 12 16 10.8 0991 0920 -
versus Period 2 1.07
5 15 Period 5, Day 13 15 124 115 106-123
versus Period 2

Cl= confidence mterval; LS = least squares.

Note: A linear mixed effect model was performed on natural legarithms of pharmacekinetic parameters with peniod
as a fixed effect and subject as 2 random effect

Peniod 2: caffeine 200 me by mouth (PO) + midazolam 2 mg PO.

Period 5: (caffeine 200 mg PO + midazolam 2 me PO) + ceftolozane tazobactam 1500 mg intravenous.
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Table 11: Statistical Analysis of Plasma Pharmacokinetic Parameters of 1-hydroxymidazolam

Ratio of
Pharmacokinetic Geometric | Geometric | 90% CT of
Parameter (Unit) | Period | Day Comparison n | LS Means | LS Means Ratio
AUC,, 2 15 12.5
(ng*hr/mL )
5 12 Period 3, Day 12 15 12.8 1.03 0929
versus Period 2 1.13
5 15 Period 5, Day 15 16 15.3 123 1.11-1.36
versus Period 2
AUCh= 2 12 136
(ng*hr/ml)
5 12 Period 5, Day 12 12 13.6 1.00 0.900 -
versus Period 2 1.11
5 15 Period 3, Day 13 12 15.3 1.13 101-1.26
versus Period 2
C ooy (ng/ml ) 2 16 578
5 12 Period 5, Day 12 16 5.51 0953 0.858 -
versus Period 2 1.06
5 15 Period 3, Day 13 15 6.75 1.17 1.05-1.30
versus Period 2

CI= confidence nterval; LS = least squares.

Note: A linear mixed effect model was performed on natiral logarithms of pharmacokinetic parameters with penod
as a fixed effect and subject as a random effect.

Penod 2: caffeine 200 me by mouth (PO) + midazolam 2 mz PO.

Penod 5: (caffeine 200 mg PO + mudazolam 2 me PO) + ceftolozane tazobactam 1500 mg mfravenous.

Reviewer comment: The 90% confidence intervals of the point estimates for the AUCy.,, AUCq.ing aNd Cpnax
for midazolam (as calculated on Day 12) all fell within the pre-specified 0.8-1.25 no effect boundary,
indicating that the pharmacokinetics of midazolam were not altered. However, by Day 15, the upper
bound of the confidence intervals had exceeded 1.25 for all of the parameters. The point estimates for
midazolam on the Day 15 assessment indicated an increase in C,,., of approximately 15% and increase in
AUC of ~23% (both AUC,..and AUC,.i). One might be tempted to conclude that several days of
ceftolozane/tazobactam administration led to a suppression of CYP3A4 mRNA levels and therefore
CYP3A4 function as observed in the in vitro study; however, the increase in midazolam
concentrations/exposures was not accompanied by a comparable decrease in 1-hydroxymidazolam
concentrations; in fact, the concentrations and exposures of 1-hydroxymidazolam also increased
between Day 12 and Day 15.

Summary Forest Plot
A Forest plot showing the effect of ceftolozane/tazobactam on the pharmacokinetics of furosemide,

caffeine, and midazolam displayed as ratios and 90% Cl for ratios of the geometric LS mean of AUC,.,
AUC.inr, and Cp is presented in Figure 7.
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Figure 7: The Effect of Ceftolozane/Tazobactam on the Pharmacokinetics of Furosemide, Caffeine, and
Midazolam Displayed as Ratios and 90% Confidence Intervals for Ratios of Geometric Least Squares
Mean of AUCq., AUCq.in;, and Cy,.x
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Peniod 1: firosermde 20 me by mouth (PO).

Penod 2: caffems 200 mg PO + mudazolam 2 mg PO.

Penod 4: firosemude 20 mg PO + ceftolozane/tazobactam 1500 mg intravenous (TV).

Period 5, Days 12 and 15: (caffemme 200 mg PO + midazolam 2 mg POY) + ceftolozane/tazobactam 1500 mg IV.

Pharmacokinetic Results — Ceftolozane and Tazobactam

Ceftolozane

The semi-log concentration-time profile of ceftolozane in is shown in Figure 8. The resulting
pharmacokinetic parameters are shown in Table 12. The urine pharmacokinetic parameters of
ceftolozane are shown in Table 13.
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Figure 8: Mean (SD) Plasma Concentrations of Ceftolozane versus Time by Treatment
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Penod 3: ceftolozanetazobactam 1500 mg intravenous (TV).
Period 5, Day 14: ceftolozane/tazobactam 1500 mgz IV

Table 12: Geometric Mean (CV%) Plasma Pharmacokinetic Parameters for Ceftolozane after
Intravenous Administration of Ceftolozane/Tazobactam 1500 mg in Healthy Subjects

Treamment Period

Pharmacokinetic Period 3 Peried 5, Day 14
Parameter (Unit) (N=16) (N =1a)

C e (pg'ml) 66.8 (14) 68.2(12)
T (b)Y 1.00(1.00, 1.02) 1.00 (1.00, 1.05)
AUCo: (ug*hr/mlL) 179 (16) -
AUCe= (pg*hr'ml) 181 (16) -
AUCtt (ng*he/ml )" - 168 (15)
Ty (hr) 2.00(10) 1.79 (1)
Crin (ng/ml) - 3.85(43)
Vd.: (L) - 12.0(11)
Va(L) 159 (10 15.4(11)
CL (L'hr) 5.52(13) -

CL.. (L'hr) - 595014

Penod 3: ceftolozane tazobactam 1500 mg nfravenous (TV).

Penod 3, Day 14: ceftolozane/tazobactam 1300 mg IV.

Subject 1006 was excluded from the summary of urine pharmacekinetic parameters due to the spillage of an
mknown velume of urine from the 0 to 2 hour collection. The data were listed only.

* Median (mininmim maximmm).

¥ ATC, (only for profiles with bloed collection up to 8 hours) values were used for AUC,,,, (taun = § hours).

Reference ID: 3648317
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Table 13: Geometric Mean (CV%) Urine Pharmacokinetic Parameters for Ceftolozane after Intravenous
Administration of Ceftolozane/Tazobactam 1500 mg in Healthy Subjects

Treatment
Period 3
Pharmacokinetic Paramerter (Unit) (N=15)
CLg (L) 542 (20)
F, (%a) 97.6(17)
A, (Total) (me) 976 (17)

Penod 3: ceftolozane/tazobactam 1300 mg intravenous.

Subject 1006 was excluded from the summary of unne pharmacokinetic parameters due to the spillage of an
imknown volumme of unne from the 0 to 2 hour collechion. Geometric mean (coefficient of vanation) values for A,
CLg, and F. (¥a) after inchusion of Subject 1006 were 942 mg (20%), 320 L'hr (24%), and 94.23% (20%2),
respectively.

Tazobactam/Tazobactam-M1

The semi-log concentration-time profile of tazobactam in is shown in Figure 9 and the semi-log
concentration-time profile of tazobactam-M1 is shown in Figure 10. The resulting pharmacokinetic
parameters are shown in Tables 14 and 15, respectively. The urine pharmacokinetic parameters for
tazobactam are shown in Table 16 and the urine pharmacokinetic parameters for tazobactam-M1 are
shown in Table 17.

Figure 9: Mean (SD) Plasma Concentrations of Tazobactam versus Time by Treatment
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Period 3: ceftolozanetazobactam 1500 me mtravenous (IV).
Penod 3. Dav 14: ceftolozane/tazobactam 1300 me IV
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Figure 10: Mean (SD) Plasma Concentrations of Tazobactam-M1 versus Time by Treatment
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Period 3: ceftolozane/tazobactam 1500 mg intravenons (TV).
Penod 3, Day 14: ceftolozane/tazobactam 1300 mg IV.

Table 14: Geometric Mean (CV%) Plasma Pharmacokinetic Parameters for Tazobactam after
Intravenous Administration of Ceftolozane/Tazobactam 1500 mg in Healthy Subjects

#—o—¢ Period 5 Day 14

Treatment Period

Pharmacoldnetic Period 3 Period 5, Day 14
Parameter (Unit) (N=186) (N =16)
Cs (pg'ml) 18.7(13) 17.5(12)
Tox (e 1.00 (0.50, 1.02) 1.00 (1.00, 1.05)
AUCq: (pg*hr/ml ) 28.1(13) -
AUCp= (pg*hr/ml) 31.9° -
AUC)tr (pg*hr/mL)" I 31.9(12)
Tz (hr) 1.18° 1.21 ()
Crm (pg/ml ) I -

Vi (L) - 143 (21)
V(L) 26.8° 27.4(21)
CL (L/hr) 15.7° -

CL;; (L'h) - 15.7(13)

Period 3: ceftolozanetazobactam 1500 me intravenous (TV).
Penod 5, Day 14: ceftolozane/tazobactam 1500 mgz IV
* Wedian (ounimum maxinmom).

" W =1. Terminal phase linear regression could only be fitted through 1 profile of each treatment group.

¢ AUC, (omby for profiles with blood collection up fo 8 hours) valies were used for AUC.,., (tau = § hours).

Reference ID: 3648317
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Table 15: Geometric Mean (CV%) Urine Pharmacokinetic Parameters for Tazobactam after
Intravenous Administration of Ceftolozane/Tazobactam 1500 mg in Healthy Subjects

Treatment
Period 3
Pharmacokinetic Parameter (Unit) N=15)
Cly (L'he) 12.8°
F, (%a) 8712
A, (Total) (mg) 135 (22)

Penod 3: ceftolozane tazobactam 1500 mg infravenous.

Subject 1006 was excluded from the summary of urine pharmacokinetic parameters due to the spillage of imknown
vohme of unine from the § to 2 hour collechon. Geometnc mean (coefficient of vanation) values for A, CL,. and
F. (*a) after nclusion of Subject 1006 were 415 mg (26%), 12.8 L'hr, and 83 .0% (26%), respectively.

* N=1. Termunal phase linear regressicn could only be fitted through 1 profile of each treatment group.

Table 16: Geometric Mean (%CV) Plasma Pharmacokinetic Parameters for Tazobactam M1 after
Intravenous Administration of Ceftolozane/Tazobactam 1500 mg in Healthy Subjects

Treatment Period
Pharmacokinetic Period 3 Period 5, Day 14
Parameter {Unit) (N=16) (N =16)
Cony (ng/ml) 0.74(22) 09822y
Tos (e’ 4.00(4.00,4.03) 2.00 (1.00, 4.00)
AUC: (ng*hr/ml ) 5.71(34) -
AUCp= (pg*hr/ml) 13.3" -
AUCtr (pg*hr/mlL)" - 6.19(25)
Tz (br) 4.81° 430
Crin (ng/mlL) -~ 0.59(31)

Peniod 3: ceftolozane /tazobactam 1500 me intravenous (TV).

Period 3, Day 14: ceftolozane/tazobactam 1500 mg IV.

Subject 10046 was excluded from the unne data analysis due to spilled urine sample at 0-2 hour interval. The data
were listed only.

* Median (mmimoom. maxinmm).

" N=1. Terminal phase linear regression could cnly be fitted through 1 profile of each treatment group.

¢ AUC, (only for profiles with bloed collection up to 8 hours) values were used for AUC,,, (tan = 8 hours).

Table 17: Geometric Mean (CV%) Urine Pharmacokinetic Parameters for M1 after Intravenous
Administration of Ceftolozane/Tazobactam 1500 mg in Healthy Subjects

Treatment
Period 3
Pharmacokinetic Parameter (Unit) N=15)
A; (Total) (mg) 498 (23)
CLz (L'hr) —

Period 3: ceftolozane tazobactam 1500 mg intravencus.

Subject 1006 was excluded from the summary of vrine pharmmacckinetic parameters due to the spillage of an
mknown vohme of imne from the 0 to 2 hour collecion. Geometric mean (coefficient of vanation) values for A.
and CL- after inclusion of Subiect 1006 were 30.9 me (23%¢) and 5.28 L’hr.
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Reviewer comment: The Sponsor’s conclusions that ceftolozane, tazobactam, and tazobactam-M1 are
excreted in the urine are supported by these data. The values quoted in the proposed label of >95% of
ceftolozane excreted unchanged and >80% of tazobactam excreted unchanged with the remained of the
tazobactam dose excreted as tazobactam-M1 also appear reasonable.

Safety Results
Sixteen subjects (100%) received 1 dose of 20 mg furosemide in Period 1; 1 dose of 200 mg caffeine and

2 mg of midazolam syrup in Period 2; a single IV infusion of 1500 mg ceftolozane/tazobactam in Period
3; 1 dose of 20 mg furosemide and 9 doses of 1500 mg ceftolozane/tazobactam in Period 4; and 2 doses
of cocktail probe and 10 doses of 1500 mg ceftolozane/tazobactam in Period 5. There were dose
interruptions in the ceftolozane/tazobactam treatment in 2 subjects (12.5%) in Period 4 (1 subject
discontinued at 54 minutes after infusion), 1 subject (6.3%) in Period 5, and no subject in Period 3.

A summary of the Treatment-Emergent Adverse Events (TEAE) are shown in Table 18. With the
exception of TEAEs of infusion site pain, headache, and dyspepsia, all TEAEs were reported by no more
than 1 subject in any treatment. All TEAEs were considered moderate with the exception of one episode
of vomiting during Period 5 (ceftolozane/tazobactam TID with cocktail probe). The AE started and
stopped the day prior to the administration of the oral cocktail dosing. The moderate TEAE of vomiting
was not considered related to study drug by the Investigator. No subject discontinued the study due to
a TEAE. Table 19 shows a summary of the TEAEs by system organ class.

Table 18: Overall Summary of Treatment-Emergent Adverse Events (Safety Population)

Treatment
(Caffeine +
Caffeine + | Ceftolozane/ | Furosemide + | Midazolam) +
Furosemide | Midazolam | Tazobactam | Ceftolozane/ | Ceftolozane/
Alone® Alone® Alone® Tazobactam® | Tazobactam® Overall

No. of Subjects (%) N=16) (N=16) N=16) N=16) N=16) N=1q)
Number of subjects with at least | TEAE 0 1(6.3) 3(18.8) 5313 331y 8(50.0)
TEAE by maximum severity

Mild 0 1(6.3) 3(18.8) 3(31.3) 4025.0) T(43.8)

Moderate 0 0 0 0 1(6.3) 1(6.3)

Severe 0 0 0 0 0 Q
TEAE by greatest relationship to sady drug

Not related 0 1(6.3) 0 3(18.8) 1(6.3) 1(6.3)

Related 0 0 J(18.8) 2{12.5) 402500 T(43.8)
Number of subjects with at least 1 SAE 0 0 0 0 0 0
Number of subjects with at least 1 TEAE leading to 0 0 0 0 0 0
premature treatment discontinuation
Number of subjects with at least 1 TEAE leading to 0 0 0 0 0 0
early study withdrawal
Treatment-related AE leading to death 0 0 0 0 Q Q

SAE = senous adverse event; TEAE = treatment-emergent adverse event.
Wote: At each level of subject sumnarization, a subject was counted once 1f the subject reported 1 or more events. Percentages were bazed on the number of
subjects m the Safety Population mn each treatment penod.  Adverse events were codad by system organ class and prefarred term using the Medical Dictionary

for Regulatory Activiiies Version 14.1.
* Furosennds 20 mg by mouth (PO) on Day 1, Period 1.

" Caffaina 200 mg PO + midazolam 2 mg PO on Day 4, Period 2.

* Ceftolozane/tazobactam 1500 mg intravenous (TV) on Day 7, Period 3.
? Furosemide 20 mg PO on Day 9 + ceftolozane/tazobactam 13500 mg IV 3 times daily on Days 9 to 11, Period 4.
® (Caffeine 200 mg PO + midazolam 2 me PO} on Days 12 and 15 + ceffolozanetazobactam 1500 me IV 3-times daily on Drays 12 to 14 and a 1500 mg TV

single dose on Day 15, Peniod 5.
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Table 19: Summary of Treatment-Emergent Adverse Events (Safety Population)

Treatment
(Caffeine +
Caffeine + | Ceftolozane/ | Furosemide + | Midazolam) +
Furosemide | Midazolam | Tazobactam | Ceftolozane/ | Ceftolozane/
System Organ Class Alone® Alone® Alone* Tazobactam® | Tazobactam® Overall
Preferred Term, n (%) (N=16) (N=16) N=16) N =16) N=16) N=16)
Number of subjects with at least 1 TEAE Q 1(6.3) i(18®) 3(31.3) 3(31.3) 2(30.00
Gastrointestinal disorders i} 1{6.3) 0 2(125) 1{6.3) 3(188)
Dryspepsia 0 0 0 2(12.5) 0 2(12.5)
Infrequent bowel movements Q 1(6.3) 0 0 0 1(6.3)
Vomiting 0 0 0 0 1i6.3) 1{6.3)
General disorders and administration site conditions 0 0 0 2(12.5) 3(188) 42500
Asthenia 0 0 0 0 1i{6.3) 1(6.3)
Fatigue 0 0 0 1(6.3) 1(6.3) 1(6.3)
Feeling hot 0 0 0 0 1i{6.3) 1(6.3)
Infusion site pain 0 0 0 1(6.3) 2(12.5) 3(18.8)
Metabolism and nutrition disorders Q 0 0 1(6.3) 0 1(6.3)
Decreased appetite Q 0 0 1(6.3) 0 1(6.3)
Musculoskeletal and connective tissue disorders Q Q 1(63) 1(6.3) 0 2(12.5)
Back pain 0 0 0 1(6.3) 0 1(6.3)
Myalgia 0 0 1(6.3) 0 0 1{6.3)
Nervous system disorders Q 1] 2(12.5) 1(6.3) 2(12.5) 3(18.8)
Headache 0 0 2(1235) 1{6.3) 2(12.5) 3(18.8)
Fenal and urinary disorders Q 0 0 1(6.3) 0 1(6.3)
Drysuria 0 0 0 1(6.3) 0 1{6.3)
Treatment
(Caffeine +
Caffeine + | Ceftolozane/ | Furosemide + | Midazolam) +
Furosemide | Midazolam | Tazobactam | Ceftolozane/ | Ceftolozane/
System Organ Class Alone® Alone® Alone* Tazobactam” | Tazobactam® Overall
Preferred Term, n (%) (N=16) (N=18) (N =1a) (N=18) (N=18) (N=1a)
Respiratory, thoracic, and mediastinal disorders Q 0 0 1({6.3) 2{(12.5) 2(125)
Naszal discomfort 0 0 0 0 1i6.3) 1{6.3)
Oropharyngeal pain 0 i 0 1{6.3) 1(6.3) 2(12.5)
Fhinorrhoea 0 i 0 0 1(6.3) 1(6.3)
Skin and subcutaneous skin disorders Q 0 1(6.3) 0 0 1(6.3)
Pruritus 0 i 1(6.3) 0 0 1{6.3)

TEAFE = treatment-smergent adverses event.

Mote: At each level of subject summmanzation, a subject was counted once if the subject reperted 1 or more events. Percentages were based on the number of
subjects in the Safety Population m each treatment period.  Adverss events were coded by system organ clazs and preferred term using the Meadical Dictionary

for Regulatory Activities Version 14.1.
* Furosemade 20 ms by mouth (PO) on Day 1, Penod 1.

" Caffeine 200 mg PO + midazolam 2 mg PO on Day 4, Period 2.

* Ceftolozane/tazobactam 1300 mg intravencus (TV) on Day 7, Peried 3.
® Furosemide 20 mg PO on Day 9 + ceficlozanetazobactam 1500 mg IV 3-times daily on Days 9 te 11, Pened 4.
® (Caffeine 200 mg PO + mdazolam 2 mg PO) on Days 12 and 15 + cefiolozanetazobactam 1500 mg IV 3-imes daily on Days 12 to 14 and a 1500 mg IV

single dose on Day 15, Period 5.

APPLICANT’S CONCLUSION:
Pharmacokinetic Conclusions

e There was minimal potential for a clinically relevant drug interaction effect of

ceftolozane/tazobactam on OAT1/OAT3 probe substrate furosemide (decrease of AUC,.; of
approximately 12%)

e There was minimal potential for a clinically relevant drug interaction effect of multiple doses of
ceftolozane/tazobactam on CYP1A2 probe substrate caffeine or its metabolite (caffeine and 1,7-
dimethylxanthine AUC,_.increased approximately 11% and 29%, respectively, on Day 15)
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e There was minimal potential for a clinically relevant drug interaction effect of
ceftolozane/tazobactam on CYP3A4 probe substrate midazolam or its metabolite (midazolam
and 1-hydroxymidazolam exposure increased approximately 23%)

e Ceftolozane and tazobactam were predominantly excreted unchanged in the urine (F. 97.5%
and 87%, respectively), suggesting that the drug clearance for both was predominantly by the
renal pathway with minimal metabolism of ceftolozane.

Safety Conclusions
e Asingle 1500 mg IV dose or multiple 1500 mg TID IV doses of ceftolozane/tazobactam alone or
in combination with CYP1A2, CYP3A4, and OAT1/OAT3 probe substrate drugs was safe and well
tolerated by the healthy subjects in this study.

REVIEWER ASSESSMENT:

During the conduct of their development program, the Sponsor did not observe any inhibition of the
major CYP isoforms (CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, or CYP3A4/5) by ceftolozane.
However, the Sponsor did observe that treatment for three days with the intended clinical dose of
ceftolozane did result in decreased mRNA levels of CYP1A2 and CYP3A4. Additionally, the Sponsor knew
that tazobactam was a substrate and a suspected inhibitor of OAT1/3. Ceftolozane was not thought to
be a substrate of OAT1/3, and its inhibition potential was unknown. In order to investigate these
possible drug interactions, the Sponsor conducted the above study in five Periods. Period 1 assessed the
pharmacokinetics of the OAT1/3 probe substrate furosemide alone; Period 2 assessed the
pharmacokinetics of the CYP1A2 probe substrate caffeine, its metabolite 1,7-dimethylxanthine, the
CYP3A4 substrate midazolam, and its metabolite 1-hydroxymidazolam.

The C,.ox and AUC of furosemide were decreased when co-administered with ceftolozane/tazobactam
compared to when furosemide was administered alone. This result was unexpected because inhibition of
OAT1/3 would be expected to lead to higher concentrations of furosemide. An examination of the
individual concentration-time plots provides a varied picture. Some individuals do indeed show increased
concentrations and exposures of furosemide in Period 4 relative to Period 1 (which could be explained by
inhibition of OAT1/3 by tazobactam) whereas other subjects show higher concentrations/exposures of
furosemide from Period 1 throughout the time course. Still others have nearly overlapping or slightly
offset concentration-time profiles consistent with no interaction. There appears to be a large degree of
inter-individual variability in furosemide pharmacokinetics. It is difficult to disagree with the Sponsor’s
conclusion that the observed changes were not clinically relevant, but it is equally difficult to explain the
varied results that were observed in the study.

The 90% confidence interval around the point estimate for the AUCy., AUCo.ins, and Cpax Of caffeine fall
within the pre-specified 0.8-1.25 no effect boundary. Therefore, the pharmacokinetics of caffeine were
not altered by ceftolozane/tazobactam co-administration. The AUC,..of the caffeine metabolite 1,7-
dimethylxanthine increased when co-administered with ceftolozane/tazobactam, although not
substantially (20-30%). This increase in exposure is not consistent with the inhibition of CYP1A2, which
would be predicted to result in a decrease in 1,7-dimethylxanthine concentrations and an increase in
caffeine concentrations, neither of which was observed. In fact, the observed result was more consistent
with a mild induction of CYP1A2. Interestingly, the half-life of 1,7-dimethyixanthine was relatively
unchanged when caffeine was administered alone versus when caffeine was co-administered with
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ceftolozane/tazobactam, suggesting that the clearance of 1,7-dimethylxanthine may not have been
affected. The Sponsor concludes that there is minimal potential for a clinically significant CYP1A2-
mediated drug interaction. The Reviewer agrees with this conclusion.

The 90% confidence intervals of the point estimates for the AUCy..,, AUCo.inz and Cpqx for midazolam (as
calculated on Day 12) all fell within the pre-specified 0.8-1.25 no effect boundary, indicating that the
pharmacokinetics of midazolam were not altered. However, by Day 15, the upper bound of the
confidence intervals had exceeded 1.25 for all of the parameters. The point estimates for midazolam on
the Day 15 assessment indicated an increase in C,,., of approximately 15% and increase in AUC of ~23%
(both AUC,.and AUC,.iry). One might be tempted to conclude that several days of
ceftolozane/tazobactam administration led to a suppression of CYP3A4 mRNA levels and therefore
CYP3A4 function as observed in the in vitro study; however, the increase in midazolam
concentrations/exposures was not accompanied by a comparable decrease in 1-hydroxymidazolam
concentrations; in fact, the concentrations and exposures of 1-hydroxymidazolam also increased
between Day 12 and Day 15. The Reviewer agrees with the Sponsor’s conclusion that no clinically
significant CYP3A4-mediated drug interactions are likely to occur with ceftolozane/tazobactam.
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4.3 Pharmacometric Review

4.2 Pharmacometric Review

OFFICE OF CLINICAL PHARMACOLOGY:
PHARMACOMETRIC REVIEW

NDA: 206-829

Drug Ceftolozane/Tazobactam
Trade Name ZERBAXA

PM Reviewer Ryan Owen, Ph.D.

PM Team Leader Jeffry A. Florian, Ph.D.
Clinical Pharmacology | Ryan Owen, Ph.D.
Reviewer

Clinical Pharmacology Team | Kimberly Bergman, Pharm.D.

Leader

Sponsor Cubist Pharmaceuticals, Inc., Lexington, MA

Submission Type; Code Original New Drug Application (New Molecular Entity), Priority

Indication For the treatment of complicated intra-abdominal infections (clAl) and
complicated urinary tract infections (cUTI) caused by susceptible
organisms.

Dosage and Administration | 1500 mg Zerbaxa (1000 mg ceftolozane and 500 mg tazobactam)
administered via a 1 hour intravenous infusion every 8 hours for 4-14
days in patients with normal renal function.

1 Summary of Findings

1.1 Key Review Questions

The purpose of this review is to address the following key questions:
1. Does the population pharmacokinetic analysis support the sponsor’s proposed labeling claims
regarding effects of sex, age, race, and hepatic impairment on the dosing of
ceftolozane/tazobactam?

2. Are the proposed dose adjustments for moderate renal function (750 mg ZERBAXA g8h), severe
renal function (375 mg ZERBAXA g8h), and ESRD (loading dose of 750 mg ZERBAXA followed by a
150 mg maintenance dose administered every 8 hours for the remainder of the treatment
period — on hemodialysis days, the dose should be administered at the earliest possible time
following completion of dialysis) appropriate?
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3. Are the proposed Enterobacteriaceae and P. aeruginosa in vitro susceptibility test interpretive
criteria for ceftolozane/tazobactam supported based on the available clinical and nonclinical
data?

1.1.1 Does the population pharmacokinetic analysis support the sponsor’s
proposed labeling claims regarding effects of sex, age, race, and hepatic
impairment on the dosing of ceftolozane/tazobactam?

Yes, the Applicant’s population pharmacokinetic models support that dose adjustments of both
ceftolozane and tazobactam are needed based on patient creatinine clearance. The provided modeling
also identified that body weight and infection were significant covariates on volume of distribution for
ceftolozane and that infection was a significant covariate for volume of distribution for tazobactam. The
clinical impact of changes in ceftolozane and tazobactam exposure for these covariates was not
considered significant, and no dose adjustments are recommended based on these factors, though it
should be noted that the exposures in subjects with complicated intra-abdominal infection (clAl) were
lower than that observed in other subjects. Many patients with clAl also had normal renal function and
body weight in the upper quartile, which may have contributed to the observed lower exposures. Other
covariates included in the model included sex and age. The population PK dataset for ceftolozane
included 24 subjects >75 years of age and 53 subjects >65 years of age with an infection in the analysis
(17 subjects and 8 subjects > 75 and 65 years of age, respectively for tazobactam). Neither of these
covariates were identified as significant in the analysis after accounting for renal function. There were
insufficient subjects with race listed as non-Caucasian in the analysis to evaluate the impact of race on
ceftolozane and tazobactam exposure, though no differences were identified between subjects with
race listed as Caucasian compared to non-Caucasian. A summary of ceftolozane and tazobactam steady
state AUC and Cyougn are provided below in Table 1.1 and Table 1.2 based on population PK estimates
from the developed models. PK parameters are shown normalized to the Applicant’s proposed dosing
regimen (1000/500 mg g8h ceftolozane/tazobactam in patients with normal renal function and mild
renal impairment; 500/250 mg q8h for patients with moderate renal impairment).

Table 1.1: Predicted AUC,, and Cy,,.1 based on post-hoc parameter estimates from the Applicant’s
population PK analysis for ceftolozane based on the Applicant’s proposed dosing for a subset of

covariates
Ceftolozane
AUCss (ng.h/mL) Ctrough (ng/mL)

Covariate Category n Median [IQR] Median [IQR]
243 - <66 92 193 [165; 218] 3.4[1.8;5.4]
Body weight 266 - <74 96 170 [153; 203] 3.4[1.8;4.9]
(kg) >74 - <85 93 161 [148; 193] 3.6[2.1; 6.9]
285 95 150 [114; 194] 3.6[2.2;7.4]
>18 - <27 84 168 [154; 200] 2.9[1.3;3.7]
227 - <39 96 160 [136; 175] 2.3[1.2;3.6]

Age (years)
>39 - <60 96 170 [144; 215] 3.6 [2.5; 5.4]
260 -89 100 190 [149; 234] 8.1[4.6;11.2]
BMI (kg/m2)  217.2-<23.6 94 179 [152; 217] 3.7 [2.0; 5.5]
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>23.6 -<25.7 94 168 [151; 206] 3.2[1.7;4.7]
>25.7-<28.4 94 163 [146; 193] 3.2[2.2;5.7]
>28.4 94 167 [132; 216] 4.1[2.0; 8.3]
HVs 226 172 [156; 213] 3.2[1.6; 4.7]
Infection
cUTI 73 174 [148; 217] 5.8 [3.6; 10.3]
Status
clAl 77 119 [98; 177] 2.9[1.9; 6.0]
Normal (290 )
mL/min) 255 162 [143; 188] 2.9[1.5; 4.0]
ild (>
Mild (260 and 214 [171; 256]
<90 mL/min) 79 6.2 [4.3; 10.2]
Moderate
(230 and <60 152 [105; 195]
mL/min) 36 6.4 [3.5; 11.6]
Creatinine Severe (215
(mL/min) mL/min) 6 23.6[19.8; 25.8]

HVs, healthy volunteers

Table 1.2: Predicted AUC,, and Cy,,.1 based on post-hoc parameter estimates from the Applicant’s
population PK analysis for tazobactam based on the Applicant’s proposed dosing for a subset of

covariates
Tazobactam
AUCss (pg.h/mL) Ctrough (ug/mL)
Covariate Category n Median [IQR] Median [IQR]
25.0[22.1; 0.051 [0.011;
> -
249 - <67 61 28.2] 0.091]
25.4 [22.3; 0.061 [0.022;
>67 - <74
Body weight 60 31.2] 0.135]
(kg) 24.6 [21.3; 0.060 [0.038;
> -
274 - <85 58 27.2] 0.181]
585 22.6 [19.6; 0.093 [0.045;
B 64 28.9] 0.311]
22.4[20.1; 0.040 [0.009;
> -
218 -<27 59 25.8] 0.060]
22.8 [20.2; 0.044 [0.007;
> -
age (years) 227-<37 62 26.7] 0.069]
sety \37 - <ss 241[216;  0.063[0.037;
B 61 29.2] 0.124]
30.5[26.0; 0.323[0.135;
> -
255 - 86 61 38.9] 0.852]
24.6 [22.6; 0.065 [0.034;
> -
BMI (kg/m2) >18.4-<23.6 61 28.4] 0.148]
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24.5 [20.6; 0.053 [0.016;
> -
223.6-<25.7 57 28.3] 0.108]
22.7 [20.8; 0.055 [0.034;
> -
225.7-<288 64 27.4] 0.116]
578.8 26.5[21.9; 0.110[0.048;
61 31.3] 0.395]
HVs 24.4 [21.6; 0.047 [0.011;
Infection 166 27.5] 0.082]
Status CIAl 26.3[19.9; 0.181 [0.089;
77 38.9] 0.770]
Normal (=90 23.6 [21.1; 0.049 [0.020;
mL/min) 185 27.0] 0.089]
Mild (=60 and 31.0[28.1; 0.177 [0.084;
<90 mL/min) 32 39.4] 0.459[
Moderate
(230 and <60 27'376[?])'1’ 0.465 [0.171;
mL/min) 20 ’ 1.00]
Creatinine Severe (215 )
Clearance and <30 26'57[11?'9’ 0.864 [0.650;
(mL/min) mL/min) 6 ’ 1.148]

HVs, healthy volunteers

Reference ID: 3648317

1.1.2 Are the proposed dose adjustments for moderate renal function (750 mg
ZERBAXA q8h), severe renal function (375 mg ZERBAXA q8h), and ESRD
(loading dose of 750 mg ZERBAXA followed by a 150 mg maintenance dose
administered every 8 hours for the remainder of the treatment period - on
hemodialysis days, the dose should be administered at the earliest possible
time following completion of dialysis) appropriate?

The Applicant’s proposed dose adjustments in subjects with moderate renal function (500/250 mg
ceftolozane/tazobactam q8h), severe renal function (250/125 mg ceftolozane/tazobactam g8h), and
end-stage renal disease (ESRD) (500/250 mg ceftolozane/tazobactam loading dose with 100/50 mg q8h
and language to administer the maintenance dose on dialysis days immediately following dialysis) are all
reasonable.

In addition to results from dedicated renal studies a population PK analyses for ceftolozane and
tazobactam identified creatinine clearance as a significant covariate impacting clearance. Based on this
covariate relationship a typical patient with creatinine clearance of 30 or 50 mL/min would have a
clearance 33-60% lower than a typical patient with creatinine clearance of 110 mL/min. This would
translate to an AUC 1.8-2.5 fold higher between populations, in agreement with results from the
dedicated study and supporting the Applicant’s proposed dose adjustment in patients with moderate
renal function (dose reduction of 50%). A similar analysis indicates a typical patient with creatinine
clearance of 15 to 30 mL/min would have an AUC 2.5- to 4-fold higher than a patient with normal renal
function and supports a 4-fold reduction in dose in such patients. By nature of the decreased



elimination rate in subjects with moderate or severe renal impairment, a dose reduction to match
exposures (AUC) with that in subjects with normal renal function will result in lower C,,, value, but
consistently higher Cyoyqn values. This is further displayed in both the summary of PK parameters shown
above in Table 1.1 and Table 1.2, as well as below in Figure 1.1. This figure shows ceftolozane (left) and
tazobactam (right) PK profiles over 14 days for a typical patient with normal (CrCL: 120 mL/min), mild
(CrCL: 75 mL/min), moderate (CrCL: 40 mL/min), and severe (CrCL: 22 mL/min) renal function
administered the Applicant’s proposed doses. With the proposed dose adjustments, patients with
moderate and severe renal impairment have time course profiles that are bounded by or lower than the
exposure profiles observed for a typical patient with normal or mild renal function while maintaining
adequate %T>MIC.

Figure 1.1: Typical Ceftolozane (left) and Tazobactam (right) Concentration-Time Plots by Renal
Function Category for the Applicant’s Proposed Dosing at Steady State
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The sponsor’s proposed dosing in patients with ESRD on hemodialysis appears reasonable based on
limited data available from a dedicated ESRD study, though it should be noted that the data collected by
the sponsor was highly variable, and the resulting model development had large uncertainties with
respect to pharmacokinetic parameters and the impact of hemodialysis on drug elimination. However,
the available data are sufficient to provide dosing recommendations based on a principle of maintaining
ceftolozane and tazobactam AUC within the range of that observed for the proposed regimen while
maintaining Cyouen at or higher than levels in those subjects.

The Applicant, as well as the reviewer, selected a dosing scenario of dialysis every three days for a four
hour duration to represent a typical use case. A loading dose of 500/250 mg ceftolozane/tazobactam
was administered immediately after dialysis on a Monday, followed by a four-hour dialysis duration.
Maintenance doses of 100/50 mg ceftolozane/tazobactam were repeated every 8 hours, or immediately
following dialysis. For the purposes of the simulations, it was assumed that dialysis treatments occurred
again on Wednesday and Friday, with dialysis treatments repeated on those same days the following
week. Such a course was predicted to result in total daily ceftolozane and tazobactam AUC,, exposures
ranging between 322-610 ugehr/mL and 44-103 ugehr/mL, respectively. In comparison, the mean
AUC,, g, observed for ceftolozane and tazobactam was 182 and 25 ugehr/mlL, respectively, or a mean
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AUC,, of 546 and 75 ugehr/mL, respectively. In general the ceftolozane and tazobactam exposures with
such a dosing regimen and planned dialysis treatments are not expected to exceed those already
observed for 1000/500 mg ceftolozane/tazobactam g8h in patients with normal and mild renal function.
Maximum concentrations of both compounds are not expected to exceed the range of exposures in
other patient groups, and Cyouen Will be maintained at higher levels than expected for patients with
normal and mild renal impairment except during hemodialysis treatments. This observation emphasizes
the importance of initiating the maintenance dose soon after the completion of hemodialysis. The
Applicant also notes that the tazobactam and ceftolozane half-lives in the ESRD study could support less
frequent dosing (q12h and g24h, respectively). Given these observations, the Applicant still proposes to
administer both compounds on a g8h schedule. The Reviewer agrees with this approach an overall q12h
schedule may have limited additional convenience over a q8h schedule.

Figure 1.2: Typical Ceftolozane (left) and Tazobactam (right) Concentration-Time Plots for a Patient
with ESRD (red) over 14 Days Assuming Initiation of the Applicant’s Proposed Regimen on Monday
with Dialysis Treatments for 4-hours Every Monday, Wednesday, and Friday. A Typical Profile for a
Patient with Normal and Mild Renal Impairment is Included for Comparison.
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1.1.3 Are the proposed Enterobacteriaceae and P. aeruginosa in vitro susceptibility
criteria for ceftolozane/tazobactam supported based on the available clinical
and nonclinical data?

The elements of the sponsor’s analysis that are included in the pharmacometric review (e.g. the
population PK model, the co-modeling approach for ceftolozane and tazobactam, and the simulations
for different renal function groups) are acceptable. However, the Sponsor’s overall proposed
breakpoints of | ®® for Enterobacteriaceae and P. aeruginosa are not acceptable (see QBR question
2.2.4.1 for a full overview of the available information to inform breakpoints). The Reviewer selected
breakpoints for Enterobacteriaceae and P. aeruginosa are 2 ug/mL and 4 ug/mL, respectively. They are
lower than the sponsor selected breakpoints because the Reviewer chose a more conservative target
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corresponding with nearly 2-log, kill, a lack of clinical data at higher MICs, and the borderline efficacy of
ceftolozane/tazobactam in clAl patients.

2 Pertinent regulatory background

Ceftolozane, a cephalosporin antibiotic, . Tazobactam,
a beta-lactamase inhibitor, was added to the product to improve performance against extended-
spectrum beta-lactamase (ESBL) producing organisms. The dosing ratio of 2:1 (ceftolozane:tazobactam
on a mg/mg basis) was determined early in development using nonclinical models. The combination
rule was satisfied using animal models since it would be unethical to provide tazobactam as a
monotherapy to patients with infections. The dosing of the combination of ceftolozane and tazobactam
(trade name ZERBAXA) is expressed as a cumulative dose in mg (e.g. 1000 mg of ceftolozane and 500 mg
of tazobactam is expressed as 1500 mg of ZERBAXA).

(WIC]

Despite OCP advice to the contrary, three separate renal impairment trials were conducted. This was
partially due to a change in sponsors during the IND process and the addition of tazobactam to the
combination later in development.

The original development program included two Phase 3 trials for each indication (cUTI and clAl), but
upon receiving feedback from the Agency that one trial for each indication would provide sufficient
confirmatory evidence, the sponsor opted to pool their two existing trials for each indication into a
single Phase 3 trial for each indication. Pharmacokinetic sampling was not conducted during the Phase 3
trials, so patient PK data is available only from the Phase 2 trials. In addition, the Phase 2 trials (one
each in cUTI and clAl) evaluated a single dose level of ceftolozane, equivalent to the dose used in Phase
3 trials (1500 mg ZERBAXA q8h for clAl, and 1000 mg of ceftolozane gq8h for cUTI), so dose-response
analyses based on the Phase 2/3 data for ceftolozane could not be conducted.

The sponsor has an ongoing clinical development program for hospital-acquired bacterial pneumonia
and ventilator-associated bacterial pneumonia (HABP/VABP) at a higher proposed dose (3000 mg q8h —
2000 mg ceftolozane and 1000 mg tazobactam).

3 Results of Sponsor’s Analysis

Reviewer comment: Unless otherwise noted, the figures and tables displayed in section 3 reflect the
sponsor’s analyses. This section covers the sponsor’s population PK analysis, the proposed dose
adjustments for renal impairment, and their proposed susceptibility test interpretive criteria.

3.1 Population PK Analysis

Reviewer comment: Report CUBI-PCS-100 is covered in Section 3.1. This report covers the development
of the population PK model, addresses the sources of variability, comments on the need for dose
adjustment (or lack thereof) on the basis of intrinsic factors, and provides the support for the proposed
dose adjustments in moderate and severe renal impairment. The proposed dose adjustment for patients
with ESRD on dialysis is handled in a separate report (CXA-POPPK-002) and will be covered in Section 3.2.
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OBIJECTIVES:

e To enrich the previously developed population PK models for ceftolozane/tazobactam by
including additional PK data from seven Phase 1 and Phase 2 studies.

e To determine the source of variability in PK parameters of ceftolozane/tazobactam, and to
identify intrinsic and extrinsic clinically relevant covariates.

e To compute model-based individual exposure measures of ceftolozane/tazobactam in special
populations (renal impairment, patients with bacterial infection).

METHODS:

Software

The population PK analysis was performed using Phoenix Non Linear Mixed Effects (NLME) version 1.2
with the extended least squares first order conditional estimation (FOCE-ELS). FOCE involves
optimization of marginal log likelihood(s) using a series of iterations. The iterations are repeated until
convergence, which is defined by reduction of the gap (difference between starting and final optimal log
likelihood values) to less than a specified tolerance.

Dataset preparation, exploration, and visualization of the data were performed using R (2.15.0), S-Plus
v8.2, and Microsoft Office Excel 2003. Phoenix NLME v1.2 was used to evaluate/validate the model with
a bootstrap resampling approach and predictive checks. R was used to generate tables of posthoc PK
parameters and descriptive statistics.

Population PK Modeling
Note: Plasma concentrations of ceftolozane and tazobactam reported as below the limit of quantitation
(BLQ) of the assay, all in Phase 1 healthy subjects, were set to missing for the population PK analysis.

The population PK analyses for ceftolozane and tazobactam were performed using the methodology
presented in Figure 3.1.1.
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Figure 3.1.1: Overview of Population PK Model Development of Ceftolozane and Tazobactam

Exploratory PKE Data Analysis on the Time-Concentration Profiles of
CXA-101 and TAZ from 10 Studies
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Studies included in the Population PK Analysis:

This population PK analysis was performed on plasma concentration-time data of
ceftolozane/tazobactam obtained from 10 clinical studies. Briefly, PK data were obtained from eight
Phase 1 studies, and from two Phase 2 studies. Of the eight Phase 1 studies, five were performed in
healthy subjects and three in subjects with various degrees of renal impairment (normal, mild,
moderate, severe, and ESRD).

Ceftolozane and tazobactam were administered alone or ceftolozane was administered in combination
with tazobactam at a 2:1 ratio of ceftolozane relative to tazobactam. These different treatments were
administered at various dosage levels (250, 500, 1000, 1500, 2000, and 3000 mg for ceftolozane, and
250, 500, 750, 1000, and 1500 mg for tazobactam) and dosing intervals (single dose or multiple dose
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every 8h or 12h). The datasets and demographics for ceftolozane and tazobactam are described
individually below.

Ceftolozane

Datasets Analyzed

Overall, 383 subjects were included in ten clinical studies with IV administration of ceftolozane or
ceftolozane/tazobactam. Of the 383 subjects, a total of 376 subjects were included in the population PK
analysis of ceftolozane. A total of seven subjects were excluded from the PK modeling of ceftolozane as
follows:

In study CXA-REN-11-01, six subjects with ESRD were excluded from the analysis as their CLe could not
be estimated accurately and dosing recommendations in ESRD patients were planned to be done
separately.

One subject from Study CXA-101-03 has sampling collection recorded before the dose and the entire
data for the subject were excluded from this analysis. The numbers of PK samples that were included

for the development of the population PK model of ceftolozane are presented in Table 3.1.1.

Table 3.1.1: Number of Ceftolozane PK Samples for the Population PK Modeling

n (% of total)
Stdy N Total
BLQ Non-BLQ Excluded PK Samples Included

CXA-101-01 18 | 968 108 (11.2) 0 )] 860 (38.8)
CHA-101-02 12 | 1 29 (15.1) 0 )] 163 (84.9)
CXA-101-03 7 291 0 (0) g (137} 287 (98.6)
CHA-201-01 18 | 1440 127 (8.82) 0 )] 1313 (91.7)
CHA-201-02 M | 334 15 (117 0 )] 339 (38.3)
CXA-ELF-1003 25 | 150 0 (0) 0 )] 150 (100)
CXA-IAL10-01 77 | 384 0 (0) 1° (0.260)" 383 (99.7)
CHA-MD-11-07 2 | m n (7.80) 0 (@ 260 (92.7)
CXA-QT-10-02 51 | 1426 197 (13.8) y.d (0.140)° 1227 (86.0)
CXA-REN-11-01 6 198 12 (6.06) 120F (60.6)° 66 (33.3)
Total 376 | 5715 540 (9.45) 127 2.22) 5048 (88.3)

BLOQ: Below It of quantification; n: Number of PE sanmples; N: INumber of subjects; PR- Phammcokmetic
*one subject was excluded since the sampling collection was recorded before the dose.

“Missmg PE samples

“Excluded ESFD Patients

Overall, 5048 ceftolozane PK data points from a total of 376 subjects were included in the PK modeling.
Approximately 9% of PK samples assayed were BLQ (all from healthy subjects in Phase 1).

Demographics

The age range for the 376 subjects included in the PK modeling of ceftolozane plasma concentration-
time data was from 18 to 86 years. The body weight, height, and BMI were similarly distributed across
all studies with medians of 74.1 kg, 170 cm, and 25.7 kg/m?, respectively, for the overall population.
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The numbers of males were slightly greater than that of females (56 and 44% were male and female,
respectively). About 40% of subjects included in the PK modeling had an infection (e.g. pyelonephritis,
appendicitis, and/or other bacterial infections). The percentages of subjects with pyelonephritis and
appendicitis were 5.6% and 8.5%, respectively. The majority of subjects were Caucasians (88%).
Approximately 68% of subjects had normal renal function and 32% had varying degrees of renal
impairment. The maximum CLc value observed in this study was 309 mL/min using the Cockcroft-Gault
equation.

Tazobactam

Datasets Analyzed

Overall, 249 subjects were included in seven clinical studies with IV administration of tazobactam or
ceftolozane/tazobactam. Of the 249 subjects, a total of 243 subjects were included in the population PK
analysis of tazobactam. A total of six subjects with ESRD from study CXA-REN-11-01 were excluded from
the analysis as their CLez could not be estimated accurately and dosing recommendations in ESRD
patients were planned to be done separately. The numbers of PK samples available for the
development of the population PK modeling of tazobactam are presented in Table 3.1.2.

Table 3.1.2: Number of Tazobactam PK Samples for the Population PK Modeling

n (% of total)
Stadv N Total —

) BLQ Non-BLQ Excluded PK Samples Included
CXA-I01-01 15 1475 336 (30.0 0 0.0 Y 610 )
CXA-201-02 M 384 133 (34.6) 0 (0.0) 251 (63.4)
CXA-ELF-10-03 25 150 53 (35.3) 0 (0.0) o7 (2 )]
CXA-IAT-10-01 Ti 384 52 (13.5) 0 (0.0) 332 (26.5)
CXA-MD-11-07 12 28 a6 (34.00 0 (0.0) 186 (66.0)
CXA-QT-10-02 51 1426 526 (36.9) 0 (0.0) 900 (63.1)
CXA-REN-11-01 6 198 59 (29.8) 91* (46.00* 48 (24.7)
Total 243 | 4240 1475 (34.7) | (2.14) 2683 (63.1)

BLQ: Below Lt of quantification; n: Mumber of PK sanples; N: Number of subjects; P Phammcokinetic
*Exrhided ESED Patients

Overall, 4249 tazobactam data points from a total of 243 subjects were included in the PK modeling.
Approximately 35% of PK samples assayed were BLQ and 63% of PK samples assayed were non-BLQ.

Demographics

The age range of 243 subjects included in the PK modeling of tazobactam was from 18 to 86 years. The
body weight, height, and BMI were similarly distributed across all studies with medians of 74.2 kg, 170
cm, and 25.7 kg/m?, respectively, for the overall population.

The numbers of males were slightly greater than that of females (57 and 43% were male and female,
respectively). Of the 32% of subjects included in the PK modeling who had an infection, 13% had

appendicitis and no subjects had pyelonephritis. The majority of subjects were Caucasians (87%). A
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total of 76% of subjects had normal renal function and 24% of patients had varying degrees of renal
impairment. The maximum CLcg value observed in this study was 309 mL/min.

Structural Model:

Ceftolozane

Ceftolozane plasma concentration-time plots by dose level and renal impairment category following
single and multiple doses of ceftolozane or ceftolozane/tazobactam are shown in Figure 3.1.2.

Figure 3.1.2: Plasma Ceftolozane Concentration-Time Plots by Dose Level and Renal Impairment
Category (Semi-Log Plot)

Best Available
Copy

Following single- or multiple-dose infusions, concentration-time profiles of ceftolozane declined in a bi-
exponential manner after the end of infusion, with the slower terminal elimination phase with
increasing severity of renal impairment.

The structural model for ceftolozane was previously developed with the PK data from Phase 1 and Phase
2 studies in special populations. The structural model consisted of a 2-compartment model
parameterized with systemic and peripheral clearance (CL and CL2) as well as central and peripheral
volumes of distribution (Vc and Vp). Only this structural model was tested in the current PK modeling
that includes the seven additional studies. The residual unexplained variability was modeled using a

261

Reference ID: 3648317



proportional error model. Diagonal variance (omega) for CL and Vc was estimated. The variability of
peripheral PK parameters was fixed to a value of 0 due to shrinkage and to avoid instability. Population
PK parameters derived with the structural PK model of ceftolozane are presented in Table 3.1.3.

Table 3.1.3: Population PK Parameters of Ceftolozane — Structural Model

Population PK Parameters Population Estimates (RSE %) B5Via (RSE %)
CL (L'h) 533 (2.33) 445 (3.80)
Ve (L) 133 247 448 (446)
CL2 (L/h) 0.879 (3.71) 0 Fioed)

Vp (L) 287 (2.11) 0 Fioed)
Error Model

Proportional emror (%) 19.1 {1.13) N/A

BSV: Between-subject vanabihity; CL: Clearance ; C12: Penpheral clearance; N/A: Not applicable; PE- Pharmacokmetic;
FSE: Relative standard emor; Ve: Central vohme of distribution ; Vp: Peripheral volume of distnbution.
3The BSV of parameters for the perpheral compartment were fived to a value of 0 due to hish shinnkage.

The population estimates of CL (5.33 L/h) and Vc (13.3 L) for ceftolozane were comparable to those
obtained in a previous study for the structural model for ceftolozane (4.68-4.97 L/h and 11.47-13.5 L,
respectively). The unexplained error was 19% and BSV for CL and Vc were relatively high (45% for both).

Tazobactam
Tazobactam plasma concentration-time plots by dose level and renal impairment category following
single and multiple doses of tazobactam or ceftolozane/tazobactam are presented in Figure 3.1.3.
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Figure 3.1.3: Tazobactam Plasma Concentration-Time Plots by Dose Level and Renal Impairment
Category (Semi-Log Plot)
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As illustrated, following single or multiple infusions, the post-infusion tazobactam concentration
declined with time roughly in a bi-exponential manner, with the slower terminal elimination phase with
the increasing severity of renal impairment.

The structural model for tazobactam was previously developed with the PK data from Phase 1 (including
specific populations) and Phase 2 studies. The structural model consisted of a 2-compartment model
parameterized with systemic and peripheral clearance (CL and CL2) as well as central and peripheral
volumes of distribution (Vc and Vp). The residual unexplained variability was modeled using a
proportional model. The previously selected diagonal omega for CL and Vc was used in this analysis.
Initial attempts for more complex omega had convergence issues. The variability of peripheral PK
parameters was not reliably estimable and was therefore fixed at 0 values. Population PK parameters
derived with the structural PK model of tazobactam are presented in Table 3.1.4.
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Table 3.1.4: Population PK Parameters of Tazobactam — Structural Model

Populadon PE Parameters Population Estimates (RSE %) BSVo% (RSE% )
CL (L'h) 17.1 (3.90) B8 (6.39)
Ve (L) 153 (391) 335 (4.26)
C12 (L) 3.11 (4.63) 0 (Fized)®

Vp (L) 4130 (2.62) 0 (Fized)®
Errvor Model

Proportional error (%4) 26.1 (1.66) N/A

SV: Between-subject vanability; CL: Clearance ; CLY: Penpheral clearance; N/A: Not appheable; PE- Phammacokmetic;
BSE: Relative standard emor; Ve Central vohmme of distribution ; Vp: Perpheral volume of distobution.
*The BSV of parameters for the peripheral conpartment were fived to a valee of 0 due to high shrinkage.

The population estimates of CL (17.1 L/h) and Vc (15.3 L) for tazobactam were comparable to those
obtained from the previous study for tazobactam (17.3 L/h and 12.1 L, respectively). The unexplained
error was 26.1% and BSV for CL and Vc were moderate to high (54 to 59%).

Covariate Analysis

Ceftolozane

Intrinsic covariates (body weight, age, BMI, CL, race, renal impairment category, and sex) as well as
extrinsic covariates (presence/absence of infection [pyelonephritis, appendicitis and other bacterial
infections], dose levels and treatment) were evaluated as potential sources of variability in PK
parameters of ceftolozane.

The covariates that were judged to be clinically relevant for the formal covariate analysis in Phoenix
NLME were age, body weight, CL¢, sex, race (for exploratory purposes), and infection status on CL and
Vc and they were all included for further evaluation in this analysis.

The covariate evaluation was performed using Phoenix NMLE with a stepwise approach of forward
selection (p value < 0.01) followed by backward elimination steps (p value < 0.001). For continuous
covariates, a power model centered at the median was used to increase numerical stability. For the
categorical covariates, an exponentiated factor relative to the reference category was used. The models
retained from the covariate analysis are presented in Table 3.1.5.
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Table 3.1.5: Covariate Analysis on PK Parameters of Ceftolozane (Statistically Significant Models Only)

STEPS Covariates MOF A MOF1 pvalue A MOEF2
Structural
Model 2 compartment model (Base Model) | 270863
STEP 1 +CLcg on CL 26894 7 -191 597 =0.001 191.59
STEP 2 +WT on Ve 26838 1 56.673 =0.001 248 27
Forward STEP 3 +Infection on Ve 26799.9 38.183 =0.001 28645
addition
approach STEP 4 +Infection on CL | 26756.5 43.355 <0.001 319,81
STEP 5 +Sex on CL 267480 8575 0.003 33838
STEP 6 +WT on CL 267411 6859 0.009 34524
Backward STEP 1 WT on CL 26748.0 6.859 0.009 N/A
elimination
approach STEP 2 -Sex on CL 26756.5 8575 0.003 N/A

BSV: Between-subject variability: CL: Clearance; CLcg: Creatinine clearance; MOF: Miniomm Objective Function; N/A:
Not applicable; Ve: Apparent volume of distribution; WT= Body weight; AM OF1: Difference between the MOF wvalue for
the tested model and the previous model without the additional covariate; AMOF2: Difference between the MOF value for
the tested model and the base model without any covariates.

The final model 15 highlighted m bold.

Overall, the tentative final model for ceftolozane was a 2-compartment model with linear elimination
including the effect of baseline CLcz on CL and body weight on V., and the effect of cUTI/clAl infection on
CLand V..

Tazobactam

Intrinsic covariates (body weight, age, BMI, CL, race, renal impairment category and sex) as well as
extrinsic covariates (presence/absence of infection [pyelonephritis, appendicitis and other bacterial
infections], dose levels and treatment) were evaluated as potential sources of variability in PK
parameters of tazobactam.

The potentially clinically relevant covariates for this analysis included age, body weight, CLc, sex, race
(for exploratory purposes), and infection status on CL and Vc. A stepwise covariate evaluation with
forward selection (p value < 0.01) followed by backward elimination (p value < 0.001) was performed in
this analysis. For continuous covariates, a power model standardized by the median was used, while for
the covariates an exponentiated factor relative to the reference category was used. The retained
models from the covariate analysis are presented in Table 3.1.6.
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Table 3.1.6: Covariate Analysis on PK Parameters of Tazobactam (Relevant Models Only)

STEPS Covariates MOF A MOF1 p-value A MOF2
S tructural
Model 2 compartment model (Base Model)| 89555
STEP 1 + CLeg on CL 88814 -74.110 =10.001 -74.11
Forward STEP 2 +Infection on Ve 8862.7 -18.730 =0.001 9284
additive
approach STEP 3 +Infection on CL 88325 -10.183 0.001 -103.02
STEP 4 +WT on Ve 88458 -6.705 0.010 -109.73
Backward STEP 1 “WT on Ve 88525 6.705 0.010 N/A
elimination
approach STEP 2 -Infection on CL 88627 10.183 0.001 N/A

BSV: Between-subject variability: CL: Clearance; CLcg- Creatinine clearance; MOF: Minimum Objective Function: N/A:
Not applicable; Ve Apparent volume of distribution; WT= Body weight; AMOF 1: Difference between the MOF value for
the tested model and the previous model without the additional covanate; AM OF2: Difference between the MOF wvalue for
the tested model and the base model without any covariates.

The final model 1s lughlighted m bold.

Overall, the tentative final model for tazobactam was a 2-compartment model with linear elimination
including the effect of baseline CLc on CL and the effect of infection on V..

FINAL MODEL PERFORMANCE, QUALIFICATION, AND VALIDATION

Ceftolozane

The performance, qualification, and validation of the final population PK model of ceftolozane were
evaluated with several methods including goodness-of-fit plots (GOF), visual predictive check (VPC), and
a non-parametric bootstrap with replacement. The overall GOF plots with observed, individual
predicted, and population predicted ceftolozane concentrations are presented in Figure 3.1.4.
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Figure 3.1.4: Goodness-of-Fit — Final Population PK Model of Ceftolozane
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Mote: For better graphical representation, concentrations of ceftolozane below (L1pgml. are not displayed i the graphs of

DV vs. PRED and DV vs. IPRED (top panels). For a complete representation of the entire x-axis and y-axis range of

observed and predicted concentrations, please refer to Appendix15.5.2.
Reviewer comment: The IPRED plot appears to show two sources of bias based on the provided
goodness-of-fit plots. First, there is a tendency to under predict low concentration values, which could be
due to handling of BLQ data in the analyses or the presence of additional compartment kinetics at low
concentrations. The second source of bias is at concentration values 1 to 100 where all the outliers are
below the line of unity. A majority of the samples came from study CXA-IAI-10-01 and a single subject
from CXA-201-02 (subject ID 1202, day 10 sampling). The deviation from CXA-IAI-10-01 appears to come
from approximately 20 subjects where post-infusion samples (2 hours onward) were higher than
measurements immediately following the infusion. For the second case (subject ID 1202 from CXA-201-
02), the multiple dose exposure at day 10 was lower than the single dose values at day 1. Overall, these
outliers reflect a small percentage of the data (1%) and given the above explanations, are not expected
to impact overall model quality.

The appropriateness of using the current model to perform simulations was also evaluated using VPC on
ceftolozane plasma concentration-time profiles. A total of 1000 replicates of the original observed 376
subjects with the original dosing regimens were simulated with the final population PK model. The
observed ceftolozane concentrations were generally distributed within the 90% Pls of the predicted
median across all dose levels suggesting that the final model is expected to accurately predict plasma
concentration-time of ceftolozane at a wide range of doses.
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The final population PK model of ceftolozane was evaluated using a bootstrap resampling strategy. A
total of 1000 bootstrap runs were performed by using the tentative final population PK model (with the
significant covariates). Non-parametric bootstrap values (median) for each parameter were compared
with the original parameter estimates to examine bias and predictive error. Non-parametric 95% Cls
were also constructed around the population PK median estimates from the Phoenix NLME runs with a
successful minimization. All 1000 bootstrap runs were successfully minimized in the bootstrap
resampling analysis. See Table 3.1.7 for the distribution of PK parameters of ceftolozane from the
bootstrap analysis.

Table 3.1.7: Population PK Analysis of Ceftolozane — Bootstrap Resampling Analysis

Twpical values of the
: Tentative Final PK Model Bootstrap Results e
Population PK .
Parameters 95% 95% Difference
Me dian Confidence Median Confidence (%)
Intervals Intervals

CL (L'h) 5.14 491 -537 514 303 -325 -0.0910
CL2 (L'h) 0.884 0819 - 0950 0.804 0.758 - 1.05 1.05

c (1) 11.8 113 -124 118 115 -121 0. 200

r L) 288 276 - 3.00 180 265 -3.14 0417
Covariate Model

CLcg onCL 0.750 0.662 — 0838 0.757 0644 - 0834 0.882
Infection on CL 1.26 117 - 136 1.27 117 -1.38 1.05
Weight on Ve 0.734 0548 — 0939 0.788 0505 - 1.05 4351
Infection on Ve 138 127 -149 1.36 123 -149 -1.37
Between-Subject
variability
BSV CL (%&) 343 508 —372 315 258 -381 £33
BSV Ve (&) 34.0 1.7 -369 377 254 -483 107
Proportional Emor (%) 19.3 189 - 198 12.0 175 -212 -1.86

BSV- Between subject wvamability, CL: Systenuc clearance; CL2: Perpheral dlearance; CLy- Creatinme clearance
(mL/min); PK- Pharmacckinetic; V. Central vohme of distribution: Vp: Peripheral volme of distnbution

The difference between the PK parameters (CL, V., CL2, V,) and the covariate effects on population PK
parameters derived from the tentative final model and those derived with the bootstrap resampling
analysis were less than 5%. This suggests that point estimates of PK parameters of ceftolozane derived
from the tentative final model were very stable. Overall, the final model for ceftolozane was confirmed
to be a 2-compartment model with linear elimination including the effect of baseline CL,z on CL and
body weight on V., and the effect of infection on CLand V..

Population PK parameters of ceftolozane derived with the final model are presented in Table 3.1.8.
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Table 3.1.8: Population PK Parameters of Ceftolozane: Final Model

Population PK Parameters Population Estimates (RSE % ) BSV(%a ) (R5E% )

CL (L/h) No Infection 5.14 (230) * (CLcg /109)"7 B0 3 Go
With Bacterial Infection x exp(0.230 (16.5)

e (@) No Infection 118 (2.40) *(WT/74" 7 139 w0 @50
With Bacterial Infection x exp(0319 (13.0))

CL2 (L'h) 0.884 (3.79) Fieed at 0

Vp @) 288 (2.15) Fixed at 0

Error Model

Proportional Emor (%) 193 {1.14) | MN/A

BSV: Between-subject varability; CL: Clearance; C1.2: Peripheral clearance; CLer: Creatinne clearance (ml/mim); PE:
Pharmacokinetic; F.SE: Relative Standard emor; Ve: Central vohmme of distribution; Vp: Peripheral vohme of distnbution;

WT- Body weight (k).

Tornado plots were used to evaluate effect of CLz and infection on PK parameters of ceftolozane
according to the range of CLc values observed in the current population and based on the different
stages of renal impairment (See Figure 3.1.5).

Figure 3.1.5: Relationships of Clearance of Ceftolozane and the Effects of Infection, CL;, and Renal

Impairment
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The tornado plot visually compares the unexplained between subject variability in the population to the
variability induced by CLcz and the effect of infection and its distribution in the modeled population. The
unexplained variability of 34.3% has more impact on relative clearance variations than the effect of

infection.
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The individual posthoc values of ceftolozane (i.e. CL, Vc, CL2, and Vp) were used to calculate dose-
normalized Cpin, Cmax, and AUC for each subject included in the PK modeling after single and repeated
(gq8h) administration of ceftolozane. These PK exposures were normalized based on a dose of 1 g of
ceftolozane. Descriptive statistics of the PK parameters of ceftolozane for each category or renal
function based on FDA guidance and the presence or absence of bacterial infection are presented in
Table 3.1.9. Only exposures of repeated doses are presented since the differences between exposures
of single and multiple doses are negligible.

Table 3.1.9: Summary of Dose-Normalized PK Exposure Parameters of Ceftolozane Under Steady-State
Conditions — By Infection Status and Renal Impairment category (as defined in the FDA Guidance)

Mean (CV0%)
0 Geometric mean
Sws | Fncin —
Cminss/Dose CmaxssDose AUCss/Dose Ve CL tuop
(ugmLimg) (ugmLing) (ng-h/mLimg) ) @m) 5
Nommal 0.00930 (300.1) 00552 (774 0.186 (141.4) 200 (35.1) 787 (35.9) 336 (72.6)
&u=69} 0.00351 0.0482 0.141 185 7.08 3121
[0.000918- 0.173] [0.0268-0.268] [0.0654-1.71] [3.32-37.7] [0.583-15.3] [2.53-19.0]
Bacterial Mild 0.0101 (132.5) 0.0621 (34.6) 0.216 (34.7) 174 (382) 325 (29.1) 385 (457
Infection (m=54) 0.00720 0.0594 0.200 163 499 362
[0.00170- 0.0953] [0.0349-0.152] [0.127-0.963] [4.91-40.1] [1.04-7.85] [2.70-12.5]
Moderate 00137 (70.9) 00779 489 0273 (33.7) 152 (@1.0) 411 (35.1) 421 (39.3)
(m=2T) 0.0108 0.0724 0.258 136 388 4.00
[0.00366- 0.0438] [0.0406-0.244] [0.129-0.436] [1.40-32.7] [2.19-7.78] [2.95-11.1]
Nommal 0.00304 (T2.1) 0.0684 (27.5) 0.176 (23.0) 122 (233) 592 (17.7) 295 (6.1)
(n=186) 0.00243 0.0666 0.172 119 582 294
[0.000477-0.0189] [0.0426-0.248] [0.111-D.387] [2.89-21.4] [1.70-9.04] [2.68-3.93]
Mild 0.00660 (55.6) 0.0811 (16.7) 0,238 (19.3) 108 21.1) 435 (18D 319 (83)
@m=23) 0.00539 0.0800 0.233 10.6 428 328
No [0.000734-0.0143] [0.0542-0.118] [0.169-0.341] [6.90-17.7] [2.93-5.91] [2.80-3.88]
Infection Moderate 0.0343 (69.3) 0.100 (24.1) 0.494 (42.3) 115 217) 241 (449) 572 (38.8)
D=9 0.0264 0.106 0.454 113 220 536
[0.00741-0.0770] [0.0725-0.142] [0.245-0.838] [7.86-15.7] [1.19-4.09] [3.20-9.87]
Severe 0.0968 (28.2) 0.181 202) 106 (23.4) 104 (173) 0.984 (19.5) 102 (174)
(n=6) 0.0939 0178 1.03 102 0.967 10.0
[0.0716-0.146] [0.155-0.252] [0.848-1.32] [7.97-12.5 [0.638-1.18] [8.18-12.1]
AUCss: Area under the curve from time 0 to § hours post-dose at steady-state for a T g ceftolozane dose computed as Dose/CL; TL: Systemuc clearance; Crnanss: Maxmmm

concentration at steady state aclieved at the end of a 1-h mfusion; Cmmss = Mminmm concentration at steady state; CV: Coefficient of varation; Max: Maanmmm value; Mmn:
Mmmnm vahe; r-_;ﬂ:EIjmjuatim half life; Ve Central volhume of distnbution.
Mote that creatinme clearance rangss for normal mild moderate and severe renal impaimment were =90 mUinn, 60-90 mUmm. 30-60 mlmin and 13-30 mLmin. respectively.

There was no clinically meaningful difference in AUC,, (<27% difference) between the subjects with
normal renal function and those with mild renal impairment in subjects without infection indicating that
dose adjustment is not warranted in subjects with mild renal impairment. The geometric mean values
of dose-normalized C,x and AUC, in subjects with moderate renal impairment but without infection
were about 2 to 3 fold those in subjects with normal renal function indicating that a 2-fold dose
reduction to 750 mg ceftolozane-tazobactam may be required in subjects with moderate renal
impairment. The geometric mean values of dose-normalized Cp.xss and AUC in subjects with severe
renal impairment but without infection were about 3 to 6 fold of those in subjects with normal renal
function indicating that a 4-fold dose reduction to 375 mg ceftolozane/tazobactam may be required in
subjects with severe renal impairment.

Tazobactam

The performance, qualification and validation of the final population PK model of tazobactam was
evaluated with several methods including diagnostic plots (i.e. GOF), VPC, and non-parametric bootstrap
resampling. The overall fit of observed, individual, and predicted population predicted tazobactam
concentrations are presented in Figure 3.1.6.
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Figure 3.1.6: Goodness of Fit — Final Population PK Model of Tazobactam
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CWRES: Conditional weighted residuals; DV: Observed concentration; IDENT: Identity lme; [PRED: Individual predicted
concentrations; LOESS: Locally weighted scatter smoothing FK: Phammacokmetic; PRED: Population predicted
concentrations; TAD: Time after last dozse.

Note: For better graphical representation, concentrations of tazobactam below 0.1 pgml. are not displayed i the graphs of
DV vs. PRED and DV vs. IPRED (top panels). For a complete representation of the entire x-aais and y-amis range of
observed and predicted concentrations, please refer to Appendix 16.5.2.

Reviewer comment: Similar to the results from the ceftolozane analysis, there is a subset of samples in
the IPRED plot that appears to show some bias as the majority of the outlying values are found below
(for IPRED) the fitted line. As described above, the majority of these samples are from study CXA-IAI-10-
01 and a single subject from CXA-201-02 (subject ID 1202, day 10 sampling). Also similar to above, the
reasons for outliers from CXA-IAI-10-01 was post-infusion measurements higher than end-of-infusion
measurements and subject 1202 from CXA-201-02 again had multiple dose exposures lower (10-fold)
than single dose exposures. These data points comprise only a small percentage of the overall dataset
(1.3%) and are not anticipated to have impacted the quality of the model based on the results shown in
other diagnostic plots.

The appropriateness of the current model to perform simulations was also evaluated using VPC on
tazobactam plasma concentration-time profiles. A total of 1000 replicates of the original observed 243
subjects with the original dose regimens were simulated with the final population PK model. The
observed tazobactam concentrations were generally distributed within the 90% Pls of the predicted
median across all dose levels suggesting that the final model is expected to accurately predict plasma
concentration time of tazobactam at a wide range of doses.
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The final population PK model of tazobactam was further evaluated with a bootstrap (resampling with
replacement). A total of 1000 bootstrap runs were performed by using the tentative final population PK
model (with the significant covariates). Non-parametric bootstrap values (median) for each parameter
were compared with the original parameter estimates to examine bias and predictive error.
Nonparametric 95% Cls were also constructed around the population PK median estimates from the
Phoenix NLME runs with a successful minimization. All 1000 bootstrap runs were successfully minimized
in the bootstrap resampling analysis. See Table 3.1.10 for the distribution of PK parameters of
tazobactam from the bootstrap analysis.

Table 3.1.10: Population PK Analysis of Tazobactam — Bootstrap Resampling Analysis

Typical '.alues.of the PE Mode]l with T T
. _ Original Data Relative
Population PE .
Parameters 0504 Confide 9504 Difference
Median el Median Confidence (%)
Intervals
CL (L'h) 180 168 -19.2 17.8 16.7 - 186 -1.13
CL2 (L/h) 313 285 -341 308 247 364 -1.73
Ve (@) 142 129 -154 142 135 -148 -0.0374
Vp @M 429 407 -431 424 378 -468 -1.15
Covariate Model
0.524 - 0816
CLcr on CL 0.670 0.692 0.348 - 0.821 Ey)
Infection on Ve 147 125 -174 148 114 -184 0362
Between-Subject
variability
BSV CL (%) 502 433 -551 482 324 -635 -4.04
BSV Ve (%) 525 462 -538 519 343 -607 -1.27
O 252 -268 - -
P“’P‘"“Eﬁg‘l Enor 20 57 225 -300 103

BSV. Between subject vanability; CL: Systemic clearance; CLJ: Penpheral cearance; CLy: Creatinme clearance
(ml/min); PE- Phamacokinetic; Ve: Central vohme of distrbution; Vp: Peripheral vehime of distribution
The differences between the PK parameters (CL, Vc, CL2, Vp) and the covariate effects on CL and Vc,
derived from the tentative final model and those derived with the bootstrap resampling analysis were
less than 4%. This suggests that point estimates of PK parameters of tazobactam derived from the
tentative final model were stable. Overall, the final model for tazobactam was confirmed to be a 2-
compartment model with linear elimination including the effect of baseline CLcz on CL and the effect of
infection on Vc.

The population PK parameters of tazobactam derived with the final model are presented in Table 3.1.11.
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Table 3.1.11: Population PK Parameters of Tazobactam: Final Model

Population PE Parameters Population Estimates (RSE %) B5Vi{% ) (BE5E% )

CL (L/h) 180 (339) * (CLcg /113" 01D 502 (4.98)

Ve (L) Mo Infection 142 (443 25 (6.14)
With Bactenal Infection x exp(0.387 (21.9))

CL2 (L'h) 313 (439 Fmed at0

Vp @) 420 (2.61) Fzed atQ

Error Model

Propoertional Emor (%) 260 (1.60) MN/A

BSV: Between-subject variabality; CL: Clearance; C12: Penpheral clearance; CLcg: Creatinine clearance (ml/min); N/A:
Mot applicable; PE: Pharmacokmetic; RSE: Relative Standard error; Vo Central volume of distrbution; Vp: Peripheral
vohme of distribution.

Tornado plots were used to evaluate effect of CLczg on PK parameters of tazobactam according to the
range of CLe values observed in the current population and based on the different stages of renal
impairment (See Figure 3.1.7).

Figure 3.1.7: Relationship of Tazobactam Clearance and CLc, and Renal Impairment (as defined in the
FDA Guidance)
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The tornado plot visually compares the unexplained between subject variability in the population to the
variability explained by CLez. The incorporation of CLz effect on CL reduced the BSV from 59% to 50%.
The high unexplained variability of 50.2% has important impact on relative clearance variations. Similar
to ceftolozane, the low levels of ClLc (i.e. severe and moderate categories) decreases clearance and
supports the need for dose adjustments at patients with moderate or severe renal impairment.

The individual posthoc values of tazobactam CL, V¢, CL2, and Vp were used to calculate dose-normalized
Criny Cmax» @and AUC for each subject included in the PK modeling after single and repeated (g8h and
g12h) administration of tazobactam. Descriptive statistics of the PK parameters of tazobactam for each
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category or renal function based on FDA guidance and with the presence of absence of bacterial
infection are presented in Table 3.1.12. Only exposures of repeated doses are presented since the
differences between exposures of single and multiple doses were negligible.

Table 3.1.12: Summary of Dose-Normalized PK Parameters of Tazobactam Under Steady-State
Conditions — By Infection Status and Renal Impairment Category (as defined in the FDA Guidance)

Mean (CV%)
Infection | Renal Geomefric mean
Status Function Jiin SRax]
Cminss/Dose Cmaxss/Dose AUCssDose Ve CL t1on
(pgmLimg) (pgmLimg) (ng-h/mLing) i) Lk m
Normal 0.00542 (458.7) 00393 (112.9) 0.103 (225.9) 259 (63.5) 20.6 (46.2) 216 (140.2)
(n=48) 0.000339 0.0305 0.0583 209 172 159
[1.55 =10~-0.170] [0.0109-0.231] [0.0191-1.56] [1.04-94.6] [0.641-52.3] [1.05-19.7]
Bacterial Mild 0.00931 (261.2) 0.0422 (71.0) 0.145 (1_52.5} 256 (347 126 (47 325 (112.3)
Infection (n=18) 0.00147 0.0371 0.0950 ne6 105 226
[0.000183-0.0975] [0.02035-0.148] [0.0478-0.957] [9.79-60.5] [1.05-20.9] [1.25-13.8]
Moderate 0.00518 (142.7) 0.0468 (77.2) 0.125 (58.6) 243 (573) 10.5 (46.T) 293 (82.6)
n=13) 0.00208 0.0407 0.108 193 927 233
[0.000522-0.0239] [0.0264-0.164] [0.0564-0.253] [1.51-57.3] [3.95-17.7] [1.44-10.5]
Normal 0.000537 (961.0) 0.0360 (62.8) 0.0550 (144.2) 150 24.8) 211 (18.2) 123 272)
n=137) 549 x10” 0.0343 0.0487 145 205 121
[4.32 x10°-0.0605] [0.0243-0.292] [0.0329-0.972] [2.05-32.4] [1.03-30.4] [1.09-4.96]
Mild 0.000201 (724) 0.0398 (15.7) 0.0394 (159) 136 (23.8) 17.3 (16.2) 1.27 (6.3)
(n=16) 0.000127 0.0393 0.0387 133 170 127
No [6:49 x10%.0.000526] [0.0316-0.0518] [0.0443-0.0782] [9.31-20.5] [12.8-22.6] [1.15-1.45]
Infection Moderate 0.00257 (68.7) 0.0518 (7.5) 0123 (22.4) 139 (15.6) 848 (21.4) 194 (19.7)
(n=T) 0.00203 0.0516 0.120 138 831 191
[0.000609-0.00572] [0.0443-0.0568] [0.0879-0.171] [11.4-18.7] [5.84-11.4] [145-254]
Severe 0.00696 (40.2) 0.0657 (22.2) 0.197 (24.4) 13.0 26.9) 537 21.2) 262 (14.2)
(n=6) 0.00643 0.0643 0.192 126 512 260
[0.00308-0.0103] [0.0456-0.0822] [0.13640.258] [9.74-18.7] [3.88-7.38] [2.08-3.13]

AUCss: Area under the curve from time 0 to 8 hours post-dose at steady-state for a 500 mg dose computed as Dose/CL; CL: Systemic clearance; Cnaxss: M axinnm concentration at
steady state achieved at the end of a 1-h infusion; Cmmss = Mininmum concentration at steady state; CV: Coefficient of variation; Max Maxinum valee; Mimn: Mininmm value; NA:
ty2p Elimimation half-life; Ve: Central vohume of distnbution.
Note that creatinine clearance ranges for normal nuld mederate and severe renal imp ainment were =90 mU/mn, 60-90 mL/min 30-60 mL/min and 15-30 ml/min respectively.
As shown in Table 3.1.12, overall infection status does not significantly change Cy.xs/Dose (within 10%
variation). However, infection status increases AUC,/Dose roughly by 100% with very high variability
(CV% of 153-226%) in subjects with normal renal function or mild renal impairment. This increase of
exposure was unlikely associated with the infection since the infection status does not significantly

change AUC,/Dose in subjects with moderate renal impairment.

REFINED FINAL PK MODEL

The above tentative final model was further refined with infection status being split into cUTI and clAl
since intra-abdominal disease has been shown to significantly increase volume of distribution of beta-
lactam antibiotics and may also cause faster drug clearance. Both the between subject and residual
variability models were re-tested and the interactions of the identified significant covariates were
further evaluated following the same standard procedures for model buildup and validation. The
refined final population PK model for ceftolozane became:

CL = 5.11%*( CLcy /109)%7*exp(0.190*UTI+0. 195*IAI+NY0, 0.330°))
Ve = 1145 (WT/79)" A P%exp (0,191 *UT+0.464* TAT+N(0, 0.398°))
CL2 =119

Vp =2.88

Cp_obs =Cp_ipred*(1+ N(0, 0.168°))+ N(0, 0.0524°)
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Where UTI and IAI are defined as 1 for cUTI and clAl patients, respectively, and 0 otherwise; N(0,s?)
stands for a normal distribution of the between-subject variability or residual variability centering at 0
with a standard error of s (variance of s%); Cp_obs and Cp_ipred stand for the measured and predicted
individual ceftolozane plasma concentrations, respectively. The parameter estimates and their standard
confidence variations of the refined model are listed in Table 3.1.13.

Table 3.1.13: Population PK Parameters of Ceftolozane: Refined Final Model

Population Pharmacokinetic
Parameters Population Estimate RSE%
No Infection 5.11 (2.15) * (CLeg / 109) %7% (614
CL (L/h) X exp*(0.190 33.0 (3.94)
With Infection (24.6) * UTI +
0.195 (22.5) * 1Al)
No Infection 11.4 (2.70) * (WT/74)4)
ve (L) x exp(0.191 (30.1) * UTI + 39.8 (4.50)
With Infection 0.464 (12.3) * 1Al)
CL2 (L/h) 1.19 (2.24) Fixed at 0
Vp (L) 2.88 (fixed) Fixed at 0
Error Model
Proportional Error (%) 16.8 (11.8) -
Additive Error (pug/mL) 0.0524 (8.07) -

Adapted from sponsor’s population PK results table for ceftolozane: BSV: Between-subject variability; cIAl: Complicated intrabdominal
infection; CL: Clearance; CL2: Peripheral clearance; CLcg: Creatinine clearance (mL/min); cUTI: Completed urinary tract infection; RSE:
Relative standard error; Vc: Central volume of distribution; Vp: Peripheral volume of distribution; WT: Body weight. UTI=1 for cUTI patients;
IAI for cIAl patients

Figure 3.1.8 illustrates the covariate effects in ceftolozane clearance, suggesting a dose reduction for
patients with moderate (2-fold to 750 mg ceftolozane/tazobactam every 8 hours) or severe renal
impairment (4-fold to 375 mg ceftolozane/tazobactam every 8 hours) compared to that in subjects with
normal renal function (1.5 g ceftolozane/tazobactam every 8 hours).
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Figure 3.1.8: Relationships of Clearance of Ceftolozane and the Effects of Infection, CL;, and Renal
Impairment (as defined in the FDA Guidance)
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Similar to the previous tentative final model, the statistical summary of the individual post hoc values of
ceftolozane parameters from the refined final model is listed in Table 3.1.14 by disease status and renal
function. As shown in this table, for normal renal function or mild impairment, there is no significant
difference in AUC values across healthy subjects, cUTI patients, and clAl patients. There is no significant
difference in AUC between cUTI and clAl patients either. The apparent observed slight difference in
AUC between cUTI patients and clAl patients was primarily due to differences in creatinine clearance, as
demonstrated in the table where more than 50% of cUTI patients had mild renal impairment while more
than 60% of clAl patients had normal renal function. Thus a lower creatinine clearance in cUTI versus
clAl patients contributed to higher AUC in cUTI patients.
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Table 3.1.14: Summary of Dose-Normalized PK Exposure Parameters of Ceftolozane Under Steady
State Conditions — by Infection Type Status and Renal Impairment Category (as defined in the FDA

Guidance)
. AMean (CV%) Geometric mean [Min- Max]
];:::::mn 113:::111,“ CminszDoze Cmaxsz/Dose AUCss/Dose Ve CL toos
(ng/mLmg) (ng/mLimg) (g *h/mLime) ® k) ®)
Normal 0.00515(91.0) 0.0567(24.0) 0.163(26.1) 16.4(38.1) 6.51(24.4) 2.81(35.0)
_ 0.00405 0.0553 0.158 15.5 6.32 271
@=21) [0.00144-0.0198] [0.0373-0.0970] [0.0962-0.287] [742-37.2] [3.48-10.4] [2.15-6.19]
Mhld 0.00814(62.1) 0.0662(33.4) 0.210(26.9) 15.5(40.7) 5.10(26.1) 3.16(28.9)
With<UTL (n=38) 0.00693 0.0633 0.203 143 4.94 3.06
[0.00284-0.0273] [0.0390-0.158] [0.129-0.350] [3.97-41.8) [2.78-7.73] [2.35-6.93]
Moderate 0.0149(49.2) 0.0861(26.6) 0.308(25.5) 12.5(42.1) 3.55(34.1) 3.72(24.4)
(n=14) 0.0129 0.0830 0.295 11.7 339 3.63
[0.00415-0.0245] [0.0404-0.128] [0.154-0.468] [638-24.9] [2.14-6.49] [2.52-5.94]
Normal 0.00810(314.3) 0.0557(93.0) 0.1659(137.9) 21.6(44.5) 8540344 3.16(20.8)
(@=48) 0.00305 0.0459 0.130 186 771 27
[0.000868-0.175] [0.0247-0.252] [0.0656-1.61] [0.878-53.4] [0.620-15.2] [2.03-19.38]
Mild 0.0152(155.9) 0.0592(48.8) 0.239(87.1) 21.5(51.1) 5.50037.0) 4.57(74.2)
With cIAT (n=16) 0.00808 0.0550 0.201 19.7 498 3.79
[0.00171-0.0971] [0.0328-0.157] [0.123-0.985] [921-46.9] [1.01-8.14] [2.19-12.00]
Modarate 0.0131{102.3) 0.0735(70.6) 0.243(40.0) 18.7(36.1) 4.67(35.1) 446(84.1)
(n=13) 0.00916 0.0652 0227 151 440 3.74
[0.00376-0.0498] [0.0384-0.243] [0.121-0.467] [1.10-47.1] [2.14-8.26] [2.39-16.25]
Normal 0.00307(73.7) 0.0699(28.7) 0.177(25.4) 11.8(24.9) 5.89(18.2) 2.45(8.3)
(n=186) 0.00242 0.0680 0173 114 578 248
[0.000452-0.0152] [0.0429-0.258] [0.111-0.550] [2.53-21.4) [1.68-9.02] [2.16-3.65]
Mhld 0.00677(57.1) 0.0829(17.3) 0.239(20.2) 10.4(22.3) 4.33(19.3) 287(11.4)
(n=2%5) 0.00540 0.0817 0235 10.1 426 285
Healthy Vohumieer [0.000686-0.0151] [0.0543-0.121] [0.171-0.346] [6.59-17.6] [2.89-5.85] [2.31-3.53]
Moderate 0.0349(68.9) 0.110(24.3) 0.498(42.4) 113(22.1) 239(45.2) 5.42(42.0)
(n=5) 0.0269 0.107 0457 11.0 219 5.02
[0.00784-0.0779] [0.0729-0.143] [0.244-0.845] [7.61-14.5] [1.158-4.10] [2.87-2.64]
Severe 0.0984(28.1) 0.183(20.5) 1.07(23.5) 10.1(17.7) 0.974(19.5) 9.92(17.4)
(n=5) 0.0955 0.131 1.05 10.00 0.957 9.80
[0.0726-0.148] [0.157-0.256] [0.854-1.54] [7.69-12.3] [0.650-1.17] [8.00-11.79]

AUCss: Area mder the curve from time )l to 8 hows post-dose at steady-state far a 1000 mg dose compifedas Dose'CL; UL: Svatemic clearance; Lmaxss: Maammn conceniration at steady = ate acheved
at the end of a 1-hinfimen Coomss =Minirmom concenfration at steady state; CV: Coefficient o f vanations Max Maxmmamm value; Min: Minmuen valee; t 2 p: Elimenation half-hfe; Ve: Central vohmoe of

distribution.

HNotethat creatinine clearance ranges for normal, mild, moderate and severe renal imparment were =90 mU'min 60-90 mL/min, 30-60 mTL‘min and 15-30 ml /o, respectrvaly.

Sponsor’s Conclusions

Consistent with results from a previously developed population PK model, a two-compartment
disposition model with linear elimination, plus a moderate random between-subject variability
in both clearance and volume of distribution best described the PK of ceftolozane/tazobactam in
a population comprised of healthy subjects, subjects with varying degrees of renal impairment,
and patients with cUTI and clAl.

Ceftolozane/tazobactam population PK models were robust, allowing for further PK/PD analyses
to evaluate the probability of target attainment or any potential exposure-response analyses.

As anticipated for primarily renally eliminated drugs, creatinine clearance was the most
significant covariate to interpret the between-subject variability in clearance for
ceftolozane/tazobactam, suggesting a 2-fold dose reduction to 750 mg ceftolozane/tazobactam
every 8 hours for patients with moderate renal impairment and a 4-fold dose reduction to 375
mg ceftolozane/tazobactam every 8 hours for those with severe renal impairment compared to
the subjects with normal renal function and mild renal impairment (1.5 g
ceftolozane/tazobactam every 8 hours).

While infection was an important covariate explaining the variability in CL and Vc for ceftolozane
and Vc for tazobactam its effect on PK was not considered clinically meaningful as any exposure
changes were limited to less than 20%.
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e Body weight was a statistically significant covariate for ceftolozane volume of distribution but
did not influence exposure alone in a clinically meaningful manner.

e None of the other examined covariates, e.g., age, sex, and race, significantly influence the PK of
ceftolozane/tazobactam.

Reviewer’s Comments: Overall, the reviewer agrees with the population PK model development
conducted by the sponsor for ceftolozane and tazobactam. Creatinine clearance is the primary covariate
impacting exposure for these two compounds, as would be expected given what is known regarding their
clinical pharmacology and primary route of elimination (no hepatic metabolism; renal elimination).
Visual inspection of the observed data supports the identified compartment structures for ceftolozane
and tazobactam, though the distribution of ceftolozane concentrations at low concentrations suggests
that ceftolozane PK may exhibit additional compartment kinetics at low concentrations. These
observations regarding the model, however, do not suggest the model is inappropriate for simulating PK
profiles for use in the subsequent determination of breakpoints based on probability of target
attainment.

3.2 Dose Adjustment Recommendations for ESRD

INTRODUCTION/ OBJECTIVES

This analysis was performed to characterize a) the PK parameters for ceftolozane and tazobactam in
subjects with end stage renal disease (ESRD) on hemodialysis and b) assess probability of target
attainment (PTA) based on Monte Carlo simulations and recommend optimal dosing regimens for
clinical use.

METHODS

Data

Altogether per protocol, 156 plasma samples were collected from 6 subjects with ESRD/hemodialysis in
Study CXA-REN-11-01. Out of the 156 plasma samples, there were 141 valid ceftolozane (TOL) plasma
concentrations and 115 valid tazobactam (TAZ) plasma concentrations included for analysis. The key
demographics of the 6 subjects are summarized in Table 3.2.1. Below the lower limit of quantification
(BLLOQ) and missing samples, if any, were not included for analysis, except the first pre-dose samples.
One ceftolozane concentration and 2 tazobactam concentrations were excluded from analysis due to
their abnormal values.
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Table 3.2.1: Demographics of the Subjects with ESRD/Hemodialysis

Demographics Values (n=6)

Sex. n (%)

Male 2(33.3)

Female 4(66.7)
Race, n(%)

White 1(16.7)

Black or African American 5(83.3)
Age (years)

Mean (SD) 50.0 (11.08)

Median (minimum, maximum) 48.5 (40, 71)
BMI (Kg/m®)

Mean (SD) 28.9 (7.74)

Median (minimum, maximum) 27.2(21.4,39.8)

Software

Phoenix Non-Linear Mixed Effects (NLME) version 1.2 with the extended least squares first order
conditional estimation (FOCE-ELS) was used for population PK modeling and SAS 9.3 with finite element
method (FEM) was used for Monte Carlo simulation. R (2.15.0) and SAS 9.3 were used for data
management, statistical summaries and table/figure generation.

Population PK Modeling

The previously developed two-compartment disposition model, as illustrated in Figure 3.2.1, was used
to fit the ceftolozane or tazobactam plasma concentration-time data without hemodialysis and to test
the between subject variability (BSV) and the residual variability. No other structural model was further
tested unless necessary. Ceftolozane or tazobactam plasma concentration-time data with hemodialysis
were then included and hemodialysis was tested as a covariate effect on both clearance and volume of
distribution for the central compartment. The final model was selected based on the stability of the
model, reliability and interpretability of the parameter estimates and the goodness-of-fit plots.
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Figure 3.2.1: Two-compartment PK structure model for ceftolozane and tazobactam

LV.infusion
Central Peripheral
compartment CL2 compartment
Vc ———— V2
CL

Monte Carlo Simulations

The above obtained population PK model was then used to simulate the ceftolozane/tazobactam
concentration-time profiles in patients with ESRD/hemodialysis. 5000 patients were simulated to each
of the following scenarios:

Scenario Loading Dose Maintenance Dose Regimen
(TOL/TAZ in mg/mg) | (TOL/TAZ in mg/mg)
1 500/250 300/150 1-hr infusion. every 24 hours
2 - 300/150 1-hr infusion, every 24 hours
3 600/300 300/150 1-hr infusion, every 24 hours
4 - 100/50 1-hr infusion. every 8 hours
5 - 300/150 4-hr infusion, every 24 hours
6 400/200 100/50 1-hr infusion. every 8 hours
7 500/250 100/50 1-hr infusion, every 8 hours

Simulations with inflated between subject variability were also conducted for the purpose of sensitivity
analysis and risk assessment based on the equations below:

®) 4

Where A1-A3 are the mass of TOL or TAZ at time t in the infusion device, central compartment and
peripheral compartment, respectively; Kij represents the mass transport rate constant from

280

Reference ID: 3648317



compartment i to compartment j, noting that K12=Dose/infdur represents the infusion rate during
infusion and 0 post the end of infusion with infdur standing for infusion duration;

For ceftolozane, T>MIC and PTA were based on an MIC range from 0.03 to 128 pug/mL. For tazobactam,
there is no MIC value since tazobactam itself does not kill bacteria. However, it is believed that there is
tazobactam threshold concentration needed to inhibit beta-lactamase from hydrolyzing antibiotics.
Therefore, similar to the minimum inhibitory concentration (MIC) concept used for ceftolozane, a term
of minimum efficacious concentration (MEC) is used for tazobactam, representing the minimum
concentration that is needed to effectively inhibit resistance development of bacteria. Fu of 0.79 and
0.70 was used for the unbound fraction of ceftolozane and tazobactam, respectively.

RESULTS

Ceftolozane

The population PK model for ceftolozane was developed via a 2-step process. First, the ceftolozane
plasma concentrations without hemodialysis (first dose) were modeled and best described with a 2-
compartment disposition model plus a proportional residual error model. The between-subject
variability was reliably estimated on all four PK parameters (CL, V¢, CL2, and V2). When the ceftolozane
plasma concentrations following the second dose with hemodialysis were included, the above model,
with the addition of a dichotomous covariate and a between subject variability for the effect of
hemodialysis, was the best to fit the combined data. The detailed parameter estimates and their
standard errors are listed in Table 3.2.2.

Table 3.2.2: Parameter Estimates of the Population PK Model for Ceftolozane

Paramerters Mean RSE% 95% CI BSV%

Estimate (RSE%)

Ve, volume of distribution for central 6 FIXED NA NA nof estimable

compartment

V2, Volume of distribution for peripheral 118 202 (7.1, 16.5) 484 (20.9)

compartment

CL, terminal clearance 0.340 215 (0.2,05) 522202

CL2, inter-compartmental clearance 192 191 (12, 26.4) 350(41.9)

Log-scale coefficient of hemodialysis on Ve 1.54 118 (1.2.1.9) 40,0 (34.7)

Log-scale coefficient of hemodialysis on CL 4.00 7.1 (3.5.4.7) 69.6 (29.8)

Residual variability (%) 139 6.5 NA

Mote: BSE stands for relative standard error over mean: CI stands for confidence interval of the mean estimate; BSWV
stands for between-subject-variability in percentage; NA stands for not applicable.

When the ceftolozane concentrations with and without hemodialysis were all combined together, the
volume of distribution for the central compartment was not reliably estimable and was therefore fixed
at the value of 6, which was the estimate of the model when only the concentrations following the first
dose (without hemodialysis) were included. Otherwise, the model was stable, all converged to the same
set of the final estimates with different sets of initial estimates, and the parameter estimates were all
reliable and interpretable. The overall fitting was reasonably good as illustrated by the goodness of fit
plots in Figure 3.2.2 and the visual predictive check shown in Figure 3.2.3.
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Figure 3.2.2: Goodness of fit of the Population PK Model for Ceftolozane
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Note: DV stands for measured concentrations; PRED stands for model-predicted population concentrations; [PRED
stands for model-predicted individual concentrations; CWERES stands for conditional weighted residuals.
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Figure 3.2.3: Visual Predictive Check of the Population PK Model for Ceftolozane
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Note: gray, vellow and gray bands represent the model-predicted 5®.05" confidence interval of the model-predicted
(green) and observed (red) 5%(dashed line). 50® (solid line) and 95® (dashed line) percentile, respectively.

As described by the model, the terminal clearance is about 0.34 L/h, with an apparent terminal half-life
of about 40 hours in subjects with ESRD as compared to about 2 hours in subjects with normal renal
function. Hemodialysis removes ceftolozane at a clearance of about 20 L/h. In addition, hemodialysis
also increased the apparent volume of distribution for the central compartment from about 6 L to about
28 L. The relatively large inter-compartment clearance of about 19 L/h suggests an almost instant
equilibrium of ceftolozane concentration between the peripheral compartment and the central
compartment.

Reviewer’s comment: Based on the ceftolozane population PK model, a clearance rate of 0.51 L/h would
be predicted for a subject with baseline CrCL of 5 mL/min. The observations of this analysis are in
relative agreement with that observed from the previous population PK analysis, noting that the
population evaluated here have creatinine clearance values outside the range of subjects included in that
analysis. However, the consistency between the models provides a measure of confidence in the results
from the current analysis given the limited number of subjects.

The reviewer agrees that the impact of hemodialysis would have to be included as a separate covariate
in the analysis as was conducted by the sponsor.

Tazobactam

Similar to ceftolozane, tazobactam plasma concentrations without hemodialysis (first dose) were first
modeled and well described with a 2-compartment disposition model plus a proportional residual error
model. The between-subject variability was reliably estimated on all four PK parameters CL, Vc, CL2,
and V2. When the tazobactam plasma concentrations following the second dose were included, the
model with hemodialysis evaluated as a dichotomous covariate with between-subject variability was the
best to fit all the combined data. The detailed parameter estimates are listed in Table 3.2.3. The
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parameters were reliably estimated, with SEM values less than 50%. The overall quality of fitting was
good as illustrated by the goodness of fit plots in Figure 3.2.4 and the visual predictive check plot in

Figure 3.2.5.

As described by the model, the terminal clearance was about 3 L/h for tazobactam in subjects with
ESRD, much larger than ceftolozane due to its metabolic elimination path. The apparent half-life was
about 4 hours in subjects with ESRD as compared to about 1 hour in subjects with normal renal function.
Hemodialysis increased the terminal clearance of tazobactam from about 3 L/h to about 20 L/h and the
apparent volume of distribution for the central compartment from about 11 L to about 16 L. The
estimated BSV was very large in both clearance and volume of distribution, partially reflecting the
observed variability in this type of subjects with ESRD and the small number of subjects.

Table 3.2.3: Parameter Estimates of the Population PK Model for Tazobactam

Parameters Mean RSE% | 95% CI BSV%
Estimate (RSE%)
Ve, volume of distribution for central 11.0 16.4 (74.14.3) 398 (34.3)
compartment
V2, Volume of distribution for peripheral 6.55 16.0 (4.5, 8.6) 243 (39.8)
compartment
CL, terminal clearance 3.07 19.0 (1.9, 4.2) 142 (290 3)
CL2, inter-compartmental clearance 381 231 (2.1,5.3) not estimable
Log-scale Coefficient of hemodialysis on Ve 0.434 477 (0,0.8) not estimable
Log-scale Coefficient of hemodialysis on CL 1.89 11.7 (1.5,2.3) 20(31.4)
Residual vanability (%2) 208 1.7 not applicable

MNote: BSE stands for relative standard error over mean; CI stands for confidence interval of the mean estimate; BSW

stands for between-subject-variability in percentage.
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Figure 3.2.4: Goodness of fit of the Population PK Model for Tazobactam
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Note: DV stands for measured concentrations; PRED stands for model-predicted population concentrations; [PRED
stands for model-predicted individual concentrations; CWRES stands for conditional weighted residuals.
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Figure 3.2.5: Visual Predictive Check of the Population PK Model for Tazobactam
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Note: gray. vellow and gray bands represent the model-predicted 5™-95® confidence interval of the model-predicted
(green) and chserved (red) 5%(dashed line), 50® (solid line) and 95® (dashed line) percentile. respectively.

Reviewer’s comments: Based on the tazobactam population PK model, a clearance rate of 2.2 L/h would
be predicted for a subject with baseline CrCL of 5 mL/min. The observations in the current analysis,
which identified an elimination rate of 3 L/h are in relative agreement with that observed from the
previous population PK analysis, noting that the population evaluated here have creatinine clearance
values outside the range of subjects included in that analysis. .

The reviewer agrees that the impact of hemodialysis would have to be included as a separate covariate
in the analysis as was conducted by the sponsor. The analysis predicts that hemodialysis increases
clearance approximately 6-fold, resulting in an overall clearance similar to patients with normal renal
function.

Monte Carlo Simulations
Simulated scenarios were performed as described in the Methods section. The simulated treatment
duration was set for 14 days. A pre-dose 4-hour hemodialysis session was assumed on Monday,
Wednesday, and Friday (or the last 4 hours of the previous dosing day). Considering that only 6 subjects
were used to estimate BSV values, which might not be representative, a typical 50% BSV (i.e. a variance
of 0.25) in log-scale was used in simulations for all PK parameters except hemodialysis. For sensitivity
analysis and risk assessment, three additional simulations were also simulated for each of the above
scenarios:
a) The BSV values as the model estimated;
b) The BSV was inflated to 63% (or 0.40 for variance) in log scale for the parameters with lower
model-estimated BSV, except for hemodialysis which was considered to be machine related;
¢) The BSV was inflated to 63% (or 0.40 for variance) in log-scale if the model estimate was lower
and deflated to 63% if the model-estimate was higher, except for hemodialysis which was
considered to be machine related.

The simulated results indicated that hemodialysis reduced the accumulation from the previous dosing
regimens to a minimal level. In addition, for ceftolozane alone, of which the terminal half-life was

286

Reference ID: 3648317



significantly extended in subjects with ESRD as compared to the subjects with normal renal function, all
scenarios above were similar and covered the same level of MIC of 8 pg/mL with PTA >90%. The
changes in BSV values as described above did not change this conclusion. The 1 hour once daily infusion
is the simplest and preferred dosing regimen for ceftolozane alone.

However, the extension of the terminal half-life of tazobactam in subjects with ESRD was not significant
enough to optimally justify a once-daily dosing regimen if its efficacy is primarily driven by AUC and/or
MEC, rather than C,,,. In this case, a more frequent dosing regimen is preferred. The simulated results
suggested that at the same total daily dose, a q8h dosing regimen, would be most appropriate by
potentially moving the coverage of MEC (analogous to MIC) up 2 dilutions as compared to the q24h
dosing regimen.

Therefore, with considerations of:

e Maximizing ceftolozane efficacy but limiting its daily AUC to be around/within 1100 pg*hr/mL
that has previously been shown to be safe and tolerable in humans (note: the maximum
tolerated dose — MTD — has never been reached),

e Maximizing tazobactam efficacy in terms of MEC coverage,

e Maximizing the drug exposure on the first day to maximally and rapidly kill bacterial and
avoid/inhibit resistance development, and

e The fixed TOL/TAZ dose ratio of 2;

An optimal dosing regimen for clinical use in subjects with ESRD/hemodialysis is: a loading dose of 500
mg TOL/250 mg TAZ, followed by maintenance doses of 100 mg TOL/ 50 mg TAZ, all for 1 hour infusion,
three times a day.

With this dosing regimen, the potential coverage of 8 mg/L MIC for ceftolozane and about 1 mg/L MEC
for tazobactam, will result in a 90% target attainment on the first day.

The simulated ceftolozane and tazobactam plasma concentrations in subjects with ESRD were
comparable to those at the recommended clinical dose in patients with normal renal function or other
degrees of renal impairment. Figures 3.2.6 and 3.2.7 illustrate their daily target attainment. The target
attainment results for the above recommended dosing regimen in subjects with ESRD were also
comparable to those at the clinical dose in patients with normal renal function.

For safety assessment, Table 3.2.4 and Table 3.2.5 list the simulated daily C,.x and AUC for ceftolozane
and tazobactam, respectively. The 95t percentile of the simulated daily AUC of ceftolozane for the
recommended dosing regimen was within the limit of 1100 pg*h/mL. Even in the worst case of the
above tested BSV situations, the maximum 95" percentile of the simulated daily AUC values were within
15% of 1100 pg*h/mL and were limited to days 6-7 and 13-14 only. The 95t percentile of the simulated
daily Cnax and AUC for tazobactam for the recommended dosing regimen were about 30 pg/mL and 194
pug*hr/mL, respectively, on day 1 and down to about 8 pg/mL and 100 pg*hr/mL thereafter. These
values were in the safe range typically observed in clinical use. In the worst case where the model-
estimated abnormally large BSV values were used for CL and Vc while the BSV values for CL2 and V2
were inflated to 50% in log-scale, the potential g5t percentile of daily C,.x and AUC for tazobactam
were 74 ug/mL and 418 pg*hr/mL, respectively, on day 1 and down to about 23 pg/mL and 340
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pug*hr/mL thereafter. These values were in the range that other recommended clinical dosing regimens
have reached for tazobactam e.g. Zosyn.

In summary, the dosing regimens of 500/250 (TOL/TAZ in mg/mg) loading dose, followed by a 100/50
maintenance dose infused over 1 hour g8h is recommended for clinical use.

Figure 3.2.6: Simulated Daily Free Ceftolozane %T>MIC Targets by MIC Values in Patients with ESRD
for the Dosing Regimen: a Loading Dose of 500 mg Tol/250 mg TAZ + Maintenance Doses of 100 mg
TOL/50 mg TAZ, All Infused Over 1 hour and Given Every 8 Hours (BSV = 50% in log scale and N=5000)
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Figure 3.2.7: Simulated Daily Free Tazobactam %T>MEC Targets by MEC Values in Patients with ESRD
for the Dosing Regimen: a Loading Dose of 500 mg TOL/250 mg TAZ + Maintenance Doses of 100 mg
TOL/50 mg TAZ, All Infused Over 1 hour and Given Every 8 Hours (BSV = 50% in log scale and N=5000)
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Table 3.2.4: Simulated Median (5", 95" percentile) Daily C,.x and AUC of Total Ceftolozane for the
Dosing Regimen: a Loading Dose of 500 mg TOL/250 mg TAZ + Maintenance Doses of 100 mg TOL/50

mg TAZ, All Infused Over 1 hour and Given Every 8 Hours (BSV = 50% in log scale and N=5000)

Daily Cooe Daily AUC
Day | Median (5% 95® percentile) | Median (5™ o5tk percentile)
1 384(232_63) 610 (362.1 . 1008)
2 335(206,54) 5833(3341. 969)
3 217(126_,52) 3394 (1804, 754)
4 28 (16.7,47) 4553 (253, 841)
5 21 (123 54) 3239(1735, 784)
6 277(165.,48) 520.7 (2904, 981)
7 32.1(185,55) 550.1 (294.8 . 1010)
8 215(125,62) 3372(1778, 871)
9 282(167,50) 4562 (2512, 916)
10 21(123,59) 324 (173.7, 834)
11 278(165_50) 4482 (2483 . 892)
12 209(123,58) 3222(173, 827)
13 27.7(16.5.49) 5206 (290.3 . 1016)
14 321(185,56) 5503(2948, 1045)

Reference ID: 3648317
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Table 3.2.5: Simulated (5", 95" percentile) Daily C,.., and AUC of Total Tazobactam for the Dosing
Regimen: a Loading Dose of 500 mg TOL/250 mg TAZ + Maintenance Doses of 100 mg TOL/50 mg TAZ,
All Infused Over 1 hour and Given Every 8 Hours (BSV = 50% in log scale and N=5000)

Daily Cp.e Daily AUC
Day Median (Sm. 5™ percentile) | Median (Srh.. o5 percentile)
1 17.1(8.6,30) 103.1 (48.7, 194)
2 47(26.8) 47(205. 115)
3 43(25,8) 442(207, 93)
4 44(25.8) 45(20.3, 100)
5 43(25.7) 441(207, 91)
6 44(25.8) 485(21.5, 108)
7 44(25.8) 452(203, 103)
8 43(25.7) 441(207, 92)
9 44(25.8) 449(203, 99)
10 43(25.7) 441(207, 91)
11 44(25.8) 449(203, 99)
12 43(25.7) 441(207, 91)
13 44(25.8) 48.5(21.5, 108)
14 44(25.8) 452 (203, 103)

Sponsor’s Conclusions

e Ceftolozane/tazobactam plasma concentrations following TOL/TAZ infusion in subjects with
ESRD and on intermittent hemodialysis can be best described with a 2-compartment disposition
model plus a covariate effect of hemodialysis on both clearance and volume of distribution of
the central compartment

o The residual accumulation, if any, from previous doses prior to each hemodialysis is
manageable with appropriate dose adjustments.

o Ceftolozane terminal half-life is significantly extended such that a daily or g8h dosing
regimen in subjects with ESRD are equally adequate in achieving PTA of >90% for an MIC
of up to 8 ug/mL.

o Tazobactam terminal half-life is modestly extended but not long enough to justify
changing the q8h dosing regimen to a daily dosing regimen.

e With consideration of maximizing tazobactam efficacy and limiting ceftolozane daily AUC around
or within 1100 pg/mL, the proposed dosing regimen for clinical use in subjects with ESRD is: a
single loading dose of 500 mg ceftolozane/250 mg tazobactam via 1 hour infusion, followed in 8
hours by a maintenance dose of 100 mg ceftolozane/50 mg tazobactam via 1 hour infusion
every 8 hours. A maintenance dose is suggested to be given at the earliest possible time post
the end of each hemodialysis session.

3.3 Susceptibility Test Interpretive Criteria - Enterobacteriaceae

INTRODUCTION/OBJECTIVES
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Using a population PK model for ceftolozane, the population PK model for tazobactam, non-clinical
PK/PD targets, and Monte Carlo simulation, the objective of these analyses was to conduct PK/PD target
attainment analyses to provide support for the following:
e Recommendation for in vitro susceptibility test interpretive criteria for ceftolozane/tazobactam
against Enterobacteriaceae (beta-lactamase producers and non-producers); and
e Selected ceftolozane/tazobactam dosing regimens by renal function category.

METHODS
Monte Carlo Simulation
Using the previously developed population PK models for ceftolozane and tazobactam and various
ceftolozane/tazobactam dosing regimens, plasma concentration-time profiles for
ceftolozane/tazobactam were generated for simulated patients. These simulations were conducted for
five renal function categories (see below) with a total of 5000 patients simulated (1000 per category)

e High normal renal function (> 150 to < 200 mL/min);
Normal renal function (> 90 to < 150 mL/min);
Mild renal impairment (>50 to £ 90 mL/min);

e Moderate renal impairment (=29 to < 50 mL/min); and

e Severe renal impairment (215 to <29 mL/min).
In each renal function category, patients were assigned a CL¢g value based upon a uniform distribution.

In addition to Clc, total body weight (WTKG), an additional covariate identified during population PK
modeling, was assigned to each simulated patient. This was carried out by randomly sampling from a
log-normal distribution for total body weight with a mean (standard deviation, SD) of 75.6 (15.5) kg
which was based upon the actual values obtained for the ceftolozane/tazobactam-treated Phase 2
patients with cUTI (including pyelonephritis) and patients with clAl.

Reviewer comment: The Sponsor used the final population PK model for ceftolozane as described in
Section 3.1 and specifically the parameters listed in Table 3.1.8. It appears they did not use the “refined
final model” that was described in Section 3.1. However, the differences between the so-called final
model and the refined final model do not appear to be significant, so the conclusions in this report are
unlikely to change significantly if the refined final model were used instead.

The Sponsor used the final population PK model for tazobactam as described in Table 3.1.11.
The sponsor-evaluated two different ceftolozane/tazobactam dosing regimens (2000/1000 mg or
1000/500 mg) administered over 1 hour every 8 hours (q8h) with additional dosing adjustments within

regimens by renal function category. A short summary of the regimens and dosing adjustments are
provided below:
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« 1000/500 mg ceftolozaneftazobactam in patients with high nomal and
normal renal function and patients with mild renal impairment;

« 500/250 mg ceftolozane/tazobactam in patients with moderate renal
impairment; and

« 250/125mg ceflolozaneftazobactam in  patients with severe renal
impairment.

2000 mg ceftolozane regimens:

« 2000/1000 mg ceftolozane/tazobactam in patients with high nommal and
normal renal function and patients with mild renal impairment;

+ 1000/500 mg ceftolozanetazobactam in patients with moderate renal
impairment; and

« 500/250 mg cefiolozaneftazobactam in patients with severe renal
impairment.

Reviewer comment: the 2000 mg ceftolozane dosing regimens are not under consideration for this NDA
as the proposed dosing regimen is 1000 mg ceftolozane and 500 mg tazobactam. e

Using the population PK model for ceftolozane, total-drug steady-state ceftolozane plasma
concentration-time profiles were generated for each simulated patient in each renal function category
for each of the ceftolozane dosing regimens listed above. For each simulated patient, total-drug steady-
state ceftolozane plasma concentrations were simulated every 5 minutes during the dosing interval. A
plasma protein binding estimate of 21% was used for ceftolozane to derive free-drug plasma
concentrations. Since free-drug ceftolozane plasma concentrations are likely to be the
pharmacologically-active entity, total-drug ceftolozane plasma concentrations were subsequently
multiplied by 0.79 to calculate the free-drug ceftolozane plasma concentrations for use for the PK/PD
target attainment analyses described below.

A similar process was used to simulate tazobactam concentration-time profiles. Using the population PK
model for tazobactam, free drug steady-state tazobactam plasma concentration-time profiles were
generated for each simulated patient in each renal function category for each of the dosing regimens.

Pharmacokinetic/Pharmacodynamic Target Attainment Analyses

Using the targets described below, PK/PD target attainment by MIC was assessed for simulated patients
in each renal function category. In the primary analyses, data were assessed in the context of the
clinical trial program MIC distribution for ceftolozane/tazobactam against Enterobacteriaceae. In
sensitivity analyses, PK/PD target attainment by MIC value was also conducted based on surveillance
data from the Unites States (US) and European Union (EU).

Ceftolozane

Studies in the mouse neutropenic thigh model determined that the PK/PD parameter most closely
associated with efficacy for ceftolozane was the %T>MIC. Four P. aeruginosa isolates and 4
Enterobacteriaceae isolates were studied in this model. Since the total drug %T>MIC targets for
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ceftolozane against P. aeruginosa and Enterobacteriaceae for each bacterial reduction endpoint
overlapped, the individual isolate targets were pooled and the median values for each bacterial
reduction endpoint were determined.

Based on data for all eight isolates, the median total drug %T>MIC values of @® and ©@
associated with net bacterial stasis and a 1-log;, CFU reduction from baseline, respectively.

were

Using ultrafiltration at ceftolozane concentrations of 10 and 100 mg/L, protein binding was assessed.
Given that the authors reported minimal plasma protein binding (<5%), free drug and total drug
ceftolozane %T>MIC targets were considered equivalent. Thus, total drug %T>MIC targets based on
these data are referred to as free drug %T>MIC targets herein.

For the PK/PD target attainment analyses, free-drug %T>MIC targets of @@ and @@ associated with
net bacterial stasis and a 1-log,q CFU reduction from baseline, respectively, were assessed. Free drug
%T>MIC targets of 40, 50, and 60 were also assessed.

Tazobactam

In two studies, VanScoy and colleagues utilized a PK/PD in vitro infection model to identify the PK/PD
determinates of tazobactam efficacy when administered with ceftolozane. In the first study, a dose-
fractionation study was designed to determine the exposure measure most predictive of tazobactam
efficacy in combination with ceftolozane. The challenge organism panel was comprised of an isogenic
CTX-M-15-producing E. coli triplet set, genetically engineered to transcribe different levels of blaCTX-M-
15. These recombinant strains exhibited ceftolozane MIC values of 4, 16, and 64 mg/L representing low,
moderate, and high levels of CTX-M-15, respectively. Different blaCTX-M-15 transcription levels were
confirmed by relative quantitative real time polymerase chain reaction and beta-lactamase hydrolytic
assays. The exposure measure associated with efficacy was the percentage of the dosing interval that
tazobactam concentrations remained above a threshold (%T>threshold), regardless of enzyme
expression (r’=0.938, see Figure 3.3.1). The threshold concentrations identified was dependent upon
enzyme expression level.
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Figure 3.3.1: Relationships between three tazobactam exposure measures, AUC, C.., and
%T>threshold, and the change in log,, CFU of isogenic CTX-M-15-producing E. coli after 24 hours of
therapy in a PK/PD in vitro infection model. The color of the symbols represents the different dose-
fractionation schedules, while the shape of the symbol represents the level of beta-lactamase
production. C,.. is shown in micrograms per milliliter.
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1: The threshold tazobactam concentration for the low- and moderate-B-lactamase genetic construcis was 0.05 mg/L and
was 0.25 mg/L for the high-B-lactamase genstic construct

In the second study, a tazobactam dose-range study was designed to determine the %T>threshold
necessary for efficacy in combination with ceftolozane in a PK/PD in vitro infection model. The initial
challenge panel included four well-characterized beta-lactamase-producing E. coli strains with variable
enzyme expression and other resistance determinants. A range of tazobactam doses were administered
using a fixed dose of ceftolozane, both of which simulated that observed in humans. The ceftolozane
dose administered for isolates with MIC values of 0.5 and 1 mg/L was 1000 mg while a 2000 mg dose
was administered for isolates with MIC values of 2 and 4 mg/L. The tazobactam dose ranged from 135
to 4000 mg. Each dosing interval was 8 hours since this is the dosing schedule that was used in clinical
trials. Both drugs were administered over 1 hour, and free-drug concentration-time profiles assuming
20% and 30% protein binding for ceftolozane and tazobactam, respectively, were simulated.

Data from the dose-ranging studies were evaluated using a PK/PD Hill-type model and nonlinear least-
squares regression. The data were weighted using the inverse of the estimated measurement variance.
Relationships between free-drug tazobactam %T>MIC threshold and changes in log,o CFU from baseline
at 24 hours were evaluated. For each individual isolate, the free-drug tazobactam %T>threshold was
identified through an iterative process in which candidate threshold concentrations of 0.05, 0.1, 0.25,
0.5, 1, 2, and 4 mg/L were evaluated.

As evidenced by r? values ranging from 0.90 to 0.99 for each clinical isolate, the observed data were well
described by fitted functions describing the relationship between the tazobactam %T>threshold and
change in log,y CFU from baseline; however, the data from the four isolates did not co-model well. The
threshold concentration identified for each isolate ranged from 0.5 to 4 mg/L. Subsequently, an
enabling translational relationship was identified for the tazobactam threshold that allowed co-
modeling of all four clinical isolates, which was the product of the individual isolate’s
ceftolozane/tazobactam MIC value and 0.5. As evidenced by an r* value of 0.90, the transformed data
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were well described by a fitted function describing the relationship between tazobactam %T>threshold
and change in log,y CFU from baseline. Due to these findings, the challenge panel was expanded to
include three well-characterized beta-lactamase-producing K. pneumoniae strains with variable enzyme
expression and other resistance determinants. As shown in Figure 3.3.2, the translational relationship
for the tazobactam threshold that allowed for the co-modeling of the four E. coli isolates performed well
for the expanded data set (seven isolates in total; four E. coli and three K. pneumoniae), as evidenced by
an r’ value of 0.84.

Based on pooled and transformed data for the four E. coli and three K. pneumoniae clinical isolates, the
parameter estimates (standard errors) for the relationship between free drug tazobactam %T>threshold
and change in logy, CFU from baseline were as follows: change in log,, CFU from baseline at 24 hours in
the absence of drug (Ey), 2.89 (0.212); maximum effect (E..x), 8.09 (2.54); Hill's coefficient, 3.21 (0.88);
and 50% effective concentration (ECsg), 79.2 (15.9). The free drug tazobactam %T>threshold associated
with net bacterial stasis and 1- and 2-log;, CFU reductions in bacteria at 24 hours were 65.9, 77.3, and
90.2% of the dosing interval, respectively, regardless of the MIC, number and type of beta-lactamases,
or other resistance determinants.

For the PK/PD target attainment analyses described, a free drug tazobactam %T>threshold target of 65.9
associated with net bacterial stasis was assessed.

Figure 3.3.2: Relationship between tazobactam %T>threshold and change in log,, CFU from baseline at
24 hours for the four E. coli and three K. pneumoniae clinical isolates in a PK/PD in vitro infection
model. Isolates are represented by different colors. The black line represents the fitted function for
the pooled data across isolates. The threshold for each isolate represented the product of the
ceftolozane/tazobactam MIC value for the individual isolate and 0.5.
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Pathogen Susceptibility Data
PK/PD target attainment results were interpreted in the context of MIC distributions for
ceftolozane/tazobactam against Enterobacteriaceae collected during the course of the clinical trial

298

Reference ID: 3648317



program, which was comprised of data from four studies involving patients with either complicated
urinary tract infections or complicated intra-abdominal infections shows the MIC distributions for
ceftolozane/tazobactam against Enterobacteriaceae isolates which were collected from these patients,
grouped by ESBL producer status. Details regarding the process to identify ESBL-producing isolates and
to elucidate the ESBL are provided below.

Isolates classified as Enterobacteriaceae are presented in Table 3.3.1. Enterobacteriaceae isolates were
tested for susceptibility to ceftolozane and ceftolozane/tazobactam. Additionally, Enterobacteriaceae
were evaluated using the algorithm below and those meeting the criteria were further characterized to
elucidate ESBLs:

* Enterobacteriaceae with a ceftazidime MIC =2 mg/L

Enterobacteriaceae with a cefotaxime MIC =2 mg/L

Enterobacteriaceae with a ceftriaxone MIC =2 mg/L

Enterobacteriaceae with a CXA-101 MIC =2 mg/L

Enterobacteriaceae with a ceftazidime MIC of at least 2 mg/L that is = 3 doubling

dilution higher than the ceftazidime/clavulanic acid MIC

¢ Enterobacteriaceae with a cefotaxime MIC of at least 2 mg/L that is = 3 doubling
dilution higher than the cefotaxime /clavulanic acid MIC

¢ Enterobacteriaceae with a CXA-101 MIC of at least 2 mg/L that 1s = 3 doubling
dilution higher than the CXA-201 MIC

¢ Enterobacteriaceae (except Proteus spp.) with an ertapenem MIC =1mg/L

¢ Enterobacteriaceae (except Proteus spp.) with an imipenem MIC =2 mg/L

e Proteus spp. with carbapenem (ertapenem or imipenem) MIC = 8 mg/L.

Isolates that qualified for testing were subjected to a commercial MicroArray System Check- MDR CT101
kit. The assays were performed according to the manufacturer’s instructions for the screening of genes
encoding the CTX-M Groups , 2, 8+25 and 9, TEM wild type and extended-spectrum beta-lactamase, SHV
wild type and ESBL and the carbapenemases KPC and NDM. In addition, Enterobacteriaceae isolates
were screened for oxacillinase — (blagxa.2-, blaoxa-10-, and blagya.13-group, blaoxa.1s and blaoyass) and
carbapenemase-encoding genes (blape, blay, and blaoxa,s) using custom and validated multiplex
assays.

A sensitivity analysis, PK/PD target attainment by MIC value was also evaluated in the context of
surveillance data from the US and the EU, which are provided below.

299

Reference ID: 3648317



Table 3.3.1: MIC distributions for ceftolozane/tazobactam against Enterobacteriaceae grouped by

ESBL producer status
Taotal Parameter MIC (mg/L)
number
of
isolates 0.03 | 0.06 | 0.12 | 0.25 0.5 1 2 4 8 16 32 =32
ESBL isolates
189 Number - - 3 42 35 31 18 10 9 8 3 10
% - - 159 | 222 | 29.1 164 | 953 53 477 | 424 | 159 | 53
Cumulative - - 1.59 | 2379 | 5289 | 69.29 | 78.82 | 8412 | 88.89 | 93.13 | 9472 | 100
%
Non-ESBL
2510 Number 1 14 524 1284 | 365 138 48 35 24 23 13 41
% 0.04 | 056 | 2088 | 51.16 | 1455 | 550 | 192 140 | 096 | 092 | 052 | 1.64
Cumulative | 0.04 | 06 | 2148 | 72.64 | 87.19 | 92.69 | 9461 | 96.01 | 9697 | 9789 | 9841 | 100
%

Data source: N:\Projects\Cubist\cxa_201'0031%analysis_output'sas‘tables\MIC-count-by ESBL-geno

Pharmacokinetic/Pharmacodynamic Target Attainment Assessment

The percentage of simulated patients that attained free drug %T>MIC or threshold targets for
ceftolozane against Enterobacteriaceae pathogens at steady-state for MIC values ranging from 0.06 to
>32 mg/L was determined for each ceftolozane dosing regimen evaluated by renal function category.
Using the total drug ceftolozane plasma concentration-time profiles and the point estimate for
ceftolozane protein binding, free drug %T>MIC or threshold was determined for each simulated patient
for each MIC value evaluated.

For non-ESBL-producing isolates, the percentage of simulated patients that attained the ceftolozane
targets at steady-state for ceftolozane/tazobactam was determined for MIC values ranging from 0.06 to
> 32 mg/L within each renal function category. Ceftolozane/tazobactam MIC value was utilized rather
than the ceftolozane MIC value for two reasons. First, ceftolozane/tazobactam MIC values are what will
be reported by clinical laboratories and second, the addition of tazobactam to ceftolozane in the
susceptibility test does not alter the ceftolozane MIC value for the vast majority of isolates.

For ESBL-producing isolates, a sequential multi-step algorithm was used to take into account both the
ceftolozane and tazobactam components. The multi-step algorithm was used to assess PK/PD target

attainment by MIC value for each ceftolozane/tazobactam dosing regimen evaluated within each renal
function category. This algorithm is outlined below and shown in Figure 3.3.3.
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1. The simulated tazobactam concentration-time data were used to assess whether or not the
above-described tazobactam target was attained during the dosing interval at steady-state
for MIC values ranging from 0.06 to = 32 mg/L:

_t-.j

If the simulated patient achieved the tazobactam target. target attainment for that patient
was assessed based upon the above-described ceftolozane targets and ceftolozane plasma
concentration-time data during the dosing interval at steady-state for ceftolozane/
tazobactam MIC values ranging from 0.06 to > 32 mg/L (potential values for each patient
were 0 if the ceftolozane/tazobactam target was not achieved or 1 if the ceftolozane/
tazobactam target was achieved):

3. If the simulated patient did not achieve the tazobactam target. it was necessary to assess
PK-PD target attainment using the corresponding ceftolozane-alone MIC. Given that
there is a range of possible ceftolozane MICs for each ceftolozane/tazobactam MIC.
target attainment for a patient with insufficient tazobactam exposure was assessed based
upon the above-described ceftolozane targets during the dosing interval at steady-state
and each of the possible ceftolozane-alone MIC values for a given ceftolozane/
tazobactam MIC wvalues ranging from 0.06 to > 32 mg/L. The percent probability of target
attainment at each possible ceftolozane/tazobactam MIC value was calculated as the
weighted average of percent probabilities for target attamment using the distribution
(based on the clinical trial database) of ceftolozane-alone MIC values at the ceftolozane/
tazobactam MIC being evaluated (therefore. the probability of target attainment in a
given patient with insufficient exposure concentrations could range between 0 and 1.
inclusive):

4. Overall PK-PD target attainment was determined for simulated patients in each renal
function category. Using the percentage of simulated patients achieving the given
ceftolozane/tazobactam PK-PD target threshold at a fixed MIC value. weighted averages
over the MIC distribution for ceftolozane/tazobactam against pathogens belonging to the
Enterobacteriaceae family were determined and used to represent overall target
attainment by renal function category.
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Figure 3.3.3: Multi-step algorithm used to assess PK/PD target attainment by MIC value

Evaluate tazobactam PK-PD target attainment at each
possible ceftolozane/tazobactam MIC value using the
following:

1. Tazobactam PK-PD target
2. Tazobactam exposure

}

Is the tazobactam exposure

sufficient?

Yes No
Evaluate ceftolozane/tazobactam PK-PD \ ﬂaluate ceftolozane/tazobactam PK-PN
target attainment at each possible ] target attainment at each possible
ceftolozane/ tazobactam MIC value using ceftolozane/ tazobactam MIC value using
the following: the following:
1. Ceftolozane PK-PD target 1. Ceftolozane PK-PD target
2. Ceftolozane exposure ) 2. Ceftolozane exposure

3. All possible ceftolozane alone MIC
values at the ceftolozane/tazobactam
MIC value being evaluated

4. The percent probability of target
attainment at each possible
ceftolozane/ tazobactam MIC value is
then calculated as the weighted
average of percent probabilities for
target attainment using the
distribution (based on the clinical
trial database) of ceftolozane alone
MIC values at the

ceftolozaneftazobactam MIC being
\ evaluated. /
RESULTS

Reviewer comment: The Sponsor has simulated PK profiles of ceftolozane/tazobactam for 1000 patients
in each of the five renal function categories as described in the Methods section. The Results section of
the report is divided into each of the five renal function categories and one summary section. Each of the
five renal categories has results presented in both graphical and tabular format. The graphical
representations are shown for each category, but the tabular representation is shown only for the
normal renal function category for brevity.

302

Reference ID: 3648317



PK/PD Target Attainment in Simulated Patients with High Normal Renal Function

Figure 3.3.4 shows the percentage of the 1000 simulated patients with high normal renal function
achieving free drug PK/PD targets for ceftolozane (%T>MIC) and tazobactam (%T>threshold) for the
clinical trial program MIC distribution at steady state following administration of
ceftolozane/tazobactam 1000/500 mg g8h.

Figure 3.3.4: Percentage of the 1000 simulated patients with high normal renal function (>150 mL/min
to £ 200 mL/min by Cockcroft-Gault) achieving free-drug %T>MIC targets for Enterobacteriaceae by
MIC value at steady-state following administration of ceftolozane/tazobactam 1000/500 mg q8h
overlaid on histograms showing MIC distributions for ceftolozane/tazobactam against
Enterobacteriaceae

1000/500 mg Ceftolozane/Tazobactam over 1 hour g&h - High Normal Renal Function
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PK/PD Target Attainment in Simulated Patients with Normal Renal Function

The percentage of the 1000 simulated patients with normal renal function achieving free-drug PK/PD
targets for ceftolozane (%T>MIC) and tazobactam (%T>threshold) for the clinical trial program MIC
distribution at steady-state following administration of ceftolozane/tazobactam 1000/500 mg q8h is
shown in Table 3.3.2. The shaded area in the table separates the MIC values at which the percentage of
simulated patients achieving a given free drug %T>MIC target is approximately 80%. As expected, the
percentage of simulated patients achieving free-drug PK/PD targets increased as the MIC value or the
magnitude of the target decreased. A ceftolozane/tazobactam dosing regimen of 1000/500 mg g8h
allowed for 80% or greater of simulated patients with normal renal function to achieve free drug
%T>MIC targets 2 @@ and @@ respectively, up to an MIC value of 4 mg/L. Figure 3.3.5 shows the
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same data as presented in Table 7 overlaid on histograms showing the clinical trial program MIC
distribution for ceftolozane/tazobactam against Enterobacteriaceae.

Table 3.3.2: Percentage of the 1000 simulated patients with normal renal function (> 90 to < 150
mL/min by Cockcroft-Gault equation) achieving free drug %T>MIC targets for Enterobacteriaceae MIC

value at steady-state following the administration of ceftolozane/tazobactam 1000/500 mg q8h

MIC Percentage of simulated patients achieving free-drug % T>MIC targets

(mg/L) ®e > 40 >50 > 60
0.06 100 100 100
0.12 100 100 100
0.25 99.6 99.5 99.5
0.5 96.8 96.4 95.7
1 934 92.1 90.9
2 83.6 82.2 79.0
4 79.6 74.4 64.2
8 65.3 51.1 38.3
16 292 16.5 10.6
>32 1 1.54 0.406 0.081

Reviewer comment: Since the exposure in patients with normal renal function serves as the benchmark
for exposure matching, breakpoints are set based on this group. Patients with mild renal impairment will
receive the same dose but will have higher exposure throughout the dosing interval. In addition, the
proposed dose adjustments for moderate and severe renal impairment would likely result in equivalent
or somewhat higher AUC exposures than what was achieved for patients with normal renal function, but
%T over a target threshold would be higher due to the decreased elimination rate in such subjects.
Therefore, setting the breakpoint based on patients with normal renal function is a relatively
conservative decision for all the patients except those of the “high normal” variety who could potentially
require a higher dose to achieve the same efficacy.

The choice of the PK/PD cutoff is dependent on the indication, organism, and drug. For
Enterobacteriaceae infections bactericidal targets are desirable. According to the Sponsor’s nonclinical
studies, a target of ®@ T5MIC was associated with a 1logyo kill and would therefore be acceptable.
However, the historical target for cephalosporins is 50% T>MIC. These two potential targets would give
the same answer if we used the historical standard (90%) for probability of target attainment: 1 mcg/mL.
However, for reasons that are unclear to the Reviewer, the Sponsor has chosen 80% probability of target
attainment as a means of choosing a PK/PD cutoff. This would result in a PK/PD cutoff of 4 mcg/mL
using the Sponsor-derived 1log kill target of ®@ o T>MIC and a PK/PD cutoff of 2 using the historical
cephalosporin standard of 50% T>MIC.
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Figure 3.3.5: Percentage of the 1000 simulated patients with normal renal function (> 90 to < 150
mL/min by Cockcroft-Gault equation) achieving free drug %T>MIC targets for Enterobacteriaceae by
MIC value at steady-state following administration of ceftolozane/tazobactam 1000/500 mg q8h
overlaid on histograms showing MIC distributions for ceftolozane/tazobactam against
Enterobacteriaceae

1000/500 mg Ceftolozane/Tazabactam over 1 hour q8h - Normal Renal Function
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PK/PD Target Attainment in Simulated Patients with Mild Renal Impairment

Figure 3.3.6 shows the percentage of the 1000 simulated patients with mild renal impairment achieving
free drug PK/PD targets for ceftolozane (%T>MIC) and tazobactam (%T>threshold) for the clinical trial
program MIC distribution at steady state following administration of ceftolozane/tazobactam 1000/500
mg g8h.
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Figure 3.3.6: Percentage of the 1000 simulated patients with mild renal impairment (>50 to < 90
mL/min by Cockcroft-Gault equation) achieving free-drug %T>MIC targets for Enterobacteriaceae by
MIC value at steady-state following administration of ceftolozane/tazobactam 1000/500 mg q8h
overlaid on histograms showing MIC distributions for ceftolozane/tazobactam against
Enterobacteriaceae

1000/500 mg Ceftolozane/Tazobactam over 1 hour g8h - Mild Renal Impairment

100 1.0
;E; 80 - ~08
g 8
£ ]
£ 60 — Lo @
£ T -
< E
T =]
o 40- o4 T
o [=]
| f=5
g £
< 20- - 0.2
o
04— L= L - 0.0
T T T T T T T T T T T T
ﬁ“ﬂ 5_-‘@ r.?%‘ ﬂd‘ s = 4 & o b G ;‘*Jd’
%
MIC (mg/L}

Bl EsSBL-genclype (n=18%) I non-ESBL-genolype (n=2510)
el frae-drug % T=MIC>=24 2 L] frae-drug % T=MIC==50
—a&— free-drug % T=MIC>=222 —&— free-dug % T=MIC==50
—&— free-drug % T=MIC==40

PK/PD Target Attainment in Simulated Patients with Moderate Renal Impairment

Figure 3.3.7 shows the percentage of the 1000 simulated patients with moderate renal impairment
achieving free drug PK/PD targets for ceftolozane (%T>MIC) and tazobactam (%T>threshold) for the
clinical trial program MIC distribution at steady state following administration of
ceftolozane/tazobactam 500/250 mg q8h.
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Figure 3.3.7: Percentage of the 1000 simulated patients with moderate renal impairment (229 to < 50
mL/min by Cockcroft-Gault equation) achieving free-drug %T>MIC targets for Enterobacteriaceae by
MIC value at steady-state following administration of ceftolozane/tazobactam 500/250 mg q8h
overlaid on histograms showing MIC distributions for ceftolozane/tazobactam against
Enterobacteriaceae

500/250 mg Ceftolozane/Tazobactam over 1 hour g8h - Moderate Renal Impairment
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PK/PD Target Attainment in Simulated Patients with Severe Renal Impairment

Figure 3.3.8 shows the percentage of the 1000 simulated patients with severe renal impairment
achieving free drug PK/PD targets for ceftolozane (%T>MIC) and tazobactam (%T>threshold) for the
clinical trial program MIC distribution at steady state following administration of
ceftolozane/tazobactam 250/125 mg q8h.
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Figure 3.3.8: Percentage of the 1000 simulated patients with severe renal impairment (215 to <29
mL/min by Cockcroft-Gault equation) achieving free-drug %T>MIC targets for Enterobacteriaceae by
MIC value at steady-state following administration of ceftolozane/tazobactam 250/125 mg q8h
overlaid on histograms showing MIC distributions for ceftolozane/tazobactam against
Enterobacteriaceae

2501125 mg Ceftolozane/Tazobactam over 1 hour g8h - Severe Renal Impairment
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Sponsor’s Conclusions
e The results of the PK/PD target attainment analyses for 1000/500 mg ceftolozane/tazobactam
and dosing regimens adjusted for renal function described below, which are based on non-
clinical PK/PD targets for ceftolozane alone and as appropriate, in combination with those for
tazobactam, against Enterobacteriaceae from the clinical trial program, support in vitro
susceptibility test interpretive criteria for ceftolozane/tazobactam against Enterobacteriaceae of
2-4 mg/L:
o For patients with high normal renal function administered ceftolozane/tazobactam
1000/500 mg g8h, a PK/PD MIC cutoff value of as high as 2 mg/L was identified;
o For patients with normal renal function administered ceftolozane/tazobactam 1000/500
mg q8h, a PK/PD MIC cutoff value of as high as 4 mg/L was identified,;
o For patients with mild renal impairment administered ceftolozane/tazobactam
1000/500 mg g8h or moderate renal impairment administered 500/250 mg q8h, a
PK/PD MIC cutoff value of as high as 8 mg/L was identified; and
o For patients with severe renal impairment administered ceftolozane/tazobactam
250/125 mg q8h, a PK/PD MIC cutoff value of as high as 4 mg/L was identified.
e The results of the PK/PD target attainment analyses described for 2000/1000 mg ceftolozane
adjusted for renal function, which are based on non-clinical PK/PD targets for ceftolozane alone
and as appropriate, in combination with those for tazobactam, against Enterobacteriaceae,
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support in vitro susceptibility test interpretive criteria for ceftolozane/tazobactam against
Enterobacteriaceae of| ©®@®@

3.4 Susceptibility Test Interpretive Criteria - P. aeruginosa

INTRODUCTION/ OBJECTIVES
Using a population PK model for ceftolozane, non-clinical PK/PD targets, and Monte Carlo simulation,
the objectives of these analyses was to conduct PK/PD target attainment analyses to provide support for
the following:
e Recommendations for in vitro susceptibility test interpretive criteria for ceftolozane/tazobactam
against Pseudomonas aeruginosa; and

e Selected ceftolozane/tazobactam dosing regimens by renal function category.

METHODS
Monte Carlo Simulation
Using the previously developed population PK models for ceftolozane and various
ceftolozane/tazobactam dosing regimens, plasma concentration-time profiles for
ceftolozane/tazobactam were generated for simulated patients. These simulations were conducted for
five renal function categories (see below) with a total of 5000 patients simulated (1000 per category)

e High normal renal function (> 150 to < 200 mL/min);

e Normal renal function (> 90 to < 150 mL/min);

e Mild renal impairment (>50 to £ 90 mL/min);

e Moderate renal impairment (=29 to < 50 mL/min); and

e Severe renal impairment (215 to <29 mL/min).
In each renal function category, patients were assigned a CL¢ value based upon a uniform distribution.

In addition to Clg, total body weight (WTKG), an additional covariate identified during population PK
modeling, was assigned to each simulated patient. This was carried out by randomly sampling from a
log-normal distribution for total body weight with a mean (standard deviation, SD) of 75.6 (15.5) kg
which was based upon the actual values obtained for the ceftolozane/tazobactam-treated Phase 2
patients with cUTI (including pyelonephritis) and patients with clAl. This modeling approach is similar to
that applied for Enterobacteriaceae.

Reviewer comment: The Sponsor used the final population PK model for ceftolozane as described in
Section 3.1 and specifically the parameters listed in Table 3.1.8. It appears they did not use the “refined
final model” that was described in Section 3.1. However, the differences between the models do not
appear to be significant, so the conclusions in this report are unlikely to be altered if the refined final
model were used instead.

The sponsor-evaluated two different ceftolozane/tazobactam dosing regimens (2000/1000 mg or
1000/500 mg) administered over 1 hour every 8 hours (q8h) with additional dosing adjustments by renal
function category (see below).
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« 1000/500 mg ceftolozaneftazobactam in patients with high nomal and
normal renal function and patients with mild renal impairment;

« 500/250 mg ceftolozane/tazobactam in patients with moderate renal
impairment; and

« 250/125mg ceflolozaneftazobactam in  patients with severe renal
impairment.

2000 mg ceftolozane regimens:

« 2000/1000 mg ceftolozane/tazobactam in patients with high nommal and
normal renal function and patients with mild renal impairment;

+ 1000/500 mg ceftolozanetazobactam in patients with moderate renal
impairment; and

« 500/250 mg cefiolozaneftazobactam in patients with severe renal
impairment.

As the activity of ceftolozane is not enhanced significantly by tazobactam due to lack of inhibition of
AmpC beta-lactamase, only ceftolozane exposures were considered in these analyses. Thus, PK/PD
target attainment results by renal function category for the above-described dosing regimens were
expressed in terms of ceftolozane doses.

Reviewer comment: the 2000 mg ceftolozane dosing regimens are not under consideration for this NDA
as the proposed dosing regimen is 1000 mg ceftolozane and 500 mg tazobactam. Wie)

Using the population PK model for ceftolozane, total-drug steady-state ceftolozane plasma
concentration-time profiles were generated for each simulated patient in each renal function category
for each of the ceftolozane dosing regimens listed above.

For each simulated patient, total-drug steady-state ceftolozane plasma concentrations were output at 5
minute intervals during the dosing interval. A plasma protein binding estimate of 21% was used for
ceftolozane to derive free-drug plasma concentrations. Since free-drug ceftolozane plasma
concentrations are likely to be the pharmacologically-active entity, total-drug ceftolozane plasma
concentrations were subsequently multiplied by 0.79 to calculate the free-drug ceftolozane plasma
concentrations for use for the PK/PD target attainment analyses described below.

Pharmacokinetic/Pharmacodynamic Target Attainment Analyses
Using the targets described below, PK/PD target attainment by MIC was assessed for simulated patients
in each renal function category.

Studies in the mouse neutropenic thigh model determined that the PK/PD parameter most closely
associated with efficacy for ceftolozane was the %T>MIC. Four P. aeruginosa isolates and 4
Enterobacteriaceae isolates were studied in this model. Since the total drug %T>MIC targets for
ceftolozane against P. aeruginosa and Enterobacteriaceae for each bacterial reduction endpoint
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overlapped, the individual isolate targets were pooled and the median values for each bacterial
reduction endpoint were determined.

Based on data for all eight isolates, the median total drug %T>MIC values of @® and (@@ were
associated with net bacterial stasis and a 1-log,q CFU reduction from baseline, respectively.

Using ultrafiltration at ceftolozane concentrations of 10 and 100 mg/L, protein binding was assessed.
Given that the authors reported minimal plasma protein binding (<5%), free drug and total drug
ceftolozane %T>MIC targets were considered equivalent. Thus, total drug %T>MIC targets based on
these data are referred to as free drug %T>MIC targets herein.

For the PK/PD target attainment analyses, free-drug %T>MIC targets of @@ and @@ associated with
net bacterial stasis and a 1-log,q CFU reduction from baseline, respectively, were assessed. Free drug
%T>MIC targets of 40, 50, and 60 were also assessed.

The percentage of simulated patients that attained free drug %T>MIC targets for ceftolozane against P.
aeruginosa at steady-state for MIC values ranging from 0.03 to 232 mg/L was determined for each
ceftolozane dosing regimen evaluated by renal function category. Using the total drug ceftolozane
plasma concentration-time profiles and the point estimate for ceftolozane protein binding, free drug
%T>MIC was then calculated for each simulated patient and MIC combination.

For context MIC distributions for ceftolozane/tazobactam against P. aeruginosa based on contemporary
surveillance collected from the US and EU are included. A summary of the MIC distributions for

ceftolozane/tazobactam against P. aeruginosa by US and EU regions is provided in Table 3.4.1.

Table 3.4.1: MIC distributions for ceftolozane/tazobactam against P. aeruginosa by US and EU regions

Total MIC {mgiL)
"u'gfer Parameter 003 006 012 025 0.5 1 2 4 8 16 32 > 32
isolates
uUs
998 Number - 2 2 39 546 256 73 55 17 3 1 4
Yo - 0.2 02 39 547 257 7.3 55 1.7 03 0.1 04
Cumulative % - 0.2 04 43 550 847 920 975 992 885 996 100
EU
1200 Number - - 3 A7 584 221 129 70 20 7 16 103
%o - - 02 39 487 184 108 58 17 06 1.3 8.6
Cumulative % - - 03 42 528 713 820 878 895 501 914 100
RESULTS

Reviewer comment: The Sponsor has simulated PK profiles for 1000 patients in each of the five renal
function categories as described in the Methods section. The Results section of the report is divided into
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each of the five renal function categories and one summary section. Each of the five renal categories has
results presented in both graphical and tabular format. The graphical representations are shown for
each category, but the tabular representation is shown only for the normal renal function category for
brevity.

PK/PD Target Attainment in Simulated Patients with High Normal Renal Function
Figure 3.4.1 shows the percentage of the 1000 simulated patients with high normal renal function
achieving free drug %T>MIC targets for P. aeruginosa by MIC at steady-state following administration of

ceftolozane 1000 mg g8h.

Figure 3.4.1: Percentage of the 1000 simulated patients with high normal renal function (>150 to < 200
mL/min by Cockcroft-Gault equation) achieving free-drug %T>MIC targets for P. aeruginosa by MIC
value at steady-state following administration of ceftolozane 1000 mg q8h overlaid on histograms
showing the US and EU MIC distributions for ceftolozane/tazobactam against P. aeruginosa
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PK/PD Target Attainment in Simulated Patients with Normal Renal Function
The percentage of the 1000 simulated patients with normal renal function achieving free drug %T>MIC
targets for P. aeruginosa by MIC value at steady-state following administration of ceftolozane 1000 mg
g8h is shown in Table 3.4.2. The line in the table separates the MIC values at which the percentage of
simulated patients achieving a given free drug %T>MIC target is < or 2 90%. As expected, the
percentage of simulated patients achieving free drug %T>MIC targets increased as the MIC value of the
magnitude of the target decreased. A ceftolozane dosing regimen of 1000 mg q8h allowed for 99.1 and
94.7% of simulated patients with normal renal function to achieve free drug %T>MIC targets 2 ®@® and
®@ respectively, at an MIC value of 8 mg/L. Figure 3.4.2 shows the same data as presented in Table
312
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3.4.2 overlaid on histograms showing the US and EU MIC distributions for ceftolozane/tazobactam
against P. aeruginosa.

Table 3.4.2: Percentage of the 1000 simulated patients with normal renal function (>90 to < 150
mL/min by Cockcroft-Gault equation) achieving free-drug %T>MIC targets for P. aeruginosa by MIC
value at steady-state following the administration of ceftolozane 1000 mg q8h

MIC Percentage of simulated patients achieving free-drug % T=MIC targets

(mg'L) >24.8 =32.2 =40 =50 =60
0.06 100 100 100 100 100
0.12 100 100 100 100 100
025 100 100 100 100 100
05 100 100 100 100 99.5
1 100 100 100 99.0 98.0
2 100 100 99.2 gr.7 934
4 100 99.2 97.6 90.8 778
g 99.1 947 835 654 489
16 778 548 376 21.2 136
=32 9.50 4.90 1.90 0.50 0.10

source data: cefto_pd sas7bdat and cefto_csv |, source code: sumstats sas

Reviewer comment: Since the exposure in patients with normal renal function serves as the benchmark
for exposure matching, breakpoints are set based on this group. Patients with mild renal impairment will
receive the same dose but will have higher overall AUC and exposure over the entire dosing interval. The
proposed dose adjustments for moderate and severe renal impairment would likely result in equivalent
or somewhat higher AUC exposures than what was achieved for patients with normal renal function, and
the time above a target threshold would be greater due decreased elimination rates (longer terminal
half-life) in such subjects. Therefore, setting the breakpoint based on patients with normal renal function
is a relatively conservative decision for all the patients except those of the “high normal” variety who
could potentially require a higher dose to achieve the same efficacy.

The choice of the PK/PD cutoff is dependent on the indication, organism, and drug. For P. aeruginosa,
infections bactericidal targets are desirable. According to the Sponsor’s nonclinical studies, a target of

®@ TsMIC was associated with a 1 logp kill and would therefore be acceptable. However, the
historical target for cephalosporins is 50% T>MIC. These two potential targets would give different
answers, with the Sponsor’s data supporting a PK/PD cutoff of 8 mcg/mL whereas the historical metric
would lead one to choose a PK/PD cutoff of 4 mcg/mL.
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Figure 3.4.2: Percentage of the 1000 simulated patients with normal renal function (>90 to < 150
mL/min by Cockcroft-Gault equation) achieving free drug %T>MIC targets for P. aeruginosa by MIC
value at steady-state following administration of ceftolozane 1000 mg g8h overlaid on histograms

showing the US and EU MIC distributions for ceftolozane/tazobactam against P. aeruginosa
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PK/PD Target Attainment in Simulated Patients with Mild Renal Impairment

Figure 3.4.3 shows the percentage of the 1000 simulated patients with mild renal impairment achieving
free drug %T>MIC targets for P. aeruginosa by MIC at steady-state following administration of

ceftolozane 1000 mg g8h.
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Figure 3.4.3: Percentage of the 1000 simulated patients with mild renal impairment (>50 to < 90
mL/min by Cockcroft-Gault equation) achieving free drug %T>MIC targets for P. aeruginosa by MIC
value at steady-state following administration of ceftolozane 1000 mg g8h overlaid on histograms
showing the US and EU MIC distributions for ceftolozane/tazobactam against P. aeruginosa
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PK/PD Target Attainment in Simulated Patients with Moderate Renal Impairment
Figure 3.4.4 shows the percentage of the 1000 simulated patients with moderate renal impairment
achieving free drug %T>MIC targets for P. aeruginosa by MIC at steady-state following administration of

ceftolozane 500 mg q8h.
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Figure 3.4.4: Percentage of the 1000 simulated patients with moderate renal impairment (<29 to < 50
mL/min by Cockcroft-Gault equation) achieving free drug %T>MIC targets for P. aeruginosa by MIC
value at steady-state following administration of ceftolozane 500 mg q8h overlaid on histograms

showing the US and EU MIC distributions for ceftolozane/tazobactam against P. aeruginosa
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PK/PD Target Attainment in Simulated Patients with Severe Renal Impairment

Figure 3.4.5 shows the percentage of the 1000 simulated patients with severe renal impairment
achieving free drug %T>MIC targets for P. aeruginosa by MIC at steady-state following administration of

ceftolozane 250 mg q8h.
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Figure 3.4.5: Percentage of the 1000 simulated patients with severe renal impairment (>15 to <29
mL/min by Cockcroft-Gault equation) achieving free drug %T>MIC targets for P. aeruginosa by MIC
value at steady-state following administration of ceftolozane 250 mg q8h overlaid on histograms

showing the US and EU MIC distributions for ceftolozane/tazobactam against P. aeruginosa
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Sponsor’s Conclusions
e The results of the PK/PD target attainment analyses described herein, which are based on free-
drug %T>MIC targets of ®@ 3ssociated with net bacterial stasis and a 1-log;o CFU
reduction from baseline, respectively, support in vitro susceptibility test interpretive criteria for

ceftolozane/tazobactam against P. ageruginosa of

function categories as described below:
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The results of the PK/PD target attainment analyses described for 2000 mg ceftolozane adjusted for
renal function group, which are based on free-drug %T>MIC targets of ®® 3ssociated with net

bacterial stasis and a 1-log,y CFU reduction from baseline, respectively, support in vitro susceptibility
test interpretive criteria for ceftolozane/tazobactam against P. aeruginosa of ®) @
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Sponsor: Cubist Pharmaceuticals Richard Lostritto, Ph.D.
Trade Name: Zerbaxa (proposed) Date Assigned: 21 April 2014
PDUFA Date: 21 December 2014
Generic Name: Ceftolozane/tazobactam Date of Review: 20 June 2014
Indication: Complicated intra-abdominal
infections (cIAI)
Complicated urinary tract infections
(cUTI), including Pyelonephritis Type of Submission: 505(b)2 NDA
Formulation/ Powder for injection:
Strengths (1 g ceftolozane/0.5 g tazobactam)
Route of e
Administration Intravenous (IV) infusion

Biopharmaceutics Review Focus: There are no biopharmaceutics review issues.

SUBMISSION OVERVIEW

NDA 206829 was submitted in accordance with Section 505(b)(2) of the FDC Act for the use of
ceftolozane/tazobactam in patients with cUTIs and cIAls. Ceftolozane/tazobactam is an antibacterial drug
product consisting of ceftolozane, a novel antipseudomonal cephalosporin, with tazobactam, a well-
established B-lactamase inhibitor. Like other members of the cephalosporin class, ceftolozane exerts its
bactericidal activity by inhibiting essential penicillin-binding proteins, resulting in inhibition of cell wall
synthesis and subsequent cell death. The proposed dose of ceftolozane/tazobactam for the intended cUTI
and clIAl indications is 1.5 g every 8 hours administered as an [V infusion over 60 minutes.

The primary data supporting the safety and efficacy of ceftolozane/tazobactam in both the cUTI and cIAI
indications were derived from 2 large, identical, multicenter, randomized, double-blind, active-controlled
Phase 3 studies per indication. A total of 2076 subjects were randomized in the Phase 3 studies and 2047
received study drug. Nine Phase 1 studies of ceftolozane alone or ceftolozane/tazobactam evaluated a total
of 305 subjects and included pharmacokinetic (PK) studies in healthy adults and adults with renal
impairment, a drug-drug interaction (DDI) study, and a thorough QT (TQT) study. Additionally, two
blinded, randomized, controlled Phase 2 studies of ceftolozane alone or ceftolozane/tazobactam were also
completed in subjects with cUTI or cIAL

BIOPHARMACEUTICS SUMMARY

There are no biopharmaceutics review issues for the NDA. The drug product is formulated as a powder
for reconstitution using water, which is then diluted in an I'V infusion bag. Since the drug product is an IV
formulation, no bioavailability, bioequivalence, or in vitro dissolution studies were performed as part of
the clinical development program. Formulation changes were noted during development; however, the
proposed commercial formulation is the same formulation used during the pivotal Phase 3 studies. An
overview of the formulations used during clinical trials and the proposed commercial formulations is
illustrated below.
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Formulations Used in Clinical Trials and the Proposed Commercial Formulation

Amount (mg)/Vial
Proposed
Formulation A Formulation B Formulation C Commercial
(Phase 1) (Phase 1 and 2) | (Phase 1,2 and 3) Formulation
Ceftolozane Ceftolozane. as ® @ 1147
DPI sulfate salt*
Sodium 487
Chloride
) ()1 N
0
Citric Acid 21
L-arginine® Quantity
sufficient
Tazobactam sodium® 537

(LIO)]

This change 1s
mconsequential because the primary PK and clinical studies were completed using the to-be-marketed
product and thus, no biowaivers are implied or necessary.

Further, there are no proposed changes in the manufacturing process that raise any biopharmaceutics
concerns. The proposed commercial process will L)

However, such a process change has
a negligible risk on clinical performance for this product, and no additional biopharmaceutics studies are
warranted.

CONCLUSION/RECOMMENDATION:

There are no biopharmaceutics review issues in NDA 206829, and thus the application is approvable from
the biopharmaceutics perspective.

Administrative Block: {see appended electronic signature page}
Primary: Minerva Hughes, Ph.D., Biopharmaceutics Reviewer
Concurrence: Richard Lostritto, Ph.D., Biopharmaceutics Lead (Acting)
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

MINERVA HUGHES
06/20/2014

RICHARD T LOSTRITTO
06/20/2014
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OFFICE OF CLINICAL PHARMACOLOGY FILING FORM/CHECKLIST
FOR NDA/BLA SUBMISSIONS

General Information About the Submission

NDA/BLA Number: 206829 Date of Submission: April 21,2014
SDN: 2 Priority Classification: | [ ] Standard
Brand Name: Zerbaxa X Priority

Generic Name: Ceftolozane/tazobactam OCP Review Due Date: | September 23,2014
Sponsor: Cubist Pharmaceuticals Inc. PDUFA Date: December 21, 2014
Drug Class: Cephalosporin

Dosage Form: IV solution

Dosing Regimen:

1.5 g administered every 8 hours infused over 1 hour

Route of Administration: IV infusion

Treatment of complicated Urinary Tract Infection (cUTI) and complicated Intra-abdominal

Indication: Infection (cIAI)

OCP Division: DCP4 OND Review Division: DAIP

OCP Reviewer: Ryan P. Owen, PhD OCP Team Leader: Kimberly L. Bergman, PharmD
PM Reviewer: Ryan P. Owen, PhD PM Team Leader: Jeffry Florian, PhD

GG Reviewer: NA GG Team Leader: NA

Clinical Pharmacology and Biopharmaceutics Information

“X” if included Number of Number of
STUDY TYPE . studies studies Comments (if any)
at filing . .
submitted reviewed
Table of Contents present and sufficient to X
locate reports, tables, data, etc.
Tabular Listing of All Human Studies X
HPK Summary X
Labeling X
Reference Bioanalytical and Analytical X
Methods
1. Clinical Pharmacology
Mass balance: X 2 2
Isozyme characterization: X 15 15 Nonclinical CYP inhibition,
induction and transporter
substrate/inhibition studies for
ceftolozane and tazobactam
Blood/plasma ratio: X 1 1
Plasma protein binding: X
Pharmacokinetics (e.g., Phase I) - X 5 5 Three SAD/MAD, one TQT,
and one ELF penetration study
HEALTHY VOLUNTEERS -
single dose: X 5 5
multiple dose: X 4 4
PATIENTS -
single dose:
multiple dose: X 4 4 One Phase 2 and one Phase 3
trial each for cUTI and cIAl
Dose proportionality -
fasting / non-fasting single dose:
fasting / non-fasting multiple dose:
Drug-drug interaction studies -
In-vivo effects on primary drug:
In-vivo effects of primary drug: X 1 1
In-vitro:
Subpopulation studies -
ethnicity:
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OFFICE OF CLINICAL PHARMACOLOGY FILING FORM/CHECKLIST

FOR NDA/BLA SUBMISSIONS

gender:
pediatrics:
geriatrics:
renal impairment: X 3 3 Almost exclusively (99%)
renally eliminated.
hepatic impairment:
PD -
Phase 2:
Phase 3:
PK/PD -
Phase 1 and/or 2, proof of concept:
Phase 3 clinical trial: X 2 2 Breakpoint
determination/support
Population Analyses -
Data rich: X 4 4 Phase 1 and 2 only
Data sparse: No PK sampling in Phase 3
trials
11. Biopharmaceutics NA Intravenous product
Absolute bioavailability
Relative bioavailability -
solution as reference:
alternate formulation as reference:
Bioequivalence studies -
traditional design; single / multi dose:
replicate design; single / multi dose:
Food-drug interaction studies
Bio-waiver request based on BCS
BCS class
Dissolution study to evaluate alcohol induced
dose-dumping
111. Other CPB Studies
Genotype/phenotype studies NA
Chronopharmacokinetics NA
Pediatric development plan NA Deferral requested for the
pediatric development
program.
Literature References NA
TOTAL NUMBER OF STUDIES 43 43
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OFFICE OF CLINICAL PHARMACOLOGY FILING FORM/CHECKLIST
FOR NDA/BLA SUBMISSIONS

Criteria for Refusal to File (RTF)
(This OCP checklist applies to NDA, BLA submissions and their supplements.)
No Content Parameter Yes | No | NJA | Comment
1 Did the applicant submit bioequivalence data comparing to-be- X To-be-marketed
marketed product(s) and those used in the pivotal clinical trials? product was used
in the Phase 3
studies.
2 Did the applicant provide metabolism and drug-drug interaction X
information? (Note: RTF only if there is complete lack of
information)
3 Did the applicant submit pharmacokinetic studies to characterize X Several PK
the drug product, or submit a waiver request? studies included.
4 Did the applicant submit comparative bioavailability data between X Only considered
proposed drug product and reference product for a 505(b)(2) a 505(b)(2) due
application? to referencing
the nonclinical
program for
tazobactam.
5 Did the applicant submit data to allow the evaluation of the validity | X
of the analytical assay for the moieties of interest?
6 Did the applicant submit study reports/rationale to support X Dose adjustment
dose/dosing interval and dose adjustment? recommended
for moderate and
severe renal
impairment.
7 Does the submission contain PK and PD analysis datasets and PK X
and PD parameter datasets for each primary study that supports
items 1 to 6 above (in .xpt format if data are submitted
electronically)?
8 Did the applicant submit the module 2 summaries (e.g. summary- X
clin-pharm, summary-biopharm, pharmkin-written-summary)?
9 Is the clinical pharmacology and biopharmaceutics section of the X
submission legible, organized, indexed and paginated in a manner
to allow substantive review to begin?
If provided as an electronic submission, is the electronic
submission searchable, does it have appropriate hyperlinks and do
the hyperlinks work leading to appropriate sections, reports, and
appendices?
Complete Application
10 Did the applicant submit studies including study reports, analysis X
datasets, source code, input files and key analysis output, or
justification for not conducting studies, as agreed to at the pre-NDA
or pre-BLA meeting? If the answer is ‘No’, has the sponsor
submitted a justification that was previously agreed to before the
NDA submission?
Criteria for Assessing Quality of an NDA (Preliminary Assessment of Quality)
Data Yes | No | N/A
1 | Are the data sets, as requested during pre-submission discussions, X
submitted in the appropriate format (e.g., CDISC)?
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OFFICE OF CLINICAL PHARMACOLOGY FILING FORM/CHECKLIST

FOR NDA/BLA SUBMISSIONS

2

If applicable, are the pharmacogenomic data sets submitted in the
appropriate format?

Studies and Analyses

1

Is the appropriate pharmacokinetic information submitted?

2

Has the applicant made an appropriate attempt to determine
reasonable dose individualization strategies for this product (i.e.,
appropriately designed and analyzed dose-ranging or pivotal studies)?

ke

Are the appropriate exposure-response (for desired and undesired
effects) analyses conducted and submitted as described in the
Exposure-Response guidance?

Is there an adequate attempt by the applicant to use exposure-response
relationships in order to assess the need for dose adjustments for
intrinsic/extrinsic factors that might affect the pharmacokinetic or
pharmacodynamics?

Are the pediatric exclusivity studies adequately designed to
demonstrate effectiveness, if the drug is indeed effective?

Request for
deferral of
pediatric studies.

Did the applicant submit all the pediatric exclusivity data, as described
in the WR?

Request for
deferral of
pediatric studies.

7

Is there adequate information on the pharmacokinetics and exposure-
response in the clinical pharmacology section of the label?

General

8

Are the clinical pharmacology and biopharmaceutics studies of
appropriate design and breadth of investigation to meet basic
requirements for approvability of this product?

Was the translation (of study reports or other study information) from
another language needed and provided in this submission?

IS THE CLINICAL PHARMACOLOGY SECTION OF THE APPLICATION FILEABLE?

|X| Yes
|:| No

If the NDA/BLA is not fileable from the clinical pharmacology perspective, state the reasons and
provide comments to be sent to the Applicant.

Please identify and list any potential review issues to be forwarded to the Applicant for the 74-day
letter.
No issues at this time.

Ryan Owen, PhD

Primary Reviewer Date
Kimberly Bergman, PharmD

Secondary Reviewer/Team Leader Date
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

RYAN P OWEN
06/13/2014

KIMBERLY L BERGMAN
06/13/2014
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