CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:

2103030rig1s000

CLINICAL PHARMACOLOGY AND
BIOPHARMACEUTICS REVIEW(S)




Office of Clinical Pharmacology Review

NDA Number

210303

Link to EDR

\CDSESUB1\evsprod\NDA210303\0001

Submission Date

10/25/2017

Submission Type

Priority review

Brand Name

ZEMDRI

Generic Name

Plazomicin Sulfate

Dosage Form and Strength

For injection: a single dose vial of 500 mg
plazomicin in 10 mL Water for Injection
(concentration of 50 mg/mL)

Route of Administration

Intravenous infusion

Proposed Indication

e For the treatment of Complicated
Urinary Tract Infection (cUTI) including
pyelonephritis in adults

e For the treatment of Blood Stream
Infection (BSI) in adults

e Asonly limited clinical safety and
efficacy data are available, reserve
plazomicin for use in patients who have
limited or no alternative treatment

options
Applicant Achaogen Inc.
Associated IND IND 102563

OCP Review Team

Kunyi Wu, Pharm.D.

Seong Jang, Ph.D.

Luning (Ada) Zhuang, Ph.D.
Chao Liu, Ph.D.

OCP Final Signatory

John Lazor, Pharm.D.
Director, Division of Clinical Pharmacology
[\

Reference ID: 4265582



file://CDSESUB1/evsprod/NDA210303/0001

Table of Contents

1. EXECUTIVE SUMMARY ..ottt sttt sttt st ssenesnens 4
1.1 RECOMMENUAIIONS ...tttk ettt bbbt e 4
1.2 Post-Marketing Requirements and COmMMItMENTS ..........ccoveieiieerieie e 6

2. SUMMARY OF CLINICAL PHARMACOLOGY ASSESSMENT .......ccccovvineniineseninenns 7
2.1 Pharmacology and Clinical PharmacoKingtiCS..........ccoviveriiieiieeseeie e 7
2.2 Dosing and Therapeutic INdividualiZation ............ccocoveveiieiieeie e 7

2.2.1 GENEIAI UOSING ... veueiitieitieie ettt ettt sttt e b e sbe e sr e e nbeeneesneenne e 7
2.2.2 Therapeutic INAIVIAUAIIZAION ........coviiiiiie e 8
2.3 OULSTANTING ISSUEBS. ... .eiueiiieiieiie sttt sttt ettt bbb e b be e sbeeneesneenbeeneenreas 10

3. COMPREHENSIVE CLINICAL PHARMACOLOGY REVIEW.........ccociviiiiiie e, 12
3.1 Overview of the Product and Regulatory Background ............cccccoceiieiiiinnenienienicieinn 12
3.2 General Pharmacology and Pharmacokinetic CharacteristiCs...........cccovveveeiiieerieineesinnn, 12
3.3 Clinical Pharmacology ReVIew QUESTIONS .........coouiiiriieiiiie et 15

3.3.1 To what extent does the available clinical pharmacology information provide pivotal
or supportive evidence Of effECHIVENESS? .......oiiiiiiiiiie e e 15
3.3.1.1 Complicated Urinary Tract Infection (CUTI) .....ccoovviiiiiiiiie e 15
3.3.1.2 Blood Stream INfECtion (BSI) .......cooiiiiiiieiiiie e e 17
3.3.2 Is the proposed dosing regimen appropriate for the general patient population for
which the indication IS DeING SOUGNT?..........ooiiiiiiie e 21
3.3.2.1 Dosing Regimen in CUTI PALIENTS .......ceoiiiiiiieiieiesee e e 22
3.3.2.2 Dosing Regimen in BSTPAtIENTS ........coviiieiiiie e e e 27
3.3.2.3 Evaluation of Equations for AUCo-24 CalCulation ...........cccceceieieniiininiiiccc 32
3.3.2.4 Susceptibility Breakpoints for PIazomiCin ..........ccoccoiiiiiiiiin i 33
3.3.3 Is an alternative dosing regimen and/or management strategy required for
subpopulations based on INEFNSIC TACTOIS? .........oiiiiiiie e 35
3.3.4 Are there clinically relevant food-drug or drug-drug interactions, and what is the
appropriate Management StrATEIY? ......ooveieeierierie et e e sre e s 38
3.3 4.1 FOOU EFFECE ... ettt 38
3.3.4.2 Drug-adrug INTErACTION .......ocueiiiiiie ettt 38

A, APPENDICES ...ttt e e e et a e et e e e e e naaearra s 40

2

Reference ID: 4265582



4.1 Summary of Bioanalytical Method Validation and Performance............ccoccovvevviininennenne 40

4.2 POPUIAtioN PK ANGIYSES.....coviiiiiiiiece ettt sre e s 44
4.2.1 Evaluation Of INtIal AOSE .......cceeiiiiiiieiie e 52
4.2.2 Dose discrepancy by CLcr from central lab and local 1ab............ccoooeiiiiiinnenn, 53

4.3 EXPOSUIre-RESPONSE ANAIYSES ....cviiiiiiieiiieiesiie sttt sttt st ae sttt sneesre et enes 94
4.3.1 Exposure-Response Analysis for Efficacy in cUTI patientS ...........cccocveviviieeiieccnnnnn, 54
4.3.2 Exposure-Response Analysis for Safety in cUTI patients...........ccccevvveveiiniveicsiennenn, 56
4.3.3 TDM scheme in CUTI PALIENTS .......covvveieiieie e 76

4.4 Target AtaiNMENT ANAIYSES.......ccveiiiiie e se et see et e sae e e sreereenes 82
A4 LPTA N CUTIE PAIENTS....eciiiiieciieie et sa e e e te e sneenneens 83
442 PTA N BSTPAIENTS...cviiiiiiieiiee ettt et e e neesneenne e 84

4.5 Individual Clinical Pharmacology REVIEW .........ccccccoviieiiiieiieie e 86
4.5.1 Animal Models to Determine the PK/PD Target for Plazomicin ..........c.cccccvevvvvenenne. 86
4.5.2 1N VItr0 STUAY REPOIS .....ecveiiieeiieie ettt e et te e sra et e e sae e sreeeeenes 94
4.5.3 Single Dose and Multiple Dose Escalation PK Study .........c.cccocveveviieieiieienincieennn 117
4.5.4 PK Study in Patients with Renal IMmpairment ...........ccccoeoveieieeiiciesiee e 124
4.5.5 MasS BalanCe STUAY .........cooiiiiiieiiiie e 127
4.5.6 Drug-Drug INteraCtion STUAY ..........ccceiieiiiiiiieieie et 132

3

Reference ID: 4265582



1. EXECUTIVE SUMMARY
Plazomicin sulfate (ZEMDRI®) is an aminoglycoside antibacterial drug proposed for the
treatment of complicated urinary tract infection (cUTI) including pyelonephritis caused by the
following susceptible microorganism(s): Escherichia coli, Klebsiella pneumoniae, Proteus spp.
(including P. mirabilis and P. vulgaris), and Enterobacter cloacae. Plazomicin is also proposed
for the treatment of blood stream infection (BSI) caused by the following susceptible
microorganism(s): Klebsiella pneumoniae and Escherichia coli. Plazomicin is administered by
intravenous (1V) infusion. Due to the difficulty in patient enrollment, only limited number of BSI
patients (N=29) were in Study ACHN-490-007. As only limited clinical safety and efficacy data
are available, the Applicant proposed that plazomicin be reserved for use in patients who have
limited or no alternative treatment options.

The key clinical pharmacology review questions focus on evaluation of the Crmin-based

therapeutic drug monitoring (TDM) in cUTI patients to mitigate nephrotoxicity, Ll

1.1 Recommendations

The clinical pharmacology information in this NDA is acceptable to support the approval of
plazomicin for the proposed indications. However, the TDM-based dosing regimens and the final
labeling remain to be agreed between the Applicant and the Agency (Table 1.1-1). Due to the
limited evidence to support the efficacy in BSI patients, the approvability of BSI indication is
still under discussion at the time of this review.

Table 1.1-1 Summary of OCP’s Recommendations & Comments on Key Review Issues

Review Issue Recommendations and Comments
Pivotal or supportive Complicated Urinary Tract Infection (cUTI)
evidence of effectiveness e The primary evidence of effectiveness for plazomicin in

cUT]I patients comes from one Phase 3 trial (ACHN-490-
009) which demonstrated the non-inferiority of plazomicin
to meropenem.

e Supportive evidence of effectiveness was provided by the
results of one Phase 2 trial in cUTI patients (ACHN-490-
002) and the exposure-response (E-R) analyses for efficacy.
The results of Phase 2 study and E-R analyses indicated that
the exposure of plazomicin was high enough to achieve the
efficacy plateau in the two clinical studies.
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Blood Stream Infection (BSI)
e The Phase 3 study (ACHN-490-007) N

(b) (4)

General dosing instructions

The proposed initial dosage regimen for patients whose CLcr >
60 mL/min is 15 mg/kg every 24 hours (Q24h) administered by
IV infusion over 30 minutes for a total duration of 4 to 7 days
for cUTI patients and 7-14 days for BSI patients, respectively.
Dosage is calculated using total body weight (TBW). For
patients with TBW greater than ideal body weight (IBW) by
25% or more, adjusted body weight (ABW) is used based on the
equation: ABW=IBW + 0.4 x (TBW — IBW).

(b) (4)

Refer to Dosing in patient subgroups in this table for dose
adjustment in patients with renal impairment.
Subsequent doses should be adjusted based on Crin ®@
for cUTI @ (see Other in this table
for details).

Dosing in patient subgroups
(intrinsic and extrinsic
factors)

Due to accumulation of plazomicin in patients with renal
impairment, dose adjustment is recommended in patients with
moderate and severe renal impairment (CLcr? from > 15 to 60
mL/min) as shown in the table below.

FDA recommendation®

Patients with 10 mg/kg every 24 hours (Q24h)
moderate renal
impairment (CLcr?
>30 -60 mL/min)
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Patients with severe
renal impairment
(CLcr*>15-30
mL/min)

10 mg/kg every 48 hours (Q48h)

"CLer: estimate of CLcr based on Cockcroft-Gault equation
using TBW. IBW should be used for patients with TBW greater
than IBW by 25% or more.

b refer to General dosing instructions

Labeling

Generally acceptable. The review team has specific content and

formatting change recommendations.

Other (Therapeutic Drug
Monitoring (TDM))

FDA
recommendation
(Difference
highlighted in Bold)

Applicant’s proposal

Patients
with
cUTI

Cmin-based TDM for
patients whose
ClLcr>151t090
mL/min regardless
of the duration of
treatment

Chmin should be
maintained at a
plasma
concentration of less
than 3 pg/mL

1.2 Post-Marketing Requirements and Commitments
Discussions for the following post-marketing requirements are on-going within the review team

at the time of this review.
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Post-Marketing Requirement 1: Conduct a clinical study in subjects with end stage renal disease
(ESRD) receiving hemodialysis to evaluate the pharmacokinetics ®@ of plazomicin. The
results of this study should be used for dosing strategies in this patient population.

Post-Marketing Requirement 2: ®) (4)

2. SUMMARY OF CLINICAL PHARMACOLOGY ASSESSMENT

2.1 Pharmacology and Clinical Pharmacokinetics

Plazomicin sulfate is a semi-synthetic aminoglycoside antibacterial drug derived from sisomicin.
The molecular weight of plazomicin sulfate is 837.89 g/mol.

Mechanism of Action:
Like other aminoglycosides, the antibacterial action of plazomicin is primarily mediated through
inhibition of bacterial protein synthesis.

Distribution:

The human plasma protein binding of plazomicin is approximately 20% (range: 13.9%-24.2%)
and concentration independent from 5 to 100 ug/mL. The mean (%CV) volume of distribution is
approximately 18.5 L (25.2%) following a single dose of 15 mg/kg IV infusion in healthy
volunteers.

Metabolism:

Plazomicin does not appear to be metabolized to any appreciable extent. Unchanged plazomicin
was the predominant component in human plasma (about 82% of the total radioactivity)
following a single dose of 15 mg/kg IV radiolabeled plazomicin.

Excretion:

Plazomicin is primarily excreted by the kidneys. Approximately 89% of the total radioactivity
was recovered as unchanged plazomicin in urine following a single dose of 15 mg/kg IV
radiolabeled plazomicin. The geometric mean (%CV) total body clearance of plazomicin and
renal clearance in healthy adults (N=6) following a single dose of plazomicin 15 mg/kg were
4.76 L/h (17.1%) and 4.64 (23.5%), respectively. The mean (%CV) half-life of plazomicin in
healthy adults was 3.53 hour (14.1%).

2.2 Dosing and Therapeutic Individualization

2.2.1 General dosing

The dosage regimen for plazomicin includes two parts, initial dose and dosing based on TDM.
Only the initial dose for patients with CLcr > 60 mL/min is discussed in this section. Refer to
Section 2.2.2 Therapeutic individualization for doses in patients with renal impairment and TDM
discussion in cUTI and BSI patients, respectively.

7
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The Applicant proposed to administer plazomicin 15 mg/kg every 24 hours by intravenous (1V)
infusion over 30 minutes in adult patients with CLcr > 60 mL/min. The recommended duration
of treatment is 4 to 7 days for patients with cUTI including pyelonephritis and 7 to 14 days for
patients with BSI. The review team considers this proposed initial dosage regimen to be
acceptable based on the PK, efficacy and safety data from the clinical studies submitted in the
NDA.

2.2.2 Therapeutic individualization

cUTI Patients

For cUTI patients, the initial dose should be based on the baseline CLcr and subsequent dose
adjustments should be based on the daily CLcr assessment (2.2.1 General dosing and Table
2.2.2-1). The dosing interval should be adjusted based on Cnin (see below).

Dosage Regimen in cUTI patients with renal impairment

The Applicant identified renal function as one of the key intrinsic factors warranting dose
adjustment and proposed dose adjustment in patients whose CLcr ranges from >15 to 60
mL/min. Although six subjects with severe renal impairment (CLcr from 15 to 29 mL/min) were
enrolled in Study ACHN-490-004 (a PK study in subjects with renal impairment: see Section
3.3.3 for a summary of the results), only two patients (one BSI patient and one cUT]I patient)
were enrolled in the Phase 3 Studies ACHN-490-007 and ACHN-490-007-009, respectively. In
addition, based on the exposure-response (E-R) analysis for nephrotoxicity, defined as an
increase of serum creatinine concentration >0.5 mg/dL from baseline, higher risk was identified
in patients with mild or moderate renal impairment (CLcr > 30-90 mL/min) compared to patients
with CLcr >90 mL/min. These results indicate that the risk of nephrotoxicity may increase with
the decrease in renal function. Therefore, patients with CLcr > 15 to 30 mL/min potentially may
have a higher risk of nephrotoxicity than patients with CLcr > 30 mL/min.

However, plazomicin may become the last treatment option in patients with CLcr >15 to 30
mL/min. Thus, the proposed initial dose for patients with CLcr >15 to 30 mL/min, 10 mg/kg
every 48 hours, was evaluated based on simulated exposures of plazomicin across different renal
function groups. The exposure (AUCo-sgn) in patients with CLcr >15 to 30 mL/min receiving
plazomicin 10 mg/kg q48h was simulated based on the population PK model and compared with
that in patients with CLcr >30 mL/min receiving their corresponding doses (refer to Section 3.3.3
for details). A simulation study demonstrated that AUCo.4g in patients with CLcr >15 to 30 mL
receiving 10 mg/kg g48h would be similar to the ones in other renal function groups. Therefore,
the review team recommends using plazomicin in patients with severe renal impairment (i.e.,
CLcr >15 to 30 mL/min) and agrees with the Applicant’s proposed dose adjustments in patients
with renal impairment which are summarized in Table 2.2.2-1.
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Table 2.2.2-1: Plazomicin Dosing for Patients with Renal Impairment

FDA recommendation®

Patients with moderate renal 10 mg/kg every 24 hours (Q24h)
impairment (CLcr?
> 30-60 mL/min)

Patients with severe renal impairment 10 mg/kg every 48 hours (Q48h)

(CLcr > 15-30 mL/min)

" CLer: estimate of CLcr based on Cockcroft-Gault equation using total body weight (TBW). The
ideal body weight (IBW) should be used for patients with TBW greater than ideal body weight
(IBW) by 25% or more.

b Calculate dosage using TBW. For patients with TBW greater than IBW by 25% or more, use
adjusted body weight (ABW). ABW= IBW + 0.4 x (TBW - IBW)

TDM in cUTI Patients

The Applicant proposed to conduct Cmin-based TDM in cUT] patients with moderate or severe
renal impairment (CLcr > 15 to 60 mL/min) or in those for whom more than 5 days of
plazomicin therapy is anticipated to mitigate the risk of nephrotoxicity. The Applicant also
proposed Rl
Based on our independent E-R analysis for
nephrotoxicity, defined as serum creatinine concentration increase 0.5 mg/dL from baseline, in
cUTI patients, the incidence of nephrotoxicity in cUT]I patients was independent of the duration
of plazomicin treatment. In addition, compared to the comparator arms in cUTI Phase 2 & 3
trials, plazomicin caused substantially higher incidence of nephrotoxicity in patients whose CLcr
< 90 mL/min. Moreover, the incidence of nephrotoxicity for patients with CLcr > 90 mL/min
was much lower patients with CLcr < 90 mL/min in plazomicin arm. Therefore, we recommend
the Cmin-based TDM be applied to patients with CLcr < 90 mL/min receiving plazomicin
treatment. The results of a classification and regression tree (CART) analysis in cUTI patients
indicated that Cist, min of 3 pg/mL is a critical cut-off associated with high incidence of
nephrotoxicity. Consequently, we recommend Cnin be maintained less than 3 pg/mL in cUTI
patients (see section 3.3.2).

(b)(4)
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2.3 Outstanding Issues

2.4 Summary of Labeling Recommendations

The Office of Clinical Pharmacology recommends the following labeling concepts be included in
the final package insert (Table 2.4-1).
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Table 2.4-1 Summary of Labeling Issues Identification and Recommendations

Acceptable to
Section/heading OCP? Comment
A | AWE | NA

e Apply Cmin- based TDM to cUTI
patients with CLcr < 90 mL/min
e Revise the Cmin value for dose

. (b) @
Highlights and 2.3 / adjustment from to 3
() @) pug/mL
O O e Add the instruction to extend the

in cUTI dose interval to 36 hours the patients

whose Cmin > 3 pg/mL at 24 hours
e Change O

Patients

to Therapeutic Drug
Monitoring

e Delete the statement e

5.1 / Nephrotoxicity and

12.2 / Nephrotoxicity - -
e Revise the statement regarding Cmin
t0 Cmin> 3 pg/mL
(b) (4)
e Add that i
12.3/ Membrane O | e Add that plazomicin selectively

transporters inhibited the MATEL1 renal

transporter in vitro with an 1C50
value of 1300 pg/mL.

A = Acceptable; AWE=Acceptable with minor edits; NA=not acceptable/substantive
disagreement (must provide comment)
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3. COMPREHENSIVE CLINICAL PHARMACOLOGY REVIEW

3.1 Overview of the Product and Regulatory Background

Plazomicin is an aminoglycoside antibacterial drug proposed for the treatment of cUTI including
pyelonephritis and BSI caused by susceptible microorganism(s). Due to the difficulty in patient
enrollment, only a limited number of patients were in ACHN-490-007, which was a randomized,
open-label study to evaluate the efficacy and safety of plazomicin compared with colistin in
patients with infection due to carbapenem-resistant Enterobacteriaceae. The Applicant decided to
pursue the BSI indication ®@ Refer to the Clinical Review
by Dr. Shrimant Mishra for details. Due to the limited clinical safety and efficacy data,
plazomicin is reserved for use in patients who have limited or no alternative treatment options.

IND 102563, was submitted to the Division of Anti-infective Products (DAIP) on 12/19/2008 for
cUT]I. Breakthrough Therapy designation was granted to plazomicin on 5/17/2017 for the
treatment of BSI caused by the susceptible microorganism(s): Klebsiella pneumoniae and
Enterobacter aerogenes.

(b) (4)

Multiple milestone meetings have been held between the Division and the Applicant throughout
the development process, including the End of Phase 2 meeting (12/17/2012) and the Pre-NDA
meeting (4/14/2017).

An Advisory Committee (AC) meeting was held on May 2"%, 2018. Refer to the 2018 Meeting
Materials, Antimicrobial Drugs Advisory Committee for details®. The committee members
support the approval of plazomicin for the treatment of cUTI for patients with limited or no
alternative treatment options but do not support the approval of plazomicin for the treatment of
BSI.

3.2 General Pharmacology and Pharmacokinetic Characteristics

1 https://www.fda.gov/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/Anti-
infectiveDrugsAdvisoryCommittee/ucm587657.htm

12
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Table 3.2-1: Summary of Clinical Pharmacology and Pharmacokinetics

Pharmacology

Mechanism of Action

Like other aminoglycosides, the primary mechanism of action of
plazomicin is inhibition of key steps in bacterial protein synthesis.

Active Moieties

Plazomicin

QT Prolongation

The patch-clamp method hERG inhibition assay showed less than
36.6% inhibition at 3000 pg/mL, which is the highest concentration
typically tested in this assay. The upper bound of the 90% 2-sided
confidence interval of AAQTCcF was less than 10 msec at all time
points for both dose groups of plazomicin (i.e., 15 mg/kg and 20
mg/kg). The plasma concentration QTc linear regression model of
plazomicin indicated no clear plazomicin plasma concentration
effect on QTc (QT-IRT review in DARRTS dated 1/26/2018 under
IND 102563).

General Information

Bioanalysis

Validated HPLC/MS/MS methods to determine plazomicin
concentrations in human plasma and urine (Refer to Appendix 4.1)

Healthy vs. Patients
(population PK model)

Healthy Subjects | cUTI Patients (b)“)
Geometric mean Geometric
(CV%) N=97 mean (CV%)
N=87
CL 4.61 (18.6%) 5.08 (35.2%)
(L/h)
Vss (L) | 23.5 (24.3%) 30.7 (36.3%)

*Only including subjects with normal renal function (CLcr > 90
mL/min)

Drug exposure
following a single
therapeutic dosing
regimen

The geometric mean (CV%) of AUCo-24 and Cmax (Ug/mL) were
265 (25.1%) pg-hr/mL and 76 (25.7%), respectively, in healthy
subjects (Study ACHN-490-006, N=54).

Range of effective dose
or exposure

e 10 mg/kg and 15 mg/kg IV Q24h for 5 days for cUTI (Study
ACHN-490-002)

e 15 mg/kg IV Q24h for 4-7 days then switch to oral
antibacterial drug treatment for a total duration of treatment
of 7 to 10 days (Study ACHN-490-009)

e 15 mg/kg IV Q24h for 7 to 14 days; AUCo-24- based TDM
was conducted with a target AUCo-24 range of 210 — 315
ug*h/mL (Study ACHN-490-007)

Maximally tolerated
dose or exposure

Fifteen mg/kg by IV infusion over 10 minutes caused hypotension
in 5 of 15 heathy subjects (Study ACHN-490-003). Cmax Values in

Reference ID: 4265582
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these 5 subjects ranged from 132 pg/mL to 228 pg/mL. Note that
Cmax following the proposed dose by IV infusion over 30 min
ranged from 45.8 to 136 pg/mL.

Dose Proportionality

Both Cmax and AUCo-24 following single IV administration
increased in an approximately dose-proportional manner from 1
mg/kg to 15 mg/kg. The Cmax, Cmin, and AUCo.-24following a
repeated daily administration increased in an approximately dose-
proportional manner from 4 mg/kg QD to 15 mg/kg QD (Study
ACHN-490-001).

Accumulation

There was no appreciable accumulation in plasma exposure (Cmax,
AUC-24, or Cmin) at steady-state for once-daily dosing in subjects
with normal renal function.

The T12 of plazomicin increased by approximately 2-fold and 4-
fold in subjects with moderate (i.e., T12 = ~7 hours) and severe
renal impairment (i.e., Ty2 = ~14 hours), respectively, compared to
subjects with normal renal function (i.e., T12 =~ 3.5 hours).
Therefore, accumulation ratio was about 1.2 and 1.7 in subjects
with moderate or severe renal impairment, respectively, with Q24h
dosage regimen (Study ACHN-490-004).

For healthy subjects with normal renal function, after a single dose,
the inter-subject variability (%CV) in Cmax and AUCo.24 values
ranged from 19.1% to 31.3% and 14.7% to 25.1%, respectively
(Studies ACHN-490-001, 003, and 006).

Variability For subjects with renal impairment, the inter-subject variability
(%CV) in Cmax and AUCo-24 increased with the severity of renal
impairment and ranged from 13.2% to 18.9% for Cmax, from 12.6%
t0 40.0% for AUCo-24 (Study ACHN-490-004).
Absorption
Bioavallability Plazomicin Is administered as IV infusion only.
T max 30 minutes (at the end of IV infusion)
Distribution

Volume of Distribution

Refer to Healthy vs. Patients.

Plasma Protein Binding

The mean percentage protein binding of plazomicin in human
plasma was 19.6%, ranged from 13.9% to 24%. The protein
binding was not concentration dependent in the plazomicin
concentration range from 5 pg/mL to 100 ug/mL (In Vitro Study
A16098-1490-AD).

Substrate transporter
systems

Plazomicin is not a substrate of P-gp or BCRP transporters at the
concentration up to 17.8 pg/mL which is equivalent to 22.3 pg/mL
in vivo with 20% protein binding (In Vitro Study A15014-1490-

[in vitro] AD).
Elimination
Half-life The mean apparent half-life of plazomicin in healthy volunteers

with normal renal function is 3.5 (14.9%) hours including

Reference ID: 4265582
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T1n,¢=0.3 hr, T1, 5= 3.0 hr, and T1,y= 25.0 hr. See Accumulation
above for half-life for subjects with renal impairment.

Metabolism

Fraction metabolized N
(% dose) one

Primary metabolic

pathway(s) [in vitro] N/A
Excretion
Primary excretion About 97.5% of administered dose were excreted in urine as
pathways unchanged parent drug in a human mass balance study (Study
(% dose) £SD ACHN-490-010).

In vitro interaction liability (Drug as perpetrator)

e Plazomicin does not inhibit CYP1A2, CYP3A4/5, CYP2BS6,
CYP2C8, CYP2C9, CYP2C19, or CYP2D6., or CYP3A4/5
(Study A15015-1490-AD).

e Plazomicin does not induce CYP1A2, CYP3A4, or CYP2B6
(Study A15016-1490-AD).

Inhibition/Induction of
metabolism

Plazomicin is not an inhibitor of P-gp, BCRP, MRP2, OATP1B1,
Inhibition/Induction of| OATP1B3, OAT1, OAT3, OCT1 or OCT2, but is an inhibitor of
transporter systems MATEL and MATEZ2-K transporters in vitro (Study A15014-1490-
AD).

3.3 Clinical Pharmacology Review Questions

3.3.1 To what extent does the available clinical pharmacology information provide pivotal or
supportive evidence of effectiveness?

3.3.1.1_Complicated Urinary Tract Infection (cUTI)

The pivotal evidence of efficacy in the treatment of cUTI was the clinical efficacy results of one
Phase 3 study (ACHN-490-009). The results of one Phase 2 study in cUT]I patients (Study
ACHN-490-002) and the exposure-response analysis for efficacy of Study ACHN-490-009
provided supportive evidences of effectiveness.

Pivotal Evidence

One Phase 3 study was conducted in adult patients with cUTI. Study ACHN-490-009 was a
randomized, double-blind study evaluating the efficacy and safety of plazomicin compared with
meropenem followed by optional oral (PO) therapy in the treatment of cUTI, including
pyelonephritis, in adults. Patients received IV plazomicin or meropenem for 4 to 7 days and then
had the option to switch to oral antibacterial drugs, such as levofloxacin, with a total duration of
treatment of 7-10 days. Plazomicin initial dose was based on renal function (i.e., CLcr) and
subsequent dose adjustments were also made based on patients’ daily measured CLcr. Refer to
the Clinical review by Dr. Shrimant Mishra for details of the study design. In this study,

15
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plazomicin demonstrated non-inferiority (NI) to meropenem with respect to the co-primary
endpoints, the composite cure rates at both Day 5 and the TOC visit, based on a non-inferiority
(NI) margin of 15%.

Supportive Evidence

Phase 2 Study (ACHN-490-002)

In the Phase 2 Study, a total of 145 patients were randomized to treatment, as follows: 22 to
plazomicin 10 mg/kg, 76 to plazomicin 15 mg/kg, and 47 to levofloxacin 750 mg. The
microbiological eradication rates were generally comparable between treatment groups and
comparator (levofloxacin) group (Table 3.3.1-1 microbiologically evaluable (ME) populations
without substantial adverse events). A numerically lower microbiological eradication rate was
observed at the 10 mg/kg arm as compared with 15 mg/kg in the modified intent-to-treat (MITT)
populations.

Table 3.3.1-1 Microbiological Response at TOC (MITT and ME Populations in Study ACHN-
490-002)) (Adapted from Table 5 in Summary of Clinical Efficacy)

Bv-Fadent

Microbiological Plazomicin Plazomicin Levofloxacin
Population Response 10 mg'kg 15 mg'kg TS50 mg

|parTT N 12 s1 29
| Eradication. o (%8) G (30.00) 31 (50.8) 17 (58.6)
| 05% CI (21.1, 78.9) (46.1. 74.2) (38.9. 76.5)
| MNon-eradication. n (%) 1(8.3) 5(9.8) 4 (13.8)
| Indeterminate, n (%2) 5¢41.7) 15 (29.4) B (27.8)

Difference (95% CI) 2

2.2 (-229 27.2)

ME N - 7 35 21

Eradication. n (%) 6 (85.7) 31 (88.6) 17 (81.0)
| 95% CI (42.1. 99.6) (73.3. 96.8) (58.1. 94.6)
| MNon-eradication. n (%) 1(14.3) 4(11.4) 4 (19.0)

Difference (93% CI) *

7.6 (-16.0, 31.3)

Abbreviations: ME=microbiologically evaluable; MIT T=modified intent-to-treat; mMIT T=mucrobiologzical
modified intent-to-treat; N=number of patients;: TOC= test-of-cure.

2 Difference is for the difference in microbioclogical eradication rates between plazomicin 15 meg/ks and
levofloxacin and is calculated as plazomucin 13 mg'kg — levofloxacin. The 95% CI for the difference is
based on a normal approximation with a continuity correction.

Exposure-Response (E-R) Analyses

The Applicant did not conduct exposure-response (E-R) analysis for efficacy in cUTI patients.
Although doses were adjusted in this study based on patients’ daily CLcr, because the AUCo.24
values were comparable across different renal function groups with the proposed dosage
regimen, plazomicin exposure for each individual patient is expected to be similar during the
treatment even with dose adjustment. Therefore, we conducted an independent analysis in cUTI
patients for the relationship between total plazomicin AUCo.24 / MIC ratio after first dose in
Study ACHN-490-009 and four endpoints: 1) composite microbiology and clinical response at
Day 5; 2) composite microbiology and clinical response at test of cure (TOC); 3) microbiology
response at Day 5; and 4) microbiology at TOC. The exposure of AUCo.24 was derived from post
hoc analysis from population PK model. A total of 184 patients received plazomicin were
included in the E-R dataset. The flat E-R relationship was identified between AUCo.24 / MIC
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ratio and the four efficacy endpoints (Figures 3.3.1-1 and 3.3.1-2). Refer to APPENDIX 4.3 for
details.

Figure 3.3.1-1 E-R analysis using AUCo-24/MIC for composite response at Day 5 (left) and TOC
(right) (Adapted from Figure 4.3.1-3 Exposure-Response Analysis)

ER of composite response at Day 5 ER of composite response at TOC
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Figure 3.3.1-2 E-R analysis using AUC/MIC for microbiological response at Day 5 (left) and
TOC (right) (Adapted from Figure 4.3.1-4 Exposure-Response Analysis)
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The numbers on the bottom left corner in the figure represent the range of AUC/MIC and the number of
subject in each AUC/MIC quartile

3.3.1.2 Blood Stream Infection (BSI)

One Phase 3 study (ACHN-490-007) was conducted including BSI patients. Of note, Study
ACHN-490-007 was originally designed to be a multicenter, randomized, open-label trial to
evaluate the efficacy and safety of plazomicin compared with colistin in patients with Hospital-
Acquired Bacterial Pneumonia/ Ventilator- Associated Bacterial Pneumonia (HABP/VABP) or

BSI due to CRE. ) (@
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3.3.2 Is the proposed dosing regimen appropriate for the general patient population for which

the indication is being sought?

For both cUTI and BSI patients, the proposed dosing regimen can be divided into two parts,
initial dose and subsequent therapeutic drug monitoring (TDM).

The proposed initial dosing regimen for BSI and cUTI patients with normal renal function
shown below is acceptable.
e 15 mg/kg Q24h administered over 30 minutes by IV infusion
- BSI: 7-14 days
- cUTl including pyelonephritis: 4-7 days

However, we disagree upon the Applicant’s TDM plans for cUTI patients (see Section 3.3.2.1
for details).

e For cUTI patients, Applicant proposed to adjust plazomicin dose to maintain Cmin-
- 2 pg/mL. We recommend that Cmin Should be maintained at a plasma concentration
of less than 3 pg/mL.

¢ In addition, the Applicant proposed to monitor Cmin in cUTI patients with moderate or
severe renal impairment (CLcr >15 to 60 mL/min) or in those for whom more than 5 days
of plazomicin therapy is anticipated. We recommend that TDM should be applied to
patients whose CLcr >15 to 90 mL/min regardless of the duration of treatment.
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(b) (4)

3.3.2.1 Dosing Regimen in cUTI Patients
Initial Dosing Regimen in General Population with cUTI
The proposed initial dosing regimen for cUT]I patients was studied in one Phase 2 trial (ACHN-

490-002) and one Phase 3 trial (ACHN-490-009). The evidence of effectiveness for plazomicin
in the treatment of cUTI patients has been demonstrated in these two studies (see Section 3.3.1
for details). In addition, the E-R analysis in cUTI patients suggests the exposure achieved by the
initial dosing regimen may be sufficient for the desired efficacy outcome (see Section 3.3.1 for
details). After initial dose, Cmin- based TDM is proposed to be used to guide dose adjustment in
cUTI patients to mitigate potential nephrotoxicity risk (see TDM in cUTI patients below in this
section for details).

TDM in cUTI patients

The dose of plazomicin is proposed to be adjusted daily based on estimated CLcr in all cUTI
patients. Cmin-based TDM is also proposed in cUTI patients to monitor the plazomicin
concentrations ®@ hefore administration of the second or
third dose to avoid trough concentrations above 2 ug/mL for patients with moderate or severe
renal impairment (CLcr >15 to 60 mL/min) or for patients expected to receive more than 5 days
of plazomicin treatment. In study ACHN-490-009, daily dose adjustment was conducted in the
Phase 3 study while the Cmin-based TDM was not conducted. The TDM threshold and target
population were selected by the Applicant based on univariate analysis and multivariable
regression analysis, respectively (refer to APPENDIX 4.3.2 for details). Of note, Cmin-based
TDM is currently used for other approved aminoglycosides to reduce the probability of
nephrotoxicity with TDM thresholds derived from clinical experience.

Cmin-based TDM approach requires a precise, accurate, and reliable bioassay device. The
regulatory action on the companion diagnostic device is still pending with CDRH. The current
review will discuss dose evaluation for two scenarios: with and without Crin-based TDM
approach.

With Crin-based TDM approach

We conducted an independent E-R analysis and a classification and regression tree (CART)
analysis (refer to APPENDIX 4.3.2 for details) to evaluate the TDM threshold and TDM
population, and demonstrated:

e Daily Cmin was predicted based on the population PK model at the time prior to the next
dose or at 24 hours after the last dose

e The predicted daily Cmin Of each patient did not change substantially during the treatment
period because plazomicin dose was adjusted based on changes in CLcr, which warranted
the use of the estimated Cmin prior to 2" dose (Cistmin) in the E-R assessment for
nephrotoxicity, which was defined as increase of serum creatinine concentration >0.5
mg/dL from baseline (Figure 3.3.2-1)
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e The nephrotoxicity incidence was lower in plazomicin arm compared to that in active
control arm in patients with CLcr >90 mL/min (Table 3.3.2-1)

e Most nephrotoxicity occurred in the patients with renal impairment (CLcr >30 to 90
mL/min) (Table 3.3.2-1), the incidence of nephrotoxicity was significantly associated
with an increase in estimated Cstmin (p<0.0001, logistic regression) based on data from
Studies ACHN-490-002 and ACHN-490-009 (Figure 3.3.2-2).

e The incidence of nephrotoxicity in cUTI patients was independent of the duration of
plazomicin treatment

e The Cust, min value of 3 pg/mL is the critical cutoff associated with higher incidence of
nephrotoxicity based on CART analysis (Figure 3.3.2-3).

Figure 3.3.2-1 Cmin over time for cUTI patients from Studies 002 and 009 (Adapted from Figure
4.3.3-1 in APPENDIX 4.3.3)

20.0-

Cmin (ug/mL)
=

0.1-

Days
Each line represents Cin Over days for each subject; Orange, blue, red, and green represent 1%, 2nd 3rd,
and 4" quartiles of Cysmin, respectively.

Figure 3.3.2-2 Exposure-response analysis for nephrotoxicity in cUTI/AP patients with CLcr
>30 to 90 mL/min (Adapted from Figure 4.3.3-3 in APPENDIX 4.3.3)

ER of nephrotoxicity in cUTI patients with CLcr>30 to 90 mL/min
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The line and the shaded area represent the predicted relationship between Cistmin and incidence of
nephrotoxicity and their 95% confidence interval (Cl). Closed circles and bars represent the observed
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incidence of nephrotoxicity and 95% ClI, respectively, at each Cismin quartile. Occurrence of
nephrotoxicity in each patient (i.e., 1 or O for yes or no, respectively) were plotted at estimated Castmin in
each patient. The numbers on the upper left corner represent the range of concentrations (ug/mL) and
number of patients in each Casimin quartile.

Figure 3.3.2-3 CART analysis for nephrotoxicity in cUTI/AP patients with CLcr >30 to 90
mL/min (Adapted from Figure 4.3.3-4 in APPENDIX 4.3.3)

Clst,min <2995
0.086
N=244
0.051 0.357
N=216 N=28

Table 3.3.2-1 Percentage of cUT]I patients with nephrotoxicity by CLcr and arm (Adapted from
Table 4.3.3-1 in Section 4.3.3)

% Nephrotoxicity (n/N)*

CLcr >30 to 90 mL/min | CLcr >90 mL/min
Plazomicin 8.6% (21/244) 0.8% (1/123)
Active Control* 4.1% (10/243) 3.1% (3/97)

*n is the number of patients with nephrotoxicity; N is the number of patients
*Meropenem or levofloxacin

The proposed TDM threshold of 2 pg/mL appears to be not appropriate due to the following

reasons:
(b) (4)

(b) (4)
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Table 3.3.2-2 Summary of incidence of nephrotoxicity in cUT]I patients with CLcr >30 to 90
mL/min by Cistmin range (Adapted from Table 4.3.3-4 in Section 4.3.3)

Cust, min Range % Nephrotoxicity (n/N)*
>4 pg/mL 40.0% (6/15)
>3, and <4 pg/mL 30.8% (4/13)
> 2 and <3 pg/mL 9.8% (4/41)
> 1 and <2 pg/mL 5.0% (4/80)
<1 pg/mL 3.2% (3/95)
Total 8.6% (21/244)

*n is the number of subjects with nephrotoxicity; N is the number of all the subjects

Table 3.3.2-3 Comparison of two Cist, min Cutoffs in patients with CLcr >30 to 90 mL/min
(Adapted from Table 4.3.2-7 in Section 4.3.3)

Cutoffs % Patients with C1st, | % Nephrotoxicity in patients | % Nephrotoxicity in patients
min > cutoff (n/N)* with Cast, min > cutoff (n/N) with Cist, min < cutoff (n/N)

3ug/mL | 11.5% (28/244) 35.7% (10/28) 5.1% (11/216)

2 ug/mL 28.3% (69/244) 20.3% (14/69) 1.0% (7/175)

*n represents number of patients with nephrotoxicity; N represents number of patients

Table 3.3.2-4 Sensitivity and specificity comparison by TDM cutoffs in patients with CLcr >30
to 90 mL/min (Adapted from Table 4.3.3-8 in Section 4.3.3)

C1st, min Cutoffs | Sensitivity* | Specificity”
3 ug/mL 48% 92%
2 pg/mL 67% 75%

*Sensitivity is defined the percentage of patients with nephrotoxicity who can be correctly classified as
dose adjustment is needed (Cast, min > cutoff).

*The specificity is defined as the percentage of patients without nephrotoxicity who can be correctly
classified as no dose adjustment is needed (C1st, min < cutoff).

In brief, Cist, min>3 pg/mL is an option if overall efficacy loss is a major concern for TDM since
less patients may have dose adjustment while Cist, min>2 pg/mL is an option if overall safety is a
major concern for TDM since more patients with nephrotoxicity may have dose adjustment.
Specifically, dose reductions for patients with Cist, min between 2 and 3 pg/mL may raise concern
for efficacy loss and no dose reduction for patients with Cist, min between 2 and 3 pg/mL may
raise safety concern. However, considering that the Phase 3 study was a non-inferiority study
without TDM and there was a signal that efficacy may be compromised with lower exposure
based on the Phase 2 dose-ranging study, the higher cutoff may prevent potential efficacy loss by
reducing the percentage of patients with the dose adjustment. In addition, treatment duration is
short and nephrotoxicity is reversible (13 out of 22 cUTI patients with nephrotoxicity had their
serum creatinine concentration back to normal at the end of the study). Therefore, Cist, min >3
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pg/mL appears to be more reasonable than Cist, min>2 pg/mL as the TDM cutoff in cUTI
patients.

Without Crin-based TDM approach

Since the device for TDM may not be ready when plazomicin is available for patients, the dosing
strategy with dose adjustment based on daily CLcr measure but without Cmin-based TDM was
evaluated. As mentioned above, the nephrotoxicity incidence was low in patients with CLcr >90
mL/min who received plazomicin. Thus, Cmin-based TDM may not be needed in patients with
CLcr >90 mL/min. It is also known that daily dose adjustment based on CLcr without Cmin-based
TDM was unable to mitigate the nephrotoxicity in patients with Clcr >30 to 90 mL/min.
Adjusting the initial dose may be the only approach to reduce the potential delayed
nephrotoxicity in cUTI patients. However, the proposed initial dose is either the same as the
studied dose or lower than the studied dose in most of the patients except the patients with

CLcr >30 to 40 mL/min who received 8 mg/kg g24h in the Phase 3 study, which is 20% lower
than what was proposed in the label (10 mg/kg g24h). Therefore, adjusting initial dose may be
only appropriate in patients with CLcr >30 to 40 mL/min without the potential efficacy loss. The
plot of Cist, min across renal function (Figure 3.3.2-4) shows that Cist, min increased with a decrease
in CLcr based on the proposed initial dose. The percentages of patients with Cist, min>3 pg/mL
were 2%, 5%, 6%, 15%, and 46% for CLcr >90 mL/min, CLcr > 60 to 90 mL/min, CLcr >50 to
60 mL/min, CLcr >40 to 50 mL/min, and CLcr >30 to 40 mL/min. It appears that adjusting the
initial dose for patients with CLcr >30 to 40 mL/min may potentially reduce the nephrotoxicity
incidence because Cist, min Would be decreased. The simulation showed that around 46% patients
with CLcr >30 to 40 mL/min would have Cist, min>3 pg/mL based on an initial dose of 10 mg/kg
while the percentage would be reduced to 33% based on an initial dose of 8 mg/kg. The
limitation is the CLcr range is too narrow to propose a reduced initial dose considering the high
variability of CLcr measure.

Figure 3.3.2-4 Cist, min across renal function based on the proposed initial dose

Simulated C1st,min of Plazomicin across Renal Function
10.07 15 mg/kg q24h 10 mg/kg q24h
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The blue dash line represents the Cast, min equals to 3 ug/mlL

TDM scheme in cUTI patients
The Applicant also provided the details of TDM scheme using Cmin >2 pug/mL as the TDM cutoff
for cUTI patients:

e If the measured trough level is >2 ug/mL, increase the dosing interval by 1.5-fold

e If trough concentrations continue to persist >2 pg/mL, discontinue or increase the dosing
interval by additional 24 hours

The proposed TDM scheme appears to be consistent with other aminoglycosides. However,

the treatment duration (5 to 7 days) is relatively short for cUTI patients and concentration values
will be available at 24 to 36 hours after blood samples are collected, two dose adjustments may
not be clinically feasible. We evaluated the effect of one dose adjustment (increase the dosing
interval by 1.5-fold) on the distribution of Cistmin. Based on simulation using population PK
model, around 97% patients are predicted to have Cmin <3 pg/mL after one dose adjustment with
Cust, min>3 ng/mL as the TDM cutoff (refer to APPENDIX 4.3.3 for details).

Limited efficacy and safety data were available in patients with CLcr >15 to 30 mL/min, thus,
the TDM scheme was proposed N
. As the dosing interval is 48 hours in patients with
CLcr >15 to 30 mL/min, the Cist, min at 48 hours instead of 24 hours will be used for TDM.
Considering the short treatment duration, multiple dose adjustments may not be clinically
feasible either in this patient population. Based on simulation using population PK model,
around 88% patients would have a reasonable dosing interval based on one dose adjustment
(increase the dosing interval by 1.5-fold) using Cist, min>3 pg/mL as the TDM cutoff (refer to
APPENDIX 4.3.3 for details).

(b) (4)
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Figure 3.3.2-6 B

(b) (4)

3.3.2.4 Susceptibility Breakpoints for Plazomicin

Antibacterial susceptibility test interpretive criteria (breakpoints hereafter) are discriminatory
antimicrobial concentrations used in the interpretation of results of susceptibility testing to define
isolates as Susceptible, Intermediate or Resistant. The Applicant’s proposed susceptibility
breakpoints are in Table 3.3.2-10. The results of our probability of target attainment analyses
(PTA) in cUTI patients support the susceptibility breakpoint of 1 pug/mL for plazomicin.
However, it should be noted that the determination of breakpoints involves multiple disciplines
including clinical and microbiological perspectives in addition to the nonclinical PK/PD
considerations. The ultimate determination of the plazomicin breakpoint will depend on the
totality of information provided by each discipline and continues to be assessed at the time of the
completion of this review.

Table 3.3.2-10 Applicant’s Proposed Susceptibility Breakpoints for Plazomicin
Pathogen Minimum Inhibitory Concentration (ug/mL)
S 1] R

(b) (4)

Enterobacteriaceae

The PK/PD index for plazomicin is total AUCo-24 / MIC which is closely correlated to
plazomicin antibacterial activity for Enterobacteriaceae based on animal infection models. Due
to the similar plasma protein binding in humans (i.e., 19.6%) and mice (i.e., 19.9%), total
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AUCo.24 / MIC from a neutropenic murine thigh model can be applied to humans for PTA
analysis without adjusting for free drug exposure.

The Applicant conducted a probability of target attainment (PTA) analysis in cUT]I patients using
the non-clinical PK/PD targets (i.e., 18 for bacterial stasis and 73 for 1-logio CFU reduction)
against Enterobacteriaceae based on a neutropenic murine thigh model in Study UFL-2016-001.
In this study, mice were infected by nine Enterobacteriaceae strains with MIC range from 0.25
to 4 pg/mL, two of them were Carbapenem-resistant Enterobacteriaceae (CRE) isolates.

However, we noted that another dose-fractionation study to determine non-clinical PK/PD target
(Study UFL-2012-009) was included in this application using a similar neutropenic murine thigh
model infected by another eight CRE isolates with MIC ranging from 0.19 to 0.46 ug/mL. The
PK/PD targets derived from this study were used to support the clinical dose selection in Phase 3
studies. Because these two studies used very similar neutropenic murine thigh model, same
amount of bacterial inoculation, and similar study design., to include more Enterobacteriaceae
strains for the PK/PD target determination, the reviewer combined individual PK/PD targets of
each strain from two studies together (see APPENDIX 4.5.1 for details). Consequently, a total of
17 Enterobacteriaceae were included to determine PK/PD targets for plazomicin. The results
from PK/PD studies in the neutropenic murine thigh model indicated median values of AUCo.24/
MIC of 24 (range: 5.7 to 65) for bacterial stasis and 89 (range: 8.1 to 518.3) for 1 logio CFU
reduction, respectively. Refer to Table 3.3.2-11 below for the summary.

Table 3.3.2-11 Summary of AUCo-24 / MIC Ratios for Plazomicin against 17 Enterobacteriaceae
Strains in a Neutropenic Murine Thigh Infection Model

AUC,.24/MIC Ratio for Net Bacterial AUC/MIC Ratio for 1
Stasis logCFU Reduction
Median 24 89
75% Quantile 39 152
25% Quantile 12 48

PTA analyses were conducted for the median, 75% quantile value of AUCo.24/MIC ratios for net
bacterial stasis and median value for 1 log CFU reduction using the proposed dose. Refer to
Table 3.3.2-12 below for the PTA analysis results.

Due to the severity of the infection in cUTI patients, historically the median value of PK/PD
targets for 1 log10 CFU reduction was utilized to determine the breakpoint. Based on the results

in Table 3.3.2-12, the PTA analysis supports 1 pg/mL as the breakpoint for Susceptible when the
target bacteria killing is 1 log10 CFU reduction from baseline (i.e., 89 of AUCy.24/MIC).
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Table 3.3.2-12 PTA Results in Simulated cUTI Patients with Different Renal Function

PTA by MIC using AUC/MIC of 24 as a PK/PD target
MIC Values
Clcr 1 ug/mL 2 ug/mlL 4 ug/mL | 8 ug/mL | 16 ug/mL
CLcr>90 mL/min 100% 100% 98% 54% 3%
CLcr>30 to 90 mL/min 100% 100% 99% 64% 6%
CLcr>15 to 30 mL/min 100% 100% 99% 66% 7%
PTA by MIC using AUC/MIC of 39 as a PK/PD target
Cler MIC Values
1 ug/mL 2 ug/mL 4 ug/mL | 8ug/mL | 16 ug/mL
CLcr>90 mL/min 100% 100% 75% 10% 0
CLcr>30 to 90 mL/min 100% 100% 82% 16% 0
CLcr>15 to 30 mL/min 100% 100% 83% 18% 0
PTA by MIC using AUC/MIC of 89 as a PK/PD target
Cler MIC Values
1 ug/mL 2 ug/mlL 4 ug/mL | Sug/mL | 16 ug/mL
CLcr>90 mL/min 99% 62% 5% 0 0
CLcr>30 to 90 mL/min 99% 70% 9% 0 0
CLcr>15 to 30 mL/min 99% 73% 10% 0 0

3.3.3 Is an alternative dosing regimen and/or management strategy required for
subpopulations based on intrinsic factors?

Yes, an alternative dgsmg regimen proposed by the Applicant for patients with renal impairment
(Table 2.2.2-1) for cUTI ®@ appears to be reasonable.

Based on the Applicant’s analysis of a PK study in subjects with renal impairment (Study
ACHN-490-004 APPENDIX 4.5.4), total plazomicin exposure in plasma consistently increased
with decreasing renal function. After a 30 minute 7.5 mg/kg plazomicin infusion, geometric
mean AUCo.24 values for the severe (15-29 mL/min) and moderate (30-59 mL/min) renal
impairment group were 4.4-fold and 2.0 higher, respectively, than the corresponding exposure
observed for the normal renal function group. The study results suggested that a dose adjustment
was necessary for patients with moderate or severe renal impairment.

Based on the population pharmacokinetic analysis, renal function and body size were identified
to have clinically significant impact on PK parameters of plazomicin (See APPENDIX 4.2).
Therefore, plazomicin is dosed by weight and dose adjustment is recommended in patients with
renal impairment based on the final population PK model.

However, the dose adjustment algorithm for patients with renal impairment in two Phase 3
studies (Table 3.3.3-2) was different from the one proposed by the Applicant in the draft labeling
(Table 3.3.3-1). We simulated exposure (AUCo-24n) for plazomicin across different renal function
categories based on the patient demographics in Study ACHN-490-009 under two dosing
regimens, proposed by the Applicant in the labeling and studied in Study ACHN-490-009
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(Figure 3.3.3-1). The results illustrate that the proposed initial dose by Applicant in the labeling
would result in slightly lower exposure (20% lower) in the group of CLcr between 50 and 60
mL/min and slightly higher exposure (20% higher) in the group of CLcr between 30 and 40
mL/min. However, the exposure in patients with CLcr >30-40 mL/min based on the proposed
initial dose was still lower than the upper bound of 95% quantile of AUCo.24n in cUTI patients
from Study ACHN-490-009.

(b) (4)
b) (4
Table 3.3.3-2 Dose Chart for Phase 3 cUT! Study (ACHN-490-009) i
Baseline Creatinine Clearance or
Type of Renal Replacement Therapy Dose Interval Dose (mg/kg; per Injection)?
CLer =60 mL/min 15
CLer =50-60 mL/min 12
- q24h + 2h
CLer =40-50 mL/min 10
CLer =30-40 mL/min 8
CLer »25-30 mL/min 12
CLer >20-25 mL/nun q48h = 2h 10
CLer =15-20 mL/mun g
CLer <15 mL/min® q48h = 2h g
Slow * q24h + 2h 11
CRRT
Fastd ql2h = 2h 10

CLer=creatinine clearance; CRRT=continuous renal replacement therapy: q12h=every 12 hours;

q24h=every 24 hours; q48h=every 48 hours; TDM=therapeutic drug management.

#  Adjusted dosing weight was applied as needed.

® For patients with CLecr £15 mL/min who were not on renal replacement therapy, a single initial dose of
8 mg/kg was given and TDM samples were drawn as indicated below. Independent pharmacology support
was contacted for further dosing recommendations once TDM data was available. If TDM data was not
available prior to the next scheduled dose (g48h), a single mamtenance dose of 5 mg'kg was given

¢ Assumes residual plazomicin renal clearance of 0 mL/min and clearance attributed to CRRT of 2.4 L/h
when using slow dialysate and ultrafiltrate flow rates (5-15 mL/min) and blood flow rate of 150 mL/min.

Assumes residual plazomicin renal clearance of 0 mL/min and clearance attributed to CRRT of 4.8 L/h
when vsing fast dialysate and ultrafiltrate flow rates (30—40 mL/min) and bleod flow rate of 150 mL/min.
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Figure 3.3.3-1 Exposure comparison across renal function in cUT]I patients from Study ACHN-
490-009 with the studied doses (left) and the proposed doses (right) (Adapted from Figure 5 in
APPENDIX 4.2)

Simulated AUC of Plazomicin across Renal Function Simulated AUC of Plazomicin across Renal Function
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The red dash lines represent the 25% and 75% quantile of AUCo.24n in cUTI patients with CLcr > 90
mL/min; the blue dash lines represent the 95% quantile of AUCq.24n (411 mg-h/L) in cUTI patients from
Study ACHN-490-0009.

There were only two patients with CLcr >15 to 30 mL/min enrolled in Phase 3 studies (i.e., one
in BSI study and the other in cUTI study). Moreover, the E-R analysis for nephrotoxicity in cUTI
patients indicates that higher risk of nephrotoxicity is expected in patients with CLcr >15 to 30
mL/min. However, considering that plazomicin is indicated for limited use, the patients with
CLcr >15 to 30 mL/min may have limited treatment option. Therefore, we evaluated the initial
dose for patients with CLcr >15 to 30 mL/min. The exposure (AUCo.4gn) in patients with CLcr
>15 to 30 mL/min administered an initial dose of 10 mg/kg g48h was simulated based on the
population PK model and compared with that in patients with CLcr >30 mL/min receiving their
corresponding doses (Figure 3.3.3-2). The simulated AUCo.4g in patients with CLcr >15 to 30
mL appears to be similar to the ones in other renal function groups.
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Figure 3.3.3-2 Exposure comparison across renal function in cUT]I patients

Simulated AUC of Plazomicin across Renal Function
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The red dash lines represent the 25% and 75% quantile of AUCo.4gn in cUTI patients with CLcr >90
mL/min; the blue dash lines represent the 95% quantile of AUCq.48n (783 mg-h/L) in cUTI patients from
Study ACHN-490-0009.

3.3.4 Are there clinically relevant food-drug or drug-drug interactions, and what is the
appropriate management strategy?

3.3.4.1_Food Effect
Because plazomicin is administered by IV infusion only, there are no food-drug interactions.

3.3.4.2_ Drug-drug Interaction
Based on in vitro study results, plazomicin may be an inhibitor to MATE1 and/or MATE2-K

transporters (APPENDIX 4.5.2). Metformin is a substrate for both MATE1 and MATE2-K.
Therefore, a clinical DDI study (APPENDIX 4.5.6 Study ACHN-490-011) was conducted by co-
administering metformin, a MATE transporter substrate, with plazomicin. The study results
demonstrated that 90% Cls for the GLSM ratios of plasma metformin AUCo.inf, and Crmax,
following a single oral dose of metformin with plazomicin relative to a single oral dose of
metformin alone, were within the 80.00 - 125.00% interval, indicating that there is no effect of
plazomicin on the plasma PK of metformin.

Serum creatinine (Scr) is primarily filtered through the kidneys, but a small proportion (~10%-
20%) undergoes active secretion into the renal proximal tubules. MATE transporters mediate the
active secretion of Scr. Consequently, inhibition of MATE transporters can increase Scr in the
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absence of clinically meaningful alteration in renal function®’. The negative PK results from the
clinical DDI study between plazomicin and metformin are not able to 100% exclude the potential
inhibition of plazomicin of creatinine secretion. Because the Scr increase of 0.5 mg/dL was used
as an indicator for potential nephrotoxicity in this application, it is critical to distinguish
clinically relevant increases in Scr due to renal toxicity from the non-pathologic increase in Scr
attributed to inhibition of renal transporters

Literature evidence suggests that the increase of Scr caused by the inhibition of the renal
transporters (i.e., OCT2, MATE1, and MATEZ2-K, respectively) usually occur early in therapy
with prompt return to baseline and with a maximum observed Scr increase of about 0.38 mg/dL
58 Therefore, the increase Scr of 0.5 mg/dL may indicate a potential nephrotoxicity caused by
plazomicin.

6 Arya V, Yang X, Balimane P, et al. Creatinine as an endogenous marker for renal function—emerging role of
transporters in the overall assessment of renal toxicity. Presented at: ASCPT Annual Meeting; March 18-22, 2014;
Atlanta, GA.

7Zhang Y, Warren MS, Zhang X, et al. Impact on creatinine renal clearance by the interplay of multiple renal
transporters: a case study with INCB039110. Drug Metab Dispos. 2015;43(4):485-9.
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4. APPENDICES

4.1 Summary of Bioanalytical Method Validation and Performance

Two validated assays as listed below were used for quantification of plazomicin (ACHN-490) in
plasma and urine including one validated assay for quantification of lothalamate in human
plasma. Please refer to Table 4.1-1 for details. Because no proposed indications were related to
lung penetration, the validated assay for quantification of plazomicin in epithelial lining fluid
(ELF) was not reviewed.

When concentrations exceeded the standard curve range, samples were diluted and, then,
assayed. Dilution integrity was verified within each clinical pharmacology study when sample
dilutions were performed. The sample preparation, stability, analysis accuracy, and precision in
each clinical pharmacology study were reported in its individual bioanalytical report and
reviewed by the Clinical Pharmacology reviewer.

Based on the method validation and description of the run acceptance criteria, both analytical
methods and runs met the acceptable criteria specified in the FDA Guidance to Industry:
Bioanalytical Method Validation.

Table 4.1-1 Summary of Good Laboratory Practice Method Validation and Bioanalytical Study
Reports (Adapted from Table 2 in Summary of Biopharmaceutical Studies)

Method Range of
Validation Method Validation Species and Quantitation Bioanalytical Clinical Protocol
Report Number Report Title Matrix (Lg/mL) Study Reports Numbers
HPLC/MS/MS Assay H
Validation for the plﬁﬁ 0.010-5.00
AVO0S- Dertermmatlon of AD09-216 ACHN-490-001
ACHIN490-02 ACHN-490 fl'om Human ADI12-298 ACHN-490-004
Plasma and Urnne and ADI17-633 ACHN-490-010
Iothalamate from Human Human uwrine 0.300-50.0
Plasma*®
ADI12-312 ACHN-490-002
A A A e ADI10-249 ACHN-490-003
. Hi’ig;’oz"f‘; ﬁi‘fﬁ' ADI2-298  ACHN-490-004
AV10- Determination of Human 0.010-5.00 AD12-299 ACHN-490-006
ACHN490-01 ACHN-490 in Human plasma ’ - AD1 5-%92 ACHN-490-007
Plasma ADI16-568 ACHN-490-009
ADI17-633 ACHN-490-010
ADI17-643 ACHN-490-011

Abbreviations: HPLC/MS/MS = high-performance liquid chromatography-tandem mass
spectrometry.

2 lothalamate clearance was measured to estimate the glomerular filtration rate to assess renal
function.
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The performance validation parameters in human plasma and urine for the validated assay
methods were summarized in Table 4.1-2 and Table 4.1-3, respectively.

Table 4.1-2 Summary of Validation Performance Parameters for the Quantitation of Plazomicin
From Human Plasma (Adapted from Table 4 in Summary of Biopharmaceutical Studies)

QcC Intrabatch Intrabatch Interbatch Interbatch
Concentration Accuracy Precision Accuracy Precision
QC Level (pg/ml) (%o Bias) (% CV) (% Bias) (% CV)
AV08-ACHN490-02 (adult plasma)
LLOQ 0.010 -13.0 6.4 —33 13.0
LQC 0.030 20 .6 2.7 19
MQC 0.300 —4.7 2 =30 718
HQC 4.00 —-11.5 7.4 —6.7 5.8
ULOQ 5.00 -12.6 2 —6.0 5.6
AV10-ACHN490-01 (adult plasma)
LLOQ 0.010 —0.1 5.6 3.0 9.5
LQC 0.030 —6.0 2.0 0.7 8.9
MQC 0.300 -1.7 22 -1.0 5.7
HQC 4.00 -5.0 37 20 41
ULOQ 5.00 -3.6 1.9 —0.6 39

Reference ID: 4265582
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Table 4.1-3 Summary of Validation Performance Parameters for the Quantitation of Plazomicin
From Urine and Epithelial Lining Fluid and lothalamate From Plasma (Adapted from Table 5 in
Summary of Biopharmaceutical Studies)

Inirabacch Imtraboaich Interbaich Izterbarch
QT Lewvel Concentration Accaracy Precizion Accwracy Precizen
{pg'mml) (% Biiaz) % TV (Ve Biaz) (v CV)
kma
LLOG 0,500 -144 5.6 ] 92
LT 1.5 137 T =127 o
BT B.OD -14.1 74 24 62
B 200 =128 34 50 Ba
LG 500 =55 11 Y 55
Epithalial lining fuid
LI I 1 .3 -1% 2.1
LIQC 30 =07 35 =34 39
MIQC 0,300 13 20 =03 23
B 4.00 20 11 =0 30
UL 00 iE 34 Pt ¥ 1
LLOG 1.00 =128 i = BS
LQC 300 =74 iz -17 15
MGC 308 =47 20 =74 535
BQC 200 =355 4.1 —=£3 13
Lo 500 -0z 15 =54 64

Ablwoaiations: Chmcosfficent of werisfion; B Cebizh-low] quatity ool LLOCmlroer Ewit of
cuantitrtion; L} Cmlow-loval quality comrol; MO Cepid-lem] qualiny consmal:, CiCmquality comtrol;

UL eppar linst of quantaition.

The sample stability data were summarized in Table 4.1-4.

Reference ID: 4265582
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Table 4.1-4 Summary of Proven Plazomicin and lothalamate Sample Stability

Hours of Hours of
Hours of Benchtop Autosampler Days of
Sample Stability at Crycles of Stability at Proven Long-
Collection Ambient Freeze-Thaw Ambient Term Frozen
Species and Matrix Stability Conditions Stability Conditions Stability
Plazomicin
Human plasma 0.5 at ambient o
(AV08-ACHN490-02) temperature ® 6 3 61 99 at —70°C
Jat4°C®
Human plasma . , o =480 at -70°C
(AV10-ACHN490-01) 0 at ambient 20 12 37 213 at—20°C
temperature
Human epithelial b 6 4 54 27 at —70°C
lining fluid
Human urine 26 at4°C g 3 89 64 at —70°C
Human serum — 264 4 — =463 at —70°C
Iothalamate
0.5 at ambient
Human plasma a 6 3 61 99 at —70°C
temperature

* Plazomicin or iothalamate stability m dipotassium ethylenediaminetetraacetic acid whole blood before
being processed to plasma. Whole blood sample collection stability states that the mean concentration of
the samples at each concentration must not change by more than 20% from the control concentration (t=0).

¥ Per the assay validation protocol, experiment was not performed.

43

Reference ID: 4265582



4.2 Population PK Analyses
Applicant’s analysis

A population PK model was developed by Applicant based on pooling data from four Phase 1
studies, Studies ACHN-490-001, ACHN-490-003, ACHN-490-004, and ACHN-490-006, one
Phase 2 study, Study ACHN-490-002, and two Phase 3 studies, Studies ACHN-490-007 and
ACHN-490-0009.

Study ACHN-490-001 was a Phase 1 study conducted in healthy volunteers to assess the safety,
tolerability, and PK following ascending single and multiple doses of plazomicin. A total of 30
subjects were enrolled in the study receiving plazomicin while 28 subjects were included in the
population PK analysis. Single doses of 1, 4, 7, 11, and 15 mg/kg infused over 10 minutes and
daily doses of 4, 7, 11, and 15 mg/kg infused over 10 minutes were tested. PK samples were
collected during the single-dose phase and on the first and last dosing days during the multiple-
dose phase at the following times: pre-dose and at 5, 10, 15, 20, 30 and 45 minutes and 1, 2, 3, 4,
6, 8, 12, 16, 24, and 48 hours after the start of the infusion. Additional PK samples were obtained
pre-dose for up to three days prior to the last dose for subjects who received once-daily dosing
more than 5 days.

ACHN-490-003 was a Phase 1 study conducted in healthy volunteers to assess the safety,
tolerability, plasma PK, and lung penetration following single and multiple 1V doses of
plazomicin. A total of 30 subjects were enrolled in the study receiving plazomicin and all of
them were included in the population PK analysis. Subjects in Cohort 1 received a 15 mg/kg IV
dose of plazomicin or placebo over 10 minutes once daily for five consecutive days. Blood
samples for PK analysis of plazomicin were collected prior to dosing on Days 1 through 5 and at
10, 15, 20, 30, 45 minutes and 1, 1.5, 2, 2.5, 3, 4, 6, 8, 12, 16, and 24 hours after the start of the
infusion on Day 5. Subjects in Cohort 2 received a single IV dose of either 10.7 mg/kg or 15
mg/kg of plazomicin over 10 minutes. Blood samples for PK analysis of plazomicin were
collected at pre-dose and at 10, 15, 30, 45 minutes and 1, 1.5, 2, 3, 6, and 10 hours after the start
of the infusion.

Study ACHN-490-004 was a Phase 1 study conducted in healthy subjects with normal renal
function and subjects with varying degrees of renal dysfunction to assess the PK, safety, and
tolerability of plazomicin. A total of 24 subjects were enrolled in the study receiving plazomicin
and all of them were included in the population PK analysis. Subjects were divided into four
groups based on the mean of two CLcr values calculated using the Cockcroft-Gault equation and
each received a single-dose of plazomicin (7.5 mg/kg) administered IV over 30 minutes.

e Group [: Normal renal function: CLcr > 90 mL/min
e Group II: Mild renal dysfunction: CLcr = 60 to 89 mL/min
e Group IlI: Moderate renal dysfunction: CLcr = 30 to 59 mL/min
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e Group IV: Severe renal dysfunction: CLcr = 15 to 29 mL/min, and if possible, two
subjects were to have CLcr < 20 mL/min
Blood samples for PK analysis were collected prior to dosing and at 36 and 45 minutes and at 1,
1.5, 3, 6, 10, 16, 24, 36, 48, 72, and 96 hours after the start of the infusion.

ACHN-490-006 was a Phase 1 study conducted in healthy volunteers to evaluate the effect of IV
plazomicin injection on the QT/QTc interval. A total of 61 subjects were enrolled in the study
receiving plazomicin and all of them were included in the population PK analysis. Subjects
received a single 1V infusion dose of plazomicin 20 mg/kg infused over 30 minutes. PK samples
were collected from each subject at the following times: pre-dose and at 36 and 45 minutes and
1, 2,3, 6,12, and 24 hours after the start of the infusion.

ACHN-490-002 was a Phase 2 Study to assess the PK as well as the safety and efficacy of
plazomicin in hospitalized patients with Complicated urinary tract infection (cUTI) or Acute
pyelonephritis (AP). A total of 98 subjects were enrolled in the study receiving plazomicin while
92 subjects were included in the population PK analysis. Subjects received plazomicin (10 or 15
mg/kg) over either 10 or 30 minutes for up to five consecutive days. Blood samples were
collected at the following time intervals after the start of infusion: 35 to 55 minutes, 1.5t0 3
hours, and 4 to 8 hours on Day 1. Samples were also collected immediately prior to the start of
infusion on Days 2 to 5.

Study ACHN-490-007 was a Phase 3 study conducted to evaluate the efficacy and safety of
plazomicin compared with colistin in patients with bloodstream infection (BSI), hospital-
acquired bacterial pneumonia (HABP), ventilator-acquired bacterial pneumonia (VABP), cUTI,
or AP due to carbapenem resistant Enterobacteriaceae (CRE). N
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Study ACHN-490-009 was a Phase 3 study conducted to evaluate the efficacy and safety of
plazomicin compared with meropenem for the treatment of cUT], including AP, in adult patients.
A total of 306 subjects were enrolled in the study receiving plazomicin while 281 subjects were
included in the population PK analysis. Patients received up to 15 mg/kg IV over 30 minutes
once daily based on renal function as shown in Table 4.2-1. Plazomicin was dosed using either
TBW or ABW (TBW if TBW/IBW <125% or ABW if TBW/IBW > 125%). A minimum of four
days and maximum of 7 days of IV study drug were required, and patients could switch to open-
label oral levofloxacin for an additional three to six days to complete a total of seven to 10 days
of therapy. Plasma PK samples were collected on Day 3 (+1 day) of study drug administration
for all patients. The sampling time points were listed as follows: just prior to infusion, 90
minutes (x15 minutes), 4 hours (x1 hour), and 10 hours (x1 hour) after initiation of study drug
infusion.

A total of 564 subjects and 4990 plasma concentration records from the seven studies were used
to establish the population PK model. Semi-log scatterplots of plazomicin plasma concentrations
versus time, stratified by study and dose for the Phase 1 studies and renal function category for
the Phase 2/3 studies are provided in Figure 4.2-1.
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Figure 4.2-1 Semi-log scatterplots of plazomicin plasma concentrations versus time,
stratified by dose and presented by study (Phase 1, 2 and 3)
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Source: Applicant’s population PK report (icpd-00462_1), Page 60-61, Figure 4-5

A three-compartment model with zero-order input and first-order elimination best described the
pooled plasma plazomicin concentration-time data from the Phase 1, 2, and 3 studies. CLcr was
normalized to a body surface area (BSA) of 1.73 m? and evaluated as a time-varying covariate
for plazomicin CL in the base structural model and it was determined that a sigmoidal Hill-type
function best described the relationship. To prevent calculation of abnormally high CLcr values,
serum creatinine (Scr) was capped to a lower bound of 0.50 mg/dL during the calculation of
CLcr. Clearance due to CRRT was set to the sum of the actual patient-specific ultrafiltrate flow
rate (DFR) and dialysate flow rate (UFR) and multiplied by an estimate of the sieving coefficient
(SC, which represents the membrane permeability of the drug) on the study days when CRRT
was utilized. DFR and UFR were fixed based on the source data and the sieving coefficient was
estimated during the base model establishment.

Body weight and infection type were identified as statistically significant covariates on CL. For
plazomicin Vc, the covariates of body surface area and infection type were statistically
significant predictors. For plazomicin distributional clearance to peripheral compartment 1
(CLd1), only the covariate of infection type was a statistically significant predictor. For
plazomicin volume of distribution for peripheral compartment 1 (VVp1l), the covariates BSA, age,
and infection type were statistically significant predictors. For plazomicin distributional
clearance to peripheral compartment 2 (CLd2), the covariates height and infection type were
statistically significant predictors. For plazomicin volume of distribution for peripheral
compartment 2 (Vp2), the covariates body weight and concomitant vasopressors were
statistically significant predictors. The population PK parameter estimates and their associated
precision for the fit of the three-compartment model are provided in Table 4.2-3.
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Table 4.2-3 Final population PK model parameter estimates and associated standard errors

Parameter Final estimate %SEE
CL (Lshr)
Mon-renal CL (L/hr) 0.491 2449
CLg maximum (L‘hr) 4.80 739
Baselinge CLcrsp (mL/minf1.73 mz) 453 b2T
Hill coefficient 249 139
CL-weight power 0529 14.0
Proportional increase for AP patients 0.130 22.%)) @
Ve (L)
Coefficient 9.10 4.07
Vi-BSA power 1.23 175
Proportional increase for AP and cUTI patients 1.05 1[].?[)) @
" CLd1 (Lhr) '
Coefiicient 8.05 787
Proportional increase for AP and cUTI patients -0.83 4.85
Vp1 (L)
Coefficient 871 3.97
Vp1-BSA power 117 22
Vp1-age slope 0.00954 111
Proportional increase for AP and cUTI patients -0.437 14.6
CLdz (Lhr)
Coefficient 0.199 3.64
CLd2-HTCM power 338 175
Proportional increase for AP and cUTI patients -0.2549 46.0
(b) (4)
Vp2 (L)
Coefficient £.08 g2
Vp2-weight power 162 20.8
Proportional increase for patients on vasopressors 3.90 36.0
Clerar (Lfhr)
Sum of UFR and DFR (L/hr) 11410 1.8 MNA
Sieving coefficient 0734 94.7
w® for CL 0.103 (32.0 %CV) 552
w* for Ve 0.211 (46.0 %CV) 14.8
w? for CLd1 0.0661 {25.7 %CV) 478
w? for ¥p1 0.0678 (26.0 %CV) 209
w® for CLd2 0.0350 {18.7 %CV) 242
w* for Vp2 0.170 (41.3 %CV) 349
IOV on CL 0.00128 (3.5 %CV) 61.1
Covariance between CL and Vc 0.0931 [|2=D.398} 156
Covariance between CL and Vp1 00734 [rE:[J.??E} 151
Covariance between Ve and Vp1 0.0649 [3:0.295} 19.6
Residual variability (o7}
Additive component 4 14e-05 (0.00897 mail) A5
CCV component for Phase 1 studies 0.0267 (17.2 %CV) 3.89
CCV component for Phase 2 studies 0.168 (40.9 %CV) 149
0.0846 {29.1 %CV) 8.78

CCV component for Phase 3 studies

Source: Applicant’s population PK report (icpd-00462_1), Page 76, Table 13

Reference ID: 4265582
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Goodness-of-fit plots for the final model are shown in Figure 4.2-2. There was a good agreement
between the observed plasma plazomicin concentrations and the population predicted
concentrations from the final population PK model

Figure 4.2-2 Goodness-of-fit plots for the final population PK model for plazomicin
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Source: Applicant’s population PK report (icpd-00462_1), Page 78, Figure 9

The visual predictive check (VPC) was provided in Figure 4.2-3. There appears to be reasonable
agreement between the observed concentrations and the 5, 50", and 95" percentiles of the
individual simulated concentrations across time intervals.

Figure 4.2-3 Prediction-corrected visual predictive check for the final population PK model
for plazomicin over the first 48 hours after a dose, stratified by infection type
(b) (4

Source: Applicant’s population PK report (icpd-00462_1), Page 86, Figure 15
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The plazomicin exposure estimates relative to patient covariates of interest were examined based
on the final population PK model.

1. Renal impairment

The relationship between clearance and renal function (BSA normalized CLcr in mL/min/1.73
m?) was plotted in Figure 4.2-4. The nature of this relationship is such that clearance increases in
an approximately linear fashion up until a CLcr of approximately 50 mL/min/1.73 m?, at which
point the relationship starts to be less pronounced until the relationship is essentially flat by a
CLcr of approximately 150 mL/min/1.73 m?.

Figure 4.2-4 Relationship between individual post-hoc estimates of plazomicin clearance
and CLcr in healthy subjects and infected patients
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Source: Applicant’s population PK report (icpd-00462_1), Page 102, Figure 19
2. Body size

Three different measures of body size were identified as significant covariates in relation to
various parameters in the population PK model: body weight was significant for CL and Vp2,
BSA was significant for V¢ and Vp1, and height was significant for CLd2. Given that
plazomicin is dosed by body weight and the relationship between CL and body weight is less
than linear, it is expected that there were slight trends for exposure to increase with increasing
body weight. The use of the adjusted body weight to calculated dose in patients with TBW/IBW
> 125% results in relatively consistent plazomicin exposure relative to those patients whose
TBW/IBW is less than 125% where TBW was used.

3. Age

Age was identified as a statistically significant predictor of the 11V in plazomicin Vpl. Given the
correlation between age and renal function, the exposure trends with age are most likely due to
age-related changes in renal function as opposed to an independent effect of age.
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4. Infection type

Infection type was identified as a statistically significant predictor of the 11V in all the

plazomicin PK parameters, except for Vp2. CL was increased by 13.0% in patients with AP @
Vc was
increased by ®®@ 105% in cUTI patients relative to healthy volunteers.

5. Concomitant VVasopressor Use

Concomitant vasopressor use was identified as a statistically significant predictor of the 11V in
Vp2. Vasopressors were evaluated as a yes/no categorical covariate based on administration at
any time a patient was on study, does not guarantee that the vasopressor and plazomicin were

concomitantly administered. Rl

Reviewer’s comments

The Reviewer verified the population PK model developed by Applicant. The population PK
model can reasonably describe the PK data pooled from 7 clinical trials in both healthy
volunteers and patients. No additional covariate was identified. The reviewer conducted an
independent population PK analysis for plazomicin using capped creatinine clearance (serum
creatinine concentrations was capped to 0.5 mg/dL or above) instead of capped creatinine
clearance normalized by BSA. The parameter estimates were consistent with Applicant’s result.

As renal function was a significant covariate for PK of plazomicin and dose reduction is
proposed for patients with moderate and severe renal impairment, the goodness-of-fit for PK
profile in study ACHN-490-004 (Dedicated renal impairment study) was independently
evaluated (Figure 4.2-5) to ensure that the population PK model accurately describes exposures
in patients with reduced renal function.

Figure 4.2-5 Diagnostic Plots for Study ACHN-490-004 by Renal Function
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i L i
Mild

' Nurlm;l ' ' - ‘.I: ‘.Ic
/"a/‘:/, //‘/
AT e
3 -; ..‘r"{‘*/‘;;: A“‘Aﬁ
) o Moderat /“‘- S
§ ‘1/‘(/ .‘(‘,:/f/
. e L,
‘;r’l ' ;.pﬁ"bd*'& <"
£ it ‘ﬂ * o
Source: Reviewer’s independent analysis.
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The plots show that the population PK model can generally describe the data and can be used to
predict the exposure in patients with different levels of renal function.

Therefore, the Reviewer’s population PK model using capped CLcr other than capped CLcr
normalized by BSA was utilized to simulate exposure in cUTI and BSA patients to facilitate
dose/TDM evaluation and exposure-response analysis for efficacy and safety.

4.2.1 Evaluation of initial dose

The proposed initial dose by Applicant is simplified from what was studied in the Phase 3 study
(Study ACHN-490-009). The proposed initial doses were 15 mg/kg for patients with CLcr >60
mL/min and 10 mg/kg for patients with CLcr >30 to 60 mL/min, whereas the studied doses were
15 mg/kg for patients with CLcr >60 mL/min, 12 mg/kg for patients with CLcr >50 to 60
mL/min, 10 mg/kg for patients with CLcr >40 to 50 mL/min, and 8 mg/kg for patients with

CLcr >30 to 40 mL/min. The Reviewer simulated exposure (AUCo-24n) for plazomicin across
different renal function categories based on the patient demographics in Study ACHN-490-009
under two dosing regimens: proposed by Applicant in the labeling and studied in Study ACHN-
490-009 (Figure 4.2-6). The results illustrate that the proposed initial dose by Applicant in the
labeling would result in slightly lower exposure in the group of CLcr between 50 and 60 mL/min
and higher exposure in the group of CLcr between 30 and 40 mL/min. However, the predicted
exposure in patients with CLcr of 31-40 mL/min based on proposed initial dose is still lower
than the upper bound of 95% quantile of AUCo.-24n in cUTI patients from Study ACHN-490-009.
The simulated mean, 5% and 95% quantiles of AUC values are listed in Table 4.2-4. The
proposed initial dose in the label appears to be reasonable.

Figure 4.2-6 Exposure comparison across renal function in cUTI patients from Study ACHN-
490-009 with studied doses (left) and proposed doses (right)

Simulated AUC of Plazomicin across Renal Function Simulated AUC of Plazomicin across Renal Function
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The red dash lines represent the 25% and 75% quantile of AUCo.oan in cUT]I patients with CLcr > 90
mL/min; the blue dash lines represent the 95% quantile of AUCq.24n (411 mg-h/L) in cUTI patients from
Study ACHN-490-0009.

Source: Reviewer’s independent analysis.
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Table 4.2-4 Summary of exposure (AUCo-24n) across renal function in cUTI patients from
Study ACHN-490-009 with studied doses and proposed doses

Renal function Studied doses _ Proposed doses _
(mean, 5-95% quantile) | (mean, 5-95% quantile)
CLcr> 90 mL/min 216 (113-360) 215 (113-359)
CLcr >60, <90 mL/min 245 (129-407) 245 (130-407)
CLcr >50, <60 mL/min 231 (124-380) 193 (103-319)
CLcr >40, <50 mL/min 224 (119-369) 223 (121-365)
CLcr >30, <40 mL/min 221 (121-359) 277 (150-455)

Source: Reviewer’s independent analysis.

4.2.2 Dose discrepancy by CLcr from central lab and local lab
The dose in Study ACHN-490-009 was given based on CLcr from local lab, while the CLcr listed
in the population PK dataset was from central lab. Dose discrepancy was identified by using
CLcr from central lab and local lab. However, the difference between central lab and local lab
was relatively small and not expected to impact the result of dose comparison between studied
dose and proposed dose (Figure 4.2-7). It is thus acceptable to use CLcr from central lab for
population PK analysis and exposure-response analysis for efficacy and safety in this review for
(b) (@) cUTI (b) (4)

Figure 4.2-7 Dose distributions across renal function in cUT]I patients from Study ACHN-490-
009 using CLcr from central lab (left) or local lab (right)
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Source: Reviewer’s independent analysis.
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4.3 Exposure-Response Analyses

4.3.1 Exposure-Response Analysis for Efficacy in cUTI patients
The Applicant did not conduct exposure-response (E-R) analysis for efficacy.

A Phase 2 dose ranging study (Study ACHN-490-002) was conducted in patients with cUTI. In
Study ACHN-490-002, patients were randomized to receive plazomicin 10 or 15 mg/kg Q24h
dose as 30-minute IV infusion for 5 days. The co-primary efficacy endpoint was the
microbiological eradication (MBE) at the test-of-cure (TOC) visit in the modified intent-to-treat
(MITT) population and in the microbiologically evaluable (ME) population. For the mITT
population, MBE was achieved for 6 of 12 patients (50%) in the plazomicin 10 mg/kg group and
31/51 (60.8%) in the plazomicin 15 mg/kg group. In the ME population, MBE at the TOC visit
was 6 of 7 patients (85.7%) in the plazomicin 10 mg/kg group and 31 of 35 patients (88.6%) in
the plazomicin 15 mg/kg group. The dose of 15 mg/kg Q24h was further evaluated in two Phase
3 studies for patients with cUTI or BSI, respectively.

The Reviewer conducted an independent E-R analysis in cUTI patients from Study ACHN-490-
009 using four endpoints: 1) composite microbiology and clinical response at Day 5; 2)
composite microbiology and clinical response at test of cure (TOC); 3) microbiology response at
Day 5; and 4) microbiology at TOC. The exposure of AUCo.24n after first dose was derived from
post hoc analysis from population PK model since is not expected to change substantially due to
daily dose adjustment based on CLcr. A total of 189 patients administered plazomicin were
included in the E-R dataset.

No E-R relationship was identified between exposure and the four efficacy endpoints as shown
in Figures 4.3.1-1 and 4.3.1-2. E-R analysis was also conducted using AUCo-24n/MIC as PK
surrogate. A total of 184 patients with susceptibility information was included in the analysis.
Similarly, no E-R relationship was identified between AUCo-24n/MIC and four efficacy endpoints
as shown in Figures 4.3.1-3 and 4.3.1-4.

Figure 4.3.1-1 E-R analysis for composite response at Day 5 (left) and TOC (right)
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Source: Reviewer’s independent analysis.
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Figure 4.3.1-2 E-R analysis for microbiological response at Day 5 (left) and TOC (right)
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Source: Reviewer’s independent analysis.

Figure 4.3.1-3 E-R analysis using AUC/MIC for composite response at Day 5 (left) and
TOC (right)
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Source: Reviewer’s independent analysis.

Figure 4.3.1-4 E-R analysis using AUC/MIC for microbiological response at Day 5 (left)
and TOC (right)
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4.3.1.1 E-R analysis for efficacy in cUTI patients with bacteremia

The exposure-response relationship for efficacy was also evaluated in the cUT]I patients with
bacteremia. A total of 25 cUT] patients received plazomicin had bacteremia at baseline. Due to
the small sample size, the statistical analysis for efficacy was not conducted. The relationship
between exposure (AUCo-24n) and efficacy was summarized the Table 4.3.1-1 and the
relationship between AUCo.24n/MIC and efficacy was summarized in the Table 4.3.1-2. No
relationship between exposure and efficacy was identified. In addition, there was no significant
signal of comprised efficacy in terms of bacterial eradication in this subpopulation.

Table 4.3.1-1 Relationship between AUCo-24n and composite and microbiological response

at Day 50or TOC
1% Quartile | 2" Quartile | 3 Quartile | 4™ Quartile
AUCg.24n N=7 N=6 N=6 N=6
61-147 147-172 172-220 220-410

% composite cure at Day 5 71% 83% 67% 83%

% composite cure at TOC 71% 83% 50% 83%

% microbiological cure at Day 5 100% 100% 100% 100%
% microbiological cure at TOC 86% 100% 83% 100%

Source: Reviewer’s independent analysis.

Table 4.3.1-2 Relationship between AUCo-2an/MIC and composite and microbiological

response at Day 5 or TOC
1% Quartile | 2" Quartile | 3" Quartile | 4™ Quartile
AUCo-24n/MIC N=6 N=6 N=6 N=6
121-365 365-550 550-661 661-2153

% composite cure at Day 5 100% 89% 100% 83%

% composite cure at TOC 83% 67% 67% 83%

% microbiological cure at Day 5 100% 100% 100% 100%
% microbiological cure at TOC 100% 83% 100% 83%

Source: Reviewer’s independent analysis.

4.3.1.2 E-R analysis by renal function

The response rate including composite response, clinical response, and microbiological response
in patients with different renal function was evaluated (Tables 4.3.1-3 to 4.3.1-5). The composite
response rate and microbiological response rate at TOC were decreased in patients with renal
impairment, while the microbiological response rate at Day 5 was not impacted by renal
function. A similar trend was found in patients receiving meropenem (comparator) (Tables 4.3.1-
6 to 4.3.1-8).
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Table 4.3.1-3 Composite response across renal function in patients receiving plazomicin

CLcr (mL/min)

No. of Subjects

% composite cure at Day 5

% composite cure at TOC

> 90 58 94.8 91.4
> 60, <90 70 87.1 84.3
> 30, <60 63 82.5 69.8
<30 - - -

Source: Reviewer’s independent analysis.

Table 4.3.1-4 Clinical response across renal function in patients receiving plazomicin

CLcr (mL/min) | No. of Subjects | % clinical cure at Day 5 | % clinical cure at TOC
> 90 58 96.6 94.8

> 60, <90 70 88.6 90.0

> 30, <60 63 84.1 82.5

<30 - - -

Source: Reviewer’s independent analysis.

Table 4.3.1-5 Microbiological response across renal function in patients receiving

plazomicin
CLcr (mL/min) | No. of Subjects | % eradication at Day 5 | % eradication at TOC
> 90 58 98.3 94.8
> 60, <90 70 98.6 91.4
> 30, <60 63 98.4 82.5
<30 - - -

Source: Reviewer’s independent analysis.

Table 4.3.1-6 Composite response across renal function in patients receiving meropenem

CLcr (mL/min)

No. of Subjects

% composite cure at Day 5

% composite cure at TOC

>90

48

93.8

77.1

> 60, <90 84 92.9 66.7
> 30, <60 77 90.9 62.3
<30 3 66.7 66.7

Source: Reviewer’s independent analysis.

Table 4.3.1-7 Clinical response across renal function in patients receiving meropenem

CLcr (mL/min) | No. of Subjects | % clinical cure at Day 5 | % clinical cure at TOC
> 90 48 93.8 85.7
> 60, <90 84 94.0 91.7
> 30, <60 77 92.2 85.7
<30 3 66.7 100

Source: Reviewer’s independent analysis.
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Table 4.3.1-8 Microbiological response across renal function in patients receiving

meropenem
CLcr (mL/min) | No. of Subjects | % eradication at Day 5 | % eradication at TOC
> 90 48 97.9 79.2
> 60, <90 84 98.8 714
> 30, <60 77 98.7 71.4
<30 3 100 66.7

Source: Reviewer’s independent analysis.

4.3.2 Exposure-Response Analysis for Safety in cUTI patients
Applicant’s analysis

An exposure-response analysis for safety was conducted by Applicant using creatinine clearance
(CLcr) normalized to a BSA of 1.73 m? as a biomarker based on data from Studies ACHN-490-
002 and ACHN-490-009. Data from levofloxacin-treated patients from Study ACHN-490-002
and meropenem-treated patients from Study ACHN-490-009 were also considered to represent
zero plazomicin exposure. All evaluable patients were required to have baseline CLcr and at
least one CLcr measurement during treatment up to and including end-of-therapy (EOT) or end-
of-1V-therapy (EOIV).

The analysis was carried out using multivariate linear regression for repeated measures. Time,
exposure measures prior to specific CLcr values and a random intercept for each patient was
incorporated in the model. Several exposures (AUC and Cmin) Over varying duration prior to each
serum creatinine (Scr) measurement were predicted by the population PK model including the
prior 24-hour AUC, prior 48-hour average AUC (average 24-hour AUC over 48 hours), prior 72-
hour average AUC (average 24-hour AUC over 72 hours), prior 96-hour average AUC(average
24-hour AUC over 96 hours), cumulative average AUC (average 24-hour AUC over the time
after first dose), prior 24 hours Cmin, prior 48-hour average Cmin (average 24-hour Cmin Over 48
hours), prior 72-hour average Cmin (average 24-hour Cmin Over 72 hours), prior 96-hour average
Cnmin (average 24-hour Cmin over 96 hours), and cumulative average Cmin (average 24-hour Cin
over the time after first dose). A square root transformation was considered for the AUC and Cin
to achieve distributions with reduced skewness. A base-2 logarithmic transformation was applied
to CLcr to help achieve approximate normal distribution for residual errors.

Other potential variables were considered including the administration of concomitant
nephrotoxic medications and vasopressor (a surrogate for shock). A list of 20 nephrotoxic
medication categories (Table 4.3.2-1) was constructed. Individual drugs belonging to the 20
different categories were assessed for concomitant administration with plazomicin, levofloxacin,
or meropenem in the 48-hour period prior to each Scr measurement.
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Table 4.3.2-1 List of nephrotoxic medication categories included in the E-R for safety

analysis

Concomitant medication category number Concomitant medication category
1 ACE-inhibitors/ARBs
2 Aminoglycosides
3 Amphotericin
) Analgesics
5 Rifampin/Rifampicin
6 Antiepileptics
7 Antineoplastic agents
8 Antivirals and anti-retrovirals
9 Beta-lactams®
10 Colistin
11 Diuretics
12 H2-antagonist
13 lodinated contrast
14 NSAIDs"
15 Proton-pump inhibitors
16 Quinolones®
17 Sulfonamide antibiotics
18 Tubulotoxins
19 Uric acid reducer
20 Vancomycin

Source: Applicant’s E-R report (icpd-00462-2), Page 94

Additional independent variables that were considered were age, body mass index (BMI), sex,
and infection type. These variables potentially modified the degree of the relationship between
the plazomicin exposure measure and CLcr.

A stepwise available selection process based on Akaike’s information criterion (AIC) was
employed to reduce the model to only include the interactions and main effects that demonstrate
predictive benefit. The fit of the repeated measures multivariate linear regression model was
assessed visually with scatterplots of model-predicted values of CLcr versus observed value of
CLcr. The final model was used to characterize the nephrotoxicity of plazomicin.

The demographics of patients in the E-R analysis for safety are listed in Table 4.3.2-2 and 4.3.2-
3.
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Table 4.3.2-2 Summary statistics for patient demographics — Categorical baseline

% (niN)

Baseline characteristic - -
Analysis Population

<65 59.8 (422/706)
Age (years)
265 40.2 (284/706)
B =30 73.1 (516/706)
BMI (kg/m~)
=30 26.9 (190/706)
=16 to 30 2.1 (15/706)
ClLer =30 to 60 34 4 (243/7086)
(mL/min/1.73
m3) =60 to 90 37.1 (262/708)
=90 26.3 (186/706)
Race
African American 2.7 (19/706)
American Indian or (Er
Alaskan Native 7.4 (52/706)
Asian 5.5 (39/706)
Unknown 0.28 (2/706)
White 83.9 (592/706)
Sex (male) 426 (301/708)
ﬁ\_therosclerot\c vascular 17.3 (122/706)
isease
Congestive heart failure 7.1 (50/706)
History of diabetes 14.4 (102/706)
Hypertension 40.1 (283/708)
Infection Type
AP 42.8 (302/706)
cUTI 57.2 (404/706)
Number of 0 49.9 (352/706)
patients per
baseline 1 32.2 (227/706)
concomitant
nephrotoxic
medication =1 18.0 (127/7086)

categories

Source: Applicant’s E-R report (icpd-00462-2), Page 48, Table 7

Table 4.3.2-3 Summary statistics for patient demographics — Continuous baseline

Analysis Population (n=7086)

Baseli
characteristic Mean Median
(%CV) (min, max)
Age 559 80
(years) (33.2) (18, 90)
BMI 270 265
(ka/m?) (19.3) (14.5,51.4)
2 1.84 1.83
BSA (m7) 1.7 (1.23, 2.48)
Cler 743 69.2
{mLimin/1 73 m?) (40.4) (222,212)
a 0.94 0.88
Ser (mg/dL) (31 5) 03,3)
\ 60.9 59.8
1BW (k) (16.4) (32,5, 87.7)
Weight 757 75.0
(kg) (21.5) (39.0, 135)

Source: Applicant’s E-R report (icpd-00462-2), Page 50, Table 8
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The models containing prior 24-hour AUC or Cnmin Were selected to be the final models taking
both AIC and precision into consideration. The final parameter estimates are shown in Table
4.3.2-4 and 4.3.2-5.

Table 4.3.2-4 Final model for CLcr with prior 24-hour AUC

Parameter Means ratio

Variable estimate SE (95% c1) P-value
Intercept 7.934 0.0747
: ; . ) 1.022 .
Time (per 1 day increase) 0.0318 0.0017 (1.020, 1.025) <0.001
. - 1 . 1.001
Prior 24-hour AUC (mgrh/L) 0.0018 0.0007 (1.000, 1.002) 0.005
. 0.870 .
Age (per 10 year increase) -0.2003 0.0079 (0.861, 0.880) <0.001
1.125 .
Sex (male) 0.1704 0.0286 (1,083, 1.170) <0.001
BMI (per & kgf‘m2 increase) -0.1402 0.0133 © 8§I9%7924) <0.001
Number of concomitant 0.976
nephrotoxicity -0.0355 0.0068 (0 967 03985) =0.001
medication categories D
Time and prior 24-hour AUC 0.998 §
interaction -0.0034 0.0002 (0.997, 0.998) 0.001

Source: Applicant’s E-R report (icpd-00462-2), Page 61, Table 16

Table 4.3.2-5 Final model for CLcr with prior 24-hour Cmin

Parameter Means ratio

Variable estimate SE (95% Cl) P-value
Intercept 7.913 0.0735
Time {per 1 day increase) 0.0284 0.0016 (1.0 .|Ié{‘]21£_1022) <0.001
Prior 24-hour Con (Mg/L)? 0.0114 0.0069 (0_9;;}2%17) 0.10
Age (per 10 year increase) -0.1964 0.0078 (D.ng?SBZ) <0.001
Sex (male) 01713 0.0281 g _oslz: Qfm}) <0.001
BMI (per 5 kg/m? increase) -0.1409 00131 0.207 <0.001

(0.891, 0.923)

Number of concomitant 0980

nephrotoxicity -0.0297 0.0068 . <0.001
; . (0.971, 0.989)

medication categories

Time and prior 24-hour C_;, 0.0267 0.0018 0.975 <0.001

interaction (0972, 0.977)

Source: Applicant’s E-R report (icpd-00462-2), Page 63, Table 18

The goodness of fit for two final models are plotted in Figure 4.3.2-1. There was a good
agreement between observations and predictions.
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Figure 4.3.2-1 Goodness of fit for final model using prior AUC (upper) and final model
using prior Cmin (bottom)
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Source: Applicant’s E-R report (icpd-00462-2), Pages 170 and 172

The E-R models for CLcr were applied to simulate percent probabilities of nephrotoxicity using
three endpoints, an increase in serum creatinine (Scr) from baseline > 0.5 mg/dL, an increase in
Scr from baseline > 50%, and both an increase in Scr from baseline > 0.5 mg/dL and an increase
in Scr from baseline > 50%. The simulated patient population (N=3000) was generated by
replicating the demographics for each patient from Study ACHN-490-002 and ACHN-490-0009.
The results are presented in Figure 4.3.2-2.

Figure 4.3.2-2 Probability of nephrotoxicity endpoints among simulated patients with
CUTI/AP using prior 24-hour AUC (left) and Prior 24-hour Cmin (right)
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Source: Applicant’s E-R report (icpd-00462-2), Page 68, Figure 3.
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A subgroup analysis for the percent probability of nephrotoxicity using an increase in Scr from
baseline > 0.5 mg/dL among simulated patients with cUTI or AP stratified by age, CLcr and
treatment duration was conducted and the results are shown in Figure 4.3.2-3 to 4.3.2-5. The
percent probabilities of nephrotoxicity were predicted to be increased for patients aged 65 years
or older, with a baseline CLcr ranged 16 to 60 mL/min/1.73 m?, or a treatment duration >5 days.

Figure 4.3.2-3 Probabilities of Scr > 0.5 mg/dL increase from baseline among simulated
patients with cUTI/AP by age using prior 24-hour AUC (left) and Prior 24-hour Cmin

(right)
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Source: Applicant’s E-R report (icpd-00462-2), Pages 73 and 78, Figures 4 and 7.

Figure 4.3.2-4 Probabilities of Scr > 0.5 mg/dL increase from baseline among simulated
patients with cUTI/AP by CLcr using prior 24-hour AUC (left) and Prior 24-hour Cmin

(right)
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Source: Applicant’s E-R report (icpd-00462-2), Pages 74 and 79, Figures 5 and 8.
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Figure 4.3.2-5 Probabilities of Scr > 0.5 mg/dL increase from baseline among simulated
patients with cUTI/AP by treatment duration using prior 24-hour AUC (left) and Prior 24-
hour Cmin (right)
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Source: Applicant’s E-R report (icpd-00462-2), Pages 75 and 80, Figures 6 and 9.

Based on the results of exposure-nephrotoxicity analysis, the Applicant proposed that TDM is
(b) (4)

Reviewer’s comments

The Reviewer plotted the CLcr (estimated by Cockcroft-gault equation) versus time for both
treatment arm and active control arm based on data from Study ACHN-490-009. The results
showed that the CLcr did not change substantially over time for treatment arm, while the CLcr
was increased over time for active control arm (Figure 4.3.2-6).

Figure 4.3.2-6 CLcr change over time for plazomicin and meropenem by renal function (Clcr
>90 mL/min, CLcr 260 to 90 mL/min and CLcr >30 to 60 mL/min )

Plazomicin Meropenem

200-

CLer {(mLimin)

A total of 300 patients were in plazomicin arm and a total of 298 patients were in meropenem arm.

Source: Reviewer’s independent analysis.
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The increased CLcr over time in active control arm observed for meropenem arm indicated that
the renal function was improved due to the drug efficacy when no nephrotoxicity was introduced.
The flat CLcr over time in treatment arm observed in plazomicin arm suggested that the
nephrotoxicity of plazomicin did exist and the current flat CLcr over time reflected the net effect
from both drug efficacy and nephrotoxicity. The Applicant’s model included data from active
control arm to evaluate the impact of both time and exposure on nephrotoxicity appears to be
reasonable since the impact of efficacy can be captured by the data from active control arm by
using time as a covariate.
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(b) (4

4.3.3 Cmin-based TDM evaluation in cUTI patients by Reviewer

4.3.3.1 Selection of PK measure

The plot of Cmin over time (Figure 4.3.3-1) suggests that Cmin 0f each cUTI patient was not
changed substantially during the treatment period due to the dose being titrated daily based on
CLcr in Study ACHN-490-009 and relatively stable CLcr in Study ACHN-490-002. The Crin
values of each cUTI patient from Studies ACHN-490-002 and ACHN-490-009 were estimated for
each day based on the population PK model (details in Section 4.2) and the last Cnin Was
estimated at the 24 hours post the last dose.

Figure 4.3.3-1 Cnin Over time for cUTI patients from Study ACHN-490-002 and ACHN-490-
009

20.0-
10.0-

5.0-

bt
o

Cmin (ug/mL)

0.1-

Day

Each line represents Cnin Over days for each subject; Orange, blue, red, and green represent 1%, 2", 3",
and 4" quartiles of Cismin, respectively.

Source: Reviewer’s independent analysis.

Therefore, it appears that Cpin prior to 2" dose (Cist, min) derived from population PK model can
be a good PK measure to conduct exposure-response analysis for nephrotoxicity. The patients
with an increase in Scr from baseline > 0.5 mg/dL at any time up to late follow-up (LFU) were
considered in the analysis. A total of 367 cUTI patients with available PK and serum creatinine
information were included in the exposure-response analysis for nephrotoxicity.

Both PK measure, AUCo-24n (estimated based on population PK model) and Cist, min, Were
evaluated in the exposure-nephrotoxicity analysis. According to the receiver operating
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characteristics (ROC) analysis (Figure 4.3.3-2), Cmin outperforms AUCo-24n in predicting
nephrotoxicity, based on the comparison of the area under the curve in the ROC plot. Therefore,
Cust, minWas used in the further exposure-response analysis.

Figure 4.3.3-2 Comparison of AUCo-24n and Cust, min in terms of predicting nephrotoxicity

Exposure
AUC
« Cmin

e posine frackon

False posinee fracton {1-Specificity)

Source: Reviewer’s independent analysis.

4.3.3.2 E-R analysis for nephrotoxicity by the Reviewer

The data show that most nephrotoxicity occurred in cUTI patients with renal impairment
(CLcr >30 to 90 mL/min). The nephrotoxicity rate in patients with CLcr >90 mL/min who
received plazomicin was even lower than those who received active controls (meropenem or
levofloxacin). Only 1 out of 123 patients with CLcr >90 mL/min had nephrotoxicity. The E-R
analysis was not conducted in patients with normal renal function.

Table 4.3.3-1 Comparison of nephrotoxicity incidence by renal function

% Nephrotoxicity (n/N)*
CLcr >30 to 90 mL/min | CLcr >90 mL/min
Plazomicin 8.6% (21/244) 0.8% (1/123)
Active Control* 4.1% (10/243) 3.1% (3/97)
*n is the number of patients with nephrotoxicity; N is the number of patients
*Meropenem or levofloxacin

Source: Reviewer’s independent analysis.

For patients with CLcr >30 to 90 mL/min, a significant exposure-response relationship was
identified between Cist, min @nd nephrotoxicity. Therapy duration was categorized by more than 5
days (coded as 1) and equal to or less than 5 days (coded as 0), which was shown to be not
associated with incidence of nephrotoxicity.
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Figure 4.3.3-3 Exposure-response analysis for nephrotoxicity in cUT]I patients with CLcr >30
to 90 mL/min

ER of nephrotoxicity in cUTI patients with CLcr>30 to 90 mL/min
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Source: Reviewer’s independent analysis.

The observed percentage of patients with nephrotoxicity was summarized by Cist, min quartile as
shown in Table 4.3.3-2.

Table 4.3.3-2 Percentage of patients with nephrotoxicity by Cist min quartile

ClLer 1% Quartile | 2" Quartile | 3" Quartile | 4" Quartile | Active Control
>30 to 90 mL/min 1.6% 8.2% 4.9% 19.7% 4.1%
Source: Reviewer’s independent analysis.

As concomitant nephrotoxic medications may be a potential confounding factor for the E-R
analysis, the summary of maximum number of daily concomitant nephrotoxic medications of
each subject was summarized by exposure quartile and renal function and listed below. It
appears that patients with CLcr >30 to 90 mL/min received more concomitant nephrotoxic
medications compared to those with CLcr >90 mL/min.The maximum number of daily
concomitant nephrotoxic medications were similar in the first three Cis, min quartiles and a little
bit higher in the last Cist, min quartile, indicating minimal impact on the E-R relationship.

Table 4.3.3-3 Summary of maximum number of concomitant nephrotoxic medications by Cist,
min quartile and renal function

Cler Max No. of concomitant nephrotoxic medications, mean, min-max
1% Quartile 2" Quartile 3" Quartile 4™ Quartile
>30 to 90 mL/min 0.8 (0-4) 0.9 (0-3) 1.0 (0-4) 1.3 (0-5)
>90 mL/min 0.5 (0-2) 0.5 (0-2) 0.5 (0-2) 0.9 (0-3)

Source: Reviewer’s independent analysis.
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4.3.3.3 Classification and regression tree (CART) analysis

A CART analysis was conducted in the cUTI patients to identify potential cutoffs for Cist, min,
which may be associated with higher incidence of nephrotoxicity. The results are shown in
Figure 4.3.3-4.

Figure 4.3.3-4 CART analysis in cUT]I patients for incidence of nephrotoxicity

C1st,min <2.995
0.086
N=244
0.051 0.357
N=216 N=28

Source: Reviewer’s independent analysis.

Cust, min Of 3 pg/mL is predicted to be the critical cutoff associated with higher incidence of
nephrotoxicity. To further confirm if the cut-off for Cast, min is reasonable, the Cast, min ranges of
cUTI patients with CLcr >30 to 90 mL/min from Studies ACHN-490-002 and ACHN-490-009
and the corresponding incidence of nephrotoxicity are summarized in Table 4.3.3-4.

Table 4.3.3-4 Summary of incidence of nephrotoxicity in cUT]I patients with CLcr >30 to 90
mL/min from Studies ACHN-490-002 and ACHN-490-009 by Cist, min and CLcr

Cist, min Range % Nephrotoxicity (n/N)*
>4 ug/mL 40.0% (6/15)
>3, and <4 ug/mL 30.8% (4/13)
> 2 and < 3 ug/mL 9.8% (4/41)
> ] and < 2 ug/mL 5.0% (4/80)
< I ug/mL 3.2% (3/95)
Total 8.6% (21/244)

*n is the number of patients with nephrotoxicity; N is the number of patients

Source: Reviewer’s independent analysis.

The results in Table 4.3.3-4 aligned with the CART analysis; nephrotoxicity incidence is
dramatically increased with Cist, min >3 ug/mL. According to a publication by Neugarten, et. al.
(Clinical Nephrology, 2016), nephrotoxicity occurs in 5 to 15% of patients treated with
aminoglycosides. For patients with Cust, min >3 ug/mL, the nephrotoxicity incidence is higher than
15%. It appears that Cast, min >3 ug/mL is a reasonable TDM threshold with high specificity.

More details of nephrotoxicity incidence across renal function based on Phase 2 and 3 studies
are summarized in Table 4.3.3-5 and the similar information based on Phase 3 study only is
listed in Table 4.3.3-6.
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Table 4.3.3-5 Nephrotoxicity incidence across renal function based on Phase 2 and 3 studies

% Nephrotoxicity (n/N)*

Cust, min (ug/mL) Overall CLcr >30to 60 mL/min | CLcr >60 to 90 mL/min | CLcr >90 mL/min
>4 6/17 (35.3%) 4/9 (44.4%) 2/6 (33.3%) 0/2 (0)
>3 10/32 (31.3%) 7/19 (36.8%) 3/9 (33.3%) 0/4 (0)
>2 14/76 (18.4%) 10/46 (21.7%) 4/23 (17.4%) 0/7 (0)
>1 18/166 (10.8%) 12/78 (15.4%) 6/71 (8.5%) 0/17 (0)

Cust, min (ug/mL) Overall CLcr >30to 60 mL/min | CLcr >60 to 90 mL/min | CLcr >90 mL/min
>3-4 4/15 (26.7%) 3/10 (30.0%) 1/3 (33.3%) 0/2 (0)
>2-3 4/44 (9.1%) 3/27 (11.1%) 1/14 (7.1%) 0/3 (0)
>1-2 4/90 (4.4%) 2/32 (6.3%) 2/48 (4.2%) 0/10 (0)
>0-1 4/201 (26.7%) 1/26 (3.8%) 2/69 (2.9%) 1/106 (0.9%)

Treatment Overall ClLcr =30 to 60 mL/min | CLcr >60 to 90 mL/min | CLcr >90 mL/min
Plazomicin 22/367 (6%) 13/104 (12.5%) 8/140 (5.7%) 1/123 (0.8%)
Comparator” 13/340 (3.8%) 5/114 (4.4%) 5/129 (3.9%) 3/97 (3.1%)

*n is the number of patients with nephrotoxicity; N is the number of patients
*Meropenem or levofloxacin

Source: Reviewer’s independent analysis.

Table 4.3.3-6 Nephrotoxicity incidence across renal function based on Phase 3 study

% Nephrotoxicity (n/N)*

Cust, min (ug/mL) Overall CLcr >30to 60 mL/min | CLcr >60 to 90 mL/min | CLcr >90 mL/min
>4 4/15 (26.7%) 3/8 (37.5%) 1/5 (20.0%) 0/2 (0)
>3 7129 (24.1%) 5/17 (29.4%) 2/8 (25.0%) 0/4 (0)
>2 11/66 (16.7%) 8/39 (20.5%) 3/20 (15.0%) 0/7 (0)
>1 15/142 (10.6%) 10/66 (15.2%) 5/60 (8.3%) 0/16 (0)

Cust, min (ug/mL) Overall CLcr >30to 60 mL/min | CLcr >60 to 90 mL/min | CLcr >90 mL/min
>3-4 3/14 (21.4%) 2/9 (22.2%) 1/3 (33.3%) 0/2 (0)
>2-3 4/37 (10.8%) 3/22 (13.6%) 1/12 (8.3%) 0/3 (0)
>1-2 4/76 (5.3%) 2127 (71.4%) 2/40 (5.0%) 0/9 (0)
>0-1 2/136 (1.5%) 1/20 (5.0%) 1/47 (2.1%) 0/69 (0)

Treatment Overall CLcr =30 to 60 mL/min | CLcr >60 to 90 mL/min | CLcr >90 mL/min
Plazomicin 17/278 (6.1%) 11/86 (12.8%) 6/107 (5.6%) 0/85 (0)
Comparator” 12/297 (4.0%) 4/106 (3.8%) 5/111 (4.5%) 3/80 (3.8%)

*n is the number of patients with nephrotoxicity; N is the number of patients
“Meropenem or levofloxacin

Source: Reviewer’s independent analysis.

4.3.3.4 Comparison of TDM cutoffs

The comparison of TDM cutoffs of 3 pg/mL and 2 pg/mL in patients with CLcr >30 to 90
mL/min is shown in Table 4.3.3-7. Patients with Cust, min >3 ug/mL may have a higher
nephrotoxicity incidence than those with Cist, min >2 ug/mL. Moreover, less patients may have
Cust, min >3 ug/mL compared to Cist, min >2 ug/mL. Since the Phase 3 study was a non-inferiority
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study without dose adjustment, the higher cutoff would impact less patients, thus, the probability
of efficacy loss is minimized

Table 4.3.3-7 Comparison of two Cast, min cutoffs in patients with CLcr >30 to 90 mL/min

Cutoffs % Patients with Cist, | % Nephrotoxicity in patients | % Nephrotoxicity in patients
min = Cl/lfOff(l’l/]V)* with Clst, min = Cutoﬂ(n/M with Clst, min < Cutoff (n/N)

3ug/mL | 11.5% (28/244) 35.7% (10/28) 5.1% (11/216)

2 ug/mL 28.3% (69/244) 20.3% (14/69) 1.0% (7/175)

*n represents number of patients with nephrotoxicity; N represent number of patients

Source: Reviewer’s independent analysis.

The sensitivity and specificity were compared for the two TDM cutoffs. The specificity was
defined as the percentage of patients without nephrotoxicity who can be correctly classified as
no dose adjustment is needed (Cust, min > cutoff) Sensitivity was defined the percentage of patients
with nephrotoxicity who can be correctly classified as dose adjustment is needed (Cist, min <
cutoff)). The TDM cutoff of 3 ug/mL provides a high specificity while the TDM of 2 ug/mlL
provides a good sensitivity in cUTI patients with CLcr >30 to 90 mL/min. The recever operating
characteristic (ROC) curve shows that the TDM cutoff of 2 ug/mL has a shorter distance to point
(0, 1) and higher Youden index (Figure 4.3.3-5), which is favored from safety perspective
without considering the potential efficacy loss caused by dose adjustment.

Table 4.3.3-8 Sensitivity and specificity comparison by TDM cutoffs

Cist, min CUtOffs | Sensitivity | Specificity
3 pg/mL 48% 92%

2 ug/mL 67% 75%
Source: Reviewer’s independent analysis.

Figure 4.3.3-5 ROC curve for patients with CLcr >30 to 90 mL

True pasitive fraction

AUC=0.75

False posfnee fraction (1-Specificity)

Source: Reviewer’s independent analysis

In brief, Cist, min >3 ug/mL is an option if overall efficacy loss is a major concern for TDM since
less patients may have dose adjustment while Cist, min >2 ug/mlL is an option if overall safety is a
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major concern for TDM since more patients with nephrotoxicity may have dose adjustment.
Specifically, dose reductions for patients with Cist, min between 2 and 3 pg/mL may raise concern
for efficacy loss and no dose reduction for patients with Cist, min between 2 and 3 pg/mL may
raise safety concern.

4.3.3.5 Dosing strategy in cUTI patients without Cmin-based TDM

Of note, Cnin-based TDM requires a precise, accurate, and reliable bioassay. The Reviewer also
evaluated the dosing strategy with the scenario that bioassay device would not be available for
Cnmin-based TDM. As mentioned above, the nephrotoxicity incidence was lower in in patients with
CLcr >90 mL/min who received plazomicin. Therefore, TDM may not be needed in patients with
normal renal function. The findings from the Phase 3 study show that the dose adjustment daily
based on CLcr was not sufficient to prevent the nephrotoxicity in patients with Clcr >30 to 90
mL/min. Adjusting the initial dose may be the only approach to reduce the potential
nephrotoxicity in cUTI patients. However, the proposed initial dose is either same as the studied
dose or lower than the studied dose in most of the patients except the patients with CLcr >30 to
40 mL/min who received 8 mg/kg g24h in the Phase 3 study, which is 20% lower than what is
proposed in the labeling (10 mg/kg g24h). Therefore, adjusting initial dose may be only
appropriate in patients with CLcr >30 to40 mL/min without concern for potential efficacy loss.
The Cist, min IS plotted across renal function based on the proposed initial dose as shown in
Figure 4.3.3-6.

Figure 4.3.3-6 Cist, min across renal function based on the proposed initial dose

Simulated C1st,min of Plazomicin across Renal Function
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The blue dash line represents the Cust, min equals to 3 ug/mL
Source: Reviewer’s independent analysis.

Although the predicted AUCo-24n is comparable based on the proposed initial dose (Figure 4.2-
5), the Cist, min increased with decreased CLcr. The percentages of patients with Cast, min >3 ug/mL
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were 2%, 5%, 6%, 15%, and 46% for CLcr >90 mL/min, CLcr > 60 to 90 mL/min, CLcr >50 to
60 mL/min, CLcr >40 to 50 mL/min, and CLcr >30 to 40 mL/min. It appears that adjusting the
initial dose for patients with CLcr >30 to 40 mL/min may potentially reduce the nephrotoxicity
incidence. The simulation showed that around 46% patients with CLcr >30 to 40 mL/min would
have Cust, min >3 ug/mL based on an initial dose of 10 mg/kg while the percentage would be
reduced to 33% based on an initial dose of 8 mg/kg. The limitation is that the CLcr range is too
narrow to propose a reduced initial dose considering the high variability of CLcr estimation.

4.3.3.6 Dosing strategy in cUTI patients with CLcr >15 to 30 mL/min

Limited efficacy and safety data are available for cUTI patients with CLcr <30 mL/min (N=1
patient). As exposure-nephrotoxicity relationship differs with renal function, greater risk of
nephrotoxicity is expected in cUTI patients with CLcr <30 mL/min. However, considering that
plazomicin is indicated for limited use, the patients with CLcr >15 to 30 mL/min may have
limited treatment option. Therefore, the initial dose for patients with CLcr >15 to 30 mL/min was
evaluated by the Reviewer. The exposure (AUCo.4gn) in patients with CLcr >15 to 30 mL/min
administered an initial dose of 10 mg/kg g48h was simulated based on the population PK model
and compared with that in patients with CLcr >30 mL/min receiving their corresponding doses
(Figure 4.3.3-7).

Figure 4.3.3-7 AUCo.4gn across renal function

Simulated AUC of Plazomicin across Renal Function
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The red dash lines represent the 25% and 75% quantile of AUCo.sgn in cUTI patients with CLcr >90
mL/min; the blue dash lines represent the 95% quantile of AUCo.4sn (783 mg-h/L) in cUTI patients from
Study ACHN-490-009.

Source: Reviewer’s independent analysis.
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A comparable exposure would be achieved for patients with CLcr >15 to 30 mL/min using an
initial dose of 10 mg/kg g48h to patients with CLcr > 30 mL/min using the proposed initial dose

of 10 mg/kg q 24h. It appears that the proposed initial dose for patients with Clcr > 15 to 30
mL/min is reasonable.

APPEARSTHIS WAY ON ORIGINAL
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4.3.4 TDM scheme in cUTI patients
Applicant’s analysis

The applicant did not provide the details of the TDM scheme using Cmin > 2 pg/mL in the
original submission. More information was provided in Applicant’s IR responses received on
Feb 12", 2018 and March 7", 2018. The proposed TDM scheme using Crmin > 2 pg/mL for cUTI
patients is described as follows:

(b) (4)

Simulation was conducted by Applicant using population PK model N

to predict the daily exposure (Cmin and AUC) taking the interaction
between exposure and CLcr into consideration. Plazomicin doses (mg/kg) were not adjusted
based on CLcr postbaseline. A predose Cmin Sample was obtained 30 minutes before
administration of each plazomicin dose, starting with 2" Dose. To mimic the clinical application
of TDM, a 24-hour lag was implemented between collection of the Cmin Sample and availability
of the Cmin value.

Summary statistics for plazomicin Cmin and AUCo-24n over the duration of each plazomicin dose,
with and without TDM, were compared among simulated patients (Tables 4.3.4-1 to 4.3.4-3).
Cmin Was predicted immediately before the start of infusion. AUCo-24n Was derived from AUC
over the dose interval (AUCo.t) and the number of hours in the dosing interval (1) as follows:
AUCo_24n = (AUCo./1) % 24. The target range of AUCo-24n (121-368 pg-h/mL) was defined as the
5t and 95" percentile AUCo-24n Values for cUTI patients in the PK analysis population
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Table 4.3.4-1 Cmin and AUCo-24n SUmmary in patients with normal renal function or mild

renal impairment

Cmin (mcg/mL)

Variable ‘ No TDM With TDM

Dosel Dose2 Dose3 Dose4 DoseS Dose6 Dose7 | Dosel Dose2 Dose3 Dose4 DoseS Dose6 Dose?
Patients 3000 3000 3000 3000 3000 3000 3000 3000 3000 3000 3000 2990 2850 2680
5% percentile 0.144  0.168 0.181 0.191 0.198 0.202 0200 | 0.144 0.168 0.181 0.191 0.196  0.197  0.191
g5t percentile 1.95 215 2.30 243 2.60 2.66 2.72 1.95 1.72 1.63 1.63 1.61 1.59 1.58
Mean 0.739 0.816 0.876 0920 0976 1.01 1.02 0.739  0.725 0.731 0.744  0.753 0.739  0.731
%CV 85.9 85.3 86.9 89.0 107 117 122 85.9 654 60.6 59.7 60.2 57.4 57.6
% = 2 meg/mL 4.73 6.17 7.50 8.47 9.57 997 10.3 4.73 1.60 0.633 0.367 0.401 0.105 0.00

AUCo2m (meg-h/mL)

Variable No TDM ‘With TDM

Dosel Dose2 Dose3 Dosed4 Dose5S Dose6é6 Dose7 | Dosel Dose2 Dose3 Dosed DoseS Dose6 Dose?
Patients 3000 3000 3000 3000 3000 3000 3000 3000 3000 3000 3000 2990 2850 2680
5% percentile 120 124 124 124 124 124 124 120 124 124 123 124 122 121
g5t percentile 357 368 376 382 388 392 395 357 348 342 342 341 338 335
Mean 221 225 227 229 232 233 234 221 220 218 218 218 217 216
% CV 33.9 343 35.0 35.8 37.3 38.9 39.7 33.9 32.1 31.4 31.3 31.3 31.1 31.0
% within target range*| 90.7 90.5 89.8 894 89.2 88.8 88.5 90.7 91.9 923 924 925 92.6 2.5
% above farget range® | 4.13 4.97 5.73 6.20 6.50 6.77 7.00 4.13 3.53 3.23 3.07 2.94 2.67 2.46

Source: Applicant’s IR response received on March, 7, 2018, Page 13, Table 3

Table 4.3.4-2: Cmin and AUCo-24n SUummary statistics in patients with moderate renal

Source: Applicant’s IR response received on March, 7,
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impairment
Cmin (ncg/mL)

Variable No TDM With TDM

Dosel Dose2 Dose3 Dose4 Dose5 Dose6 Dose7 | Dosel Dose2 Dose3 Dose4 DoseS Dose6 Dose7
Patients 3000 3000 3000 3000 3000 3000 3000 3000 3000 3000 3000 2670 1990 1580
5% percentile 0.344 0370 0356 0360 0361 0373 0385 | 0344 0365 0336 0316 0316 0310 0302
95% percentile 4.88 5.98 6.24 6.56 7.03 7.61 8.67 4.88 2.87 1.87 1.81 1.79 1.75 1.71
Mean 1.87 2.11 2.15 2.23 2.38 2.53 2.75 1.87 1.35 1.01 0.974 0.993 0.948 0.957
% CV 78.6 86.8 §9.9 93.1 95.8 98.7 104 78.6 64.7 47.2 47.9 46.9 46.9 458
% > 2 meg/mL 34.1 383 38.3 38.8 41.2 429 45.6 341 15.7 2.40 1.67 1.31 0.955 0

AUCo2m (meg-lvmL)

Variable No TDM With TDM

Dosel Dose2 Dose3 Dosed4 Dose5 Dose6 Dose7 | Dosel Dose2 Dose3 Dosed4 Dose5S Dose6 Dose7
Patients 3000 3000 3000 3000 3000 3000 3000 3000 3000 3000 3000 2670 1990 1580
5% percentile 106 108 108 106 106 106 108 106 108 104 100 99.5 98.0 98.3
95% percentile 369 406 417 427 442 456 486 369 318 274 261 262 260 258
Mean 214 227 228 229 235 239 248 214 199 178 172 173 170 171
%CV 39.0 40.8 421 43.8 454 47.1 40.4 39.0 32.6 28.8 204 20.2 207 296
% within target range*| 84.9 82.8 81.8 80.8 79.6 78.6 77.1 84.9 80.4 88.6 84.8 85.0 83.5 83.8
% above target range® 5.17 8.73 9.47 9.77 11.2 122 14.6 5.17 1.73 0.167 0200 0.0749 0.151 0.252
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Table 4.3.4-3: Cmin and AUCo-24n SUMmary statistics in patients with severe renal

impairment
Comin (meg/mL)

Variable No TDM With TDM

Dose 1 Dose 2 Dose 3 Dose 4 Dose 1 Dose 2 Dose 3 Dose 4
Patients 3000 3000 3000 3000 3000 3000 3000 1320
5t percentile 0414 0.335 0.303 0.332 0414 0.334 0.298 0.208
kil percentile 547 718 838 9.67 547 391 235 1.95
Mean .34 279 38 354 .34 1.72 142 103
2aCV 724 837 354 90.2 724 723 G3.8 534
0 > 2 meg/mL 49.1 534 56.9 601 401 9.5 16.2 334

AUCszm (meg-h/mL)

Variable No TDM With TDM

Dose 1 Dose 2 Dose 3 Dose 4 Dose 1 Dose 2 Dose 3 Dose 4
Patients 3000 3000 3000 3000 3000 3000 3000 1320
5t percentile 115 110 103 105 115 110 101 90.0
5™ percentile 393 441 474 516 393 340 203 254
Mean 230 247 257 271 230 209 188 165
%0 CV 86 44.2 15.1 10.7 KRN 36.1 330 06
%o within target range” 86.8 0.0 75.1 724 36.8 85.1 378 30.6
%% above target range 6.77 11.8 15.5 19.2 6.77 340 1.30 0.0759

Source: Applicant’s IR response received on March, 7, 2018, Page 15, Table 5

The results showed that the proposed dose adjustments in cUTI patients following Cmin-based
TDM decreased the percentages of patients with Cmin values >2 pg/mL and AUCo-24n Values
above the target range while increasing the percentages of patients with AUCo-24n values within

the target range.
Reviewer’s comments

The Reviewer conducted an independent analysis to evaluate the appropriate Cmin-based TDM

scheme using the TDM threshold of 3 ug/mL instead of 2 ug/mL. ey
Considering the short treatment duration (5 to 7 days) and

delayed PK sample results (~24 to 36 hours), it may not be an appropriate approach. The dosing
and TMD scheme based on two dose adjustments for patients with CLcr >30 mL/min are
summarized in Figure 4.3.4-1.
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Figure 4.3.4-1 Dosing and TDM scheme in cUT]I patients using Cmin-based TDM

34 Dose | mmp
25t Dose at 48h
" PK sample Cmin < Cutoff
15t D0SE  fummp 24 h w/o TDM >
a
at 24h Crin 2 Cutoff 39pose [_ | PKsample |
at 60h at96 h
5th Dose
4th Dose Crmin < Cutoff [ at 132 h
w/o TDM >
at96 h Cnin = Cutoff l 5th Dose
at 156 h

Source: Reviewer’s independent analysis.

Briefly, two doses were assumed to be given on Day 1 (0 hour) and 2 (24 hours), respectively
based on body weight (15 mg/kg for patients with CLcr >60 mL/min and 10 mg/kg for patients
with CLcr>30 to 60 mL/min) assuming the TDM occurred on Day 3 (Cnin Sample was taken
prior to the 2" dose and was available before the 3™ dose due to the 24 to 36 hours delay). Once
the information of Crin at 24 hours was available prior to Day 3, the subjects with Cmin < cutoff
at 24 hours would have their next dose at 48 hours and daily dosing regimen thereafter, while
the subjects with Cmin > cutoff at 24 hours would extend their dosing interval to 36 hours and
have their next dose at 60 hours instead of 48 hours. The second PK sample would be taken at 96
hours for the subjects with Cmin > cutoff at 24 hours. The dose at 96 hours was not adjusted due
to the delayed PK sample results. The information of Cmin at 96 hours was available at 120
hours, the subjects with Cnin < cutoff at 96 hours would continue with 36 hours dosing interval
thereafter (next dose would be on Day 6 (132 hours)) and the subject with Cmin > cutoff at 60
hours would extend the dosing interval to 60 hours, which means they would receive the last
dose on Day 7 (156 hours) as shown in Figure 4.3.3-1.

The population PK model was used to simulate the Cnin for virtual cUTI patients (N=19100) at
24, 60, and 72 hours after receiving the first and second doses at 0 and 24 hours. The results
using both 2 and 3 ug/mlL as cutoffs are presented Table 4.3.4-4.

Table 4.3.4-4 Summary of results for Cmin-based TDM scheme in subjects with CLcr >30 to 90

mL/min
No. of Subjects (%)
_ Cmin < cutoff at | Cmin> cutoff at 24 h | Chmin> cutoff at
Crin Cutoff 24 but <cutoff at 60 h 60 h Total
3 ug/mL 165991 (86.9%) | 18623 (9.8%) 6386 (3.3%) | 191000
2 ug/mlL 142646 (74.7%) | 33287 (17.4%) 15067 (7.9%) | 191000

Source: Reviewer’s independent analysis.
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The simulation showed that approximately 86.9% subjects may have Cmin <3 ug/mL at 24 hours
after first dose and do not need TDM. About 13.1% subjects may have Cmin >3 ug/mL at 24 hours
and need to extend their dosing interval to 36 hours. These 13.1% subjects would have their 3
dose at 60 hours. Around 9.8% subjects may have Cnin predicted to be below 3 ug/mL at 60
hours and continue with their 36 hours dosing interval routinely. Around 3.3% subjects may
have their Cmin >3 ug/mL at 60 hours and may have to further extend the dosing interval if two
dose adjustments are implemented. However, this percentage would be increased to 7.9% using
Cist, min >2 ug/mL as the cutoff.

It appears to be reasonable to extend the dosing interval to 36 hours for subjects who have Cmin
>3 ug/mL at 24 hours. However, it appears to be not clinically feasible to further extend the
dosing interval again as the treatment duration is only 4-7 days. The subjects who don’t receive
more than a 4-day treatment would not have the opportunity to have the second dose adjustment.
Moreover, only around 3% subjects would have a Cmin >3 ug/mL at 60 hours; therefore TDM
may not be worthwhile. PTA analysis was conducted to evaluate if there maybe potential efficacy
loss with Cmin-based dose adjustment (details in Section 4.4). The proposed TDM would reduce
nephrotoxicity by extending the dosing interval resulting in their Cmin below 3 ug/mL.The Crin-
based TDM can only be used to determine the appropriate dosing interval. At the same time, the
daily dose can be determined based on daily measured CLcr.

It is worth noting that the recommended Cnin-based TDM used a single threshold (Cust, min >3
ug/mL) without further considering the impact of magnitude of Cist, min. The patients with Cast, min
of 3.5 ug/mL would have the same extended dosing interval with those with Cist, min of 10 ug/mL.
It is possible that the patients with Cust, min of 3.5 ug/mL and extended their dosing intervals may
have exposure (AUC) lower than target therapeutic range while the patients with Cist, min 0f 10
ug/mL and extended their dosing intervals may have Cnin Still higher than 3 ug/mL. However,
based on Table 4.3.4-4, around 10% patients may have lower AUC due to dose adjustment. PTA
analysis was conducted by the Reviewer to evaluate the potential efficacy loss due to TDM
(Section 4.4.1). Based on Table 4.3.4-4, few patients (3%) may have Cmin still higher than 3
ug/mL. Also more than one dose adjustment may not be practical due to the short treatment
duration (4-7 days). Therefore, these patients may experience higher risk of nephrotoxicity due
to the limitation of TDM strategy.

In patients with CLcr >15 to 30 mL/min, limited efficacy and safety data were available, thus,
the TDM scheme was proposed using the modeling and simulation approach based on findings
from patients with CLcr >30 mL/min. As dosing interval is 48 hours in this population, the Cyst,
min at 48 hours instead of 24 hours will be used for TDM. The PK samples would be collected at
48 hours and PK results may be available at 72 to 84 hours (24 to 36 hours delay). The second
dose would be given at 48 hours without TDM for all the subjects. When PK results were
available, the subjects with Cyst, min < cutoff at 48 hours would have their 3™ dose at 96 hours,
while subjects with Cist, min > cutoff at 48 hours are proposed to have their 3" dose at 120 hours
(Day 6) instead of 96 hours (one dose adjustment by increasing the dosing interval to 1.5-fold
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(72 hours)). Two dose adjustment may not be clinically feasible either in this population
considering the short treatment duration (4-7 days). The dosing and TDM scheme based on one
dose adjustment for patients with CLcr >15 to 30 mL/min are summarized in Figure 4.3.4-2.

Figure 4.3.4-2 Dosing and TDM scheme in cUT]I patients using Cmin-based TDM

3rd Dose
25t Dose at 96h -
PK sample w/o TDM Cmin < Cutoff [
1 Dose [=% atagh at48h :l- 31d Dose
Crin 2 Cutoff at120h  |=—>

The population PK model was used to simulate the Cmin for virtual cUTI patients with
CLcr >15 to 30 mL/min (N=95500) at 48, 96, and 120 hours after receiving the first and second
doses at 0 and 48 hours. The results using both 2 and 3 ug/mL as cut-0ffs are presented Table

4.3.4-5.
Table 4.3.4-5 Summary of results for Cmin-based TDM scheme in subjects with CLcr >15 to 30
mL/min
No. of Subjects (%)
_ Chmin < cutoff at Chmin> cutoff at 48 h Chmin > cutoff at
Crin cutoff 48 h but < cutoff at 120 h 120 h Total
3 ug/mL 66736 (69.9%) 17438 (18.2%) 11326 (11.9%) | 95500
2 ug/mlL 48501 (50.8%) 24403 (25.6%) 22596 (23.6%) | 95500

Source: Reviewer’s independent analysis.

Approximately 88% patients would have Cmin <TDM threshold based on one dose adjustment
strategy using Cast, min >3 ug/mL as the TDM threshold. This percentage would be reduced to
76% using Cust, min >2 ug/mL as the TDM threshold.

Therefore, it is recommended to have one dose adjustment by increasing dosing interval to 1.5-
fold in cUTI patients based on their Cist, min USINg the threshold of 3 ug/mL.
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4.4 Target Attainment Analyses
Applicant’s analysis

Probability of target analysis (PTA) was conducted by Applicant in cUTI patients using non-
clinical PK/PD targets based on neutropenic murine thigh infection models (Table 4.4-1) and
parameter estimates from a population PK model describing the PK characteristics of plazomicin
in humans,.

Table 4.4-1 Summary of AUCo-24n/MIC ratio targets for plazomicin against
Enterobacteriaceae based on studies with neutropenic murine thigh infection model

Isolate Plasma AUCo-2an/MIC ratio targets
Net bacterial stasis 1-1og10 CFU reduction
Enterobacteriaceae 18 73

Source: Applicant’s report (ICPD 00462-3), Page 32, Table 5

The final population PK model (details in Section 4.2) was used to generate the AUCo-24n Of
plazomicin in cUT]I patients by Monte Carlo simulation based on the demographic information
from Studies ACHN-490-002 and ACHN-490-009 with exception of CLcr. Baseline CLcr was
randomly assigned for each simulated patient using a uniform distribution from one of the
following seven CLcr intervals:

e >120to <240 mL/min

e >090to <120 mL/min

e >60to <90 mL/min

e >50to <60 mL/min

e >40to <50 mL/min

e >30to <40 mL/min

e >16to<30mL/min
Since CLcr was a time-varying covariate in the population PK analysis, the initial concentration-
time profiles were generated based on the population PK model and baseline CLcr, and the
subsequent concentration-time profiles were generated based on the population PK model and
the follow-up CLcr predicted from the direct exposure-nephrotoxicity model (details in Section
4.3.2). The concentration-time profiles from 0 to 48 hours were simulated and AUC was
calculated using numerical integration. The average 24-hour plazomicin AUC value was
calculated by dividing the AUCg.4sn by 2.

@@ the PTA results are shown below.
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Table 4.4-2 PTA result in simulated cUTI patients by CLcr group

(b)(4)

Source: Applicant’s report (ICPD 00462-3), Page 18, Table 1
Reviewer’s comments

4.4.1 PTA in cUTI patients

The reviewer conducted an independent PTA analysis in cUTI patients. The AUCoq.24 after first
dose instead of steady state AUCo.24 generated by population PK model was used due to the
complexity of dose adjustment in cUTI patients. The PK/PD targets of 24 (median value for
bacterial stasis), 39(75% quantile for bacterial stasis) and 89 (median value for 1-log kill) were
used in the PTA analysis. The results are shown in Table 4.4-3.

Table 4.4-3 PTA result in simulated cUTI patients by CLcr group

Cler PTA by MIC using AUC/MIC of 24 as a PK/PD target
1 ug/mL 2 ug/mlL 4 ug/mL | 8ug/mL | 16 ug/mL
CLcr>90 mL/min 100% 100% 98% 54% 3%
CLcr>30 to 90 mL/min 100% 100% 99% 64% 6%
CLcr>15 to 30 mL/min 100% 100% 99% 66% 7%
Cler PTA by MIC using AUC/MIC of 39 as a PK/PD target
1 ug/mL 2 ug/mlL 4 ug/mL | Sug/mL | 16 ug/mL
CLcr>90 mL/min 100% 100% 75% 10% 0
CLcr>30 to 90 mL/min 100% 100% 82% 16% 0
CLcr>15 to 30 mL/min 100% 100% 83% 18% 0
Cler PTA by MIC using AUC/MIC of 89 as a PK/PD target
1 ug/mL 2 ug/mlL 4 ug/mL | Sug/mL | 16 ug/mL
CLcr>90 mL/min 99% 62% 5% 0 0
CLcr>30 to 90 mL/min 99% 70% 9% 0 0
CLcr>15 to 30 mL/min 99% 73% 10% 0 0

Source: Reviewer’s independent analysis.

The PTA results show the breakpoint can be up to 4 ug/mL in cUTI patients for all the renal
groups based on PK/PD target of 24 for AUC/MIC. The breakpoint is predicted to be down to 2
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and 1 ug/mL in CUTI patients for all the renal groups based on PK/PD target of 39 and 89 for
AUC/MIC, respectively.

The PTA analysis was also conducted in patients receiving one dose adjustment using both 2
ug/mL and 3 ug/mL as TDM threshold was implemented. The PK/PD target of 24, 39, and 89 for
AUC/MIC was used. The AUCo.24n after second dose was simulated for patients without dose
adjustment based on population PK model and the normalized AUCo-24 after second dose using
AUC,-36n*24/36 was simulated and calculated for patients with dose adjustment based on
population PK model.

Table 4.4-4 PTA analysis to evaluate the one dose adjustment using different TDM threshold

TDM Probability of target attainment by MIC using AUC/MIC of 24 as a PK/PD target
threshold 1 ug/mL 2 ug/mlL 4 ug/mL
2 ug/mlL 100% 100% 99.0%
3 ug/mL 100% 100% 99.0%

TDM Probability of target attainment by MIC using AUC/MIC of 39 as a PK/PD target
threshold 1 ug/mlL 2 ug/mL 4 ug/mL
2 ug/mlL 100% 99.8% 83.4%
3 ug/mL 100% 99.8% 85.5%

TDM Probability of target attainment by MIC using AUC/MIC of 89 as a PK/PD target
threshold 1 ug/mL 2 ug/mlL 4 ug/mL
2 ug/mL 99.4% 71.7% 6.1%
3 ug/mL 99.4% 75.7% 8.4%

Source: Reviewer’s independent analysis.

The PTA result supports that efficacy may not be significantly compromised after one dose
adjustment using the TDM threshold of both 2 ug/mL and 3 ug/mL. However, it should be noted
that PTA analysis is based on PK/PD target derived from animal model, which may not be
conservative enough to predict a potential efficacy loss. As a numerically decrease of
microbiological response with a lower dose was observed in the Phase 2 dose-ranging study, it
is uncertain if dose adjustment may be associated with compromised efficacy.
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4.5 Individual Clinical Pharmacology Study Report Reviews

Study Number Study Type / Population

451 Animal models to determine the PK/PD target

452 In Vitro study reports

453 | ACHN-490-001 | Single dose and Multiple dose escalation PK / Healthy adults

454 | ACHN-490-004 | Single dose PK, renal impairment / Healthy adults

455 | ACHN-490-010 | Mass balance / Healthy male adults

45.6 | ACHN-490-011 | Drug-drug interaction PK, metformin / Healthy adults

4.5.1 Animal Models to Determine the PK/PD Target for Plazomicin

The PK/PD Index of plazomicin, AUC ¢-24/ MIC ratio, was determined by an early dose-
fractionation study in a neutropenic murine pneumonia model (Study ORI-2011-008) and a
neutropenic murine thigh infection model (Study UFL-2016-001).

Several dose-fractionation-studies were conducted to determine the PK/PD target of plazomicin
against Enterobacteriaceae in both neutropenic murine thigh infection (Studies UFL-2016-001

and UFL-2012-009) and neutropenic murine pneumonia models (Studies UFL-2016-001, UFL-
2012-003 and UFL-2011-004). Due to the low plasma protein binding in both mice and humans
(i.e., approximately 20% for both), the total (i.e., unbound plus bound) AUC of plazomicin was
used to determine the PK/PD target. Of note, the AUC/MIC in Study UFL-2016-001 and Study
UFL-2012-009 is for AUCo-24/MIC.

Neutropenic Murine Thigh Infection Model

Study UFL-2016-001

Dose-fractionation studies were conducted using eight Enterobacteriaceae strains (four E. coli,
three K. pneumoniae, and one E. aerogenes) in neutropenic murine thigh infection model to
determine the PK/PD target. Among them, six strains were resistant to carbapenem antibiotics
and/or to the legacy aminoglycosides, gentamicin and/or tobramycin. Strain AKPNO0O1 was only
used in early dose fractional study for PK/PD index determination. Please refer to Table 1 for the
details of each strain.
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Table 1. Activities of plazomicin and comparator antibiotics against the study bacteria (Adapted

from Table 8.1.1 in report of Study UFL-2016-001)

Alode MIC (png/mlL)

St.r:lin ReSiStﬂ]ilte Plazomicin Amikacin Gentamicin | Tobramycin | Meropenem | Ceftazidime

Code Phenotype
AKPNOO1* none 0.5 1 0.25 0.25 0.03 0.25
AECO1176 aac(6)-1b* 1 32 1 =8 =0.015 2
AECO01179% | aac(3)-lla, aac6-1b 2 32 =32 =8 0.03 =32
AKPN1171 Not reported 4 8 4 4 0.03 0.5
AKPN1169 KPC-3* 2 32 =32 =8 =32 =32
AEAEL034 Not reported 1 4 0.5 1 0.06 =32
AECO1173 aac(3)-lla 0.25 1 =32 ] =0.015 0.25
AECO1180 aac(3)-lla 4 8 =32 =8 0.03 =32
AKPN1170 aac(6)-1b, KPC-2 2 32 4 =8 8 =32

1. AKPNOO1 was used only in the dose-fractionation study for plazomicin.

2. Resistance phenotypes that begin with “aac™ are aminoglycoside resistance mechanisms_

3. This strain was used in the dose-range study in the neutropenic murine thigh infection model Tt was not used in the
dose-range study in the neutropenic murie pneumonia model because this microbe self-cleared from the lungs of
control animals.

4. KPC: Klebsiella pneumoniae carbapenemase.

To induce transient neutropenia (defined as neutrophil count <100 cells/mL of blood) each
mouse was injected via the intraperitoneal route with 150 mg/kg cyclophosphamide 4 days prior
to infection and 100 mg/kg cyclophosphamide 1 day prior to infection.

For the neutropenic murine thigh infection model, neutropenic mice were inoculated with one of
nine strains in Table 1 at 10° CFU to each posterior thigh muscle. The Sponsor stated that this
inoculum was shown to produce a progressive infection in neutropenic mouse thigh muscles in
the in vivo growth curve experiments.

There were three additional vehicle control groups. One saline vehicle group was euthanized at
the end of 26 hours after infection. Another vehicle group was euthanized 2-hours post infection,
prior to dosing. The third one was euthanized at 0 hour, immediately after bacterial inoculation
into the posterior thigh muscles.

Twenty-four hours after the start of dosing (26 h post infection), the posterior thigh muscles were
aseptically collected from mice following euthanasia. The thigh tissues from a mouse were
combined and weighed. The specimens were homogenized in 10 ml sterile saline. There were
five specimens (mice) per group. Additional groups of animals were euthanized immediately
after bacterial inoculation and 2 h post infection (just prior to the start of treatment) to validate

87

Reference ID: 4265582



that the bacterial were replicating within the thigh muscle prior to treatment initiation and to
determine the bacterial burden before therapy began.

Results

Please refer to Table 2 for the AUC/MIC ratios of plazomicin needed to achieve net bacterial
stasis, 1-logio, and 2-logio CFU/g reduction from baseline. The median values are 18 and 73, for
stasis and 1-log CFU reduction, respectively. A 2-log CFU/g reduction was not achieved for any
of the bacterial isolates in the neutropenic murine thigh infection model for plazomicin dosages
as high as 225 mg/kg/day.

Table 2. Calculated doses (mg/kg/day) and AUC/MIC ratios of plazomicin needed to achieve
bacterial stasis and 1-log and 2-log (CFU/qg) reductions in the bacterial densities of 8
Enterobacteriaceae strains in a neutropenic murine thigh infection model (Adapted from Table
16.2.1 in the report of Study UFL-2016-001)

Plazomicin Dose Plazomicin Exposure
(mg/kg/day) AUC/MIC ratio)
Plazomicin | Amikacin Challenge 1Llog 2 Log 1Log 2 Log
Strain MIC MIC Inoculum Stasis (cFu/g) (cFu/g) Stasis (cFu/g) (cru/g)
(pg/mL) (pg/mL) (CFU/thigh) Reduction | Reduction Reduction | Reduction

AECO1176 1 32 10° 14.4 265 | - : 33.0 60.7 | :
AECO1179 2 32 10° 7.0 1000 | ———- 7.6 1134 | - 2
AKPN1171 4 8 10° 27.4 S p— : 159 |  — S P — :
AKPN1169 2 32 10° 18.0 1350 | -—— : 20.2 1521 | - :
AEAE1034 1 4 10° 49 T 3 10.9 | S 2
AECO1173 0.25 1 10° 4.9 585 | e : 43.5 5183 | -—- :
AECO1180 4 10° 10.1 144 | : 5.7 81 | - :
AKPN1170 2 32 10° 20.8 75.0 | : 23.6 85.0 | —— :
ar-——— = end point not achieved with plazomicin 225 mg/kg/d.

Reviewer’s Comments

e The median value of AUC/MIC ratios for net stasis determined in a neutropenic murine
thigh model infected with eight Enterobacteriaceae strains was 18, ranging from 5.7 to
43.5. The 25" and 75" percentiles were 8.4 and 30.7, respectively.

e The median value of AUC/MIC ratios for 1-logio CFU reduction determined in a
neutropenic murine thigh model infected with six Enterobacteriaceae strains was 73,
ranging from 8.1 to 518.3. The 25" and 75" percentiles were 10.5 and 243.7,
respectively.

Study UFL-2012-009

Neutropenic BALB/c mice were inoculated intramuscularly in both posterior thigh muscles with
10° CFU of one of nine Enterobacteriaceae isolates. These included eight CRE isolates
consisting of seven K. pneumoniae isolates and one E. coli (AEC0O1133) isolate and one broadly
susceptible K. pneumoniae control strain (AKPNO0O01); plazomicin MIC values for these isolates
ranged from 0.19 to 0.46 mg/L. Plazomicin treatment was initiated after two hours of
inoculation. Same as Study UFL-2016-001, the treated animals were sacrificed 24 hours after the
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initiation of therapy and the bacterial burden was determined as CFU per gram of thigh tissue.
Separate cohorts of control animals were assessed for bacterial burden at baseline prior to (0
hours) and 24-hours after treatment initiation with vehicle. Antibiotic effect was calculated as the
change in log10 CFU from baseline (0 hours).

Results
Refer to Table 3 for the AUC/MIC ratios for net stasis and 1-logio CFU reduction.

Table 3. Summary of plasma plazomicin AUC/MIC ratios for K. pneumoniae or E. coli isolates
based on data from a neutropenic murine-thigh infection model (Adapted from Table 3-1 in
Report # ICPD 00211-2)

Plasma AUC:MIC ratio targets

Isolate Net bacterial stasis 1-log,; CFU reduction
K. pneumoniae, AKPNOO1 26 48
K. pneumoniae, AKPN1116 17 135
K. pneumoniae, AKPN1117 30 89
K. pneumoniae, AKPN1118 34 a5
K. pneumoniae, AKPN1077 a2 158
K. pneumoniae, AKPN1113 62 263
K. pneumoniae, AKPN1106 4] 29
K. pneumoniae, AKPN1114 65 131
E coli, AECO1133 13 59
Median 30 a5
Minimum B 29
Maximum 65 263

Neutropenic Murine Pneumonia Model

Study UFL-2016-001

For the neutropenic murine pneumonia model, the anesthetized mice were inoculated in

each nostril with 10° CFU of a bacterial isolate (seven of nine strains in Table 1). The bacterium
was administered in volumes of 15 uL/nostril. However, as an inoculum of 10° CFU/nostril in
the neutropenic murine pneumonia model was not sufficient to establish a progressive infection
in the lungs for four of the bacterial strains, the inoculum was increased to 10" CFU/ nostril for
these strains.

For each experiment, nine total daily (dose range from 1.37 to 225 mg/kg/day) doses of
plazomicin were administered to different groups of female BALB/c mice as a humanized series
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of 5 subcutaneous (SC) injections over a 20-hour period after the mice were infected with a

bacterium.

Refer to Table 4 for the AUC/MIC ratios of plazomicin needed to achieve net bacterial stasis, 1-
log1o, and 2-logio CFU/g. The median values are 1.6 and 73, for net stasis and 1-logio CFU
reduction, respectively.

Table 4. Calculated doses (mg/kg/day) and AUC/MIC Ratios of plazomicin needed to achieve

net bacterial stasis and 1-log and 2-log (CFU/g) reductions in the bacterial densities of 7

Enterobacteriaceae strains in a neutropenic murine pneumonia model (Adapted from Table
16.2.2 in the report for Study UFL-2016-001)

Plazomicin Dose Plazomicin Exposure
(mg/kg/day) AUC/MIC ratio)
Plazomicin | Amikacin | Challenge 1log 2 Log 1lLog 2 log
Strain MIC MIC Inoculum Stasis (CFU/g) (CFU/g) Stasis (CFU/g) {CFu/g)
(ng/mL) (ng/mL) | [CFU/nare) Reduction | Reduction Reduction | Reduction
AECO1176 1 32 10° 4.6 4.9 5.3 5.6 6.0 6.5
AKPN1171 4 8 10° 4.4 310 | — : 2.3 164 | - :
AKPN1169 2 32 107 4.6 106 | — : 2.7 63 | -— :
AEAE1034 1 4 10’ 1.0 4.9 35.1 1.2 3.6 40.3
AECO1173 0.25 1 107 0.1 0.6 49 0.9 29 23.7
AECO1180 4 8 10’ 5.0 6.26 8.1 14 1.7 2.2
AKPN1170 2 32 10° 2.44 9.65 33.7 1.6 6.2 216
a: the end point was not achieved with plazomicin doses as high as 225 mg/kg/d.

Reviewer’s Comments:

e The median value of AUC/MIC ratios for net stasis determined in a neutropenic murine
pneumonia model infected with seven Enterobacteriaceae strains was 1.6, ranging from
0.9 to 5.6. The 25" and 75" percentiles were 1.2 and 2.7, respectively.

e The median value of AUC/MIC ratios for 1-logio CFU reduction determined in a
neutropenic murine pneumonia model infected with seven Enterobacteriaceae strains
was 6, ranging from 1.7 to 16.4. The 25" and 75" percentiles were 2.9 and 6.3,
respectively.

e The median value of AUC/MIC ratios for 2-logio CFU reduction determined in a
neutropenic murine pneumonia model infected with five Enterobacteriaceae strains was
21.6, ranging from 2.2 to 40.3. The 25" and 75" percentiles were 4.4 and 32,
respectively.

Studies ORI-2011-008, UFL-2012-003, and UFL-2011-004

The Applicant combined three neutropenic murine-pneumonia model study results (Studies ORI-
2011-008, UFL-2012-003 and UFL-2011-004) to support the AUC/MIC ratios for net bacterial
stasis, 1-log10 CFU reduction, and 2-log10 CFU reduction for bacterial pneumonia. Female
Balb/c mice were infected intra-nasally with the K. pneumoniae isolates. Two hours after
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infection, plazomicin dosing regimens were initiated. To determine the impact of drug therapy
on the bacterial burden, treated animals were sacrificed 24 hours after the initiation of therapy
and the bacterial burden was determined as CFU per gram of lung tissue. Separate cohorts of
control animals were assessed for bacterial burden at baseline prior to (0 hours) and 24 hours
after treatment initiation with vehicle. Antibiotic effect was calculated as the change in logio
CFU from baseline (0 hours). The MIC range for K. pneumoniae strains was 0.19 to 0.5 ug/mL.

Refer to Table 5 for the AUC/MIC ratios for net bacterial stasis, 1-logio CFU reduction, and 2-
logio CFU reduction.

Table 5. Summary of plasma and ELF plazomicin AUC: MIC ratio targets for K. pneumoniae
based on data from a neutropenic murine-pneumonia infection model (Adapted from Table 3-2
in Report # ICPD 00211-2)

Plasma AUC:MIC ratio targets ELF AUC:MIC ratio targets

K. pneumoniae Net 1-logyy 2-logqy Net 1-logyg 2-logy,
isolates bacterial CFU CFU bacterial CFU CFU

stasis reduction reduction stasis reduction reduction
AKPNOO1 76 16.7 430 70 15.2 391
AKPN1025 36 95 255 33 8.6 232
AKPN1046 22 9.2 305 20 8.3 277
AKPN1066 22 47 153 20 43 13.9
AKPN1077 8.0 314 124 73 28.5 113
AKPN1087 2.6 46 106 24 42 9.6
AKPN1113 15.3 394 117 13.9 35.8 106
Median 3.6 95 305 33 8.6 277
Minimum 22 46 106 20 4.2 9.6
Maximum 153 394 124 13.9 358 113

Reviewer’s Comments

e It appears that the AUC/MIC ratios in the neutropenic murine pneumonia model were
lower compared to the ones in the neutropenic murine thigh model. It may be due to the
higher plazomicin penetration to the lung than to the muscle in mice. The plasma AUC/
ELF AUC in mice was reported to be 1.1 in Study ICPD 00211-2.

e The reviewer did not review individual animal study reports for early murine neutropenic
pneumonia model but reviewed the summary of these studies (Studies ORI-2011-008,
UFL-2012-003 and UFL-2011-004) in report of Study ICPD 00211-2.

e To guarantee the antibacterial activity of plazomicin in cUTI| ®® patients, it is
reasonable to use the high AUC/MIC ratios derived from a neutropenic murine thigh
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infection model. In addition, the PK/PD targets for cUTI are usually determined by the
neutropenic murine thigh infection model.

It appears that the PK/PD targets for net bacterial stasis and 1-log CFU reduction in
study UFL-2012-009 using the same murine model were higher than the one derived
from Study UFL-2016-001. It may be due to different strain combination (i.e. more E.
coli strains (4/9) in Study UFL-2016-001 but only one E. coli (1/9) strain in Study UFL-
2012-009 and more CRE strains in Study UFL-2012-009)

The MIC range (0.25 — 4 mg/L) in Study UFL-2016-001 was broader compared to Study
UFL-2012-009 (0.19 to 0.46 mg/L). The wider range of MIC covered MIC50 (0.5 mg/L)
and MIC90 (1-2 mg/L) of plazomicin based on surveillance data. Additionally, Study
UFL-2016-001 included more E. coli strains which are important for| @® cUTI
Therefore, it is more reasonable to use the results from Study UFL-2016-001 for PK/PD
target determination if only one study can be selected. Studies UFL-2016-001 and UFL-
2012-009 had the similar study design (same inoculation amount, sample collection time,
and same mouse strain). Therefore, to avoid information loss the reviewer combined
results of two neutropenic murine thigh infection model studies together. Refer to Table 6
for the combined results.

PTA analyses were conducted using the median value and 75" percentile of AUC/MIC
ratios for net bacterial stasis as well as the median value of AUC/MIC ratios forl logio
CFU reduction. Refer to Section 3.3.2 for details.

(b) (4
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Table 6. Summary of Plasma Plazomicin AUC/ MIC ratios from a Neutropenic Murine-Thigh

Infection Model

strains Phenotype Plazomicin AUC: MIC AUC: MIC Ratio
MIC (mg/L) Ratio for Net for 1 logio CFU
Stasis Reduction
AKPNO0O01 ATCC 43816 0.29 26 48
susceptible
AKPN1116 KPC-3 0.21 17 135
AKPN1117 KPC-2, SHV-12 0.29 30 89
AKPN1118 KPC-2 0.19 34 95
AKPN1077 KPC 0.19 52 158
AKPN1113 (methylase 0.19 62 263
(methylase
negative), CTX-
M15, SHV-11, OXA-
1

AKPN1106 KPC-2 0.29 6 29
AKPN1114 KPC 0.38 65 131
AECO1133 KPC-2 TEM-1 0.46 13 59
AECO1176 aac (6)-1b 1 33 60.7
AECO1179 aac (3)-lla, ac6-Ib 2 7.6 11.34
AKPN1171 not reported 4 15.9
AKPN1169 KPC-3 2 20.2 152.1
AEAE1034 not reported 1 10.9
AECO1173 aac (3)-lla 0.25 43.5 518.3
AECO01180 aac (3)-lla 4 5.7 8.1
AKPN1170 aac (6)-1b, KPC-2 2 23.6 85

MEDIAN 23.6 89

75% 38.8 152.1
Quartile
25% 12 48
Quartile

Reference ID: 4265582
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4.5.2 In Vitro Study Reports

A total of nine in vitro studies were conducted to address the metabolism characterization,
transporter characterization, distribution, and drug-drug interaction (DDI) of plazomicin in the
drug development program. Refer to Table 1 below for the list of in vitro studies included and
reviewed in this submission.

Table 1. In Vitro Studies Included and Reviewed in the Plazomicin Development Program

In Vitro Studies Comments
ACH-011008-C001490-
PS To evaluate plazomicin plasma stability
A16091-1490-AD To evaluate plazomicin stability in human liver microsomes
A16092-1490-AD To evaluate plazomicin stability in human hepatocytes

To evaluate plazomicin as an inhibitor and a substrate of human
A15014-1490-AD transporters
Al17022-1490-ETI To evaluate plazomicin as an inhibitor of human BSEP and OCT1
A16098-1490-AD To evaluate protein binding of plazomicin in plasma

To evaluate red blood cell/plasma partitioning of plazomicin in fresh
A16093-1490-AD whole blood

To evaluate the ability of plazomicin to inhibit the major CYP enzymes in
A15015-1490-AD human liver microsomes

To evaluate the ability of plazomicin to induce the major CYP enzymes in
A15016-1490-AD primary cultures of cryopreserved human hepatocytes

Individual Study Review

Study Title: Plasma Stability of C001490 (Plazomicin) (Study ACH-011008-C001490-PS)

This study was conducted to determine the stability of plazomicin (ACHN-490) in plasma.
Plazomicin (50 pg/mL) was incubated in mouse, rat, rabbit, dog, monkey, and human plasma at
37°C for 0, 0.25, 0.5, 1, and 2 h. Chloroprocaine was used as a positive control. The amount of
plazomicin remaining in plasma after 0, 0.25, 0.5, 1, and 2 h incubation at 37°C are shown in
Figure 1 and Table 2. The Sponsor stated that chloroprocaine, the positive control, exhibited
marked instability in mouse, rabbit, monkey, and human plasma. Chloroprocaine is relatively
stable (>70%) in dog and rat plasma. However, no detailed results of positive control were
included in the study report.
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Figure 1. Stability of Plazomicin (ACHN-490) in Mouse, Rat, Rabbit, Dog, Monkey, and

Human Plasma Expressed as Percentage Remaining in Plasma Relative to the Initial

Concentration after Incubation at 37°C over 2 hours (Adapted from Figure 1 in the study report)

Table 2. Percentage (%) of Plazomicin Remaining in Plasma Relative to the Initial
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Concentration after Incubation at 37°C over 2 hours (Adapted from Table 1 in the study report)

Species 0 hour 0.25 hour 0.5 hour 1 hour 2 hour
Mouse 100 979 104 106 143
Rat 100 897 930 103 113
Rabbit 100 978 103 974 129
Dog 100 119 103 120 109
Monkey 100 102 834 99.6 115
Human 100 895 834 883 111

Reviewer’s Comments:

e |t was observed that the concentration of plazomicin at 2 hr time point was higher than 0
and 1 hr. It may be due to the assay variability of the internal standard (IS) for the LC-
MS/MS at 2 h relative to the one at other time points. According to LC-MS/MS peak area
response in Appendix 8.1 in this report, the IS peak area at 2 h is approximately 20%
lower compared to the IS response at other time points. Therefore, the concentration of
analyte vs. concentration of IS determined by the ratio of peak area of analyte vs. IS is
expected to increase about 20%.

Reference ID: 4265582




e The percentage of plazomicin remaining in plasma relative to the initial concentration
after 2 hours of incubation in human plasma was above 80% when calculated without
internal standard.

e Per the draft label,

was 50 ug/mL, which is acceptable.

e Plazomicin appears to be stable in human plasma up to 2 hours at 37 °C.

(b) (4)

. The concentration used in this study

Study Title: Assessment of Metabolic Stability of ACHN-490 in Liver Microsomes (Study

A16091-1490-AD)

The study was conducted to assess the metabolic stability of plazomicin (ACHN-490) in human,
mouse, rat, dog, rabbit, and cynomolgus monkey liver microsomes. Plazomicin was incubated at
50 pg/mL in duplicates in 1 mg/mL of liver microsomes for 0, 15, 30, and 60 minutes at 37°C.
Verapamil was included as a positive control to verify assay performance. It was tested at 1 pM.
Refer to Table 3 for the study results. There were duplicated samples for each concentration.

Table 3. Percent of Plazomicin (ACHN-490) and Positive Control Remaining in the Liver

Microsomes of Human, Mouse, Rat, Dog, Rabbit, and Cynomolgus Monkey (Adapted from

Table 2 in the study report)

Reference ID: 4265582

A 0 min 20 min 60 min 120 min
Species Compound | [Compound] — — — —
%Remaining | Mean | %Remaining | Mean | %Remaining | Mean | %Remaining | Mean
Verapamil 1pMm 1012 100.0 215 22.3 2.2 5.3 03 0.4
98.7 23.2 5.4 0.4
Human
ACHN-490 | 50 pg/mL 7.3 100.0 874 90.3 80.0 80.1 86.7 85.2
102.7 93.2 80.2 83.6
) 102.7 3.1 0.3 0.1
Verapamil 1um 100.0 3.1 0.4 0.1
97.3 3.2 0.4 0.1
Mouse
102.8 90.5 86.9 87.3
ACHN-490 50 pg/mL 100.0 92.7 86.4 82.3
97.2 94.9 85.9 77.4
102.9 4.3 0.6 0.1
Verapamil 1pm 100.0 4.5 0.6 0.1
97.1 4.7 0.6 0.1
Rat
102.4 8L3 76.1 87.8
ACHN-490 50 pg/mL 100.0 84.7 78.9 82.9
97.6 88.2 B81.8 78.1
Verapamil 1pm 282 100.0 4.9 35.3 1.6 12.0 1.0 0.9
101.8 35.6 12.4 0.9
Dog
ACHN-490 | 50 pg/mL 296 100.0 9.3 96.2 91.3 94.8 85.2 87.8
100.4 96.4 98.3 90.3
) 100.5 22.2 2.1 0.2
Verapamil 1um 100.0 23.1 2.2 0.1
. 99.5 241 2.4 0.1
Rabbit
105.6 79.3 81.6 92.0
ACHN-490 50 pg/mL 100.0 88.7 83.2 825.1
94.4 98.1 84.8 86.2
102.8 0.6 0.1 0.0
Verapamil 1pm 100.0 0.6 0.1 0.0
Cynomolgus 97.2 0.6 0.1 0.0
Monkey 94.7 92.6 94.7 86.2
ACHN-490 50 pg/mL 100.0 93.1 93.1 86.8
105.3 93.7 91.5 87.5
96




Reviewer’s Comments:

e |t seems that plazomicin was stable (>78.9% remaining) in liver microsomes incubated
for up to 2 h at 37°C.

Study Title: Assessment of Metabolic Stability of ACHN-490 in Hepatocytes (Study A16092-
1490-AD)

This study assessed the metabolic stability of plazomicin (ACHN-490) in human, mouse, rat,
dog, rabbit, and cynomolgus monkey hepatocytes. Plazomicin was incubated at 5 pg/mL or 100
pg/mL in duplicate in 1 million cells/mL of hepatocyte suspension for up to 2 hr at 37°C in a
tissue culture incubator in the presence of 5% CO.. Midazolam was included as a positive
control to verify assay performance. Refer to Table 4 for the study results. There were duplicated
samples for each concentration.
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Table 4. Percent of Plazomicin (ACHN-490) and Positive Control Remaining in the Hepatocytes
of Human, Mouse, Rat, Dog, Rabbit, and Cynomolgus Monkey (Adapted from Table 1 in the

study report)
0 mi 30 mil &0 mil 120 mi
Species Compound | [Compound] - !'nln - .mln - .mln — s
%Remaining | Mean | %Remaining | Mean | %Remaining | Mean | ¥Remaining | Mean
Midazolam 1pum 1005 100.0 587 63.5 302 30.2 83 a6
99.5 6E.4 30.1 B.8
108.5 86.1 50.8 54.7
Human ACHMN-350 5 Lg/ml 100.0 B3.4 501 g88.4
915 927 35.4 82.0
7.0 922 105.8 109.7
ACHN-490 | 100 pgfmL 100.0 514 103.7 101.1
103.0 90.6 1015 92.4
Midazolam 1pm 1016 100.0 260 74.8 713 T8 4.8 587
934 63.6 737 62.6
96.2 532 104.2 57.4
Mouse ACHMN-350 5 Lg/mlL 100.0 85.3 107.0 %9.0
103.8 58.6 109.9 100.5
6.6 100.2 102.5 97.6
ACHN-490 | 100 pgfmL 100.0 101.9 1059 1022
103.4 103.7 109.2 106.7
Midazolam 1pm 1004 100.0 335 33.8 7.1 20.7 L6 159
99.6 34.0 4.2 18.3
Rat ACHMN-350 5 pz/mlL 1013 100.0 387 104.4 356 59.0 1053 107.8
981 110.0 102.4 106.2
971 98.8 105.0 99.6
ACHN-420 | 100 pg/mlL 100.0 53.8 105.8 101.0
102.9 98.7 106.6 102.5
Midazolam 1pm 014 100.0 411 40.2 233 220 37 11.0
98.6 393 207 12.4
98.5 106.1 110.7 52.8
Dog ACHMN-350 5 Lg/ml 100.0 57.6 107.1 93.8
1015 291 103.5 94.9
103.1 105.2 1151 107.1
ACHN-490 | 100 pgfmL 100.0 104.9 102.4 102.6
96.9 100.6 85.6 598.2
Midazolam 1pm 334 100.0 363 36.7 121 138 46 g1
100.6 372 157 5.6
4.9 100.7 114.4 93.7
Rabbit ACHMN-350 5 Lg/ml 100.0 57.5 110.3 100.7
105.1 943 106.2 107.6
101.2 96.7 116.8 101.6
ACHN-490 | 100 pgfmL 100.0 528 110.6 108.1
98.8 89.0 104.4 1146
Midazolam 1pm 100.0 100.0 324 383 167 16.3 52 51
10:0.0 432 15.9 5.1
Ig 101.2 982 108.2 106.0
Cynomolgus | o -inag0 | 5 peiml 100.0 1013 1108 1036
Monkey 98.8 104.4 113.4 101.2
925 938 102.0 931
ACHM-420 | 100 pg/ml 100.0 85.6 100.5 335
107.5 57.4 58.9 93.8

Reviewer’s Comments:

e |t seems that plazomicin was stable in human (>80% remaining) hepatocytes incubated
for up to 2 h at 37°C.
e The results of this study are consistent with the findings in Study A16091-1490-AD.
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Study Title: In Vitro Evaluation of Plazomicin as an Inhibitor of Human P-gp, BCRP, MRP2,

OATP1B1, OATP1B3, OAT1, OAT3, OCT2, MATE1 and MATE2-K Transporters (Study

A15014-1490-AD)

This study was designed to evaluate plazomicin as an inhibitor and/or a substrate of human
transporters.

Evaluation of plazomicin as an inhibitor

Methods:

Results

Reference ID: 4265582

P-gp and BCRP: The ability of plazomicin at tested concentrations (17.8, 59.3, 178, 593,
1780 and 5930 pg/mL) to inhibit human ABC transporters (namely, P-gp and BCRP) was
evaluated by measuring the bidirectional permeability of a probe substrate (digoxin [P-
gp] or prazosin [BCRP]) across a monolayer of Caco-2 and MDCKII-BCRP cells in the
presence of plazomicin.

MRP2: The ability of plazomicin at tested concentrations (5.93, 17.8, 59.3, 178, 593,
1780 and 5930 pg/mL) to inhibit human MRP2 was evaluated by measuring the
accumulation of a probe substrate (estradiol-17p-glucuronide) in vesicles with inserted
MRP?2 transporter proteins in the presence of plazomicin.

OATP1B1, OATP1B3, OAT1, OAT3 and OCTZ2: The ability of plazomicin at tested
concentrations (5.93, 17.8, 59.3, 178, 593, 1780 and 5930 pg/mL) to inhibit human
transporters including OATP1B1, OATP1B3, OAT1, OAT3 and OCT2 was evaluated by
measuring the accumulation of probe substrates (estradiol-17p-glucuronide [OATP1B1
and OATP1B3], p-aminohippurate [OAT1], estrone-3-sulfate [OAT3] and metformin
[OCT2)) in transporter-expressing and control HEK293 cells in the presence of
plazomicin.

MATE1 and MATEZ2-K: The ability of plazomicin at tested concentrations (5.93, 17.8,
59.3, 178, 593, 1780 and 5930 pg/mL) to inhibit human MATE1 and MATE2-K was
evaluated by measuring the accumulation of probe substrate (metformin) into transporter-
expressing and control HEK293 cells.

Positive control: Known inhibitors were included as positive controls in all experiments.

P-gp and BCRP inhibition: Bidirectional permeability of probe substrate across
Caco-2 cells and MDCKII-BCRP and control cells in the presence of plazomicin
0 P-gp: in the presence of plazomicin (17.8 to 5930 ug/mL) the net flux of digoxin
(10 uM) was not reduced; accordingly, an IC50 was not calculated. The positive
control inhibitors valspodar (1 pM) and verapamil (60 uM) reduced the net flux of
digoxin from 16.0 to 1.00 and 2.26 (94 and 86% inhibition), respectively,
indicating the test system functioned as expected.
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0 BCRP: in the presence of plazomicin (17.8 to 5930 pg/mL) the corrected efflux

ratio of prazosin (1 uM) was not reduced; accordingly, an IC50 was not
calculated. The positive control inhibitor Ko143 (1 uM) reduced the corrected
efflux ratio of prazosin from 6.44 to 0.987 (complete inhibition) indicating the test
system functioned as expected.

MRP2 inhibition: Accumulation of estradiol-17p-glucuronide by MRP2-expressing
vesicles in the presence of plazomicin
o The ATP-dependent accumulation of [*H]-estradiol-17p-glucuronide in MRP2

expressing vesicles was not inhibited more than 15% by plazomicin (5.93 to 5930
ng/mL); accordingly, an IC50 was not calculated. The results suggest that
plazomicin is not an inhibitor of MRP2. In the presence of the positive control
inhibitor benzbromarone (100 uM), the ATP-dependent uptake of estradiol-17p-
glucuronide was reduced from 8740 to 596 pmol/mg protein (93% inhibition),
indicating the test system functioned as expected.

OATP, OAT and OCT inhibition:
0 OATPI1BI: in the presence of plazomicin (5.93 to 5930 pg/mL) the transporter-

dependent uptake rate of [*H]-estradiol-17p-glucuronide into OATP1B1-
expressing cells was not reduced more than 9%; accordingly, an 1C50 was not
calculated. In the presence of the positive control inhibitors rifampin (10 uM) and
cyclosporine (1 uM) the transporter-dependent uptake rate was reduced from 4.44
to 0.231 and 0.114 pmol/mg/min, respectively (95% and 97% inhibition,
respectively), indicating the test system functioned as expected.

OATP1B3: in the presence of plazomicin (5.93 to 5930 pg/mL) the transporter-
dependent uptake rate of [*H]-estradiol-17p-glucuronide into OATP1B3-
expressing cells was not reduced; accordingly, an IC50 was not calculated. In the
presence of the positive control inhibitors rifampin (10 uM) and cyclosporine (1
uM) the transporter-dependent uptake rate was reduced from 0.407 to -0.00330
and -0.00132 pmol/mg/min, respectively (complete inhibition), indicating the test
system functioned as expected.

OATI: at lower concentrations (5.93 to 59.3 ug/mL) plazomicin did not inhibit
the uptake of [®H]-p-aminohippurate. In the presence of higher concentrations of
plazomicin (178 to 5930 ug/mL) the transporter-dependent uptake rate of p-
aminohippurate into OAT1-expressing cells was reduced in a concentration-
dependent manner from 46.3 pmol/mg/min at 0 uM to 31.5 pmol/mg/min at the
highest concentration evaluated (32% inhibition); accordingly, an IC50 was not
calculated. In the presence of the positive control inhibitors probenecid (100 uM)
and novobiocin (300 uM) the transporter-dependent uptake rate was reduced from
46.3 to 4.15 and 0.805 pmol/mg/min, respectively (91 and 98% inhibition,
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respectively), indicating the test system functioned as expected. Refer to Table 5
for detail.

Table 5. OATL1 inhibition: Accumulation of p-aminohippurate into OAT1 cells in the presence
of plazomicin, probenecid and novobiocin (Adapted from Table 8 of the study report)

Substrate Inhibitor [Inhibitor] Corl\-lt::lﬁke [Jmol.'n(';gA)ﬂ uth:::?;?:TSr:gl?nﬁgfﬂnj f:;:;ﬁg‘; ICes parameters
Solvent control 0 2252015 485126 46.3 100
593 1732 0.08 50433 487 105
178 17520.14 S09:23 481 106
593 2212036 486133 464 100

icil [Czn: = 5930 pgfmL

CHLp-Aminohippurate (1 M) P'[ap‘zj’r'::l'j'” 178 0778+0050 | 405+17 387 858 b/
583 1132035 3899124 388 837
1780 147 (n=2) 360+14 346 747
5830 156052 33120 315 68.1
Probenecid (uM) | 100 0608+0258 | 476+116 415 9.0 "

Mavobiocin (uM) | 300 033 (n=2) | 115:054 0.805 17

n Number of replicates

MNA Mot applicable

alues are triplicate determinations rounded to three significant figures with standard deviations rounded to the same degree of accuracy.
Percentages are rounded to one decimal place except percentages = 100, which are rounded to the nearest whole number.
A Dixon O Test was used to determine statistical outlying data points for the n = 2 number of replicates, where reported.

(0}
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OATS3: in the presence of plazomicin (5.93 to 5930 pug/mL) the transporter-
dependent uptake rate of [*H]-estrone-3-sulfate into OAT3-expressing cells was
not reduced more than 8%; accordingly, an IC50 was not calculated. In the
presence of the positive control inhibitors probenecid (100 uM) and ibuprofen
(100 uM) the transporter-dependent uptake rate was reduced from 1.35 to 0.104
and 0.0685 pmol/mg/min, respectively (92 and 95% inhibition, respectively),
indicating the test system functioned as expected.
OCT2: at lower concentrations (5.93 to 178 pug/mL) plazomicin did not inhibit the
uptake of metformin. In the presence of plazomicin (593 to 5930 pug/mL) the
transporter-dependent uptake rate of [**C]-metformin into OCT2-expressing cells
was reduced from 77.1 at 0 uM to 38.1 pmol/mg/min at the highest concentration
evaluated (51% inhibition). The calculated IC50 was 5120 pg/mL. In the presence
of the positive control inhibitors quinidine (300 uM) and cimetidine (1000 pM)
the transporter-dependent uptake rate was reduced from 77.1 to 5.46 and 8.85
pmol/mg/min, respectively (93 and 89% inhibition, respectively), indicating the
test system functioned as expected. Refer to Table 6 for details. Per FDA DDI
Draft Guidance 2017 %, the investigational drug has the potential to inhibit OCT2
transporters in vivo if the Imax, u/IC50 value is >0.1. For plazomicin, Imax,u /
IC50 is approximately 0.007 for patients with cUTI N
Therefore, based on in vitro study results, plazomicin is not
likely to inhibit OCT2. Consequentially, the increase of creatinine may not
attribute to the inhibition of OCT2 by plazomicin.
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Table 6. OCT2 inhibition: Accumulation of metformin into OCT?2 cells in the presence of
plazomicin, quinidine and cimetidine (Adapted from Table 10 in the study report)

Substrate Inhibitor [Inhibitor] Con'T-_lrI;Tiake [pmol.fng;én upﬁﬁzgr;?:?gnf;?r:;}ﬁn} f ::t::::n“?:) ICex parameters
Solvent control 0 6.74 £1.55 161 11 77.1 100
593 134 (n=1) 169 £ 12 77.7 101
17.8 7.38+254 1578 74.7 96.9 ICso: 5420 pgimL
Plazomicin 59.3 558(n=2) 1557 T4.6 96.8 SI?..'Ip'e: g.ﬁ;m
. A 178 5.05+1.50 18111 78.1 101 in:
[*Cl-Metformin (10 uM) (vgimL) 563 556 £ 0.55 146212 704 513 Max: 101%
1780 451+110 108+ 8 518 B7.2
5930 421(n=2) 80.3+34 381 49 4
CQuinidine (k) 300 232+018 13.2+15 548 71 NA
Cimetidine (uM) 1000 246+0.55 20212 B85 11.5
n Mumber of replicates

Ma  Not applicable

‘falues are triplicate determinations rounded to three significant figures with standard deviations rounded to the same degree of accuracy.
Percentages are rounded fo one decimal place except percentages 2 100, which are rounded to the nearest whole number.

A Dixon O Test was used to determine statistical outlying data points for the n = 2 number of replicates, where reported.

Twa control values for plazomicin (5.93 pa/mL) wers excluded from data processing due to analyst ermor, resulting in an n =1 of replicates.

e MATEL and MATE2-K inhibition:

0 MATEI: in the presence of plazomicin (5.93 to 5930 pg/mL) the transporter-
dependent rate of the background corrected cleared volume of [**C]-metformin
(10 uM) was reduced from 4.14 to 0.920 pL/mg/min protein (78% inhibition).
The calculated IC50 was 1300 pg/mL. In the presence of the positive control
inhibitors cimetidine (10 uM) and pyrimethamine (0.3 uM) the transporter-
dependent rate of the background corrected cleared volume was reduced from
4.14 t0 0.708 and 0.394 pL/mg protein, respectively (83 and 90% inhibition,
respectively), indicating the test system functioned as expected. Refer to Table 7
for details.

0 MATEZ2-K: in the presence of plazomicin (5.93 to 5930 pg/mL) the transporter-
dependent rate of the background corrected cleared volume of [**C]-metformin
(10 uM) was reduced from 2.75 to 0.175 pL/mg protein (94% inhibition). The
calculated IC50 was 338 pg/mL. In the presence of the positive control inhibitors,
cimetidine (100 pM) and pyrimethamine (0.3 uM), the transporter-dependent rate
of the background corrected cleared volume of metformin was reduced from 2.75
to 0.306 and 0.181 pL/mg protein, respectively (89 and 93% inhibition,
respectively), indicating the test system functioned as expected. Refer to Table 8
for details.
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Table 7. MATELX inhibition: Accumulation of metformin into MATELX cells in the presence of
plazomicin, cimetidine and pyrimethamine (Adapted from Table 11 in the study report)

Cleared volume (uL/mg protein) | Background corrected | Percent of

Probe substrate Inhibitor [Inhibitor] Control MATED cleared volume {mg/min} | control (%) 1Csz parameters
Saolvent control 0 1.08 £0.30 218141 4.14 100
593 D985 £0.173 26011 5.00 121
17.8 1.50 +0.35 25309 478 115
59.3 D.785 £0.033 21808 4.20 101

[“C]-Metformin (10 M) Plazomicin (pg/mL) 178 D695 +0.157 18.3+089 3.52 85.0 ICse: 1300 pg/mt
593 D751 x0.121 178214 34 §2.3
1780 1.16 £0.23 10505 1.87 45.1
5930 D.795 £ 0.083 540043 0.820 222

Cimetidine (uM) 10 D471 £0.157 4.01+0.30 0.708 17.1 NA

Pyrimethamine (uM) 0.3 0.641 +£0.222 261+045 0.394 9.5

MNA Mot applicable
‘“falues are triplicate determinations rounded to three significant figures with standard dewviations rounded to the same degree of accuracy.
Percentages are rounded to one decimal place except percentages = 100, which are rounded to the nearest whole number.

Table 8. MATE2-K inhibition: Accumulation of metformin into MATE2-K cells in the presence
of plazomicin, cimetidine and pyrimethamine (Adapted from Table 12 in the study report)

Probe substrate Inhibitor [Inhibitor] Clegzenl:::\::lllume {uu::i_rgil n) cgiggrf;ﬁgng::lﬁ;ﬁﬂ) c?;r:frf}lﬁgnfj ICsz parameters
Solvent control ] 1.07 £0.06 145219 275 100
5.83 1.00 £ 0.08 18015 3.40 124
17.8 0.922 £ 0.048 178205 3.38 123

N 593 0.957 £0.113 16312 3.07 112 ICsa: 338 pgimL
[“C]-Metformin (10 M) Plazomicin (pg/ml) 178 1.12+0.02 121+09 220 80.0
593 1.07 =010 697 +0.73 1.18 430
1780 1.25+0.08 402+014 0.554 202
5830 0.703 +£0.042 1.58 +0.09 0.175 B4

Cimetidine (uM) 100 0.312 +0.024 1.84 +0.08 0.308 11.1 NA

Pyrimethamine (uM) 0.3 0.316 £ 0.041 1.22+0.15 0.181 6.6

NA  Not applicable
“falues are friplicate determinations rounded to three significant figures with standard deviations rounded to the same degree of accuracy.
Percentages are rounded to one decimal place except percentages = 100, which are rounded to the nearest whole number.

Evaluation of plazomicin as a substrate

Methods

e P-gp and BCRP: To determine if plazomicin at tested concentrations (0.593, 1.78, 5.93
and 17.8 ug/mL; equivalent to 1, 3, 10, and 30 uM) is a substrate of human ABC
transporters (namely, P-gp and BCRP), the bidirectional permeability of plazomicin
across MDCKII-MDR1 and MDCKII-BCRP cells was measured.

e Known substrates and inhibitors were included as positive controls in all experiments.

Results

e P-gp and BCRP substrate determination: Bidirectional permeability of plazomicin across
MDCKII-MDR1 and control cells and MDCKII-BCRP and control cells
0 P-gp: the efflux ratio of plazomicin (0.593, 1.78, 5.93 and 17.8 pg/mL, equivalent
to 1, 3, 10, and 30 uM) was below two in the presence and absence of the
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inhibitor valspodar (10 uM). The results suggest that plazomicin is not a substrate
of P-gp. The corrected efflux ratio of the positive control digoxin (10 uM) was
reduced by the inhibitor, valspodar, from 27.4 to 1.35 (99% inhibition), indicating
the test functioned as expected.

0 BCRP: the efflux ratio of plazomicin (0.593, 1.78, 5.93 and 17.8 pg/mL,
equivalent to 1, 3, 10, and 30 uM) was below two in the absence and presence of
the inhibitor Ko143 (1 uM). The results suggest that plazomicin is not a substrate
of BCRP. The corrected efflux ratio of the positive control prazosin (1 uM) was
reduced by the inhibitor Ko143 from 6.22 to 0.908 (complete inhibition),
indicating the test system functioned as expected.

Reviewer’s Comments:

e The methods used to evaluate whether plazomicin is an inhibitor and/or substrate of
these transporters are acceptable®.

e Study results indicate that plazomicin is not an inhibitor of P-gp, BCRP, MRP2,
OATP1B1, OATP1B3, OAT1 or OAT3.

e Study results indicate that plazomicin inhibited OCT2, MATE1 and MATE2-K with
calculated IC50 values of 5120, 1300 and 338 ug/mL, respectively.

e Per FDA DDI Draft Guidance 2017 ¢, the investigational drug has the potential to inhibit
MATES in vivo if the Imax, u/ICso value is >0.02. Per MATE1, Imax, u/ 1Csois 0.028 for
patients with cUTI @@ per MATE2-K, Imax,u/
ICsois 0.11 for patients with cUTI ]
Metformin is a substrate for both MATE1 and MATE2-K. The Sponsor conducted an in
vivo DDI study by co-administering metformin and plazomicin. The study results indicate
that plazomicin is not a MATE transporter inhibitor in vivo.

e Because OCT1 is responsible for metformin uptake in the liver, the Division suggested
that the Sponsor investigate whether plazomicin is an inhibitor of OCT1in the final
meeting minutes for the Type B meeting held on April 14, 2017. Following the Agency’s
suggestion, the Sponsor conducted an in vitro study whose results indicated that
plazomicin is unlikely to inhibit OCT1 at clinically relevant concentrations. Refer to the
individual study review for in vitro Study A17022-1490-ET]I for detail.

e Study results indicate that plazomicin was not a substrate of P-gp or BCRP transporters
at the concentration up to 17.8 pg/mL which is equivalent to 22.3 pg/mL in vivo with
20% protein binding. Per the draft label, Rl

It seems that plazomicin concentrations

8 FDA Draft Guidance for Industry In Vitro Metabolism and Transporter Mediated Drug-Drug Interaction Studies
2017
https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatorylnformation/Guidances/UCM581965.pdf
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did not cover the range of clinically relevant concentrations. However, the Clinical
Pharmacology reviewer thinks the results of this study are acceptable for the Labeling
statement “In vitro study results indicate plazomicin is not a substrate of P-gp or BCRP
transporters ®® and no further in vivo DDI study is
needed based on the rationale provided below.

o0 P-gp and BCRP are expressed in various tissues including the gastrointestinal
tract, liver, kidney, and brain.

0 Because plazomicin is administered as an 1V infusion, the effects of P-gp and
BCRP on absorption are not important.

0 Because plazomicin is mainly eliminated by the kidney as unchanged drug, the
potential impact of P-gp and BCRP on plazomicin in the liver is neglectable.

o Plazomicin, an aminoglycoside antibacterial drug, usually has low CNS
penetration.

0 Based on the Sponsor’s submission on 9/6/2017 under IND 102563 (SDN 185),
active renal secretion is not significant for plazomicin (Table 8). Therefore, P-gp
and BCRP are unlikely to be involved in plazomicin renal excretion.

Per the FDA draft DDI Guidance?!, if the investigational drug’s ADME data suggest that
active renal secretion is significant for a drug (i.e. active secretion of the parent drug by
the kidney is > 25% of the total clearance), the Sponsor should evaluate the drug in vitro
to determine whether it is a substrate of OAT1/2, OAT2 and MATE1 and MATE2-K.
Based on the Sponsor’s submission on 9/6/2017 under IND 102563 (SDN 185), active
renal secretion is not significant for plazomicin. Therefore, no in vitro study was
conducted to investigate whether plazomicin is a substrate to OAT1/2, OAT2, or MATE1
or MATE2-K. Refer to Table 9 regarding the approach for the assessment of active renal
secretion. The Clinical Pharmacology reviewer agrees with the Sponsor’s approach and
conclusion.
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Table 9. Assessment of Active Renal Secretion of Plazomicin (Adapted from Table 1 from the
Request for Comment: Drug-Drug Interactions 9-6-2017)

Criteria

Equation

Conclusion

% active renal secretion is
estimated from (CLr - fu x

(CLr - fu X GFR) / CLr
= (68.0-0.804 x 90)/76.2

Renal active secretion is <
25%: therefore, renal active

FDA (2012) GFR) / CL+ = negative secretion is not major
The importance of renal
secretion is estimated by CLr would need to be > 72.4
comparing total renal mL/min for renal secretion to
clearance to the renal GFR x f, =90 x 0.804 be significant; therefore, renal
EMA (2013) filtration clearance =724 secretion is not important
Secretory clearance is an
important route of NME CLr>15xfyx GFR -
elimination if CLr > 1.5xf, | ->68.0>1.5x0.804 x | Secretory clearance is not an
ITC (2010) X GFR 90 False important route of elimination

Reference ID: 4265582

Abbrevianons: CLz: renal clearance (4.08 L'h or 68.0 mL/mun); CL7: total systenue clearance (4.57 L'h or
6.2 ml/man) from population PR report (Institute for Climcal Pharmacedynamics [ICPD] Study ICPD
00462): fu: fraction unbound (0.804) from Study A16098-1490-AD: GFR: glomerular filtration rate (assumed

to be 90 ml/mun)

Since Plazomicin is mainly eliminated by the kidneys, the Clinical Pharmacology

reviewer agrees with the Sponsor that it is not necessary to determine whether
plazomicin is a substrate of OATP1B1 or OATP1B3.
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Study Title: In Vitro Evaluation of Plazomicin as an Inhibitor of Human BSEP and OCT1 (Study
A17022-1490-ETI)

The objective of this study was to evaluate plazomicin as an inhibitor of the human ABC
transporter BSEP and the human SLC transporter OCT1. BSEP is mainly expressed in the
canalicular membrane of hepatocytes where it facilitates excretion into the bile. OCT1 is
expressed on the sinusoidal membrane of hepatocytes and facilitates the accumulation of
endogenous and xenobiotic compounds into hepatocytes for further metabolism or excretion into
the bile.

Methods

Refer to the table below for the test system and probe substrates.

Transporter | Test system Probe substrate Experimental design
Accumulation of the probe substrate into
BSEP Vesicles [°H]-Taurocholate transporter-expressing and control vesicles in the

presence and absence of ATP

Accumulation of the probe substrate into
transporter-expressing and control cells

OCT1 HEK293 | ["*C}-Tetraethylammonium bromide

Results
e BSEP inhibition:

0 In the presence of plazomicin (10, 30, 100, 300, 1,000, 3,000 and 10,000 uM) the
ATP-dependent uptake of [*H]-taurocholate in BSEP-expressing vesicles was not
reduced (IC50 of > 10,000 uM). The positive control inhibitors, cyclosporine (20
uM) and glyburide (100 uM), reduced the ATP-dependent uptake by 95 and 98%,
respectively, showing the positive control and test system functioned as expected.

e OCTL1 inhibition:

0 In the presence of plazomicin (10, 30, 100, 300, 1,000, 3,000 and 10,000 uM), the
uptake rate of [*C]-tetracthylammonium bromide (5 pM) into OCT1-expressing
cells was reduced from 21.2 to 8.60 pmol/mg/min (59% inhibition), resulting in
an IC50 of 3,930 uM. In the presence of the positive control inhibitors quinidine
(100 uM) and verapamil (10 uM) the uptake rate of [**C]-tetraethylammonium
bromide was reduced by 92 and 93%, respectively, indicating the positive
controls and test system functioned as expected.

Reviewer’s Comments:
e |t seems that BSEP is unlikely to be inhibited by plazomicin.
e The IC50 of plazomicin to OCT1 was 3930 uM which is equivalent to 3292.9 pg/mL
(molecular weight of plazomicin is 837.89 g/mol). This concentration is more than 500
times higher than the Cmax of plazomicin in vivo with 15 mg/kg IV infusion for 30
minutes. Therefore, plazomicin is unlikely to inhibit OCT1 in vivo.
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Study Title: Assessment of Protein Binding of ACHN-490 in Plasma (Study A16098-1490-AD)

This study assessed the protein binding of plazomicin (ACHN-490) in human, mouse, rat, dog,
rabbit, and cynomolgus monkey plasma. Plazomicin at 5, 50, and 100 pg/mL was incubated in
human, mouse, rat, dog, rabbit, and cynomolgus monkey plasma via equilibrium dialysis for 15
hours at 37°C. Please refer to Table 10 for the results.

Table 10. Individual and Mean Protein Binding of Plazomicin (ACHN-490) in Human, Mouse,
Rat, Dog, Rabbit, and Cynomolgus Monkey Plasma (Adapted from Table 1 in the study report)

Species Human Mouse Rat Dog Rabbit Cynomolgus
Monkey
[ACHN- | Assay % Mean %= % Mean ¥ % Mean ¥ ¥ Mean % % Mean % % Bound Mean %
490] Date | Bound | Bound | Bound | Bound | Bound | Bound | Bound | Bound | Bound | Bound Bound
08- 41.1 26.7 35.0 38.2 10.2 227
Feb- 21.7 37.5 26.7 42,1 7.3 25.9
5 2017 18.4 38.7 26.7 35.0 6.8 34.0
pg/mL | 14- 22.6 24.2 18.2 29:2 30.1 293 26.6 333 18.6 2.6 24.0 224
Mar- 24.7 31.5 34.7 34.0 5.6 13.8
2017 16.5 22.4 26.1 20.0 8.8 13.7
14- 11.2 18.6 15.8 30.1 23.2 18.7
ugf"?nL Mar- 13.8 13.9 9.2 16.4 24.4 209 29.3 30.3 17.3 17.1 25.3 22,1
2017 16.7 21.2 22.3 31.3 10.6 22.2
08- 21.2 23.2 18.0 26.2 11.3 18.4
Feb- 24.2 11.8 9.7 23.0 16.8 15.8
100 2017 21.4 17.8 18.5 20.5 8.7 ) 0 )
pg/mL 14- 0 1739 10.1 125 12.5 126 20.8 221 12.3 133 0 121
Mar- 15.9 1.7 1.7 24.9 18.4 19.3
2017 24.9 4.3 15.0 17.0 15.6 18.9
Overall Mean 19.6 19.9 21.2 28.2 12.8 18.2
SD 8.8 10.5 9.4 7.6 5.2 9.0

Reviewer’s Comments:
e |t seems that the protein binding of plazomicin in human plasma was low (about 20%)
and concentration independent from 5 to 100 ug/mlL

Reference ID: 4265582
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Study Title: Assessment of Red Blood Cell/Plasma Partitioning of ACHN-490 in Fresh Whole
Blood (Study A16093-1490-AD)

The objective of this study is to assess the red blood cell (RBC)/plasma partitioning of
plazomicin (ACHN-490) in fresh human, rat, and dog whole blood.

Methods

Plazomicin was incubated at 0.3 pg/mL or 3 pg/mL in triplicate in both whole blood and
reference plasma for 60 minutes at 37°C. After the 60-min incubation, whole blood and reference
plasma samples were centrifuged at 2,000g for 10 minutes at 4°C. Top layer plasma fraction was
collected. Samples were analyzed by LC/MS/MS.

RBC-to-plasma ratio (KRBC/PL) was subsequently calculated as follows:
KrecpL=(1/H) (Cp/Cb—1)+1
e H is the hematocrit (percent of total red blood cells in whole blood sample, v/v, values for
the human, rat, and dog whole blood were 0.45, 0.42, and 0.44, respectively, in the
current experiment)
e Cpis the ratio of peak areas of the analyte over internal standard in the reference plasma
e Cb s the average ratio of peak areas of the analyte over internal standard in the plasma
fraction prepared following incubation with whole blood. Note it is not the concentration
in the blood, but in the plasma layer after centrifugation of the blood samples.

Results

e The mean whole blood to plasma ratio, Cp/Cb for human, rat, and dog ranged from 0.55
to 0.65 across the concentrations tested.

e The mean red blood cell partitioning, Krec/pL for human, rat, and dog ranged from -0.01
to 0.22 across the concentrations tested. No concentration dependence was observed.

o KracrL values were less than 1, indicating low partitioning in the human, rat, and dog red
blood cells.
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Study Title: In Vitro Evaluation of Plazomicin as an Inhibitor of Cytochrome P450 (CYP)
Enzymes in Human Liver Microsomes (Study A15015-1490-AD)

This study was designed to evaluate the ability of plazomicin to inhibit, in vitro, the major CYP
enzymes in human liver microsomes (namely CYP1A2, CYP2B6, CYP2C8, CYP2C9,
CYP2C19, CYP2D6 and CYP3A4/5 [using two different substrates]) in a direct, time-dependent,
and/or metabolism-dependent manner.

To evaluate plazomicin as a direct, time-dependent and metabolism-dependent inhibitor of CYP
activity, human liver microsomes from a pool of 200 individuals were incubated with marker
substrates in the presence or absence of plazomicin. To distinguish between time-dependent and
metabolism-dependent inhibition, plazomicin was preincubated with human liver microsomes for
30 min without and with an NADPH-generating system, respectively, prior to the incubation
with the marker substrate. Known direct and metabolism-dependent inhibitors of CYP enzymes
were included as positive controls in all experiments, as applicable.

Results

Please refer to Table 11 for the summary of results.

e For CYP2B6, CYP2C9, CYP2C19, CYP2D6 and CYP3A4/5 (as measured by midazolam
1"-hyroxylation and testosterone 6p-hydroxylation) there was no evidence of direct, time-
or metabolism-dependent inhibition by plazomicin up to the highest concentration
evaluated (12,000 ug/mL).

e Under the experimental conditions examined, plazomicin directly inhibited CYP1A2 and
CYP2CS8, with IC50 values of 7,300 and 7,500 pug/mL, respectively.

e There was little or no evidence of time- or metabolism-dependent inhibition of CYP1A2
or CYP2C8 by plazomicin.

e There was a concentration dependent increase in CYP2B6 and CYP2C19 activity of 1.3-
fold (from 400 to 4000 pg/mL) and 1.8-fold (at 1200 pug/mL), respectively, followed by a
decrease in activity.

e There was a concentration dependent increase in activity of 2.3-fold (at 4000 pug/mL) for
CYP2C9, and 1.3-fold for CYP2D6 and CYP3A4/5 (as measured by testosterone 6f3-
hydroxylation) at plazomicin concentrations of 4,000 ug/mL, followed by a decrease in
activity.

e There was a concentration dependent increase in CYP3A4/5 (as measured by midazolam
1"-hydroxylation) activity of 1.2-fold up to 12,000 pg/mL in the zero-minute and 30-
minute preincubation with NADPH samples; there was also a concentration dependent
increase in activity of 1.2-fold up to 4,000 ug/mL followed by a decrease in activity in
the 30-minute preincubation without NADPH samples.
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Table 11. Summary of results: In vitro evaluation of plazomicin as an inhibitor of human CYP
enzymes (Adapted from Table 3 in the study report)

Direct inhibition Time-dependent inhibition Metabolism-dependent inhibition
Zero-min preincubation 30-min prewzl.[l':;’al_tlmn without 30-min pr:llglt::'g:latlon with ootential for
Enzyme Substrate Inhibition Inhibition Inhibition metabolism-
e g | S | i gmt) | PR i | Reen | e
(%) ® %) ® (%) ®
CYP1A2 Phenacetin 7,300 + 1,100 62 §,100 +700 70 = 12,000 45 Little or no
CYP2B6 Efavirenz = 12,000 4.3 = 12,000 16 > 12,000 24 ND
CYP2CB Amodiaquine 7.500 + 600 Kl 5,600 + 1,100 80 7.500 + 600 B4 Little or no
CYP2C9 Diclofenac = 12,000 MA = 12,000 MA = 12,000 MNA ND
CYP2C19 S-Mephenytoin = 12,000 29 = 12,000 30 > 12,000 1.7 ND
CYP2D86 Dextromethorphan = 12,000 MA = 12,000 10 = 12,000 MNA ND
CYP3IAHS Midazolam = 12,000 MA = 12,000 37 > 12,000 MA ND
CYRIANS Testosterone > 12,000 MA = 12,000 HA > 12,000 MNA ND
a Average data (i.e_, percent of control activity) obtained from duplicate samples for each test aricle conceniration were used to calculate IC5 values.
b Inhibition observed (%) is calculated with the following formula {results are rounded to two significant figures):
Inhikition ohserved (%) = 100% — Percent solvent control.
c Metabolism-dependent inhibition was determined by comparison of ICz; values both with and without preincubation and with and without NADPH-
generating system present in the preincubation, by comparison of the obsenved inhibition (%) for all preincubation conditions and by visual ingpection of the

ICsq plots.
MNA Mot applicable. No value was obtained as the rates at the highest concentration of plazomicin evaluated (12,000 pg/mL) were higher than the control rates.

ND Mot determined. It is unknown whether the decrease in activity that follows an apparent concentration-dependent increase in marker substrate activity is due
to inhibition by plazomicin or if it is a retum to control-level activity.

Reviewer’s Comments:

e Due to the high plazomicin IC50 value for CYP1A2 (7300 pg/mL) and CYP2C8 (7500
pg/mL), plazomicin is unlikely to inhibit these two CYP enzymes at a clinically relevant
concentration (Cmax was about 46 pg/mL for cUTI patients).

e The Sponsor stated that the increase in CYP2B6, CYP2C9, CYP2C19, CYP2D6 and
CYP3A4/5 activity may be allosteric activation in which marker substrate activity gains
efficiency with increasing concentrations of plazomicin. No in vitro and in vivo
relationship has been established to further investigate this observation yet. The
plazomicin concentrations relating to this observation were all above 400 pug/mL which
is about 10- fold higher than Cmax with the therapeutic dose. Therefore, plazomicin is
not expected to stimulate the CYP enzymes under the therapeutic dose.
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Study Title: In Vitro Evaluation of Plazomicin as an Inducer of Cytochrome P450 Expression in
Cultured Human Hepatocytes (Study A15016-1490-AD)

The objective of this study was to investigate the effects of treating primary cultures of
cryopreserved human hepatocytes with plazomicin on the expression of cytochrome P450 (CYP)
enzymes.

Methods

Three preparations of cryopreserved human hepatocytes (HC10-10, HC10-8 and HC7-5,
respectively) supplied internally by @ \were treated with plazomicin (0.05, 0.1, 0.5,
1, 3, or 5.7 mg/mL) for three consecutive days. The vehicle control, negative, and positive
controls are listed in the table below.

Controls Compound name
Vehicle control DMSO

Negative control Flumazenil
CYP1AZ2 inducer Omeprazole
CYP2B6 inducer Phenobarbital
CYP3A4 inducer Rifampin

Approximately 24 hours after the last treatment, hepatocytes were lysed in Buffer RLT reagent
containing -mercaptoethanol (100:1), and cell lysates were stored at —80 = 10 °C.

Results
Please refer to Figures 2, 3, and 4 for the changes in mRNA levels after plazomicin treatment for
CYP1A2, CYP2B6, and CYP3A4.
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Figure 2. CYP1AZ2 fold change: The effect of treating cultured human hepatocytes with
plazomicin on CYP1A2 mRNA levels (Adapted from Figure 5 in the study report)

HC10-10 mRNA Fold Change n
0.1% DMS I 1.00 3
50 pg/ml Plazomici 0,724 3
100 pg'ml Plazomicin 0.758 3
500 pa'ml Flazamicin 0.924 3
1000 pgimiL Plazarnicin 1.13 3
3000 pg/ml Flazomicin 1.55 3
L
5700 pgiml Flazomicin 1.70 3
25 uM Flumazenil cEi_'_'H 0,953 3
50 pM Cmeprazole 7.3 3
{ 5 i 15 20
CYP1AZ2 mRNA Fald
HC10-8 mRNA Fold Change n
0.1% DM S ! 1.00 5
50 pg/ml Plazomici 177 0.916 3
100 pa'ml Plazomicin Py 0.921 3
500 pg/ml Plazomicin 1.46 3
1000 pgimiL Plazarmicin 2 1.14 3
3000 pg/ml Plazermicin mm’ 1.48 3
5700 pgimL Plazomicin 1.60 3
25 uh Flumazenil t:E—h 1.73 3
50 p Cmeprazole 17.8 3
Q 5 0 15 20
CYP1AZ mRNA Fald
HC7-5 mRNA Fold Change n
0.1% DMS I 1.00 3
50 ug/mL Plazomici 0.973 3
100 pg'ml Plazomicin 0.881 3
500 poy'ml Plazomicin A4 0.848 3
1000 pg/mi Plazomicin 0.832 3
3000 pgiml Flazomicin 112 3
5700 pa/ml Plazomicin - 1.99 3
25 ph Flumazenil GE'_'_'1 T3 0.636 3
50 pM Cmeprazole 12.3 3
{ 4 & 12 16
CYP1AZ2 mRNA Fald
Legend Vetick Cantrel [
n Mumber of replicates Plazomicin
Feld change values are relative to vehicle control, Mecative Contral
nomalized to GAPDH. Positive Confrol Bl
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Figure 3. CYP2B6 fold change: The effect of treating cultured human hepatocytes with

plazomicin on CYP2B6 mRNA levels (Adapted from Figure 7 in the study report)

HC10-10 mRNA Fold Change n
0,19 DMSO— ! 1.00 3
50 ug/ml Plazormici 0.833 3
100 py/ml Plazomicing? 0.755 3
500 po/ml PlazomicinZ2 [PEAEEEd 0.823 3
1000 .Iﬂﬂ FlazaricinfZ2 0.850 3
3000 pgiml Flazomicing 1.03 3
ST00 wgiml Flazomicin 1.12 3
25 ph Flumazenil =2 5 1.25 3
750 pM Phenobarbital 6.04 3
0 2 4 G &
CYP2BE mRMNA Fold
HC10-8 mRNA Fold Change n
0.1% DM S0 | 1.00 3
50 pg/mlL Plazomici 0.974 3
100 pgiml PlazomiciniZzs 1.01 3
500 pa/ml. FlazamicinZ2z 1.27 3
1000 pg'mil PlazarmicinfZes 1.13 3
3000 pgiml Flazomicin 0.937 3
5T00 waiml Flazemicin 22 - 0.846 3
23 ph Flumazenil = 15 1.27 3
750 uM Phenobarbital 7.20 3
0 2 4 [ 8
CYPZBG mRNA Fold
HC7-5 mRNA Fold Change n
0.1% DMS 1.00 3
50 ug'ml Plazormici 0.965 3
100 pa'ml Plazomicin 1.14 3
500 pg/ml Plazomicin 1.04 3
1000 pgiril Plazamicin 1.04 3
3000 pg'ml Plazomicin 1.08 3
ST00 wgiml Flazomicin 1.40 3
25 pM Flumazenil 0.954 3
750 pM Phenobarbital 428 3
0 2 4 G &
CYP2BE mRMNA Fold
Legend VieHcke Contrael [

n Number of replicates
Fold change values are relative to vehicle control,
nomalized to GAPDH.
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Figure 4. CYP3A4 fold change: The effect of treating cultured human hepatocytes with
plazomicin on CYP3A4 mRNA levels (Adapted from Figure 9 in the study report)

0 15 DA HG“]I"'“ mRNA Fold Change n
: o 1.00 3
50 pg'mL Plazemicin 0.883 3
100 pg'ml Plazomicind 0.886 3
500 pg/ml Flazamicin 1.02 3
1000 pgirmL Plazormicingz 1.08 3
3000 P/l Plazarmicin? _ 1.02 3
5700 pgiml Plazomicin (Z2 — 1.47 3
25 il Flumazenil == 3 1.71 3
20 M Rifampin 12.8 3
0 4 8 12 16
CYP3A4 mRNA Fald
0 15 DAS HC10-8 mRNA Fold Change n
: o 1.00 3
50 yg'mlL PlazomicindZ 0,952 3
100 pgfml PlazermicinZ2l 0.845 3
500 pg/ml PlazomicinZe 0968 3
1000 pgdmil PlazomicinE2a 1.22 3
A000 P/l Plazarmicin? 1.18 3
ST00 pg/ml Flazomicin 1.49 3
25 uh Flumazenil === 230 3
20 M Rifampin v.59 3
Q 2 4 G 8
CYP3A4 mRNA Fold
0 15 DA HC7-5 : mRNA Fold Change n
: 1.00 3
50 ug'ml Plazormicings 1.04 3
100 pgy'ml Plazomicin 0.991 3
500 pg/ml Plazamicin 0.761 3
1000 pgdml Plazarmicin 0634 3
3000 pgiml Flazomicin 0.348 3
5700 pgiml Plazemicin — 0.689 3
25 UM Flumazeni & 04 0 T2 0.900 3
20 pM Rifampin 14.2 3
a 4 <] 12 16
CYP3A4 mRNA Fald
Legend Vehicle Cantrol [
n Mumber of replicates Phzomicin g2
Feold change values are relative to vehicle control, Megative Contral 3
nomalized to GAPDH. Positive Control @l

Reviewer’s Comment:

e Per the FDA draft DDI guidance 20172, a > 2- fold increase in mRNA level relative to
vehicle control and a > 20% of the response of the positive control in the presence of an
investigational drug are interpreted as a positive result. It seems that plazomicin caused
little or no increase in CYP1A2, CYP2B6, and CYP3A4 mRNA levels in all three human
donor hepatocyte cultures tested.
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e Because CYP3A4/5 share the same nuclear receptor, PXR, with CYP2C, the negative
result for CYP3A4 induction eliminated the need for additional in vitro induction studies

for CYP2C8, CYP2C9, and CYP2C19.
e The invitro inducers and duration of treatment for the hepatocytes in this study are

acceptable.
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4.5.3 Study Title and Number: A Double-Blind, Randomized, Placebo-Controlled, Parallel-
Group, Single and Multiple Dose-Escalation Study to Assess the Safety, Tolerability, and
Pharmacokinetics of ACHN-490 (Plazomicin) Injection Administered Intravenously in
Healthy Subjects (ACHN-490-001)

Study Design

This study was designed to enroll 8 subjects into each of 4 cohorts (Cohorts 1 [1a and 1b
components], 2, 3, and 4), for a planned minimum of 32 subjects overall. Within each cohort, 6
subjects were to receive plazomicin injection and 2 subjects were to receive placebo. Planned
plazomicin injection dose levels were 1 mg/kg in Cohort 1a, 4 mg/kg in Cohort 1b, 7 mg/kg in
Cohort 2, 11 mg/kg in Cohort 3, and 15 mg/kg in Cohort 4. The same subjects were enrolled in
cohort 1a and 1b. Different groups of subjects were enrolled into each of Cohorts 2, 3, and 4.

In Cohort 1b and in each of Cohorts 2, 3, and 4, subjects first received a single-dose infusion;
subsequently, after safety data for the single dose infusion for the given cohort had been
reviewed (after an intervening period of at least 7 days after the single-dose infusion had been
received by the last subject in that cohort), subjects then received multiple daily infusions (at the
same dose level identified for the cohort) during a multiple-dose treatment segment. During the
multiple-dose segment, infusions were administered once daily for 10 days in Cohort 1b (4
mg/kg) and Cohort 2 (7 mg/kg), 5 days in Cohort 3 (11 mg/kg), or 3 days in Cohort 4 (15
mg/kg). Throughout the study, each dose of plazomicin or placebo was administered as an IV
infusion over 10 minutes. Safety was assessed in an ongoing manner throughout the study.

For Cohorts 1a, 1b, and 2, eighteen plasma samples for PK per subject were collected over 48
hours after the start of infusion on Day 1, Day 8, and Day 17, respectively. For Cohorts 3 and 4,
eighteen plasma samples for PK per subject were collected over 48 hours after the start of
infusion on Day 1, Day 8, Day 10 (Cohort 4 only), and Day 12 (Cohort 3 only), respectively.

Renal function was assessed at selected time points by estimating GFR via measurement of
iothalamate clearance, measurement of creatinine clearance based on serum and urine creatinine,
and calculated creatinine clearance based on serum creatinine. The GFR estimation by
measurement of iothalamate clearance was performed before administration of the single-dose
plazomicin infusion, before administration of the first plazomicin infusion of the multiple-dose
segment, and after the final plazomicin infusion of the multiple dose segment. A sub-report
regarding iothalamate study was submitted separately. A review for the iothalamate study is
included at the end of this review.

PK Evaluation
Pharmacokinetic parameter estimates for plazomicin were calculated by standard
noncompartmental methods, based upon actual specimen collection times.
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Tables 1 and 2 summarize the plasma and urine plazomicin PK parameters following a single 1V
dose and following the last daily repeat IV dose of plazomicin, respectively.

Table 1. Mean (SD) Plasma and Urine Plazomicin Pharmacokinetic Parameters following a
Single Intravenous Injection of plazomicin (Adapted from Table 1 in APPENDIX PK Study

Report in Clinical Study Report ACHN-490-001)

Plazomicin Dose

1 mg/kg 11 mg/kg 15 mg/kg
PK Parameter | (N=5) 4 mg/kg (N=5) | 7mg/kg (N=5) | (N=6) (N=6)
AUCO-inf
(ug*h/mL) 14.5 (1.2) 64.8 (8.8) 88.8 (11.2) 181 (35.6) 246 (39.2)
Cmax
(ug/mL) 8.1 (0.7) 43.1 (6.5) 455 (6.8) 114 (26.5) 144 (45.1)
T1/2 (hr) 4.02 (0.75) 3.65 (0.37) 3.10 (0.40) 3.33(0.52) 3.37 (0.82)
Ae (%) 87.3(4.1) 85.4 (6.5) 92.1 (5.0) 85.2 (6.9)* 88.9 (5.5)

*nN=5

Ae (%): urinary excretion

Table 2. Mean (SD) Plasma and Urine Plazomicin Pharmacokinetic Parameters following the
Last Daily Repeat Dose Intravenous Injection of plazomicin (Adapted from Table 2 in
APPENDIX PK Study Report in Clinical Study Report ACHN-490-001)

Plazomicin Dose

4 mg/kg daily x 10 | 7 mg/kg daily x 10 | 11 mg/kg daily x 5 15 mg/kg daily x 3

PK Parameter | days (N=6) days (N=6) days (N=6) days (N=6)
AUCO0-24

(ug*h/mL) 53.7 (4.8) 88.5(8.1) 145 (14.4) 224 (37.4)

Cmax (ug/mL) | 31.0 (2.5) 43.0 (6.8) 86.5 (19.5) 117 (28.1)

T1/2 (hr) 4.27 (1.03) 4.06 (0.91) 4.08 (0.68) 4.06 (0.71)

Ae (%) 99.5 (6.3) 91.9 (4.4) 96.8 (5.2) 77.8 (9.1)

Conclusion

e The PK of plazomicin [AUC (0-24), Cmax, and Cmin] was approximately dose
proportional in a range from 4 mg/kg to 15 mg/kg. It appears that no dose accumulation
was observed after repeated once daily dose from 4 mg/kg to 15 mg/kg.

e The Sponsor submitted their bioanalytical report entitled “HPLC/MS/MS Bioanalysis of
ACHN490 from Human Plasma and Urine and lothalamate from Human Plasma” in the
Clinical Study Report Amendment to support Study ACHN-490-001. The method was
validated by ®@ and described in the final validation report AV08-
ACHN-490-02 (module 5.3.1.4). Please refer to QBR 4.1 Summary of Bioanalytical
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Method Validation and Performance for details. Based on the description in the
bioanalytical report for Study ACHN-490-001, the performance of the bioanalysis is
acceptable.

e The percentages of unchanged plazomicin excreted in urine in this study are lower than
the mass balance study results. (APPENDIX 4.5.5) (i.e., 88.9% versus 97% after a 15
mg/kg single dose). It may be due to the relatively short urine collection time in his study
compared to the mass balance study (i.e., 48 hours versus up to 7 days).

IOTHALAMATE CLEARANCE STUDY REPORT
Objective
e To evaluate the effect of plazomicin on renal function as assessed by plasma iothalamate
clearance after single-dose intravenous (IV) administration of iothalamate.

Endpoint
e Change in plasma iothalamate clearance from baseline

Study Design

Subjects in Cohort 1a and 1b received iothalamate as a 10-minute IV push of 4 mL/kg, up to a
maximum of 300 mL (90 g). Subjects in Cohort 2-4 received iothalamate as a 5-minute IV push
of 30 mL (9 g).

Blood samples for measurement of iothalamate in plasma were drawn relative to dosing as
follows:
e Cohort 1a (1 mg/kg ACHN-490 or placebo): Day -1 and 7: predose, and 1, 2, 4, and 8
hours after the start of the infusion
e Cohorts 1b (4 mg/kg ACHN-490 or placebo) and 2 (7 mg/kg ACHN-490 or placebo):
Days -1, 7, and 18: predose, and 1, 2, 4, and 8 hours after the start of the infusion
e Cohort 3 (11 mg/kg ACHN-490 or placebo): Days -1, 7, and 13: predose, and 1, 2, 4, and
8 hours after the start of the infusion
e Cohort 4 (15 mg/kg ACHN-490 or placebo): Days -1, 7, and 11: predose, and 1, 2, 4, and
8 hours after the start of the infusion
The analytical method (LC/MS/MS) was developed and validated at Rl
@@ (AV08-ACHN490-02).

Plasma iothalamate clearance was calculated using standard noncompartmental methods of
analysis using a constant infusion model, based upon the actual collection times, and is reported
in clearance units (mL/min). Change from baseline (CFB) was calculated using baseline
clearance values on Day -1 and Day 7 utilizing the following the equation below:

Change from baseline (mL/min) = CLio following multiple dose of plazomicin — CLio baseline
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Results
Data for all 31 subjects who received iothalamate were included in the PK analysis.

Table 3 provides a summary of iothalamate clearance values at baseline (Day -1 and Day 7) and
24-hours post plazomicin treatment (Day 11, Day 13, and Day 18).

Table 3. Arithmetic Mean (SD) Plasma lothalamate Clearance at Baseline (Day -1 and
Day 7) and 24 Hours following the Last Once-Daily Intravenous Infusion of Plazomicin
(Day 11, 13, or 18)

Iothalamate Clearance (ml/min)
ACHN-490 Dose Group
All Flacebo 4 mg'ks Tmg'ks 11 mekg 15 me'ks
Study Day N=§ N=i N=t N=f N=5
Baseline, Day -1 31 202 183° 61" 258
(41.5) (46.5) (31.0) (35.3) {42.5)
Baseline, Day 7 236 134 200 266 250
(42.0) (41.8) (21.7) (24.4) 28.7)
Post Last Dose 249 145 230 263 222
Day 11, 13, or 18 (323 (59.0) (33.1) (223 (20.4)
b. N=4
c. N=7

Table 4 and Table 5 provide a summary of change from baseline (Day -1 and Day 7,
respectively) in plasma iothalamate clearance values at the end of multiple dosing.

Table 4. Summary (Mean £SD) of lothalamate Plasma Clearance Change from Baseline

(Day -1) to 24 Hours following the Last Once-Daily Intravenous Infusion of Plazomicin or
Placebo [Days 11 (15 mg/kg), 13 (11 mg/kg), or 18 (4 mg/kg and 7 mg/kg)) (Adapted from
Table 3 in the report of sub-Study lothalamate Clearance under protocol # ACHN-490-001)

Change from Baseline (mL/min)?
Plazomicin Dose Group
All
Post Last Dose versus Placebo | 4 mg/kg | 7 mg/kg | 11 mg/kg | 15 mg/kg
Day -1 (N=7) | (N=4) (N=4) (N=4) (N=5)
CFB* 24-hr post 18.8 43.8 51.3 7.56 -36.2
plazomicin treatment | Mean (SD) | (41.6) (20.5) (5.79) (26.8) (14.2)
CFB 24-hr post Value 1 62.8 54.1 -16.9 -14
placebo treatment Value 2 NA 66.2 10.9 -31.4

2Change from Baseline (mL/min) = CLio following plazomicin — CLio baseline.

Reference ID: 4265582
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Change from Baseline (%) = [(CLio following plazomicin — CLio baseline)/CLio baseline] * 100
*CFB: change from baseline

Table 5. Summary (Mean £SD) of lothalamate Plasma Clearance Change from Baseline
(Day 7) to 24 Hours following the Last Once-Daily Intravenous Infusion of Plazomicin (Day 11,
13, or 18) (Adapted from Table 4 in the report of sub-Study lothalamate Clearance under
protocol # ACHN-490-001)

Change from Baseline (mL/min)
Plazomicin Dose Group
All
Post Last Dose versus Placebo 4 mg/kg 7mg/kg | 11mg/kg | 15 mg/kg
Day -1 (N=8) (N=6) (N=4) (N=4) (N=5)
CFB* 24-hr post 12.7 22.2 39.4 -2.86 -36.9
plazomicin treatment | Mean (SD) (34.8) (24.2) (22.3) (26.4) (9.91)
CFB 24-hr post Value 1 28.4 35.9 -11.9 -45.1
placebo treatment Value 2 35.4 64.9 -1.52 -4.13

Reviewer’s Comments:

e The plasma iothalamate clearance values summarized in Table 3 are much higher than
the normal GFR (~100 mL/min). Given that plasma iothalamate clearance is calculated
by dividing the dose administered by the AUC, the higher than expected iothalamate CL
values may be due to an underestimated AUC. The half-life of iothalamate is about 1 hr
and plasma samples were collected to 8 hours for the estimation of iothalamate PK
parameters, thus long enough® °. However, plasma samples were only collected at four
time points at baseline, and post plazomicin treatment and iothalamate plasma
concentration were estimated using non-compartment analysis, which may result in the
inaccurate estimation of AUC.

e Per the Summary of Analytical Batches for lothalamate in the Bioanalysis Report for
Study ACHN-490-001, different cohorts were analyzed separately. Therefore, to correct
the impact of assay factors to the results, the reviewer subtracted the arithmetic mean of
Placebo CFB from ACHN-490 CFB for each cohort. The results are summarized in table
below.

e Because the values of baseline iothalamate clearance were above 200 mL/min in this
study and the variability of CFB values in most cohorts are large, it is not possible to
conclude whether plazomicin treatment has an impact on GFR based on the change of
iothalamate clearance.

% Agarwal R et al. Clin J am Soc Nephrol. 2009 Jan; 4(1):77-85
10 Dowling T et al. Pharmacotherapy 1999 Nov; Vol 19: 943-950
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e Measured creatinine clearance was assessed by calculation of creatinine clearance from
24-hour urine samples collected before administration of the plazomicin on Day 1 of both
the single-dose and multiple-dose segments, and on the day after the last dose. No
individual calculated creatinine clearance data based on measured urine creatinine were
identified in this application. Therefore, it is not possible to calculate the individual
creatinine clearance change from baseline following plazomicin treatment. Based on the
summary of measured creatinine clearance from the 24-hour urine data in Study ACHN-
490-001, Creatinine clearance did not decrease significantly post plazomicin treatment
(Figure 1). Therefore, it appears that the renal function did not change significantly at
the end of plazomicin treatment in healthy adults with normal renal function at baseline.
However, the treatment duration of plazomicin 15mg/kg in this study is only for three

days.
4 mg/kg 7 mg/kg 11 mg/kg 15 mg/kg
(10 days) (10 days) (5 days) (3 days)
Mean CFB 24-hr post -19 -8.85 10.56 -13.5
plazomicin treatment
minus mean placebo CFB
in the same cohort (Day -
1)
Mean CFB 24-hr post -9.7 -11.0 3.85 -12.29
plazomicin treatment
minus mean placebo CFB
in the same cohort
(Day 7)
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Figure 1. Measured Creatinine Clearance (mL/min) based on 24-hour Urine Collection by
Treatment Group (Adapted from Figure 12-3 from the report of Study ACHN-490-001)
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Conclusion

Differences among dose cohorts in change from baseline in iothalamate clearance were
observed, however, there was no consistent trend in these changes from baseline that might be
suggestive of a drug effect.
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4.5.4 Study Title and Number: A Phase 1 Study to Assess the Pharmacokinetics, Safety,
and Tolerability of Intravenous ACHN-490 (Plazomicin) Injection in VVolunteers with
Varying Degrees of Renal Dysfunction Compared to Healthy Volunteers (ACHN-490-004)

Study Design

A total of 24 subjects were enrolled, with 6 subjects in each of four groups (Table 1) based on

renal function as determined by CrCl, calculated using the Cockcroft-Gault equation:

[140 — age (years)] » weight (kg)
72 * serum creatinine (mg/dL)

Calculated CrCl (mL/min) = (> 0.85 for females)

Table 1. Renal Function Groups Based on Creatinine Clearance

Group Renal function group Calculated CrCl
I Normal renal function = 90 mL/nun
I Mild renal dysfunction 60—89 ml./min
I Moderate renal dysfunction 30-29 ml/min
v Severe renal dysfunction 15-29 mlL/min

All subjects received a single, 7.5 mg/kg dose of plazomicin injection, which was administered
by intravenous infusion over 30 minutes on Day 1. Blood and urine samples for laboratory
and/or PK assessments were obtained starting on Day 1 and ending on Day 5. Thirteen plasma
samples for PK per subject were collected over 96 hours after the start of infusion. Pooled urine
samples were collected from the start of the infusion to 48 hours. Safety laboratory testing was
repeated on Day 14 (follow-up) if any clinically significant changes from baseline had occurred
following dosing. Subject participation completed upon a follow-up visit on Day 14.

Pharmacokinetic Results
Table 2 summarizes plazomicin PK parameters across different renal function groups.
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Table 2. Plazomicin Plasma Pharmacokinetic Parameters (Selected) by Renal Function (PK
Analysis Population) (Adapted from Table 7 in the report of Study ACHN-490-004)

Normal renal Mild renal Moderate renal Severe renal
function dysfunction dysfunction dysfunction
Plasma Parameter (N=6) (N=6) (N=6) (N=6)

Cpax (mg/L). mean (SD) 37.9(5.01) 32.8 (4.30) 39.2(6.43) 41.4(7.83)
Tuax (h), median 0.6 (0.6, 1.0) 0.6 (0.6, 0.75) 0.6 (0.6, 0.75) 0.6 (0.6.0.62)
{(min. max)
AUC)., (mg = /L), 136 (17.2) 138 (23.7) 281 (96.0) 647 (259)
mean (SD)
ty» (h), median 33.8(28.1,62.4) 26.6 (229, 32.7) 20.3(16.3,32.4) 24.7(15.6. 33.5)
(min., max)*
CLt (L/h), mean (SD) 4.64(1.17) 3.98 (0.481) 2.25(0.685) 0.96 (0.379)
Vi (L), mean (SD) 36.0(7.76) 28.5(2.17) 25.8 (6.96) 25.1(7.89)

& terminal elimination ty».
Please refer to Table 3 for the mean plazomicin urine PK parameters by renal function.

Table 3. Mean (SD) Plazomicin Urine Pharmacokinetic Parameters by Renal Function (PK
Analysis Population) (Adapted from Table 9 in the report of Study ACHN-490-004)

Normal renal Mild renal Moderate renal Severe renal
function dysfunction dysfunction dysfunction
Urine Parameter (N=06) (N=6) (N=06) (N=06)
Aeg.ys (mg) 398 (168) 447 (84.7) 449 (77.2) 317 (88.5)
Ae% 62.8 (20.4) 82 (9.71) 77 (3.37) 58.0(12.9)
CLg (L/h) 3.11 (1.60) 3.29(0.165) 1.82(0.592) 0.703 (0.315)

Reviewer’s Comment: It was observed that the renal clearance (CLr) of plazomicin was lower in
the subjects with normal renal function (67% of the CLt) compared to the one from population
PK model (89%) and other renal function groups. The Sponsor stated it may due to lower than
expected urinary recovery of plazomicin (39%, 43.9%, and 53.6%) in three of the six subjects in
normal renal function group. Scrutiny of the clinical and analytical information from these
subjects failed to identify a reason that could be directly attributed to recording of data or
sample assay errors, although errors in sample collection could not be ruled out.
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Conclusion

Reference ID: 4265582

It appears that Cmax of plazomicin was not significantly different across renal function
groups.

The plazomicin CLr for subjects with moderate or severe renal impairment was about
50% and 20% of the one for subjects with normal renal function, respectively.
Consequently, their corresponding AUCo-» was 1.98- and 4.42-fold higher than the one for
subjects with normal renal function, respectively.

Given the results of this study, dose adjustments will be required for subjects with
moderate or severe renal dysfunction.

Based on the description in the bioanalytical report (see QBR 4.1 Summary of
Bioanalytical Method Validation and Performance), the performance of the bioanalysis in
this study is acceptable.
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4.5.5 Study Title and Number: A Phase 1, Open-Label Study to Assess the Metabolism,
Excretion, and Mass Balance of [**C]-Plazomicin Following a Single 1V Infusion in Healthy
Adult Male Subjects (Study ACHN-490-010)

Objectives
Primary:

e To determine the major route(s) of elimination and the overall mass balance of
plazomicin following a single 30-minute IV infusion of 15 mg/kg of [**C]-plazomicin in
healthy adult male subjects;

Exploratory:

e To examine the metabolic profile of plazomicin and identify major metabolites in plasma,

urine and feces.

Study Design

The study consisted of a screening period of up to 21 days, a check-in day (Day -1) on the day
before study treatment administration, a single dose of study treatment on Day 1, followed by
bio-specimen collection until Day 7 or 8 (Twenty-two plasma samples per subject were collected
until Day 7 and urine and feces samples were collected until Day 8).

The investigational drug product was prepared by the ®®@ as a 50 mg/mL
plazomicin (5.49 uCi/mL) solution for IV injection by mixing [**C]-plazomicin sulfate powder
with unlabeled plazomicin powder and dissolving in sterile water.

There was 1 major protocol deviation related to missing urinalysis sample collection
observed during this study:
e Urine samples were not collected in error on Day 4 for urinalysis testing for all subjects.
The protocol did not require urinalysis labs to be run after Day 4, so no post-dose urine
labs were reported for subjects on the study.

The profiles of plazomicin metabolites were provided in a sub-study report entitled “Metabolite
Profiling of Samples Derived from Humans Intravenously Administered [**C]-Plazomicin by
HPLC and Accelerator Mass Spectrometry (HPLC+AMS) (Protocol 167/001)” prepared by

®® The urine pool sample was analyzed directly by high-performance liquid
chromatography (HPLC) and the plasma pool sample underwent protein precipitation extraction,
prior to HPLC fractionation. Full profiles were generated by collecting HPLC fractions during
the entire length of the run and then analyzing each fraction, or fractions pooled across an HPLC
region, by Accelerator Mass Spectrometry (AMS). The total radioactivity recovered from each
fraction or fraction pool was converted to a percentage of the total collected from all fractions to
determine the relative amounts of [X*C]-plazomicin related analytes present in each pooled
sample.
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Results

Figure 1 is the plasma and whole blood total radioactivity concentration equivalents and plasma
plazomicin concentration versus time curve. Table 1 describes the summary of PK parameters of
plasma total radioactivity and plasma plazomicin concentrations. The mean plasma plazomicin /
mean plasma total radioactivity ratio based on AUC 0-o0 (68.10%) is lower than the one based on
AUC o.tor AUC o.24 (about 82%). This may due to the long PK sample collection time (7 days)
and higher assay sensitivity of liquid scintillation counting (LSC) compared to LC/MS/MS. The
terminal elimination half-life reported in this study is longer than the ones in other PK studies.
This also may be due to the long PK sample collection time (i.e., 7 days) and assay method (i.e.,
LSC).

Table 2 describes the total radioactivity and plazomicin recovered in urine. The total
radioactivity recovered in the urine (89.2%) was lower than the cumulative amount of
plazomicin excreted unchanged in urine (97.2%) for unknown reason(s).

Figure 1. Arithmetic Mean Plasma and Whole Blood Total Radioactivity Concentration
Equivalents and Plasma Plazomicin Concentrations versus Time Following a Single IV Infusion
of 15 mg/kg [**C]-Plazomicin (Semi-Log Scale) (Adapted from Figure 11-2 in the report of
Study ACHN-490-010)

10004 @ =

= i 2 Whole Blood Radioactivity-Equivalent Concentration

E &% ®--9 Plasma Radioactivity-Equivalent Concentration

oy f “— =% Plasma Plazomicin Concentration

= Y TR

g i l‘h @,

£ | %y e,

g @ = S

g 4 N.F =,

5 | S 0w

© 1004 B..

g T €

50 =

E E -9

E 1.0 4 B . -y

-3 —g

=

8

g

=

3

g

=

= 0.1+ T T T T T T L S S B B S I S S B B B e e B L |
0 2 4 6 8 10 12 14 16 18 20 22 24 26

Time (hr)

Source: Table 14.2.1.1, Table 14.2.1.3 and Table 14.2.2.1
Program: /CA20997/sas_prg/pksas/adam_intex!_meangraph.sas 10NOV2017 14:37

128

Reference ID: 4265582



Table 1. Summary of Plasma Total Radioactivity and Plasma Plazomicin Pharmacokinetics
Following a Single IV Infusion of 15 mg/kg [14C]-Plazomicin (Adapted from Table 11-2 in the
report of Study ACHN-490-010)

PK Parameters Plasma Total Plasma Plazomicin Mean Plasma
Radioactivity (CV%) Plazomicin/ Mean
(CV%) Plasma Total

Radioactivity

AUCo.t (mg-hr/L or mg | 325 (12.1) 266 (11.5) 81.85

eq*hr/L)

AUCast (mg-hr/L or mg | 325 (12.1) 267 (11.4) 82.15

eq*hr/L)

AUCo.. (mg-hr/L or 395 (24.0) 269 (11.4) 68.10

mg eq*hr/L)

Cmax (mg/L or mg 99.0 (5.8) 92.1(8.4) 93.03

eqg/L)

Tmax (hr)* 0.513 (0.513, 0.516) | 0.504 (0.503, 0.505)

CLt (L/hr) 4.76 (17.1)

Vss (L) 33.4 (21.0)

t12** (hr) 93.5(100.2) 70.6 (31.8)

Parameters are presented as geometric mean and geometric CV%.
*Tmax is presented as Median (Minimum, Maximum)

N=6 for all parameters and n=5 for plasma total radioactivity estimates of AUCo... and t12
**terminal elimination half life

Table 2. Summary of Urinary Total Radioactivity and Plazomicin Pharmacokinetics Following a
Single IV Infusion of 15 mg/kg [**C]-Plazomicin (Adapted from Table 11-4 in the report for

Study ACHN-490-010)

Fharmacolkinetic
Parameters Urine Total Radioactivity TUrine Plazomicin
Cumie (mg or mg aq) 1140 (177 1250 (16.6)
Curmn % Diose (Ta) 891 (B.3) 275 (74
CLr (L 'hr) 464235

Parameters are presented as geometric mean and geometric CV %.
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Figure 2. Total Radioactivity in Urine, Feces, and Urine + Feces Versus Collection Interval
Following a Single 1V Infusion of 15 mg/kg [**C]-Plazomicin (Linear Scale) (Adapted from
Figure 11-3 in report of Study ACHN-490-010)
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Figure 2 shows arithmetic mean cumulative percent of [**C]-plazomicin dose excreted based on
total radioactivity in urine, feces. The cumulative geometric mean of total radioactivity recovered
in feces was 2.08 mg eq or 0.162% of the total radioactivity dose. Due to the trace level of
radioactivity in feces, metabolite profiling was conducted in plasma and urine only.

In the plasma (pooled samples from different time points, N=6) profile, 94.3% of the
radioactivity was in fractions from 13.75-14.5 min, which co-eluted with the spiked unlabeled
plazomicin reference standard. Of the remaining radioactivity recovered in the plasma profile, no
region contained levels of radioactivity higher than 2.2% or exhibited a peak on the radio
chromatogram. In the urine profile (pooled samples, N=6), 93.6% of the recovered radioactivity
was attributed to plazomicin. Of the remaining radioactivity recovered in the urine profile, no
region had radioactivity higher than 1.3% or exhibited a peak on the radio-chromatogram.

Reviewer’s comments:

e The mass balance study was performed by plazomicin plasma and urine
drug concentrations were measured using LC/MS/MS by OO the
profiles of plazomicin metabolites were provided by ®@ The assays for all
parts appear to be acceptable.

(b) (4)
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Conclusion
Plazomicin was eliminated as unchanged drug by the kidney and thus did not appear to be
metabolized to any appreciable extent.
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4.5.6 Study Title and Number: A Phase 1, Open Label, Randomized, 2-Period, 2-
Treatment, Crossover Study to Assess the Effect of Plazomicin on the Pharmacokinetics of
Metformin in Healthy Subjects (ACHN-490-011)

Study Objectives

Primary

To evaluate the effect of a single dose of plazomicin (15 mg/kg administered as a 30-minute IV
infusion) on the single dose plasma PK of metformin in healthy subjects.

Secondary
e To assess the safety and tolerability of plazomicin when administered in combination
with metformin.
e To evaluate metformin urine PK when administered with and without plazomicin.
e To evaluate plazomicin plasma PK when administered in combination with metformin.

Study Rationale

Based on the in vitro study results, plazomicin is a potential inhibitor of MATEL and MATE2-K
transporters (APPENDIX 4.5.2). Therefore, an in vivo DDI study was conducted using
metformin as a substrate.

Study Design

Subjects randomized to Sequence 1 received a single oral dose of immediate-release metformin
tablet (850 mg) on Day 1 (Treatment Period 1). Following a 7-day washout period between
doses, subjects concurrently received a single oral dose of metformin (850 mg) and a single 30-
minute 1V infusion of plazomicin (15 mg/kg) on Day 8 (Treatment Period 2). In both periods,
fifteen blood samples per subject were collected to measure plasma metformin or metformin and
plazomicin concentrations for up to 24 hours post-dose of metformin. Urine samples were
collected for up to 24 hours post-dose after each metformin dose for determination of metformin
renal clearance. Subjects randomized to Sequence 2 concurrently received a single dose of
metformin (850 mg) and a single 30-minute 1V infusion of plazomicin (15 mg/kg) on Day 1
(Treatment Period 1) and received a single dose of metformin (850 mg) on Day 8 (Treatment
Period 2) after a 7-day washout period.

Results

Pharmacokinetic Results

Refer to Figure 1 for the mean plasma metformin concentration time profile with and without
plazomicin, Table 1 for the summary of metformin PK parameters with and without plazomicin,
Table 2 for statistical results of the metformin parameter comparisons.
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Figure 1. Mean Plasma Metformin Concentration-Time Curves Following a Single Oral Dose of
Metformin (850 mg) Alone and Single Oral Dose of Metformin (850 mg) With an IV Infusion of
Plazomicin (15 mg/kg)
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Table 1. Summary of Plasma Metformin Pharmacokinetics Following a Single Oral Dose of
Metformin (850 mg) Alone and Single Oral Dose of Metformin (850 mg) With an IV Infusion of
Plazomicin (15 mg/kg) (Adapted from Table 11-2 from the report for Study ACHN-490-011)

Pharmacokinetic
Parameters

Metformin Alone

Metformin + Plazomicin

AUCO-tlast (hr*ng/mL)

8740 (32.2) [n=16]

9060 (35.6) [n=16]

AUCO-inf (hr*ng/mL)

9010 (31.6) [0=16]

9370 (34.3) [0=16]

Cmax (ng/mL) 1430 (29.0) [n=16] 1490 (34.5) [0=16]
Tmax (hr) 2.50 (1.50, 4.00) [n=16] 3.00 (1.50, 4.00) [o=16]
CL/F (L'hr) 73.6 (31.6) [n=16] 70.8 (34.3) [n=16]
VzF (L) 459 (28.8) [o=16] 406 (31.6) [n=16]
Kel (1/hr) 0.160 (23.5) [n=16] 0.174 (22.7) [n=16]
T1/2 (hr) 433 (23.5) [n=16] 3.98 (22.7) [n=16]

Parameters are presented as Geometric Mean (Geom CV%)
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Table 2. Statistical Analysis Results of Metformin Pharmacokinetic Parameters Following a
Single Oral Dose of Metformin (850 mg) With an IV Infusion of Plazomicin (15 mg/kg) Versus
a Single Oral Dose of Metformin (850 mg) Alone (Adapted from Table 11-3 in report of Study
ACHN-490-011)

GLSM* Ratio %
Parameter n (metformin+plazomicin/metformin only) 90% CI
AUCO-inf 16 103.95 94.16-114.76
Cmax 16 104.49 95.05-114.87
*Geometric least-squares means (GLSM) are calculated by exponentiating the LSMs derived
from the ANOVA.

Ratio of geometric least-squares means (GLSM) = 100*(test/reference)

The total cumulative percentage of metformin excreted in urine reached approximately 40% of
the administered dose by the end of the sample collection interval. A similar urinary excretion
profile was also observed following a single oral dose of metformin (850 mg) with an IV
infusion of plazomicin (15 mg/kg), the Geometric Mean maximal metformin excretion was
achieved between 0 to 8 hours post-dose and 40% of the administered metformin dose was
recovered in urine by 24 hours post-dose. Please refer to Table 3 for details.

Table 3. Summary of Metformin Urinary Pharmacokinetic Parameters Following a Single Oral
Dose of Metformin (850 mg) Alone and Single Oral Dose of Metformin (850 mg) With an 1V
Infusion of Plazomicin (15 mg/kg) Recovered within 24 hours Post-dose (Adapted from Table
11-4 in report of Study ACHN-490-011)

Urine
Parameters Metformin Alone Metformin + Plazomicin
CumAe (mg) 265 (25.1) [n=16] 276 (25.8) [n=16]
CumFe (%) 40.0 (25.1) [n=16] 41.7 (25.8) [n=16]
CumAe: Cumulative amount of analyte excreted in the urine, calculated for each collection
interval

CumFe: Cumulative percentage of administered dose recovered in the urine, calculated for each
collection interval.

Following a single oral dose of metformin (850 mg) with an 1V infusion of plazomicin (15
mg/kg), the geometric mean AUCo.» values of plazomicin was 245 hr*mg/L. Geometric mean
clearance and apparent volume of distribution were 4.64 L/hr and 17.3 L, respectively. The
geometric mean half-life of plazomicin was 3.81 hours.

Conclusion
e The study design appears acceptable to evaluate the DDI between metformin and

plazomicin. Plazomicin did not affect the PK of metformin, indicating that plazomicin is
not a MATE transporter inhibitor in vivo.
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e The plazomicin PK parameters in this study were in line with the ones for healthy
subjects receiving same dose in other studies.
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