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APPENDIX

Table of the Studies:
Daptornycin : Compatrator
Protocol Regimen | N Regimen [ N Type of Study
COMPLICATED SKIN AND SKIN STRUCTURE INFECTIONS (cSSSI)
CSR-DAP- | Daptomycin: 4 mg/kg Zi2% | Vancomyan: 1 g administered 2i5% Phase 111, active-
9801 administered 1V. qd. for 71014 | 2 | LV. BIDx7 to 14 days #5 | controbed, randomized
3/15/99 - days a0e | Or selected semi-synthetic 2126 (1:1 ravo), investigator-
8/2/01 23e | penicillins: 29 blinded,
' 1878 | Nafcillin4to12g1V.qd. in 1898 Mulacenter (69)
cqually divided doses for 7 to 14
days

Cloxadllin 410 12glV.qd. in
cqually dimded doses for 7 to 14
days

Onadillin 410 12g1.V. qd. in
equally divided doses for 7 to 14
davs.

Duration of treatment Maximum study duration from Pre-therapy to Post-Study was to be 44 days. Study drug was to be administered
for 7 to 14 days, followed by TOC and Post-Study visits conducted 7 to 12 and 21 to 28 days, respectvely, after the last dose of study
drug. Therapv could be extended bevond 14 davs with the approval of the Medical Monitor.

Pnmary efficacy: The primary outcome vanable was the Sponsor-Defined Clinical Outcome, which was based on the Invesugator’s
cvaluanon of Clinical Response at the TOC visit, with adjustment for specific events {e.g., removal surgen) and evaluabiliry criteria.

Objecove: The primary objectives of this study were to compare the safety and to demonstrate the equivalent efficacy of 1.V.
Dapromycin to that of 1.V. Vancomycin or selected 1.V. semi-synthedc penicillins in the treatment of ¢SSSI due to Gram-positive
bacteria.

CSR-DAP- | Daptomvan: 4 mg/kg Zi68 | Vancomyein: 1 g administered 2054 Phase 111, actve-
9901 administered V. qd. for 7to 14 | 27 | 1.V. BIDx7 to 14 days 23 controlled, randomized
2104 . . 2924 Cy .
3/17/00 - days 213e | Or selected semi-synthetic 2550 (1:1 rado), investigator-
12/28/00 245w | penicillins: 262w blinded,
19%e | Oxacillin 4t012g1.V.qd.in 21a Muldcenter (67)
equally divided doses for 7 to 14
days

Cloxacillin4t012g1.V. qd. in

equally divided doses for 7 to 14
days

Flucloxacillin 4 to 12g1.V. qd.

in equally divided doses for 7 to
14 days.

Duradon of treatment see Studv CSR-DAP-9801.

Priman efficacy: see Studv CSR-DAP-9801.

Objectve: see Srudv CSR-DAP-9801.

# Number of all enrolled and randomized; ~ Numbser of safery (as treated); & Number of ITT; ¢ Number of MITT; ¥ Number of clinically
evaluable: 8 Number of microbiclogicallvy evaluable
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Reviener’s Note: Throughout the revien, the following terms are abbreviated and referred to as:

AE = adverse event; BID = tuice datly; CE = clinically evaluable; Comparator = Vancomydin or semi-
gynthetic Penialling; Daptomycin = Cubicin™ (Daptonrycin for Injection) (ciproflxacin 0.3% and
dexamethasone 0.1% ofic suspension); ¢SSS1 = complicated skin and skin structare infections; EOT = end
of treatment; ITT = intent-to-treat; LV. = intravenons; ME = microbiologically evaluabley MITT =
modified intent-to-treat; MO = Medical Officer, QD = once daily; TOC = test of cure; SOC = gystem
organ class.

Confidence intervals for differences in outcome rates (Daptomyan minus control) are reported as ,, ,l, #),1,»
where n, is the number of Daptomycin subjects, n, is the number of control subjects, | and u are the lower and
upper bounds of the 95% confidence interval, respectively, p, is the response rate in Daptomycin subjects, and
P #5 the response rate in control subjects.
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NDA 21-572 Statistcal Review and Evaluadon
Cubicin™ (Daptomydn for Injecton) Error! Not a valid link.

1 EXECUTIVE SUMMARY

1.1 CONCLUSIONS AND RECOMMENDATIONS

This NDA submission supported by two pivotal studies was to evaluate the efficacy and
safety of Daptomycin in the treatment of ¢SSSI.

Both studies 9801 and 9901 showed therapeutc non-inf¥riority to the approved comparator.
These studies support approval of Daptomycin (4 mg/kg 1.V. QD x 7 to 14 days) for the cSSSI
indicatdon.

In additdon, both pivotal studies demonstrated that Daptomvycin and its comparator
| _ promy p
provided substantially comparable safery profiles.

Based on the above findings, it is the opinion of this reviewer to conclude that the accessible
data from two pivotal studies of this submission supported the use of Daptomycin with
proposed treatment regimen in the treatment of cSSSI and the trial provided sufficient
evidence to confirm that Daptomycin as an effectve and safe medicine in this indication.

1.2 BRIEF OVERVIEW OF CLINICAL STUDIES

The sponsor submitted this NDA in order to obtain approval to market its Daptomycin (4
mg/kg 1.V. QD x 7 to 14 days) for thetreatment of ¢SSSI. Daptomycin is a novel cyclic
ipopeptde antibiotic being developed for treatment of serious and life-threatening Gram-
positdve infections, and it is claimed to be rapidly bactericidal in vitro against most clinically
significant Gram-positve pathogens, including drug-resistant strains such as Methicillin-
1esistant staphylococci. Daptomycin is said to be effective against clinical isolates in several
different animal models of infecdon and the data from Phase II clinical tals also suggested
that Daptomycin might be effective in treating such infecton. This Phase III clinical tnal
was designed to compare the safety and efficacy of Daptomycin with that of current
convenuonal therapy in the treatment of cSSSL.

The two studies were muldcenter, investigator-blinded, randomized, comparatve, Phase III
trials to compare LV. Daptomyciﬁ (4 mg/kg 1.V. QD) with either 1.V. Vancomycin (1 g 1.V.
BID) or selected 1.V. semi-synthetc Penicillin in the treatment of ¢SSSI known or suspected
to be due to Gram-positive bacteria. Study 9801 was conducted primarily in the United
States and South Africa, and Study 9901 was conducted in non-US sites only. Both studies
were similar in design, but differed in subject charactenistics including history of diabetes and
peripheral vascular disease.

P
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Adult subjects with a diagnosis of ¢SSSI who met all of the inclusion criteria and none of the
exclusion criteria could be enrolled in the study. Baseline evaluatons were performed within
48 hours prior to the first dose of study medicaton. Eligible subjects who gave informed
consent were randornized on a 1:1 basis to receive either Daptomycin or comparator
(Vancomycin or semi-synthetic Penicillins). Dunng the treaunent phase, subjects were
monitored daily for treatment-emergent adverse events and concurrent medications. At Day
3 or 4 of treatment the blinded investigator conducted an on-therapy evaluavon. Duraton
of therapy for both regimens was 7 to 14 days as clinically indicated. It was anticipated that
most subjects would receive I.V. study therapy for the duradon of their treatment.
However, subjects could be switched to oral therapv if certain condinons were met and the
medical monitor had given permission. Post-treatment visits ‘included an EOT wvisit
conducted up to 3 days after the last dose of study drug (or at early terminaton); a TOC visit
conducted 7 to 20 days post-treatment; and a Post-Study visit conducted 21 to 28 days post-
treatment. For subjects who received both LV. study medicaton and oral therapy
administered per protocol, the last day of oral therapy was defined as the end of treatment.
The EOT and TOC visits were performed for all subjects. The Post-Srudy visit was
performed only for those subjects who were considered cured or improved by the blinded
investigator at the TOC visit. .

The primary objectives were to compare the safery and to demonstrate equivalent efficacy of
Daptomycin to that of Vancomycin or selected semi-synthetic Penicillin in the treaument of

cSSSIL

Efficacy was assessed for clinical response based on evaluatons of the clinical signs and
symptoms of the infection at baseline, during treatment, and in the post-treatment period;
and for microbiologic response by cultures conducted concurrendy. Efficacy analyses were

conducted on 4 subject populagons defined as ITT, MITT, CE, and ME.

Safetry was assessed by monitoring for treatment-emergent adverse events and use of
concomitant medicatons, and by assessing changes from baseline in vital signs and clinical
laboratory test results. All subjects who received at least one dose of study medication were
included in the safety populadon.

1.3 STATISTICAL ISSUES AND FINDINGS

The comparisons of statistical interest in this study were conducted between Daptomycin
and its comparator. The reviewer employed the following methodologies in primary
statistical analyses of efficacy and safety for two pivotal studies.

The variable in statustical evaluaton of efficacy was the success rate of clinical or
microbiologic outcomes.
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A two-sided 95% confidence interval was constructed for the difference in proportdons of
clinical or microbiologic outcomes berween Daptomycin’s group and its comparator’s group.
The confidence intervals were computed using a normal approximaton to the binomial, and
included a condnuity correcton. The evaluatdon of whether non-inferior in efficacy was
declared was judged based upon the lower confidence limit for the difference in proportion
(Daptomycin — its comparator) and the delta value. With respect to this indication, the delta
value 0.1 is considered a clinically acceptable non-inferiority margin. The assessment of
clinical response was primanly performed on CE and ITT populatons, and microbiologic
response on ME and MITT populations. Subgroup analyses by demographic, baseline,
prognostic and geographic characteristics were also performed for primary efficacy variables.
Homogeneity of treatment effect was evaluated by Bres|gw-Day’s test.

Safery evaluaton was primarly conducted on the following varables: the rates as per at least
one AE, treatment related AEs, severe AEs, serious AEs, died, discontinuation due to AE,
discontnuation due to treatment related AEs. Fisher’s exact test was employed to compare
the safety vanables between the two treatment groups.

Prior to performing efficacy analyses, this reviewer assessed the comparability of the
treatment groups with respect to pretreatment charactenistics of randomized subjects.
Quandtatve variables were assessed using the t-test, and gualitative variables were assessed
using chi-square test.

All tests were two-sided and used a 5% level of significance. A 15% level of significance was
applied to the test of homogeneiry.

Study $801

For CE population, a total of 158/208 (76.0%) Daptomycin subjects were considered
ciinical success, while 158/206 (76.7%) comparator subjects were considered clinical success.
The efficacy results demonstrated therapeutc non-inferiority of Daptomycin to its
comparator (-0.7%, 95%CI: -9.4%, 7.9%).

For ITT populatdon, a total of 165/264 (62.5%) Daptomycin subjects were considered
clinical success, while 162/266 (60.9%) comparator subjects were considered clinical success.
The efficacy results demonstrated therapeutic non-inferiority of Daptomycin to its
comparator (1.6%, 95% CI: -7.1%, 10.3%).

Study 9901

For CE population, a total of 214/238 (89.9%) Daptomycin subjects were considered
clinical success, while 226/250 (90.4%) comparator subjects were considered clinical success.
The efficacy results demonstrated therapeutic non-inferiority of Daptomycin to its
comparator (-0.5%, 95%CI: -6.2%, 5.2%).

"For ITT population, a total of 217/270 (80.4%) Daptomycin subjects were considered
clinical success, while 235/292 (80.5%) comparator subjects were considered clinical success.

- —
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The efficacy results demonstrated therapeutic non-infedority of Daptom\cm to its
comparator (-0.1%, 95% CI: -7.0%, 6.8%).

It is noteworthy that-Study 9901 (internagonal study without site in the United States) had
always better efficacy outcomes than Srudy 9801 (79.2% in CE subjects and 81.7% in ITT
subjects from the Unites States sites). Divergence in the pretreatment status and baseline
characteristics of enrolled subjects could cause the differences in efficacy outcome berween
the rwo studies.

- @ CE Subjects of Study 9801
0.7% (-9.4%, 1.9°%)

g ITT Subjects of Study 9301
1.6% (-1.1%, 10.3%)

g CE Subjecrs of Srudy 9901
D85 (6T, 82%)

ITT Subj of Study 9901
0.1% (-71.0%, 6 8°%)

1
ST N I A 8T 4 4 4 328 ) 23 4 k6T 8 g

Difference in Clinial Success Rete (%)

(Dspromycio - Compureror)
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2 INTRODUCTION

2.1 OVERVIEW

The sponsor submits this NDA in order to obtain approval to market Daptomycin for the
treatment of ¢cSSSI. Two pivotal phase lll controlled studies were completed and presented
as evidence to support that Daptomycin was safe and efficacious for the indicaton when
compared with its comparator. Staustical review focuses on these comparatve clinical trials
which formed the basis of this applicaton.

Study 9801

Priman Objectves

The primary objectve of this study was to compare the safery and to demonstrate the
equivalent efficacy of 1.V. Daptomycin to that of 1.V. Vancomycin or selected 1.V. semi-
synthetic Penicillin in the treatment of ¢SSSI due to Gram-positive bacteria.

Study Design

This was a muldcenter, mulanatonal, investigator-blinded study of ¢SSSI known or
suspected te be due to Gram-posiave bacteria.  Subjects were randomized on a 1:1 basis to
reccive Daptomycin 4 mg/kg QD or a comparator agent (Vancomycin, Nafcillin, Cloxacillin
or Oxacillin). Baseline evaluations were performed within 48 hours prior to treatment start.
An On-Therapy evaluaton of peronent clinical signs and symptoms of infection was
conducted on Study Day 3 or 4. Post treatment visits included an EOT visit conducted up
to 3 days after the last dose of study drug (whether per protocol or due to early termination);
a TOC visit conducted 7 to 20 days post treatment; and a Post-Study visit conducted 21 to
28 davs post treatment. Subjects previously assessed as clinical failure were not required to
attend the Post-Study wisit.

The study was conducted at 69 study sites in the United States (64 sites) and South Africa (5
sites). It was initiated on March 15, 1999 and completed on August 2, 2001.

Five hundred subjects were enrolled into this study to ensure 400 subjects (200 in each
treatment group) were clinically evaluable. Subjects were stratfied by presence or absence of
a diagnosis of infected diabetic ulcer. A total of 547 subjects were randomized into the study
and 530 received at least one dose of study medicaton.

Study 9901

Proimarv Objecaves

— ———.-
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The primary objectives of this study were to compare the safety and to demonstrate the
equivalent efficacy of I.V. Daptomycin to that of 1.V. Vancomycin or selected 1.V. semi-
svnthetc Penicillin in the treatment of ¢SSSI due to Gram-positive bacteria.

Study Design

This was a multicenter, international, investgator-blinded study of ¢SSSI known or
suspected to be due to Gram-posidve bacteria. Subjects were randomized on a 1:1 basis to
receive Daptomycin 4 mg/kg QD or a comparator agent (Vancomycin or semi-synthetic
Penicillin). Baseline evaluadons were performed within 48 hours prior to treatment start.
An On-Therapy evaluation of pertinent clinical signs and symptoms of infection was
conducted on Study Day 3 or 4. Post treatment visits included an EOT visit conducted up
to 3 days after the last dose of study drug (or at early terminadon); 2 TOC visit conducted 7
to 20 days post treatment; and a Post-Study visit conducted 21 to 28 days post treatment.
. Subjects previously assessed as clinical failure were not required to attend the Post-Study
visit.

The study was conducted at 67 study sites in Europe (42 sites), South Africa (20 s;ites), and
Australia (5 sites). It was ininated on March 17, 2000 and completed on December 28, 2000.

Five hundred subjects were enrolled into this study to ensure 400 subjects (200 in each
treatment group) were clinically evaluable. Subjects were stratified by presence or absence of
a diagnosis of infected diabetc ulcer. A total of 571 subjects were randomized into the study
and 562 received at least one dose of study medicauon.

2.2 DATA SOURCES

This submission contains data from two pivotal studies performed by the sponsor, 9801 and
9901, to support the cSSSI indicadon. All data files are maintained at specific nerwork path
locaoon.

The submitted datasets for Studies 9801 and 9901 can be found respectively under:
A\ Cdsesub1\N21572\N_000\2002-12-19\crt\datasets\dapsst9801,
\\Cdsesub1\N21572\N 000\2002-12-19\crt\datasets\dapsst9901

All the resubmitted datasets due to correction, revision, and modification are listed under:
\\Cdsesub1\N21572\

The two pivotal studies are described in Table 1.

— — e
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TABLE 1. LISTING OF CLINICAL TRIALS
Study Population Test Drugs Enrollment
9801 Men and women 18 to 85 Daptomycin: 4 mg/kg L.V. QD x 7 to | 272 Daptomycin
years of age,-inclusive, who | 14 days 275 Comparator
required hospitalizadon for | Vancomycin: 1 g1.V. BID x 7 10 14
clinical signs and symptoms | days
of ¢SSSI were specific Or selected semi-synthetic penicillins:
candidates for the study. Nafcillin 4 to 12 g 1.V. QD in equally
divided doses x 7 to 14 days
Cloxacillin 410 12g1.V.QD in
equally divided do®s x 7 to 14 days
Oxacillin 4 t0 12 g 1.V. QD in equally
divided doses x 7 to 14 days.
9901 Men and women 18 to 85 Daptomycin: 4 mg/kg 1.V. QD x 7 to | 277 Daptomycin

vears of age, inclusive, with
clinical signs and symptoms
of ¢SSSI were specific
candidates for the study.

14 days

Vancomycin: 1 g 1.V.BID x 7 to 14
days

Or selected semi-synthetic penicillins:
Nafcillin 4 to 12 g 1.V. QD in equally
divided doses x 7 to 14 days
Cloxacillin 410 12 g 1.V. QD in
equally divided doses x 7 to 14 days
Onxacillin 4 to 12 g 1.V. QD in equally
divided doses x 7 to 14 days.

294 Comparator

A review by random sample method of at least 10% of the CRF stratified by treatment
group was conducted to validate the sponsor’s efficacy data and to check for agreement with
investgators® evaluability and outcome assessments. The MO did not concur with some
efficacy outcomes assessed by the sponsor, and also disagreed with some aspects of
evaluability evaluated by the sponsor. Please refer to MO’s review for detailed descriptons.

-t
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3 STATISTICAL EVALUATION

3.1 EVALUATION OF EFFICACY

Study 9801

The staustical objectve of this study was to demonstrate the non-inferiority of Daptomycin
to its comparator in clinical response at TOC.

Efficacy analyses were performed on four subject populadons as ITT, MITT , CE, and ME.
Subjects were analyzed for efficacy according to randomization, regardless of treatment
administered. Subjects who were randomized but never received any study drug were
excluded from all efficacy analyses.

The clinical outcome was defined as the basis for the primary efficacy varable. The
outcomes success (cure, clinical improvement), failure, and. non-evaluable were based
primarily on the invesagator’s assessment of clinical response at the TOC evaluadon. . The
MO redefined these populatons and reclassified efficacy outcomes after checking for
agreement with investigators’ evaluability and outcome assessments according to the
protocol. The primary outcome measures under analysis were the clinical success rates at

TOC for the CE and ITT populadons.

The number and the propordon of subjects included in each evaluation group are presented
in Table 2. A total of 547 subjects were randomized to study treatment; 272 received
Daptomycin and 275 received comparator as designated by the investigator prior to
randomizadon. Seventeen of the 547 randomized subjects discontinued from the study
prior to receiving any study treatment due to “Other Infecton Stratum” or “Diabetic Ulcer
Strarum”. Among the 530 subjects who received at least one dose of study drug, 264 to the
Daptomycin arm and 266 to the comparator arm. One subject was randomized to receive
comparator; but was administered one dose of Daptomycin in error. This subject was
referred 10 as misrandomized. In all efficacy analyses, data for this subject were tabulated as
randomized; in all safety analyses, data for this subject were tabulated as treated. Thirteen
treated subjects, who were found not to have ¢SSSI and were designated as “rejected” and
excluded from the efficacy analyses by the sponsor, were included by the MO in the ITT
analysis. MO’s CE populaton included approximately 78% of subjects in both treatment
groups. The most common reason for exclusion was “CPK > 50% above ULN; require i.m.
injectons; thabdomyolysis; receiving statins”.

10
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TABLE 2: STUDY 9801: NUMBER OF SUBJECTS INCLUDED IN EACH
EVALUATION GROUP

Sponsor’s ME Subjects

Evaluaton Group Number of Subjects

] Daptomvcin Comparator
All Randomized Subjects 272 275
Safetv (as treated) 265 265
MO’s ITT Subjects 264 (100%) 266 (100%)
Sponsor’s ITT Subjects 256 (97.0%) 261 (98.1%)
MO’s MITT Subjects 215 (81.4%) 216 (81.2%)
Sponsor’s MITT Subjects 209 (79.2%) 212 (79.7%)
MO’sCE Subjects 208°(78.8%) 206 (77.4%)
Sponsor’s CE Subjects 223 (84.5%) 222 (83.5%)
MO’s ME Subjects 174 (65.9%) 176 (66.2%)

187 (70.8%)

189 (71.1%)

Data for baseline demographics and disease characteristics are described for MO’s ITT
subjects in Tables 3 and 4. The two treatment groups were comparable and no statstcally
significant differences were detected with regard to these characteristcs.

TABLE 3: STUDY 9801: BASELINE DEMOGRAPHICS IN ITT SUBJECTS BY
MO
Variables Daptomycin Comparator P-value
(IN=264) (IN=266)
Age (vrs.) .
Range (Min, Max) (18,91) (18, 94)
Mean* SD 55.2+17.6 55.5%17.7- *0.8455
Distnibution
< 65 years 173 (65.5%) 183 (68.8%) 0.4233
> 65 vears 91 (34.5%) 83 (31.2%)
Gender
Male 143 (54.2%) 148 (55.6%) 0.7334
Female 121 (45.8%) 118 (44.4%)
Race
White 177 (67.1%) 167 (62.8%) 0.5366
Black 50 (18.9%) 60 (22.6%)
Other 37 (14.0%) 39 (14.7%)
Weight (kg)
Range (Min, Max) (36, 274) (44,193)
Mean £ SD 87.6+ 335 87.0+27.7 *0.8417
* Bv t test. All others in the wable, by chi-square test.

ar —
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TABLE 4: STUDY 9801: BASELINE DISEASE CHARACTERISTICS IN ITT
SUBJECTS BY MO

Parameters Daptomycin Comparator *P-value
(IN=264) IN=2606)
Wound Infection 99 (37.5%) 116 (43.6%) 0.457

Major Abscess

Infected Diabeuc Ulcer
Infected Ulcer (non-diabetc)
Other Infecdon

* Bv chi-square test.

55 (20.8%)
38 (14.4%)
33 (12.5%)
39 (14.8%)

43 (16.2%)
41 (15.4%)
34 (12.8%)
32 (12.0%)

The primary analyses are presented in Tables 5, 6, 7, and 8 for the clinical responses of CE
and ITT subjects as per MO’s and sponsor’s at the TOC visit, respectively. The confidence
interval results demonstrated Daptomycin was non-inferior to its comparator with respect to
clinical success rates at TOC.

TABLE 5: STUDY 9801: CLINICAL RESPONSES OF CE
SUBJECTS AT TOC VISIT BY MO

Clinical Response Daptomycin Comparator
(IN=208) (IN=2006)
Clinical Success 158 (76.0%) 158 (76.7%)
Clinical Failure 50 (24.0%) 48 (23.3%)
Difference in Success Rate .
Daptomycin vs. Comparator: -0.7%, 95% C.1.:-9.4%, 7.9%

TABLE 6: STUDY 9801: CLINICAL RESPONSES OF CE
SUBJECTS AT TOC VISIT BY SPONSOR

Clinical Response Daptomycin Comparator
(IN=223) IN=222)
Clinical Success 167 (74.9%) 166 (74.8%)
Clinical Failure 56 (25.1%) 56 (25.2%)
Difference in Success Rate
Daptomycin vs. Comparator: 0.1%, 95% C.1.: -8.4%, 8.6%
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TABLE 7: STUDY 9801: CLINICAL RESPONSES OF ITT

SUBJECTS AT TOC VISIT BY MO

Clinical Response

Daptomycin

(N=264)

Comparator

N=266)

Clinical Success
Clirucal Failure

165 (62.5%)
99 (37.5%)

162 (60.9%)
104 (39.1%)

Difference in Success Rate
Daptomvcin vs. Comparator:

1.6%, 95% C.1.:-7.1%, 10.3%

TABLE 8: STUDY 9801: CLINICAL RESPONSES OF ITT
SUBJECTS AT TOC VISIT BY SPONSOR

Clinical Response

Daptomycin

(N=256)

Comparator

(N=261)

Clinical Success
Clinical Fallure

167 (65.2%)
89 (34.8%)

166 (63.6%)
95 (36.4%)

Difference in Success Rate

Daptomycin vs. Comparator: 1.6%, 95% C.1.: -7.0%, 10.3%

The secondary analyses are presented in Tables 9, 10, 11, and 12 for the clinical responses of
ME and MITT subjects as per MO’s and sponsor’s at the TOC visit, respectively. The
confidence interval results showed Daptomycin was therapeudcally non-inferior or
marginally non-inferior to its comparator with respect to clinical success rates at TOC.

TABLE 9: STUDY 9801: CLINJICAL RESPONSES OF ME
SUBJECTS AT TOC VISIT BY MO

Clinical Response

Daptomycin

(N=174)

Comparator

(N=176)

Clinical Success
Clinical Failure

133 (76.4%)
41 (23.6%)

137 (77.8%)
39 (22.2%)

Difference in Success Rate
Daptomyvcin vs. Comparator:

-1.4%, 95% C.1.: -10.8%, 8.0%

— —
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TABLE 10: STUDY 9801: CLINICAL RESPONSES OF ME
SUBJECTS AT TOC VISIT BY SPONSOR

Clinical Response

Daptomycin

N=187)

Comparator

(N=189)

Clinical Success
Clinical Failure

140 (74.9%)
47 (25.1%)

142 (75.1%)
47 (24.9%)

Difference in Success Rate
Daptomvcin vs. Comparator:

-0.3%, 95% C.1.: -9.6%, 9.0%

TABLE 11: STUDY 9801: CLINICAL RESPONSES OF MITT
SUBJECTS AT TOC VISIT BY MO

Clinical Response

Daptomycin

(N=215)

Comparator

(N=216)

Clinical Success
Clinical Failure

140 (65.1%)
75 (34.9%)

140 (64.8%)
76 (35.2%)

Difference in Success Rate
Daptomycin vs. Comparator:

0.3%, 95% C.1.: -9.2%, 9.8%

TABLE 12: STUDY 9801: CLINICAL RESPONSES OF MITT
SUBJECTS AT TOC VISIT BY SPONSOR

Clinical Response Daptomycin Comparator
_(N=209) IN=212)

Clinical Success 140 (67.0%) 142 (67.0%)

Clinical Failare 69 (33.0%) 70 (33.0%)

Difference in Success Rate

Daptomvecin vs. Comparator:

0.0%, 95% C.1.:-9.5%, 9.5%

The secondary analvses in Tables 13, 14, 15, and 16 present microbiologic success rates from
ME subsets and MITT subsets as per MO’s and sponsor’s, respectively. Some of these

results did not display non-inferiority of Daptomycin to its comparator.

- —
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TABLE 13: STUDY 9801: MICROBIOLOGIC RESPONSES OF ME
SUBJECTS AT TOC VISIT BY MO

Clinical Response

Daptomycin

(N=174)

Comparator

IN=176)

Microbiologic Success
Microbiologic Failure

118 (67.8%)
56 (32.2%)

121 (68.8%)
55 (31.3%)

Difference in Success Rate
Daptomvcin vs. Comparator:

-0.9%, 95% C.I.:-11.3%, 9.4%

TABLE 14: STUDY 9801: MICROBIOLOGIC RESPONSES OF ME
SUBJECTS AT TOC VISIT BY SPONSOR

Clinical Response

Daptomycin

(N=187)

Comparator

(N=189)

Microbiologic Success
Microbiologic Failure

123 (65.8%)
64 (34.2%)

125 (66.1%)
64 (33.9%)

Difference in Success Rate
Daptomvcin vs. Comparator:

-0.4%, 95% CJ1.: -10.5%, 9.7%

TABLE 15: STUDY 9801: MICROBIOLOGIC RESPONSES OF
MITT SUBJECTS AT TOC VISIT BY MO

Clinical Response

Daptomycin

(N=215)

Comparator

(N=216)

Microbiologic Success
Microbiologic Failure

124 (57.7%)
91 (42.3%)

124 (57.4%)
92 (42.6%)

Difference in Success Rate
Daptomvcin vs. Comparator:

0.3%, 95% C.1.: -9.5%, 10.1%

TABLE 16: STUDY 9801: MICROBIOLOGIC RESPONSES OF
MITT SUBJECTS AT TOC VISIT BY SPONSOR

Clinical Response

Daptomycin
(IN=209)

Comparator

(N=212)

Microbiologic Success
Microbiologic Failure

123 (58.9%)
86 (41.1%)

125 (59.0%)
87 (41.0%)

Difference in Success Rate
Daptomycin vs. Comparator:

-0.1%, 95% C.1.: -10.0%, 9.8%

Tables 17, 18, 19, and 20 show pathogen clinical success rates for those infecting pathogens
isolated most frequently at baseline of ME and MITT subjects as per MO’s and sponsor’s at
the TOC visit, respectively.

¢ om——
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TABLE 17: STUDY 9801: PATHOGEN CLINICAL SUCCESS RATES
- OF ME SUBJECTS AT TOC VISIT BY MO

Streptococcus Dysgalactiae
MSSA
MRSA

Baseline Isolate Pathogen Daptomvcin "~ Comparator
Group A Streptococcus 26/29 (89.7%) 25/29 (86.2%)
Group B Streptococcus 12/15 (80.0%) 14/16 (87.5%)
Enterococcus Faecalis 13/21 (61.9%) 19/29 (65.5%)
Enterococcus Faeaum 1/4 (25.0%) 0/1 (0%)

6/6 (100%)
69/87 (79.3%)
17/24 (70.8%)

3/5 (60.0%)
65/84 (77.4%)
16/27 (59.3%)

TABLE 18: STUDY 9801: PATHOGEN CLINICAL SUCCESS RATES
OF ME SUBJECTS AT TOC VISIT BY SPONSOR

Enterocorcus Faecalis
Enterococcus Faecium
Streptococeus Dysgalactiae
MSSA

| MRSA

Baseline Isolate Pathogen Daptomvcin Comparator
Group A Streprococcus 27/32 (84.4%) 25/31 (80.6%)
Group B Streptococcus 13/16 (81.3%) 14/18 (77.8%)

13/21 (61.9%)
1/4 (25.0%)
7/7 (100%)

73/94 (77.7%)

17/26 (65.4%)

19/29 (65.5%)
0/1 (0%)
3/5 (60.0%)
66/88 (75.0%)
18/30 (60.0%)

TABLE 19: STUDY 9801: PATHOGEN CLINICAL SUCCESS RATES
OF MITT SUBJECTS AT TOC VISIT BY MO

Baseline Isolate Pathogen

.Daptomvcin

Comparator

Group A Streptococcus
‘Group B Streprococous
Enterococcus Faecalis
Enfterococcus Faecium
Streptococcus Dysgalactiae
MSSA

MRSA

27/33 (81.8%)
13/17 (76.5%)
13/25 (52.0%)
1/4 (25.0%)
7/8 (87.5%)
73/107 (68.2%)
17/35 (48.6%)

25/35 (71.4%)
14/23 (60.9%)
19/33 (57.6%)
0/1 (0%)
3/6 (50.0%)
65/99 (65.7%)
17/36 (47.2%)
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TABLE 20: STUDY 9801: PATHOGEN CLINICAL SUCCESS RATES
OF MITT SUBJECTS AT TOC VISIT BY SPONSOR

Baseline Isolate Pathogen

Daptomvcin

Comparator

Group A S frqﬁ;ororm
Group B Streprococeus
Enterococcus Faecalis
Enterococcus Faecium
Streptococous Dysgalactiae
MSSA

MRSA

27/33 (81.8%)
13/17 (76.5%)
13/25 (52.0%)
1/4 (25.0%)
7/8 (87.5%)
73/103 (70.9%)
17/34 (50.0%)

25/35 (71.4%)
14/21 (66.7%)
19/33 (57.6%)
0/1 (0%)
3/5 (60.0%)
66/97 (68.0%)
18/35 (51.4%)

Tables 21, 22, 23, and 24 show pathogen microbiologic success rates for those infecting
pathogens isolated most frequently at baseline of ME and MITT subjects as per MO’s and

sponsor’s at the TOC visit, respecuvely.

TABLE 21: STUDY 9801: PATHOGEN MICROBIOLOGIC SUCCESS
RATES OF ME SUBJECTS AT TOC VISIT BY MO

Baseline Isolate Pathogen

Daptomvcin

Comparator

Group A Streptococcus
Group B Streprococcus
Enterococcus Faecals
Enterococcus Faecium
Streptococcus Dysgalactiae
MSSA

MRSA

25/29 (86.2%)
11/15 (73.3%)
12/21 (57.1%)
1/4 (25.0%)
6/6 (100%)
59/87 (67.8%)
12/24 (50.0%)

22/29 (75.9%)
12/16 (75.0%)
17/29 (58.6%)
0/1 (100%)
3/5 (60.0%)
56/84 (66.7%)
13/27 (48.1%)

TABLE 22: STUDY 9801: PATHOGEN MICROBIOLOGIC SUCCESS
RATES OF ME SUBJECTS AT TOC VISIT BY SPONSOR

Baseline Isolate Pathogen

Daptomvcin

Comparator

.Group A Streptococcus
Group B Srreprococcus
Enterococcus Faecalis
Enterococcus Faeaum
Streptococcus Dysgalactiae
MSSA

MRSA

26/32 (81.2%)
13/16 (81.3%)
12/21 (57.1%)
3/4 (75.0%)
7/7 (100%)
64/94 (68.1%)
12/26 (46.2%)

22/31 (71.0%)
14/18 (77.8%)
17/29 (58.6%)
1/1 (100%)
3/5 (60.0%)
58/88 (65.9%)
15/30 (50.0%)

— ——
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TJABLE 23: STUDY 9801: PATHOGEN MICROBIOLOGIC SUCCESS
RATES OF MITT SUBJECTS AT TOC VISIT BY MO

Baseline Isolate Pathogen

Daptromycin

Comparator

Group A Streptacoceus
Group B Streprococcus
Enterococcus Faecalis
Enterococcus Faecium
Streprococens Dysgalactiae
MSSA

MRSA

26/33 (78.8%)
12/17 (70.6%)
12/25 (48.0%)
3/4 (75.0%)
7/8 (87.5%)
61/107 (57.0%)
12/35 (34.3%)

22/35 (62.9%)
12/23 (52.2%)
17/33 (51.5%)
1/1 (100%)
3/6 (50.0%)
56/99 (56.6%)
14/36 (38.9%)

TABLE 24: STUDY 9801: PATHOGEN MICROBIOLOGIC SUCCESS
RATES OF MITT SUBJECTS AT TOC VISIT BY SPONSOR

Baseline Isolate Pathogen

Daptomvcin

Comparator

Group A Streptococcus
Group B Streprococens
Enterococcus Faecalis
Enterococcus Faecium
Streprococens Dysgalactiae

26/33 (18.8%)

13/17 (76.5%)

12/25 (48.0%)
3/4 (75.0%)
7/8 (87.5%)

22/35 (62.9%)

14/21 (66.7%)

17/33 (51.5%)
1/1 (100%)
3/5 (60.0%)

MSSA 64/103 (62.1%) 58/97 (59.8%)
MRSA 12/34 (35.3%) 15/35 (42.9%)
Study 9901

The statstical objective of this study was to demonstrate the non-inferiority of Daptomycin
to its comparator in clinical response at TOC.

Efficacy analyses were performed on four subject populations as ITT, MITT , CE, and ME.
Subjects were analyzed for efficacy according to randomization, regardless of treatment
administered. Subjects who were randomized but never received any study drug were
excluded from all efficacy analyses.

The clinical outcome was defined as the basis for the primary efficacy vanable. The
outcomes success (cure, clinical improvement), failure, and non-evaluable were based
prmarily on the investigator’s assessment of clinical response at the TOC evaluadon. The
MO redefined CE and ME populatuons and reclassified efficacy outcomes after checking for
agreement with investgators’ evaluability and outcome assessments according to the
protocol. The primary outcome measures under analysis were the clinical success rates at

TOC for the CE and ITT populations.

The number and the proportion of subjects included in each evaluanon group are presented
in Table 25. A total of 571 subjects were randomized to study treatment; 277 received

.+ m——
— —
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Daptomyein and 294 received comparator as designated by the investigator prior to
randomization. Nine of the 571 randomized subjects discontdnued prior to receiving any
study treatment due to “Other Infecdon Strarum” or “Diabetc Ulcer Stratum”. Among the
562 subjects who received at least one dose of study drug, 270 to the Daptomycin arm and
292 to the comparator arm. One subject was randomized to receive Daptomycin but was
administered only comparator as study medicaton. This subject was referred to as
misrandomized. In all efficacy analyses, data for this subject are tabulated as randomized; in
all safery 'analyses data for this subject were tabulated as treated. MO’s CE population
includes 88.1% and 85.6% of subjects in two treatment groups respecavely. The most
common reason for exclusion was “CPK > 50% above ULN; require i.m. injectons;
thabdomyolysis; receiving statins”.

TABLE 25: STUDY 9901: NUMBER OF SUBJECTS INCLUDED IN EACH
EVALUATION GROUP

Number of Subjects

Evaluavon Group

i Sponsor’s ME Subjects -

196 (72.6%)

Daptomvcin Comparator
All Randomized Subjects 277 294
Safety (as treated) 269 293
ITT Subjects 270 (100%) 292 (100%)
MITT Subjects 213 (78.9%) 255 (87.3%)
MO’s CE Subjects 238 (88.1%) 250 (85.6%)
Sponsor’s CE Subjects 245 (90.7%) 262 (89.7%)
MO's ME Subjects 191 (70.7%) 220 (75.3%)

231 (79.1%)

Data for baseline demographics and disease characterisucs are described for ITT subjects in
Tables 26 and 27. The two treatment groups were comparable and no statstcally significant
differences were detected with regard to these characteristics.

 m—
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TABLE 26: STUDY 9901: BASELINE DEMOGRAPHICS IN ITT SUBJECTS -
Variables Daptomycin Comparator P-value
(IN=270) (IN=292)
Age (yrs.)
Range (Min, Max) (18, 87) (17, 85)
Mean * SD 479+17.2 4861167 *0.6284
Distributdon
< 65 vears 216 (80.0%) 236 (80.8%) 0.8062
> 65 vears 54 (20.0%) 56 (19.2%)
Gender .
Male 150 (55.6%) 160 (54.8%) 0.8562
Female 120 (44.4%) 132 (45.2%)
Race
White 136 (50.4%) 146 (50.0%) 0.3156
Black 95 (35.2%) 91 (31.2%)
Other 39 (14.4%) 55 (18.8%)
Weight (kg)
Range (Min, Max) (40, 165) (40, 130)
Mean % SD 73.5+19.8 727%174 *0.6244
* By t test. All others in the table, by chi-square test

TABLE 27: STUDY 9901: BASELINE DISEASE CHARACTERISTICS IN ITT

Major Abscess

Infected Diabetc Ulcer
Infected Ulcer (non-diabetic)
Other Infecnon

59 (21.9%)
23 (8.5%)
30 (11.1%)
56 (20.7%)

SUBJECTS
Parameters Daptomycin Comparator *P-value
“(IN=270) (IN=292)
Wound Infection 102 (37.8%) 108 (37.0%) 0.7810

65 (22.3%)
31 (10.6%)
37 (12.7%)
51 (17.5%)

* By chi-square test.

The primary analyses are presented in Tables 28, 29, 30, and 31 for the clinical responses of

CE and ITT subjects as per MO’ and sponsor’s at the TOC visit, respectively. The
confidence interval results demonstrated Daptomycin was non-inferior to its comparator
with respect to clinical success rates at TOC.
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TABLE 28: STUDY 9901: CLINICAL RESPONSES OF CE
SUBJECTS AT TOC VISIT BY MO '

Clinical Response Daptomycin Comparator
: (IN=238) (IN=250)
Clinical Success 214 (89.9%) 226 (90.4%)

Clinical Failure

24 (10.1%)

24 (9.6%)

Difference in Success Rate
Daptomvecin vs. Comparator:

-0.5%, 95% C.1.: -6.2%, 5.2%

TABLE 29: STUDY 9901: CLINICAL RESPONSES OF CE
SUBJECTS AT.TOC VISIT BY SPONSOR

Clinical Response

Daptomycin

(N=245)

Comparator
(IN=262)

Clinical Success
Clinical Failure

217 (88.6%)
28 (11.4%)

235 (89.7%)
27 (10.3%)

Difference in Success Rate
Daptomvcin vs. Comparator:

-1.1%, 95% C.1.: -6.9%, 4.7%

TABLE 30: STUDY 9961: CLINICAL RESPONSES OF ITT

SUBJECTS AT TOC VISIT BY MO

Clinical Response

Daptomycin

(N=270)

Comparator

(N=292)

Clinical Success
Clinical Failure

217 (80.4%)
53 (19.6%)

235 (80.5%)
57 (19.5%)

Difference in Success Rate
Daptomvcin vs. Comparator:

-0.1%, 95% C.1.: -7.0%, 6.8%

TABLE 31: STUDY 9901: CLINICAL RESPONSES OF ITT
SUBJECTS AT TOC VISIT BY SPONSOR

Clinical Response Daptomycin Comparator
(N=270) (N=292)

Clinical Success 218 (80.7%) 237 (81.2%)

Clinical Failure 52 (19.3%) 55 (18.8%)

Difference in Success Rate
Daptomvcin vs. Comparator:

-0.4%, 95% C.1.: -7.3%, 6.4%

The secondary analyses are presented in Tables 32, 33, 34, and 35 for the clinical responses
of ME and MITT subjects as per MO’s and sponsor’s at the TOC visit, respecavely. The
confidence interval results showed Daptomycin was therapeutically non-inferior to its

. —— e
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comparator with respect to clinical success rates at TOC.

TABLE 32: STUDY 9901: CLINICAL RESPONSES OF ME
SUBJECTS AT TOC VISIT BY MO

Clinical Response Daptomycin Comparator
(N=191) (N=220)

Clinical Success 176 (92.1%) 203 (92.3%)
Clinical Failure 15 (7.9%) 17 (7.7%)

Difference in Success Rate
Daptomvcin vs. Comparator:

-0.1%, 95% C.1.: -5.8%, 5.6%

TABLE 33: STUDY 9901: CLINICAL RESPONSES OF ME
SUBJECTS AT TOC VISIT BY SPONSOR

Clinical Response Daptomycin Comparator
(N=196) (IN=231)

Clinical Success 179 (91.3%) 212 (91.8%)
Clinical Failure 17 (8.7%) 19 (9.2%)

Difference in Success Rate

Daptomvcin vs. Comparator: |’

-0.4%, 95% C.L: -6.2%, 5.3%

TABLE 34: STUDY 9901: CLINICAL RESPONSES OF MITT
SUBJECTS AT TOC VISIT BY MO

Clinical Response Daptomycin Comparator
(IN=213) (IN=255)
Clinical Success 179 (84.0%) 212 (83.1%)
Clinical Failure 34 (16.0%) 43 (16.9%)

Difference in Success Rate
Daptomyein vs. Comparator:

0.9%, 95% C.1.:-6.3%, 8.1%

TABLE 35: STUDY 9901: CLINICAL RESPONSES OF MITT
SUBJECTS AT TOC VISIT BY SPONSOR

Clinical Response Daptomycin Comparator
(N=213) (IN=255)
Clinical Success 180 (84.5%) 214 (83.9%)

Clinical Failure

33 (15.5%)

41 (16.1%)

Difference in Success Rate
Daptomvcin vs. Comparator:

0.6%, 95% C.1.: -6.5%, 7.6%

n m——
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The secondary analyses in Tables 36, 37, 38, and 39 present microbiologic success rates from
ME subsets and MITT subsets as per MO’s and sponsor’s, respectvely. The results all
supported marginal non-inferiority of Daptomycin to its comparator.

TABLE 36: STUDY 9901: MICROBIOLOGIC RESPONSES OF ME
SUBJECTS AT TOC VISIT BY MO

Clinical Response Daptomycin Comparator
IN=191) (N=220)
Microbiologic Success 153 (80.1%) 182 (82.7%)
Microbiologic Failure 38 (19.9%p 38 (17.3%)
Difference in Success Rate
Daptomvcin vs. Comparator: -2.6%, 95% C.1.:-10.7%, 5.4%

TABLE 37: STUDY 9901: MICROBIOLOGIC RESPONSES OF ME
SUBJECTS AT TOC VISIT BY SPONSOR

Clinical Response Daptomycin Comparator
IN=196) (IN=231)
Microbiologic Success 156 (79.6%) 190 (82.3%)
Microbiologic Failure 40 (20.4%) 41 (17.7%)
Difference in Success Rate
Daptomvcin vs. Comparator: -2.7%, 95%.Cl.: -10.6%, 5.3%

TABLE 38: STUDY 9901: MICROBIOLOGIC RESPONSES OF
MITT SUBJECTS AT TOC VISIT BY MO

Clinical Response Daptomycin Comparator
(IN=213) (N=255)
Microbiologic Success 155 (72.8%) 192 (75.3%)
Microbiologic Failure 58 (27.2%) 63 (24.7%)
Difference in Success Rate
Daptomvcin vs. Comparator: -2.5%, 95% C.1.: -10.9%, 5.9%
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TABLE 39: STUDY 9901: MICROBIOLOGIC RESPONSES OF
MITT SUBJECTS AT TOC VISIT BY SPONSOR

Microbiologic Failure

Clinical Response Daptomycin Comparator
. (IN=213) (IN=255)
Microbiologic Success 156 (73.2%) 192 (75.3%)

57 (26.8%)

63 (24.7%)

Difference in Success Rate
Daptomvcin vs. Comparator:

-2.1%, 95% C.1.: -10.4%, 6.3%

Tables 40, 41, 42, and 43 show pathogen clinical success rates for those infecting pathogens
isolated most frequently at baseline of ME and MITT subjects as per MO’s and sponsor’s at

the TOC visit, respectvely.

TABLE 40: STUDY 9901: PATHOGEN CLINICAL SUCCESS RATES
OF ME SUBJECTS AT TOC VISIT BY MO

Baseline Isolate Pathogen

Daptomvcin

Comparator

Group A Streptococcus
Group B Smeptococens
Enterococens Faecalis
Enterococcus Faecum
Streptococeus Dysgalactiae
MSSA

MRSA

53/55 (96.4%)
11/12 (91.7%)
14/16 (87.5%)
2/2 (100%)
2/2 (100%)
101/111 (91.0%)
4/4 (100%)

55/59 (93.2%)
8/13 (61.5%)
21/24 (87.5%)
2/2 (100%)
6/6 (100%)
115/123 (93.5%)
9/9 (100%)

TABLE 41: STUDY 9901: PATHOGEN CLINICAL SUCCESS RATES
OF ME SUBJECTS AT TOC VISIT BY SPONSOR

Baseline Isolate Pathogen Daptomvcin Comparator
Group A Streptococcus 53/55 (96.4%) 57/63 (90.5%)
Group B Streptococeus 11/12 (91.7%) 8/13 (61.5%)
Enterococeus Faecalis 14/18 (77.8%) 22/25 (88.0%)
Enterococcus Faecium 2/2 (100%) 2/2 (100%)
Streptococeus Dysgalactiae 2/2 (100%) 7/7 (100%)
MSSA 103/114 (90.4%) 119/128 (93.0%)
MRSA 4/4 (100%) 9/9 (100%)
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TABLE 42: STUDY 9901: PATHOGEN CLINICAL SUCCESS RATES
OF MITT SUBJECTS AT TOC VISIT BY MO

Baseline Isolate Pathogen Daptomvcin Comparator
Group A Strepfococcus 53/59 (89.8%) 57/68 (83.8%)
Group B Smeptococcus 11/13 (84.6%) 8/18 (44.4%)
Enterococcus Faecalls 14/20 (70.0%) 22/28 (78.6%)
Enterococcus Faeaum 2/2 (100%) 2/2 (100%)
Streptococcus Dysgalactiae 2/4 (100%) 7/9 (77.8%)
MSSA 103/124 (83.1%) 119/140 (85.0%)
MRSA 4/5 (80.0%) 9/11 (81.8%)

TABLE 43: STUDY 9901: PATHOGEN CLINICAL SUCCESS RATES
OF MITT SUBJECTS AT TOC VISIT BY SPONSOR

Entervococcus Faecinm
Streptococeus Dysgalactiae
MSSA

MRSA

Baseline Isolate Pathogen Daptomycin Comparator
Group A Streptococcus 54/59 (91.5%) 57/68 (83.8%)
Group B Streptococcus 11/13 (84.6%) 9/18 (50.0%)
Enterococcus Faecalis 14/20 (70.0%) 23/28 (82.1%)

2/2 (100%)
2/2 (100%)
104/124 (83.9%)
4/5 (80.0%)

2/2 (100%)
7/9 (77.8%)
119/140 (85.0%)
9/11 (81.8%)

Tables 44, 45, 46, and 47 show pathogen microbiologic success rates for those infecung
pathogens isolated most frequently at baseline of ME and MITT subjects as per MO’s and
sponsor’s at the TOC visit, respectvely.

TABLE 44: STUDY 9901: PATHOGEN MICROBIOLOGIC SUCCESS
"RATES OF ME SUBJECTS AT TOC VISIT BY MO

Baseline Isolate Pathogen Daptomycin Comparator
Group A Streptococcus 52/35 (94.5%) 50/39 (84.7%)
Group B Streptococeus 10/12 (83.3%) 7/13 (53.8%)
Enterococcus Faecalts 13/16 (81.3%) 17/24 (70.8%)
Enterococeus Faecium 2/2 (100%) 2/2 (100%)
Streprococous Dysgalactiae 2/2 (100%) 6/6 (100%)
MSSA 83/111 (74.8%) 99/123 (80.5%)
MRSA 3/4 (75.0%) 8/9 (88.9%)
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TABLE 45: STUDY 9901: PATHOGEN MICROBIOLOGIC SUCCESS
RATES OF ME SUBJECTS AT TOC VISIT BY SPONSOR

Baseline Isolate Pathogen

Daptomvcin

Comparator

Group A Streptococcus
Group B Streprococcus
Enterococcus Faecalis
Enterococcus Faectum
Streptococcus Dysgalactiae
MSSA

MRSA

52/55 (94.5%)
10/12 (83.3%)
13/18 (72.2%)
2/2 (100%)
2/2 (100%)
84/114 (73.7%)
3/4 (75.0%)

52/63 (82.5%)
7/13 (53.8%)
18/25 (72.0%)
2/2 (100%)
7/7 (100%)
103/128 (80.5%)
8/9 (88.9%)

TABLE 46: STUDY 9901: PATHOGEN MICROBIOLOGIC SUCCESS
RATES OF MITT SUBJECTS AT TOC VISIT BY MO

Baseline Isolate Pathogen Daptomvein Comparator
Group A Streptococcus 52/59 (88.1%) 52/68 (76.5%)
Group B Streptococcus 10/13 (76.9%) 8/18 (44.4%)
Enterococcus Faecalis 13/20 (65.0%) 19/28 (67.9%)
Enterococcus Faecium 2/2 (100%) 2/2 (100%)

Streptococcus Dysgalactiae
MSSA
MRSA

2/4 (50.0%)
84/124 (67.7%)
3/5 (60.0%)

7/9 (77.8%)
103/140 (73.6%)
8/11 (72.7%)

TABLE 47: STUDY 9901: PATHOGEN MICROBIOLOGIC SUCCESS
RATES OF MITT SUBJECTS AT TOC VISIT BY SPONSOR

Baseline Isolate Pathogen Daptomvcin Comparator
Group A Streprococcus 52/59 (88.1%) 52/68 (76.5%)
Group B Streptococeus 10/13 (76.9%) 8/18 (44.4%)
Enteroroccus Faecalis 13/20 (65.0%) 19/28 (67.9%)

Enterococcus Faecium
Streptococeus Dyspalactiae

2/2 (100%)
2/4 (50.0%)

2/2 (100%)
7/9 (77.8%)

MSSA 84/124 (67.7%) 103/140 (73.6%)
MRSA 3/5 (60.0%) 8/11 (72.7%)
3.2 EVALUATION OF SAFETY
Study 9801

For all subjects who received one or more doses of study medication, the rates as per at least
one AE, treatment related AEs, severe AEs, Serious AEs, Died, discontinuation due to AE,
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discondnuadon due to treatment related AEs are present in Table 48. The safety of
Daptomycin and the comparator was evaluated in 530 subjects (265 in each treatment
group). The proporton of subjects with at least one AE and the proportion of subject with
treatment related AEs were significantly lower in the Daptomycin drug exposure group than
in the comparator group. No significanty differences were detected regarding all the rest of
these safety variables berween the two treatment groups.

TABLE 48: STUDY 9801: ADVERSE EVENT RATES

Daptomycin @ Comparator

Safety Outcome (N=265) (N=265) Fisher’s P-value
n (%) n (%)
At Least One AE - 171 (64.5%) 193 (72.8%) 0.0490
Treatment Related AEs . 64 (24.2%) 90 (34.0%) 0.0166
Severe AEs 34 (12.8%) 36 (13.6%) 0.8980
Serious AEs 32 (12.1%) 32 (12.1%) 1.0000
Died 2 (0.8%) 6 (2.3%) 0.2853
Discontinuation Due to AEs : 9 (3.4%) 12 (4.5%) 0.6571
Disconunuaton Due to 3 (1.1%) 9 (3.4%) 0.1414
Treatment Related AEs

AEs were most commonly reported in the gastrointestinal disorders SOC, with 27.5% and
37.0% of subjects in the Daptomycin and comparator drug exposure groups, respectvely.
Other SOCs with incidence rates of reported events of > 20% in either treatment group
included the nervous systemn disorders SOC, general disorders/administration site conditions
SOC; and infections and infestadons SOC. The most frequently reported AE was nausea.
Nausea was reported more frequently among subjects receiving the comparator agents
(15.5%) than among subjects receiving Daptomycin (8.7%). Other events reported in > 5%
of subjects in either treatment group included constipation, diarrhea, vomiting, insomnia,
headache, dermatius and pruritus. The only treatment related AE reported with incidence >
5% in either treatment group was nausea reported in 3.4% of Daptomycin subjects and 5.7%
of comparator subjects. The only severe events with incidence 2 1% were elevatons in
CPK and gangrene. The only serious AEs with reported incidence 2 1% were cellulids,
occurring in 1.5% of subjects in the Daptomycin group, and urosepsis, occurring in 1.1% of
subjects in this group. Although a total of 8 subjects died during the study, none of the
deaths were judged to be related to study treatment.

Study 9901

For all subjects who received one or more doses of study medication, the rates as per at least
one AE, treatment related AEs, severe AEs, Serious AEs, Died, discontinuation due to AE,
discontinuaton due to weatment related AEs are present in Table 49. The safety of
Daptomycin and the comparator was evaluated in 562 subjects (Daptomycin: 269;
Comparator: 293). A significantly higher percentage of subjects in the Daptomycin group

- ——

27



NDA 21-572

Cubicin™ (Daptomydn fos Injecdon)

Smatisocal Review and Evaluaoon
Stansocal Evaluaton

subjects experienced severe adverse events.

No significantly differences were detected

regarding all the rest of these safety variables berween the two treatment groups.

| TABLE 49: STUDY 9901: ADVERSE EVENT RATES

Daptomycin Comparator
Safety Outcome (N=269) (IN=293) Fisher’s P-value
' n (%) n (%)
At Least One AE 103 (38.3%) 100 (34.1%) 0.3338
Treatment Related AEs 30 (11.2%) 29 (9.9%) 0.6803
Severe AEs 26 (9.7%) 13 (4.4%) 0.0192
Serious AEs 26 (9.7%) 17 (5.8%) 0.1114
Died 6 (2.2%) 2(0.7%) 0.1610
Discontdnuaton Due to AEs 6 (2.2%) 5(1.7%) 0.7647
Discontnuaton Due to 3(1.1%) 2 (0.7%) 0.6741
Treatment Related AEs

AEs were most commonly reported in the gastrointestinal disorders SOC, with 11.2% and
8.5% of subjects in the Daptomycin and comparator drug exposure groups, respectvely.
The most frequently reported AE was headache, with 4.1% in the Daptomycin group and
2.7% in the comparator group. Other events reported in 2 to 4% of subjects in either
treatment group included constipation, nausea, injection site thrombosis, injection site
phlebius, increased CPK, insomnia, diarrhea, and dermatits. No treatment related AEs were
reported with incidence > 2% in either treatment group. The only severe AE with incidence
2 1% was sepsis NOS, which was reported in 3 subjects (1.1%) in the Daptomycin group
and none of the subjects in the comparator group. The only serious AE with reported
incidence 2 1% was cellulitis occurring in 1.1% of subjects in the Daptomycin group and
none of the subjects in the comparator group. Although a total of 8 subjects died during the
study, none of the deaths were judged to be related to study treatment.
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4 FINDINGS IN SPECIAL/SUBGROUP POPULATIONS

4.1 GENDER, RACE AND AGE

Study 9801 .

The results of subgroup analyses by gender, race and age for the clinical responses are
showed in Tables 50 and 51. The test results from bggh CE and ITT populatons did only
" reveal a stadstically significance difference across the age subgroup between the treatments,
where Daptomycin was more favored in the subjects younger than 65 years of age and the
comparator was more favored in the older subjects. No statstcally heterogeneous treatment

effect was detected among other subgroups.

TABLE 50: STUDY 9801: SUBGROUP ANALYSES BY DEMOGRAPHICS
CHARACTERISTICS OF CLINICAL RESPONSES IN CE SUBJECTS BY MO
Subgroup Daptomycin Comparator 95% C.1. P-value
(IN=208) (N=2006) Breslow-Dav’s
Age
<65 113/137 (82.5%) | 109/145 (75.2%) | (-2.9%, 17.5%) 0.0089
265 45/71 (63.4%) 49/61 (80.3%) | (-33.5%, -0.4%)
Gender
Male 81/108 (75.0%) | 83/112 (74.1%) | (-11.5%, 13.3%) 0.6503
Female 77/100 (77.0%) 75/94 (79.8%) | (-15.4%, 9.8%)
Race
White 96/133 (72.2%) | 90/121 (74.4%) | (-13.9%, 9.5%) 0.8498
Black 42/47 (89.4%) 46/52 (88.5%) | (-13.5%, 15.3%)
Other 20/28 (71.4%) 22/33 (66.7%) | (-21.7%,31.3%)

29



NDA 21-572

Stagstcal Review and Evaluadon
Cubian™ (Daptomycin for Injecdon)

Error! Not a valid link.

TABLE 51: STUDY 9801: SUBGROUP ANALYSES BY DEMOGRAPHICS
CHARACTERISTICS OF CLINICAL RESPONSES IN ITT SUBJECTS BY MO
Subgroup Daptomycin Comparator 95% C.L P-value
. (N=264) (IN=266) Breslow-Dav’s
Age ) .
<65 119/173 (68.8%) | 112/183 (61.2%) | (-2.9%, 18.0%) 0.0548
265 46/91 (50.5%) 50/83 (60.2%) (-25.6%, 6.2%)
Gender
Male 86/143 (60.1%) | 87/148 (58.8%0) | (-10.6%, 13.3%) 0.9575
- Female 79/121 (65.3%) | 75/118 (63.6%) | (-11.2%, 14.7%)
Race
White 101/177 (57.1%) | 93/167 (55.7%) | (-9.7%, 12.4%) 0.8420
Black 42/50 (84.0%) 47/60 (78.3%) | (-10.7%, 22.1%)
Other 22/37 (59.5%) 22/39 (56.4%) (-21.8%,27.9%)
Study 9901

The results of subgroup analyses by gender, race and age for the clinical responses in MO’s

CE and ITT populavons are showed in Tables 52 and 53. Results were homogenous across
all these demographic aspects.

TABLE 52: STUDY 9901: SUBGROUP ANALYSES BY DEMOGRAPHICS
CHARACTERISTICS OF CLINICAL RESPONSES IN CE SUBJECTS BY MO
Subgroup Daptomycin Comparator 95% C.1. P-value
(N=238) (IN=250) Breslow-Dav’s
Age
< 65 178/197 (90.4%) | 187/205 (91.2%) | (-7.0%, 5.3%) 0.7793
265 36/41 (87.8%) 39/45 (86.7%) | (-15.3%, 17.6%)
Gender
Male 120/132 (90.9%) | 1217133 91.0%) | (-7.7%, 7.6%) 0.8664
Female 94/106 (88.7%) | 105/117 (89.7%) | (-10.1%, 8.0%)
Race
White 107/119 (89.9%) | 108/124 (87.1%) | (-6.0%, 11.6%) 0.2933
Black 75/84 (89.3%) 71/78 (91.0%) | (-12.1%, 8.7%)
Other 32/35 (91.4%) 47/48 (97.9%) (-19.1%, 6.1%)
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TABLE 53: STUDY 9901: SUBGROUP ANALYSES BY DEMOGRAPHICS
CHARACTERISTICS OF CLINICAL RESPONSES IN ITT SUBJECTS BY MO
Subgroup Daptomycin Comparator 95% C.1. P-value
- (N=270) (IN=292) Breslow-Dav’s
Age
<65 181/216 (83.8%) | 194/236 (82.3%) | (-5.8%, 9.0%) 0.3822
=65 36/54 (66.7%) 41/56 (73.2%) | (-25.5%, 12.4%)
Gender
Male 122/150 (81.3%) | 125/160 (78.1%) | (-6.4%, 12.8%) 0.2713
Female 95/120 (79.2%) { 110/132 (83.3%) | (-14.6%, 6.3%)
Race
White 107/136 (78.7%) | 111/146 (76.0%) | (-7.8%, 13.1%) 0.5396
Black 78/95 (82.1%) 75/91 (82.4%) | (-12.4%, 11.7%)
Other 32/39 (82.1%) 49/55 (89.1%) (-23.8%, 9.7%)
4.2 OTHER SPECIAL SUBGROUP POPULATIONS
Srudy 9801

Subgroup analyses by other baseline and prognostic factors in CE and ITT populations are
presented in Tables 54-69. Significant heterogeneiry of treatment effects existed only among
the following subgroups when Daptomycin was compared with its comparator: with versus
without diabetic history (where Daptomycin was more favored in those with diabedc
history); from South Africa versus from other countries (where Daptomycin was more
favored in those from South Africa); with versus without concomitant procedures (where
Daptomycin was more favored in those without concomitant procedures), and the findings
were consistent between CE and ITT analyses. No significant heterogeneity of treatment
effects was detected among the other subgroups.
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TABLE 54: STUDY 9801: SUBGROUP ANALYSES BY BASELINE DISEASE
CHARACTERISTICS OF CLINICAL RESPONSES IN CE SUBJECTS BY MO

Subgroup Daptomycin Comparator 95% C.I. P-value
. (N=208) (N=2006) Breslow-Day’s
Primary ’
Diagnosis
Wound 64/82 (78.0%) 73/93 (78.5%) | (-13.8%, 12.9%) 0.3040
Infecdon
Major 42/44 (95.5%) 29/35 (82.9%) | (-3.9%, 29.1%)
Abscess
Infected 18/28 (64.3%) | 19/28 (67.9%) | (-31.9%, 24.8%)
Diabeuc Ulcer
Infected Ulcer | 14/21 (66.7%) 20/27 (714.1%) | (-37.7%, 22.9%)
(non-diabetc) .
Other 20/33 (60.6%) 17/23 (73.9%) | (-41.5%, 14.9%)
Infecdon

TABLE 55: STUDY 9801: SUBGROUP ANALYSES BY BASELINE DISEASE
CHARACTERISTICS OF CLINICAL RESPONSES IN ITT SUBJECTS BY MO

Infection

Subgroup Daptomycin Comparator 95% C.I P-value
(IN=264) (IN=266) Breslow-Dav’s
Primary
Diagnosis :
Wound 66/99 (66.7%) 74/116 (63.8%) | (-10.8%, 16.6%) 0.5962
Infecdon
Major 43/55 (78.2%) 29/43 (67.4%) | (-9.1%, 30.6%)
Abscess
Infected 20/38 (52.6%) | 21/41 (51.2%) | (-23.2%, 26.0%)
Diabeuc Ulcer .
Infected Ulcer | 15/33 (45.5%) 20/34 (58.8%) | (-40.1%, 13.3%)
(non-diabeuc)
Other 21/39 (53.8%) | 18/32 (56.3%) | (-28.5%, 23.7%)
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TABLE 56: STUDY 9801: SUBGROUP ANALYSES BY iNFECTlON WITH OR
WITHOUT DIABETIC ULCER OF CLINICAL RESPONSES IN CE SUBJECTS BY

MO
Subgroup Daptomycin Comparator 95% C.1. P-value
‘(N=208) (N=206) Breslow-Day’s
Diabetic Ulcer
With 18/31 (58.1%) 21/32(65.6%) | (-34.7%, 19.5%) 0.5559
Without 140/177 (79.1%) | 137/174 (78.7%) | (-8.7%, 9.5%)

TABLE 57: STUDY 9801: SUBGROUP ANALYSES BY INFECTION WITH OR
WITHOUT DIABETIC ULCER OF CLINICAL RESPONSES IN ITT SUBJECTS BY

MO
Subgroup Daptomycin - Comparator 95% C.I. P-value
(IN=264) (IN=266) Breslow-Dav’s

Diabeunc Ulcer
With
Without

20/42 (47.6%)
145/222 (65.3%)

22/46 (47.8%)
140/220 (63.6%)

(-23.4%, 23.0%)
(-7.7%, 11.1%)

0.8625

TABLE 58: STUDY 9801: SUBGROUP ANALYSES BY INFECTION WITH OR
WITHOUT RELEVANT PATHOGENS OF CLINICAL RESPONSES IN CE

: SUBJECTS BY MO
Subgroup Daptomycin Comparator 95% C.I. P-value
(IN=208) ~ (N=2006) a Breslow-Dav’s
Relevant
Pathogens
With 128/165 (77.6%) | 127/163 (77.9%) | (-10.0%, 9.3%) 0.8639
Without 30/43 (69.8%) 31/43(72.1%) | (-23.8%, 19.2%)

WITHOUT RELEVANT PA

TABLE 59: STUDY 9801: SUBGROUP ANALYSES BY INFECTION WITH OR
THOGENS OF CLINICAL RESPONSES IN ITT

SUBJECTS BY MO
Subgroup Daptomycin Comparator 95% C.I. P-value -
(IN=264) (IN=260) Breslow-Dav’s
Relevant
Pathogens
With 135/206 (65.5%) | 128/202 (63.4%) | (-7.6%, 11.9%) 0.7182
Without 30/58 (51.7%) 34/64 (53.1%) | (-20.8%, 18.0%)
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TABLE 60: STUDY 9801: SUBGROUP ANALYSES BY INFECTION WITH OR
WITHOUT S_Awrens OF CLINICAL RESPONSES IN CE SUBJECTS BY MO

Subgroup Daptomycin Comparator 95% C.1. P-value
-(N=208) (IN=2006) Breslow-Dav’s
S. Aurens
With 95/121 (78.5%) | 93/123 (75.6%) | (-8.5%, 14.3%) 0.3039
Without 63/87 (72.4%) 65/83 (78.3%) (-20.0%, 8.2%)

TABLE 61: STUDY 9801: SUBGROUP ANALYSES BY INFECTION WI1TH OR
WITBOUT S_Auwrens OF CLINICAL RESPONSES IN ITT SUBJECTS BY MO

Subgroup Daptomycin Comparator 95% C.I. P-value
IN=264) (IN=2606) Breslow-Dav’s
S. Aurens
With 100/156 (64.1%) | 94/150 (62.7%) { (-10.0%, 12.9%) 0.9934
Without 65/108 (60.2%) | 68/116 (58.6%) | (-12.2%, 15.3%)

TABLE 62: STUDY 9801: SUBGROUP ANALYSES BY DIABETIC HISTORY OF
CLINICAL RESPONSES IN CE SUBJECTS BY MO

Subgroup Daptomycin Comparator 95% C.I. P-value
(IN=208) (IN=200) Breslow-Dav’s
Diabetc
History
Yes 65/88 (73.9%) 64/95 (67.4%) | (-7.8%, 20.7%) 0.0952
No 93/120 (77.5%) | 94/111 (84.7%) | (-18.1%, 3.7%)

[ TABLE 63: STUDY 9801: SUBGROUP ANALYSES BY DIABETIC HISTORY OF
CLINICAL RESPONSES IN ITT SUBJECTS BY MO

Subgroup Daptomycin Comparator 95% C.1. P-value
(IN=264) (IN=266) Breslow-Dav’s
Diabetic
History
Yes 69/110 (62.7%) | 67/126 (53.2%) | (-3.9%, 23.0%) 0.0784
No 96/154 (62.3%) | 95/140 (67.9%) | (-17.1%, 6.0%)
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TABLE 64: STUDY 9801: SUBGROUP ANALYSES BY GEOGRAPHIC
CHARACTERISTICS OF CLINICAL RESPONSES IN CE SUBJECTS BY MO

Subgroup Daptomycin Comparator 95% C.I. P-value
- (N=208) (N=200) Breslow-Dav’s
Country ‘
South Africa 45/45 (100%) 38/41 (92.7%) | (-3.0%, 17.6%) 0.0512
The USA 113/163 (69.3%) | 120/165 (72.7%) | (-13.8%, 7.0%)

TABLE 65: STUDY 9801: SUBGROUP ANALYSES BY GEOGRAPHIC
CHARACTERISTICS OF CLINICAL RESPONSES IN ITT SUBJECTS BY MO

Subgroup Daptomycin Comparator 95% C.1. P-value
(IN=264) (IN=2606) Breslow-Dav’s
Country
South Afnica 46/49 (93.9%) 38/48 (79.2%) (-0.7%, 30.1%) 0.0339
The USA 119/215 (55.4%) | 124/218 (56.9%) | (-11.3%, 8.3%)

TABLE 66: STUDY 9801: SUBGROUP ANALYSES BY INFECTION WITH
CONCOMITANT ANTIBIOTICS OF CLINICAL RESPONSES IN CE SUBJECTS

BY MO
Subgroup Daptomycin Comparator 95% C.I. P-value
(N=208) (IN=2006) Breslow-Dav’s
Concomitant
Antbiotics
Yes 22/30 (73.3%) 16/21 (76.2%) | (-31.0%, 25.3%) 0.8512
Ne 136/178 (76.4%) | 142/185 (76.8%) | (-9.6%, 8.9%)

TABLE 67: STUDY 9801: SUBGROUP ANALYSES BY INFECTION WITH
CONCOMITANT ANTIBIOTICS OF CLINICAL RESPONSES IN ITT SUBJECTS

BY MO
Subgroup " Daptomycin Comparator 95% C.I. . P-value
(IN=264) (IN=266) Breslow-Dav’s
Concomitant '
Anubiotics
Yes 22/35 (62.9%) | 18/31 (58.1%) | (-21.9%, 31.5%) 0.7795
No 143/229 (62.4%) | 144/235 (61.3%) | (-8.1%, 10.4%)
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- TABLE 68: STUDY 9801: SUBGROUP ANALYSES BY CONCOMITANT
PROCEDURES OF CLINICAL RESPONSES IN CE SUBJECTS BY MO

Subgroup Daptomycin Comparator 95% C.1. P-value
- (N=208) (N=206) : Breslow-Dav’s
Concomitant
procedures
Yes 47/61 (77.1%) 55/61 (90.2%) | (-27.7 %, 1.5%) 0.0330
No 111/147 (75.5%) | 103/145 (71.0%) | (-6.3%, 15.3%)

TABLE 69: STUDY 9801: SUBGROUP ANALYSES BY CONCOMITANT
PROCEDURES OF CLINICAL RESPONSES IN ITT SUBJECTS BY MO

Subgroup Daptomycin Comparator 95% C.1. P-value
(IN=264) (N=266) Breslow-Day’s
Concomitant
procedures
Yes 49/75 (65.3%) 57/78 (73.1%) (-23.6%, 8.2%) 0.1471
No 116/189 (61.4%) | 105/188 (55.9%) | (-4.9%, 16.0%)
Study 9901

Subgroup analyses by other baseline and prognostc factors in CE and ITT populatons are
presented in Tables 70-87. Significant heterogeneity of treatment effects existed only among
the following subgroups in ITT population when Daptomycin was compared with its
comparator: with versus without concomitant antibiotics (where Daptomycin was more
favored in those without taking concomitant antibiotcs); with versus without concomitant
procedures (where Daptomycin was more favored in those with concomitant procedures).
No significant heterogeneity of treatment effects was detected among the other subgroups in
ITT population. Results from CE population were all consistent which means the treatment
effects were homogeneous across all these factors in CE subjects.

4,0%\?

0,7'?

WO'?;Z’/:&’/J‘ ’[p
/"/5"4( Ay




NDA 21-572

Cubicin™ (Daptomyein for Injecton)

Stagstcal Review and Evaluaton
Error! Not a valid link.

TABLE 70: STUDY 9901: SUBGROUP ANALYSES BY BASELINE DISEASE
CHARACTERISTICS OF CLINICAL RESPONSES IN CE SUBJECTS BY MO

Infected Ulcer
(non-diabetic)
Other
Infecton

23/26 (88.5%)

48/48 (100%)

28/31 (90.1%)

43/47 (91.5%)

(-21.5%, 17.8%)

(-1.6%, 18.6%)

Subgroup Dapromycin Comparator 95% C.I P-value
- (N=238) (IN=250) Breslow-Day’s
! Pdmary
Diagnosis
Wound 78/87 (89.7%) 83/87 (95.4%) | (-14.7%, 3.2%) 0.1758
Infecton
Major 52/58 (89.7%) 52/57 (91.2%) | (-14.1%, 10.9%)
Abscess '
Infected 13/19 (68.4%) 20/28 (71.4%) | (-34.2%, 28.2%)
Diabedc Ulcer

TABLE 71: STUDY 9901: SUBGROUP ANALYSES BY BASELINE DISEASE
CHARACTERISTICS OF CLINICAL RESPONSES IN ITT SUBJECTS BY MO

Subgroup Daptomycin Comparator 95% C.1. P-value
(IN=270) (IN=292) ' Breslow-Dav’s
Primary .
Diagnosis
Wound 81/102 (79.4%) | 88/108 (81.5%) | (-13.8%, 9.6%) 0.719
Infecton . :
"~ Major 52/59 (88.1%) 53/65 (81.5%) (-7.6%, 20.7%)
Abscess
Infected 13/23 (56.5%) 21/31 (67.7%) | (-41.1%, 18.7%)
Diabenc Ulcer
Infected Ulcer | 23/30 (76.7%) 30/37 (81.1%) | (-27.1%, 18.3%)
(non-diabetic)
Other 48/56 (85.7%) 43/51 (84.3%) | (-14.0%, 16.8%)
Infecdon
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TABLE 72: STUDY 9901: SUBGROUP ANALYSES BY INFECTION WITH OR
WITHOUT DIABETIC ULCER OF CLINICAL RESPONSES IN CE SUBJECTS BY

MO
Subgroup Daptomycin Comparator 95% C.I. P-value
IN=238) . (IN=250) ' Breslow-Dav’s
Diabetic Ulcer
With 16/24 (66.7%) 23/32 (71.9%) | (-33.3%, 22.9%) 0.8224
Without 198/214 (92.5%) | 203/218 (93.1%) | (-5.9%, 4.7%)

TABLE 73: STUDY 9901: SUBGROUP ANALYSES BY INFECTION WITH OR
WITHOUT DIABETIC ULCER OF CLINICAL RESPONSES IN ITT SUBJECTS BY

MO
Subgroup Daptomycin " Comparator 95% C.1. P-value
(IN=270) (IN=292) Breslow-Dav’s

Diabetic Ulcer
With
Without

16/28 (57.1%)
201/242 (83.1%)

25/39 (64.1%)
210/253 (83.0%)

(-33.7%, 19.8%)

(-7.0%, 7.1%)

0.5975

TABLE 74: STUDY 9901: SUBGROUP ANALYSES BY INFECTION WITH OR
WITHOUT RELEVANT PATHOGENS OF CLINICAL RESPONSES IN CE

SUBJECTS BY MO
Subgroup Dapromycin Comparator 95% C.1. P-value
(IN=238) (IN=250) Breslow-Dav’s
Relevant
Pathogens
With 165/177 (93.2%) | 187/203 (92.1%) | (-4.7%, 6.9%) 0.5961
Without 49/61 (80.3%) 39/47 (83.0%) | (-19.2%, 13.9%)

TABLE 75: STUDY 9901: SUBGROUP ANALYSES BY INFECTION WITH OR
WITHOUT RELEVANT PATHOGENS OF CLINICAL RESPONSES IN ITT

SUBJECTS BY MO
Subgroup Daptomycin Comparator 95% C.1. P-value
(IN=270) (IN=292) Breslow-Dav’s
Relevant
Pathogens
With 168/199 (84.4%) | 194/235 (82.6%) | (-9.3%, 8.2%) 0.5567
Without 49/71 (69.0%) 41/57 (71.9%) | (-10.1%, 12.5%)
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TABLE 76: STUDY 9901: SUBGROUP ANALYSES BY INFECTION WITH S_Axreus
OF CLINICAL RESPONSES IN CE SUBJECTS BY MO

Subgroup Daptomycin Comparator 95% C.1L. P-value

) (IN=238) (IN=250) Breslow-Dav’s
S Aureus '

With 119/129 (92.2%) | 140/149 (94.0%) | (-8.4%, 5.0%) 0.4822
Without 95/109 (87.2%) | 86/101 (85.1%) | (-8.3%, 12.3%)

| TABLE 77: STUDY 9901: SUBGROUP ANALYSES BY INFECTION WITH S_4urexs
OF CLINJCAL RESPONSES IN ITT SUBJECTS BY MO

91/119 (76.5%)

Subgroup Daptomycin Comparator 95% C.I. P-value
IN=270) (IN=292) Breslow-Dav’s
S. Anrens :
With 122/149 (81.9%) | 144/173 (83.2%) | (-10.3%, 7.6%) 0.6204
Without 95/121 (78.5%) (-9.4%, 13.4%)

CLINICAL RESPONSES IN CE SUBJECTS BY MO

TABLE 78: STUDY 9901: SUBGROUP ANALYSES BY DIABETIC HISTORY OF

Subgroup Daptomycin Comparator 95% C.1L P-value
(IN=238) IN=250) Breslow-Dav’s
Diabeuc
History
Yes 33/43 (76.7%) | 47/58 81.0%) | (-22.5%, 13.9%) 0.7579
No 181/195 (92.8%) | 179/192 (93.2%) | (-6.0%, 5.2%)

CLINICAL RESPONSES IN ITT SUBJECTS BY MO

TABLE 79: STUDY 9901: SUBGROUP ANALYSES BY DIABETIC HISTORY OF

Subgroup Daptomycin Comparator 95% C.1. P-value
(IN=270) (N=292) Breslow-Day’s
Diaberic '
History
Yes 33/50 (66.0%) 49/68 (72.1%) | (-24.7%, 12.6%) 0.4918
No 184/220 (83.6%) | 186/224 (83.0%) | (-6.8%, 8.0%)
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TABLE 80: STUDY 9901: SUBGROUP ANALYSES BY GEOGRAPHIC
CHARACTERISTICS OF CLINICAL RESPONSES IN CE SUBJECTS BY MO

Subgroup Daptomycin Comparator 95% C.I. P-value
(IN=238) (N=250) Breslow-Day’s
South Africa | 120/134 (89.6%) | 126/136 (92.7%) | (-10.6%, 4.4%) 0.2827
Other 94/104 (90.4%) | 100/114 (87.7%) { (-6.5%, 11.9%)

TABLE 81: STUDY-9901: SUBGROUP ANALYSES BY GEOGRAPHIC
CHARACTERISTICS OF CLINICAL RESPONSES IN ITT SUBJECTS BY MO

Subgroup Daptomycin Comparator 95% C.I. P-value
(IN=270) (IN=292) Breslow-Day’s J
Country '
South Africa | 123/149 (82.6%) | 131/154 (85.1%) | (-11.5%, 6.4%) 0.4629
Other 94/121 (77.7%) | 104/138 (75.4%) | (-8.8%, 13.4%)

TABLE 82: STUDY 9901: SUBGROUP ANALYSES BY INVESTIGATIONAL
CENTER OF CLINICAL RESPONSES IN CE SUBJECTS BY MO

Subgroup Daptomycin Comparator 95% C.I. . P-value
(IN=238) (IN=250) Breslow-Dav’s
Center
501 & 502 26/26 (100%) 27/27 (100%) (-3.8%, 3.8%) NA
Other 188/212 (88.7%) | 199/223 (89.2%) | (-6.9%, 5.8%)

TABLE 83: STUDY 9901: SUBGROUP ANALYSES BY INVESTIGATIONAL
CENTER OF CLINICAL RESPONSES IN ITT SUBJECTS BY MO

Subgroup Dapromycin Comparator 95% C.1. P-value
(IN=270) (N=292) Breslow-Dav’s
Center
501 & 502 26/28 (92.9%) 27/28 (96.4%) | (-18.9%, 11.8%) 0.5548
Other 191/242 (78.9%) | 208/264 (718.8%) | (-7.4%,7.7%) -
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TABLE 84: STUDY 9901: SUBGROUP ANALYSES BY INFECTION WI1TH
CONCOMITANT ANTIBIOTICS OF CLINICAL RESPONSES IN CE SUBJECTS

BY MO
Subgroup Daptomycin Comparator 95% C.L P-value
"(N=238) (IN=250) Breslow-Dav’s
Concomitant
Anubiodcs ‘ _ _
Yes 23/29 (79.3%) 34/38 (89.5%) | (-30.9%, 10.6%) 0.2442
No 191/209 (91.4%) | 192/212 (90.6%) | (-5.1%, 6.8%)

TABLE 85: STUDY 9901: SUBGROUP ANALYSES BY INFECTION WITH
CONCOMITANT ANTIBIOTICS OF CLINICAL RESPONSES IN ITT SUBJECTS

BY MO
Subgroup Daptomycin Comparator 95% C.1. P-value
(IN=270) {(N=292) Breslow-Dav’s
Concomirant
Andbiodcs
Yes 23/33 (69.7%) 39/46 (84.8%) (-36.5%, 6.3%) 0.0857
No 194/237 (81.9%) | 196/246 (79.7%) | (-5.3%, 9.6%)

TABLE 86: STUDY 9901: SUBGROUP ANALYSES BY CONCOMITANT
PROCEDURES OF CLINICAL RESPONSES IN CE SUBJECTS BY MO

Subgroup Daptomycin Comparator 95% C.1L. P-value
- (IN=238) (N=250) Breslow-Dav’s
Concomirtant
procedures
Yes 92/104 (88.5%) | 86/101 (85.2%) | (-6.9 %, 13.6%) 0.2450
No 122/134 (91.0%) | 140/149 (94.0%) | (-9.8%, 4.0%)

TABLE 87: STUDY 9901: SUBGROUP ANALYSES BY CONCOMITANT
PROCEDURES OF CLINICAL RESPONSES IN ITT SUBJECTS BY MO

Subgroup Daptomycin Comparator 95% C.L. P-value
IN=270) (IN=292) Breslow-Day’s
Concomitant
procedures
Yes 94/113 (83.2%) | 91/120 (75.8%) | (-3.8%, 18.5%) 0.0623
No 123/157 (78.3%) | 144/172 (83.7%) | (-14.5%, 3.7%)
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5 SUMMARY AND CONCLUSIONS

. 5.1 COLLECTIVE EVIDENCE

Based on all the available data from the two studies, the following summaries the evaluaton
by this reviewer. The conclusions presented in the review were drawn mainly focused on
MO’s redefined populations and reclassified outcomes, which was believed to provide a
more accurate and validated interpretadon and descripton for efficacy and safety of the
studies. This submission was primarily supported by rwd®controlied studies (9801 and 9901)
to demonstrate the efficacy and safety of Daptomycin in the treatment of ¢SSSI.

For statstical evaluadon of efficacy, statistical non-inferiority on clinical response was
analvzed based upon the two-sided 95% confidence interval of the difference in clinical
success rates at TOC berween Daptomycin and its comparator for CE and ITT subjects.

STUDY 9801

The 95% confidence interval of the difference in clinical success rates of Daptomycin
minus its comparator for CE subjects were 55 200(-9.4%, 7.9%): e, 7635 Lhe results
demonstrated Daptomycin was non-inferior to its comparator in clinical success rate at

TOC.

The 95% confidence interval of the difference in clinical success rates of Daptomycin
minus its comparator for ITT subjects were 35 5(-7.1%, 10.3%)¢2 50 6004 The results
demonstrated Daptomycin was non-inferior to its comparator in clinical success rate at

TOC.

The safety profile of Daptomycin and its comparator appeared comparable.

STUDY 9901

The 95% confidence interval of the difference in clinical success rates of Daptomycin
minus Cortisporin for CE subjects were ;35 350(-6.2%, 5.2%0)g9 g0, 9.4, Which demonstrated
Daptomycin was non-inferior to its comparator in clinical success rate at TOC.

The 95% confidence interval of the difference in clinical success rates of Daptomycin
minus Cortisporin for ITT subjects were 5 2,(-7.0%, 06.8%)5, gosw Which
demonstrated Daptomycin was non-inferior to its comparator in clinical success rate at

TOC.

It is noteworthy that Study 9901 (internatonal study without site in the United States)
had better efficacy outcomes than Study 9801 (majority of subjects of this study were
recruited from the Unites States sites, 79.2% in CE subjects and 81.7% in ITT subjects).
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Divergence in the pretreatment status and baseline characteristics of enrolled subjects
could cause the differences in efficacy outcome between the two studies.

® The safery profile of Daptomycin and its comparator appeared comparable.

5.2 CONCLUSIONS AND RECOMMENDATIONS

This NDA submission was to evaluate the efficacy and safety of Daptomycin in the
treatment of ¢SSSI, which was supported by two pivotal studies.

Both Study 9801 and Study 9901 demonstrated that Daptomycin was non-inferior to its
comparator for the treatment of ¢SSSI.” These studies supported approval of Daptomycin (4
mg/kg 1.V. QD x 7 to 14 days) for the treatment of cSSSI.

In addivon, both pivotal studies displayed that Daptomycin and its comparator provided
substanually comparable safety profiles.

Based on the above findings, it is the opinion of this reviewer to conclude that the accessible
data from two pivotal studies of this submission supported the use of Daptomycin with
proposed treatment regimen in the treatment of ¢SSSI, and the studies provided sufficient
evidence to confirm that Daptomycin as an effectve and safe medicine in this indicaton.
From the staustical perspecave, Daptomycin is recommended for approval in the treatment
of ¢SSSL
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6 APPENDICES

There is no appendix to this review.
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