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Reviewer’s comments: In the MITT populstion that included both countries, S. cureus
response to ciprofloxacin was lower than the S. gureus respouse to PNH for both the EOT and the
TOC vigits. This observation suggests PNH may be more effective than Cipro Otic against S.
aureus in the Spanish population. Howeves, the above results suggest thet ciproflexacin is as
effective as PNH againat P. aeruginosa.

Clinical Response
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The primary efficacy endpoint for study CIPROT 11Y03 1A 02 was Clinical Cure at
the Test-of-Cure visit. Results in the MPP and MITT populations are shown in Table
18. In the MPP population, 148 (85.1%) patients in the ciprofloxacin group and 136
(78.2%) in the PNH group had Clinical Cure at the Test-of-Cure visit. Compared with
the PNH group, the proportion of MPP patients in the ciprofloxacin group with
Sustained Clinical Cure was greater (68% vs. 56%), and the propertion with
Subsequent Clinical Cure was smaller (17% vs. 22%).

In the MITT population, preportions of patients with Clinical Cure were smaller than
in the MPP population, but differences between treatment groups showed the same
trends. One hundred cighty-four (79.3%) patients in the ciprofloxacin group and 163
(75.1%) in the PNH group had Clinical Cure at Visit 4. Compared with the PNH
group, the proportion of patients in the ciprofloxacin group with Sustained Clinical
Cure was greater (63% vs. 55%), and the proportion with Subsequent Clinical Cure
was smaller (16% vs. 20%). Approximately 5% of patients in the ciprofloxacin group
and 2% in the PNH group had results assessed as Indeterminate.
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The Clinical Cure rates at Test-of-Cure visit by couniry were similar to one another and
consistent with the overall population results (Tables 19 and 20).

Table 19. S

BT 40 (35.6%)

e i ' T 3(1.9%)
: ...mmm

Table 20. Summary of Clinical Cure at Test-of-Cure Visit by Country (Spain).
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The incidence of Clinical Cure was also analyzed by pathogen. Incidence of Clinical
Cure was higher in patients infected with P. aeruginosa than in patients infected with S.
aureus. In patients infected with P. aeruginosa, incidence of Clinical Cure was higher in
the ciprofloxacin group than in the PNH group. In patients infected with S. aureus,
incidence of Clinical Cmmshght}yhnghcrmtthNngoupm in the ciprofloxacin

group (Table 21).
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Incidence of Clinical Cure at Visit 4 by country and pathogen is summarized for the MPP
and MITT populations in Tables 22 and 23.

The trends descritied for the overall patient microbiological pepulation at the Test-of-
Cure visit were also observed in patients in the US. For patients in Spain, differences
between treatment groups and between pathogens were less pronounced. The number of
patients infected with S. aurexs in Spain was too small to allow any trends to be
observed. ,

Table 22. Summary of Clinical Cure at Test-of-Cure Visit by Pathegen (US).



NDA No.21-918
Cmﬁonem Otie Clinical Microbiology Review
Laboratorios Salvat
* o W e — W
P. asruginess (N=174) (N=174) (N=232) (N=217)
[_n_ 110 112 142 142
Ciinical Cure 96 (80.1%) 88 (78.6%) 115 (61%) 09 (76.
[ Sustained 75 (88.2%) B (510%) | O67(81.9%) | 74(52.1%)
x t 23(209%) | 30 (0.8%) 28 (19.7%) 35 (24.6%)
Ciinical Failure 12(09% | 4@i4% | 270w BN
Jetermn - ~ € (4.2%) 3@1%)
n 17 17 27 22
Ciimcal Cure 12 (70.6%) 12 (70.6%) 16 (50.3%) 13 (59.1%)
[ Susteined 7 (41.2%) 11 (84.7%) 70 (37%) 11 (50%)
[ Subsequent 5 (20.4%) 1(5.9%) §(222%) 2(9.1%)
Clinical Failure 5 (20.4%) 5(29.4%) 11 (40.7%) 9 (40.9%)
indeterminate - - 3(11.1%) 0

Sowes: Table 0.5, seclion 5.3.5.4.13, pIT. Sekeita Ta

(N=174) ~ (N=223) (u-zm
33 (76.6%) 45 (61.8%) Wss
27 (64.3%) 36 (69.1%)
§(14.3%) 7 (12.7%) 6(11.8%)
9 (21.4%) 10 (18.2%) 13 (@5.5%)
- 3 (5.5%) 1(2%)
12 ] ‘ 13
10 (83.3%) ~ 5 (83.9%) B89%) |
9 (75%) S(83.3%) 9 (60.2%)
T(@IN) 0 1(7.7%)
inicel Faik 2(16.7%) “1(16.7%) 3(23.1%)
[__indeterminate - - 0 TOT%)
Sewrce: Tenie 8.8, saction 5.3.5.4.13, pat, t2iand 627
WsMMW&n«smmwm higher rates of

WmthMmmmmmnummEm Spanish

patients demonstrated a higher rate of clinical core of S. aureus, but not P.

, than

American patients. mmhunmmmmuaun&emma
petients in the Spanish arm,

Clinical Respease by Ciprofioxacin MIC
Clinical response was also evaluated by ciprofloxacin MIC in patients with cither of the
twe predominant pathogens, P. aeruginosa or S. aureus, for both the MPP and MITT
populations and by treatment with cither ciprofloxacin or PNH. As noted in Tables 24
and 25 there was no discernible pattern of clinical response rates with increasing
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ciprofloxacin MIC in patients treated with ciprofloxacin otic solution for either P.
aeruginosa or S. aureus in either the MPP or MITT populations. However, there did
appear to a possible trend toward decreasing clinical response with increasing
ciprofloxacin MIC for patients with P. aeruginosa treated with PNH. No such trend was
noted for patients with S. aureus treated with PNH.

Reviewer’s comuments: Only one pattern was observed that showed increasing MICs and
decreasing clinical efficacy. There was a possible trend toward decreasing clinical response with
-ammmchmmr aeruginosa trested with PNH, but no such trend
for patients with S. aureus treated with PNH. Four S. aureus isclates in the MITT
population had MICs 2 4 ug/mi but these patients were clinical successes. Three P. ceruginasa
m:&cummmnlmz4wdhmc&idm One P.
aeruginosa isolate in the MITT population had a MIC =2 ug/ml (ciprofloxacin intermediate) but
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was a clinical success. Taken together, mmmmmuw.md
clinical suecess, at least in the ciprofioxacin treatment arm.

Clinical + Mierobiological Resuits for CIPROT I11/03 1A 02

Clinical + Microbiological outcome is summarized in Table 25 for the MPP and MITT
populations. Clinical + Microbiological Cure and Clinical + Microbiological
Improvement at the End-of-Treatment [EOT] visit and at the Test-of-Cure (T OC) visit

were secondary efficacy endpoints in the CIPROT study.

In the MPP population at the EOT visit, 70% of patients in the ciprofloxacin group and
60% in the PNH group had Clinical + Microbiological Cure. Clinical + Microbiological
Improvement was observed in 21% of patients in the ciprofloxacin group and 26% in the
PNH group. At the Test-of-Cure visit, the proportions of patients with Clinical +
Micrebiological Cure had increased to 85% in the ciprofloxacin group and 78% in the
PNH group. The proportions of patients with Clinical + Microbiological Improvement
had decreased to 3% in the ciprofloxacin group and 2% in the PNH group.

In the MITT population, results were generally similar to these in the MPP population,
but differences between treatments were less pronounced. At the EOT visit, 66% of
pationts in the ciprofloxacin group and 59% in the PNH group had Clinical + :
Microbielogical Cure; and 21% and 24%, respectively, had Clinical + Microbiological
Improvement. At the Test-of-Cure visit, the proportions of patients with Clinical +
Microbiclogical Cure had increased to 79% in the ciprofloxacin group and 75% in the

PNH group; and the proportions with Clinical + Microbiological Improvement had
decreased to 3% in the ciprofloxacin group and 2% in the PNH group.

Table 26, Overall Clinical + Microbiele
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Anslyzing the data by country, the percentage of patients with clinical + microbiological
cure was similar to that of the combined populations. In the US, the MPP population
with clinical + microbiological cure was 69% for ciprofloxacin and 56% for PNH
paticats at the EOT visit. In Spain, the MPP population with clinical + microbiological
cure was 70% for both the ciprofloxacin and PNH patients. At the test-of-cure visit in the
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US, the MPP population patients shown to have clinical + microbiological cure was 86%
in the ciprofloxacin group and 77% in the PNH group. In Spain, the clinical +
microbiological cmforthecnpmﬂcxaemandPNHMPPpopuhtmaﬂnTm&Cm
visit was 83% and 82%, respectively.

The MITT population when evaluated by country specific data, experienced slightly
lower clinical and microbiological response rates than in the MPP population but were
similarto thet seen in the overall MITT population. In Spain, the cure rate was 72% for
the ciprofloxacin group and 71% for the PNH group at the EOT visit. At the Test-of-
Cure visit, the MITT population of the US ciprofloxacin group had a clinical +
microbiological cure rate of 78% while the PNH group had a cure rate of 74%. The
MITT population at the Test-of- Cure visit in Spain had clinical + microbiological cure
rates of 82% for the ciprofloxacin group and 77% for the PNH group (Table 27).-

Table 27. Clinieal + Microbiological Outcome by Country.
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When analyzed by country and pathogen, the clinical + microbiclogical cure rates for P.
aeruginosa and S. anreus were as expected given the prior bactericlogic and clinical
response rates (Tables 28 and 29). In Table 28, the US MPP population st the EOT

visit had a clinical + microbiological cure for P.aeruginosa of 70% for the ciprofloxacin
group and 57% for the PNH group. For S. aurens, tbcm+mmbgndmm
at the EOT visit was 47% for the ciprofloxacin group, although the improvement rate was
36%, and 71% for the PNH group with an improvement rate of 6%. The clinical +
mmhbbpalmmfml’ mmnvsmmumr»ou:m





