i -

T

: -.‘;-i:The Applrcant s overall chnlcal microbiological,. and_
“for: patients. evaluable for overall efﬁcacy (evaluable at. RV1 and RV2) are

Treatment Group
- Miconazole Nitrate MON]STAT® 7
(1200 mg) Vagmal- Vaginal Cream
» R N=99: N-97
- { Type of Cure’ M G R " P-value*
| Clinical 8L 8L8. |79
.| Microbiological . [ - 75 758 T i
~ |- Therapeutic’ " - A IRty & W I S 68 096
*The Cochran-Mantel-Haenszel Test, stratified’ byrnvesugntor was used 16 dctccl any difference bcl\\ccn the treatment £Toups.

’1 (Appllcant s Table V, from Vol. 1.9, p. 08- ooozoe>
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erapeutlc cure rates

presented m Table 21a

Table 21a. Summary of the Apphcant s'Overall Cure Rates by Treatment Group
Patrents Valid for Overa]] Efficacy :

In order to mvestlgate the comparablluty in the overall chmcal
- _mlcrobrologrcal and therapeutic cure rates, the Appllcant calculated’ 95%

confidence mtervals for the difference m the pomt estlmates of the cure
rates (Table 21b) L :

Table 21b. leference in the Applicant’s Overall Cure Rates and 95% Confldence Intervals

. for Patnents Evaluable for Overall Efficacy

R Point Estimate of the 95% Confldence Lumnts of the
_ 'Res;po'nse | 'Difference in Cure Rates*® _Difference in Cure Rates®
v Clinical. . . . 0% , 2{210%0 11%).
_Microbiological- 3% , PHon i (~10%, 15%)
~o | Therapeutic: .. - : 2% o (=11%, 14%)
: = *The difference is miconazole nitrate 1200 nﬁ_mmus MONISTAT®7

: ﬂ able adapted from the Appllcant s data tabulatlon Vol 1.9, p 08 000243)

: f‘The pomt estlmate of the dlfferences in the Appllcant s overall clinical,
L mlcroblologlcal and therapeutic cure rates are contained within their

respective 95% confidence interval and are all within the lower bound of

- =-20% as specn‘ned by the delta. Therefore, the overall cure rates support
- statistical snmrlanty between the treatment groups. :

MO Commen't' The statistical reviewer, Dr. Cheryl Dixon, performed a
modified intent-to-treat (MITT) analysis in order to evaluate efficacy in
this population. The MITT population was defined as all randomized"
patients with a positive KOH smear and BiGGY culture at baseline. The
results of her MITT analysis found the 1200 mga o be statrstlcally

P 'snmllar to MONISTAT®7 wnth regards to cllnlcal mlcroblologlcal and
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therapeutnc response rates overall (Table 22).
anon s Revrew for detanls of the analysis.

" Page 18 of 108

Please see the Dr.

Table 22 FDA Statrstrcuan s Overall Clinical, Mrcroblologrcal and Therapeutlc Cure Rates by
O Modrfned Intent-to-Treat Arialysis for Study 96-:002 - :

‘ "For analysrs of overall cure rates- IR E PR
1 Patients must meet all of the above cnterua for RV1
'_2-‘.'_RV2 must occur within Study Days 35-43"

~Typeof Cure” 1200 mq : M7Cg- : Corrected 95% ClI
N(%) . N=120- - N=129" "
=7 Clinical 85: {71%) - 191 (71%) -12%, 12%)
- Microbiological 79. (66%) - B3 (64%) (-11%,.14%)
. Therapeutic. . - 74 (62%) - 77 (60%) o (-11%,.14%) .

MO Efficacy Analysis , I
- The MO performed an analysis to examine clinica!, mlcroblologlcal and-
__‘;therapeutuc efficacy in the subset of the Applicant’s evaluable patnents }
“whose visits occurred within the' protocol specified visit windows or in'a

“second. ana|y5|s within + 2:days of the protocol specufled windows. The

analyses were performed using the Applicant's assessments of cure, farlure,

i and mdetermlnate The followmg criteria were used to perform the analyses

& '_-:;;:JFOV 1he analys.s of éure rates at RV1 U o
.1, A patient's RV 1 must occur within Study Days 15 19 mclusnve .
o 3_»2.1: If the patient was declared a failure prior to the specrfred R\/1 window,

“the patient is included in the analysis as a failure. :
.t ‘a'patient’s RV1 occurred after Study Day 19, the patrent was not

! ‘included in the analysis regardless of whether the patlent was scored as:

:cure, mdetermlnate or fallure

3 Patients whose RV 2 assessment occurred prlor 10 the specnfred Rv2
window and who were scored as failures were lncluded in the analysis.

o 4 If a patient's RV2 occurred after Study Day 43, the patient was not

L vlncluded in the analysis regardless of whether the pat|ent was scored as
' cure, indeterminate, or failure.

_ A"secondranalysis 'was performed using the rules above but allowing the
.‘_prqtocol specified RVT and RV2 windows to be widened b'y,i 2'days.

The results of the MO S. analyses are presented for the clinical cure rates
mlcroblologlcal cure rates, and for the therapeutic (composite clinical and -
microbiological results) cure rates (Tables 23a-c).
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{ G Table 23a MO IS Chmoal Cure Rates by VISIt Window =
| - | Cure Rate by Treatment Group Differencc in | .
Lt ] 1200 mg MONISTAT® |- CureRates - 95% CI*
Visit‘_WithWw’ Sl ’ L o o Cream * R
S C L B n/N o % wN . 2 Yol |
Cure Rate at RV1.. , I LT R N
RV. I (Day 15-19)- - - 3490 | .93 | 88O .4 97 3. HIES)
RV-1 2 days (Day 13-21)- - 97/104 93 | 9508 [ 97 R Y (-10.3)
.0vverall Cu.reRate:vv L T n = R e e |
TURV L (Day 15-19) & 64172 89 67719 | 85 | .. 4 | (81O l
ClRV2 (Day 3543) 5 R R
* ['RV.1 % 2 days (Day BN & RV 2 77/88 ) 74187 5. |- 3 9. 13)
£3 days (Day 33: 45) D s : l e :
Table 23b MO s Mlcrob|o|ogncal Cure Rates by Visit Wmdow ,
R I T Cure Rate by Treatment Group. lefcfeﬂcc in
FRRE B . RO 1200 mg _ MONISTAT® .. Cure Ratcs 95% CI*
Visit Window Rl cream e |
Cure Rate at RV1 B | N B v -
"RV1(Day 15:19)- . 79/90. |. 88. . |- B4OL . [0 920 L -4 L (-14,5)
RV, 1% 2days (Day 13-21) - - 92/104 | . 88 90/98 - |- 9% | o4 (-12,6)
T ] ‘OwerallCur.eRate ) L ) )
{0 IRVI(Day15-19)& 6178 | T8 60/84 n 7 8,21
LT RV.2 (Day 35-43) L ~ A
. . ['RV1#£2 days (Day 13-2D) & RV 2 73195 77 6894 | 712 1 . 57 -9.18) |
| £ 2'days (Day 33-45) SR ' J
‘:,table 23c MO s Therapeutlc Cure Rates by Visit Wmdow :
e ‘ | cure Rates by Treatment Group | leferencem :
s R 1200mg “MONISTAT® - | CureRates 95% CI*.
B ,ViSit Wind'ow : T . R Credm 0§ : L :
e TR n/N % | oonN %
~Curé Rate at RV1 ’ Lo | :
RV I (Day 15-19) 76/90 84 §2/9) 90 -6 (-16,5)
RV | = 2'days (Day 13-21) 83/104 85 88/98 90 -5 T (-15.9).
bverall Cure Rate ) . :
RV 1 (Day [5- 1M & , 58779 73 57/84 65 5 (-10.2D)
RV 2 (Day35-43) L Cn . J :
[ RV 1£2days (Day 13-21) &RV 2 70097 |- 72 | 6594 69 3 11,17
‘42 days (Day 33-45): '

0. *The 95% confidence mlcrvals wuh a contmuny corrccuon were calculated by the Agency's Statistical Reviewer, Dr.
Cheryl Dixon. o b ‘ R : : . o

v , MO Comment The dlfferences in denomlnators at RV2 are secondary
St L . to failures bemg carried forward and patients:who were discontinued
( 7 after being declared failures at RV1. For example, a patient who was
declared a microbiological fallure and a clinical cure at RV1 would be
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: scored as'a m:croblologlcal and therapeutic fallure at RV1 meets the-
"criteria for: dnscontunuatlon from study, and the mlcrob|o|oglcal and
therapeutlc failure scores would be carried forward to RV 2. ‘However,
~the cure determination at RV1.is not carried forward and the absence
~ - ofan RV2 ¢linical assessment would not-allow this patient to be
. “included in“the overall ¢clinical response populatlon because of the
S absence of a chmcal outcome assessment at RVZ

s ,“‘The results of the MO s analyses flnds the chnlcal mlcrobnologlcal and
S therapeutlc cure rates statistically similar with the lower bound of the
" confidence interval within the delta of -20%. - These analyses using the
:protocol specnfled windows for RV.1 and RV2 corroborate the findings of the
_'Applncant s efficacy analyses ‘and support that the 1200 mg
-~ (MONISTAT® DUAL- PAK) is therapeutlcally srmllar to its comparator
' f@"(MONISTATb 7 Vagmal Cream)

: The. Applicant. also mvestagated recurrence rates by examlmng the proportlon '
-.-of patients who developed clinical or mlcroblologlcal evndence of VVC at RV23

who had prewous!y been assessed as overall therapeutlc cures at RV1

g (Table 24).

Table 24. Recurrence Rates at Return Visit 2 for Patlents Assessed as Overall_ ‘Therabéut‘i‘c :_

Cures at Retufn Visit 1 {per Apphcant)

Recurrence Rate bv Treatment Group ’
oL o ~n2oomsM | MONISTAT®7 Vaginal Cream .
~ {Response - . - LI (N2 82y .j_:, SR C (N=87)*
| Category. - . L {nIN) o %) T (AN (%)
~Clinical .. - _4/82 . | 49 ool 9/87 10.3
.- | Microbiological 10/82 -. 122 17/87 19.5
.-~ |. Therapeutic - - .10/82 C12.2 w1787 19.5

: - (Table derived from the Applicant’s Table VI, Vol. 1 9 p. 08- 000208)
R Note the denominator for recurrence rate is the number of patnents who are Therapeutic
cures at RV1 for each'of the treatment arms and valid for overall. efflcacy

The overall recurrence rates are comparable for the two treatment groups.

MO Comment In thrs study (study 96-002) the organisms obtained
~on BiGGY culture were not speciated. Therefore, it is difficult to _—
-assess true relapse, the recurrence of the same organism as-
“previously isolated. However, this affects each treatment arm
equally. - Similarly, without speciation it is not possible to determine
if there are certam Cand/da spp. that are less responswe to therapy.
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‘.'.'_,The Apphcant analyzed overall therapeutnc cure rates based on d|sease
b ,:gseverlty (Table 25) :

s B .'Table 25 Overall Therapeutlc Cure Rate by Disease: Seventy (per Applucant)

: : : - Qverall. Therapeutlc Cure Rate . :
o "'Disea'se_ . ' 1200 mg MONISTAT®7 Vagma| Cream
S Very Mild - 3/3 100 S0/ .0
IMmild 44161 72 ~40/53 : . 76
‘|.Moderate: 19/30 63 23/35 . 66
‘Severe 5/5 100 . 5/8 .83,

s '(Adapted from Appllcant s table 8 Vol. 1 9 p 08- 000234) C

Most of the patlents inthe study had dlsease of euther mrld or moderate _
_ -fseventy Although the number of patients: wnth severe disease is small, the =
’llmxted data show. cure rates comparable to the overaH therapeutic cure rates
for the study ' The Applicant performed a Cochran- Mantel- Haenszel (CMH)
. ‘test on the dlstrlbutuon of ‘cure rate by. drsease seventy stratlfred by

, "treatment group The CMH test did not: demonstrate a srgmﬂcant difference
m cure rate by dlsease seventy (p 0.390). i '

”.‘The overall therapeutrc cure rates by race were examlned for edch of the
~“treatment groups (Table 26)

Fne ',..'Table 26 Overall Therapeutlc Cure Rate by Race (De" Apphcant)

.- Qverall Therapetmc Cure Rate -
TR R 1200 mg RN MONISTAT®7 Vaglnal Cream
Race © |~ IN=99) Lot IN=97)
Sl ' : n/N R % S n/N E %
| Caucasian - 43/57 o ,'75 B v43/57, oL 75
| Black . - 8/13 .62 1o 78 47
| Hispanic : i 16/24 67 ST 1319 o f . - 68
Other e 4/5 80 . .5/6 . | .- 83

(Adapted from Apphcant s table 9, Vol. 1.9 p. 08-000235)

The overall therapeutic cure rates by race for each of the treatment groups -
are comparable (considering the small number of patients in some of the - -
strata).  The Applicant calculated a CMH test for overall therapeutic cure rate
by race stratified by treatment group and did not find a significant difference

~incure rates. for dn‘ferent races: (p 0.110).

- The overall therapeutnc cure rates by age were examined by stratnfymg the
patlents into fave 10 year age strata (Table 27).
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~Table 27. Overall Therapeutic Cure Rate by Age Group' (per Applicant)
TR SRR R - Overall Therapeutic Cure Rate

‘Age 3 7o 1200 mg 0 MONISTAT®7 Vaginal Cream

| Group _ (N=99) TR A - (N=97)

i L SNINC % . n/N %

1827 . 31/41 76 -27/42 ] 64

2837 1 11718 69 18/21 | . 86
138:47 o 17/22 77 13/21 ] 62

$48:57" , .10/15 67 5/7 71

S L>57 o 28 . 40 5/6. - - 83 -

: _(Adapted from‘ Applicant’s table 103, Vol. 1.9 p. 08-000236)‘ j' : :

s The','dve’r‘alI»thejra‘petjtiéfcmeé rates for each of the ;:age;:gfr'oupé“'ar‘e "comparablé S
. across age groups (given the limited number; of observations in some age

cure rat'ev”by.:-agej group stratified by treatment group and did not finda
~ significant difference in the overall therapeutic cure rate by ten-year age:

. age groups of <45 years vs.' 346 years:

: .~ MO Comment: A total of 8 patients 65 years and over were enrolled: in R T
£ study 96-002 (1200 mg Il (3). MONISTAT®7 (5)). The proportion .
S of patients 65 years of age and-older valid for overall efficacy classified

- as overall therapeutic cures was 1/2.in the 1200 mg oo and
- 4/5.in.the MONISTAT®7 group. R T e

~ The Applicant also looked at the effect of the following covariables on B
- overall therapeutic cure rates within treatment groups in patients valid for "~
- overall efficacy: S
e intercourse and condom use between admission and Return Visit 1 R
‘& intercourse and condom use between Return Visit 1 and Return Visit 2.

= oral contraceptive usage

- within a treatment group of intercourse and inconsistent condom use :
between RV1 and RV2. This finding was further investigated by comparing . .
- the cure rates between treatment groups stratifying the data by condom use. o
-No statistically significant Covariate effect on the difference in cure rate ’
. between treatment group was found when the data were stratified by
~_condom use (p=0.29). ,

. The Applicant analyzed the secondary variable of time to relief of symptoms
. - © by examining Deni ' Lol
( e days to relief of vulvovaginal itching and burning/irritation (days 1-8)
DR 'o:-;-'proporti'_'c'm Of‘p'atienfs:rep(jrting_ no itching and no burning at RV1. -

i ‘groups).. The Applicant performed a CMH test-on the overall therapeutic = S

- group (p=0.833). The same was also true when the Applicant looked at »th‘e""'l

~ The only finding that was statistically significant was the effect on cure rate
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s proportion of patlents who reported ltchlng or burmng at RV1 but no
itching or burning at RV2

° proportlon of-patients: who reported :tchlng or burmng at RV1 and data
for RV2 missing.
proportlon of patuents reported ltchrng or: burnmg at both RV1 ‘and RV2

» proportlon of: patients. who reported no |tch|ng or burmng at Admrssron
and RV1

The Appllcant presents the followmg data for days 10 relref of rtchmg and
burnlng (Table 28).  This endpoint is defined as the first'day that rellef is
achleved for both itching and burmng/nrntatron -

Table 28 Cumu]auve Days to Rehef of ltchmg and Burnmg/lmtauon
Patients Valid for Overall Efficacy -

Group

DAY-2:

. DAY 3

: DAY 4

DAY 5

‘D‘AY, 6

DAY 7

OVULE
N =94*

10
10.6%

29
30.9%

40
42.6%

49 -

52.1%:.

- 60

¥ 63.8%

66

©70.2%

M7C

9

15

33

42

055

- 64

N'=92%* 9.8% 16.3%. | .359%

* = patients exhibiting symptoms at:admission:
(Apphcant s Table Vlll from Vol. 1.9, p/ 08- 000210)

459% |

598% - | 69.6%

A

The Applrcant notes that the proportion of patients meeting the cntena for
the relief-of itching and burning when compared at Day 3 is different -
between the two treatment groups (p=0.025). . The Applicant also notes

that the median time to relief of symptoms is: 4 days for the 1200 mg-
and 5 days for MONISTAT®7 , Dl

MO Comment The study was not designed to test hypotheses wrth
regards to the secondary variable of time to relief of 'symptoms
defined post hoc. These results should be interpreted with caution -
since they represent analyses defined post hoc.. In addition, the

comparison of multiple time points in the above posr hoc analysis .
may lead to an inflated-Type | error.

The data that the Applicant cites for Day 3 appears to be the only
day for which there is a significant: dlfference between ‘the two
treatment groups.. Given the varrablllty as to the time of
administration: of the medncatlon the time of recordmg of symptoms,
and the’ subjectivity of the’ measure one must question the precision
of the methods employed to measure ‘such a transient fmdlng

€ : RERSERR R leen that the study was. not desrgned to assess time to relief of:
symptoms, the analysis of these secondary. varlables. were defined
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post hoc the methods used were not prec:se enough to relrably
measure-a drfference on a given Study Day, the multrple analyses
-performed: may result in an ‘elevated Type | error, the information that
the Applicant presents regarding time to relief of symptoms should
“be mterpreted with caution. It is also unclear that thrs rsolated
finding on Day 3 rs clrnrcally meanrngful

" »’»._l\/llcroblology o v R AR
At the time of: admrssron to the study patients were evaluated wuth a KOH
smear and a BiGGY vagrnal culture to confirm the: presence of Cand/da sp:

lhe culture lsolates were not specrated

oo The mlcroblologlcal response rates are drscusseo in the cllnlcal effrcacy
SRR isectlon ’ N SRR

MO Comment leen the absence of mformatlon on specratlon of the

‘ mycolognc rsolates effrcacy of the treatments wnth regards tothe " '
partrcular Cand/da specres cannot be performed m thIS study

B ::'- oatety

All patlents who recerved study medication and for whom safety data was

ravailable were analyzed for safety. A total of 12 (6 from each arm of the
”"fstudy) of the 278 patuents enrolled did not provide safety data: One of the
s 12 patients did not use study medication and 11 were Iost to follow up
e wrthout provrdrng any safety mformatlon

‘“;ln the patrents evaluable for safety, satrsfactory medlcatron complrance was -

achieved in 95% (127/134) of patients using the 1200 molillland

_}‘_92% (122/132) of the patients using MONISTAT®7. Seven patients usrng
“the ovule were classified as non- compliant because the date that they used
~“the ovule was unknown. The 10 patients using MONISTAT®7 were

classified as non-compliant because they skipped more than one day or dose
of treatment (4), used an'unknown number of doses or days of therapy (4),

-or delayed the start of treatment more than two days (2).

o ,,The total number of adverse events reported was 264 in 100 out of the 134 |

: -':;_(75%) patients in the 1200 mg_group and 234 in 84 out of the 132
., 7-‘(64%) patrents ln the MONISTAT@7 arm..

The Applrcant tabulated the number of patients experiencing an adverse

‘event by body system, frequently occurring adverse events, and adverse

experiences reported by 2 to 5% of patients (Table 29).
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P N

"Tablc 29 Body Systems w1th the nghest Incrdence ot Adverse Expenences A]l |
oy Causalrty (Greater than 10% in Either Treatment Group).

: e Treatment Group S

" MCN (1200 1 Vaginal MONISTAT® 7:.
" _ i (2% MCN) Vaginal Creamg»
' (N=134) L (N=132) -
Body System : . no o % S L %
Gemtal/reproductlve system ST YA 50,0 . 54 409 -
Nervous system 35 o200 T 136 273

.| Respiratory system . ... 17 RS A 20 15.2

_Gastrointestinal system - . | 25 - 187 . 11 8.3.

(Apphcant s table IX from Vol. 1 9, p. 08- 000212) :

s MO Comment A greater- proportron of patients in the 1200 mg
i-group reported adverse expernences involving the ‘genital and

“'. reproductive system. Table 33: provides further details of selected
Rt adverse experlences mvolvmg the genutal and reproductrve system

' MO Comment: A greater number of pat»ents wrth adverse f""" . :
experiences (AEs) involving the gastromtestmal system were reported S
L -~ inthe 1200 mgllllloroup. The MO reviewed AEs involving the
B gastromtestlnal system to examine any patterns that might account
: - for the observed differences. Table 30 below lists the adverse Lo

experiences associated with the gastrointestinal system as specified: . : "
- inthe Applicént s appendix 7. Note that Table 29 is based on the
““number of patients experiencing adverse experiences: within the =
- gastrointestinal system' classification while Table 30 is based on'the
“ number of adverse experiences within the: gastrorntestmal system.
“fTherefore Table 30 lists 27 gastromtestmal adverse experiences for
- the 1200 mg[ Zand 12 for MONISTAT®7 {vs. 25 and 11 listed in- ,
* Table 29). The source of the difference is two patrents in the e
1200 mg-arm with two adverse experiences (Pt: 801 with Gl
. cramps and Gl bleeding, and Pt. 1418 with nausea and’ diarrhea) and
~ one patient in the MONISTAT®7 arm with two adverse experiences
(Pt 708 with gastritis and vommng)

" The number of patients experiencing gastrointestinal cramps in the -
1200 mglllar™ is 8 vs. 3 in the MONISTAT®7 arm. The B ;
applicant notes that the number of patients reporting dysmenorrhea,
: an AE that could overlap with similar events classified as
A N Ay gastrointestinal cramps, is reversed between the two treatment
( T ‘ . groups.: The humber of patients reporting dysmenorrhea in the
- 1200 mg-group is 3 vs. 8 in the MONISTAT®7 arm.
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4 o

The number of patlents expenencnng nausea is 6 in the 1200 mg
_group vs.. 1in: the MONISTAT®7 arm. One patient in the
- MONISTAT®7. ‘arm reported vommng :The significance in the
~differences of the observed rates given the small number of events is
“unclear. The remainder of the adverse experiences. are infrequent _
~“events too small in number to allow meaningful comparisons.: Some
. of the similar categories in Table 30 could be merged but doing 50 is’
“not Ilkely to change the overall impression of gastrountestlnal adverse
expenences

Table 30 Adverse Expenences (AEs) Reported Involvmg the Gastrountestmal System

Adverse Expenence N e - Treatment Group*
MCN (1 2 )Vaginal : MONISTAT*®?7
: i i S 2% MCN) Vaginal Cream
SN L NS Y38 s IN=132)
D U R R L o en (%)
Craimps, Gl 8. ~ 6.0 o 3. 2.3
‘Nausea:. - 6 ;4.5 | A 0.8
Diarrhea 2 1.5 - 2 1.5
Diy Mouth 2. 1.5 R 0.8
“Dyspepsia. 2 1.5 s | -0 0.0
- | Bleeding, 6 1 0.7.° ) 0.0
H “*|: Colitis: 1 0.7 0 0.0
Constipation . 1 0.7 0 0.0
Distress, Gl. 1 0.7 1 0.8
Flatulence 1 0.7 0 0.0
Gastritis. . .0 0.0 S 0.8
Pain, Gastrorntestmal -1 C 0.7 2 1.5
Toothache 1 0.7 0. 0.0 ..
“Vomiting 0 0.0 y 1 0.8 ..
- TOTAL # of: AEs ) 227 201 - 12 9.8
- TOTAL # of Patients w/GI AEs .25 18.7 -1 8.3 -

(Adapted from Appendlx 7 pp 11 000638 through 11 000652)

MAPPEARS THIS WAY ON ORIGINAL
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i : Table 31 Most Frequemly Reported Adverse Expenences by anary Term All
Causahty (Greater than 5% in Either Treatment Group)

! R Treatment Group :
MCN (12 Vagmal G MONISTAT® :
o ﬂ : (2% MCN) Vaginal Cream
e (N—l34) (N_132)
Adverse Experience = n C G . o,
: Pruntus, external female . 30 224 . L R S 265
| genitalia - B . ' e e .
- Headache 31 23.1 32 24.2
-.Burning, female gemtzlla b 32 :-23.9 ;029 - 220
iy Irritation, female genitalia o2 o 18T - 10 | 7.6
-+ | Discharge, female genitalia 1600 |- 119 4 3.0
| Upper respiratory infection o100 25 e 8 6.1
‘Cramps, GI - DR o 8 6.0 T S .23
v f-Dysmenorrhea 3o 220 g . 6.1
0 “(Apphcant s table X from Vol. 1 9, p. 08: 000213)

MO Comment: The rates for patlents reportang dlacnarge female.
genitalia” are higher in the 1200 mg-arm of the study. The
significance of the excess-of; pat:ents -reporting: doscharge is‘unclear. It

P - could potentially be related to the formulation, the underlymg disease
LT - {VVC), or chance: variation. o

" MO Comment: The rates: for ‘the symptom:of: burnlng of the temale
~genitalia are similar for the two treatment groups.. However, a higher
~rate of.irritation of the female genitalia is.noted in the 1200 mg [N
v 'group Querying the: Appllcant s database: reveals a distribution of
seventy of disease that is comparable between the two' groups with a
: Qllghtly greater proportnon of pattents with severe |rr|tat|on m the
: 1200 mg group (Table 32) e :

"'T’vab'le 32 Severity. of Irrit‘a.:ti'on ot the F‘e'm”al.e 'G"enitalia by Treatment Groub ':I: :

e 1200 mg ~ MONISTAT® 7
Severity of Irritation, (N=134) . IN=132)
Female Genitalia n/N % | n/N %

| Mild 7/134 33 4/132 40

| Moderate - 8/134 | .38 4/132 40

Severe oo 6/134 1. 29 - 2/132 | 20

(B ., APPEARS THIS WAY ON ORIGINAL o
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The Applicant also looked at the proportion of bétiéht’s”eX’periehci‘ng” itching
and burnlng versus ltchmg and burmng accompamed by lrrltatlon and pain

;.___:(Table 33).

- Adverse Experiences

"Table 33. Patients Reporting Selected Groupmgs of Gemtal/Reproducnve :

Treatment Group.

MCN (1200 m

MONISTAT® 7 o

_Vaginal (2% MCN) Vaginal Cream
o ’ o ~(N=134) C(N=A3Y)

‘Adverse Expenence Groupmg e Y A e

_ Itchmg and Burning - 46" 343 ‘44 - 333
| Itching, Burning and Irrit‘ation 48 . 35.80 b dd 333
: ,_Itchmg, Burmng, Irntatlon and "51_ ‘ 38 44 .. -33.3
Pain = o ‘ : i L .

o ,-(Apphcant s Table xn Vol. 1 9, p. 08- 000214)

MO Comment: The rates for these similer's:ympt'om':s"inf’TabIe 33 above
-arecomp’aréble'with‘ a slightly greater proportion of patients exhibiting

symptoms ih the 1200 mg-

arm of the study.-

) Table 34. Adverse Exmznences Reported by 2t05% (by anary Term )
: o , Treatment Group .

MCN(IZOO me) Vaglr_ . MONISTAT®7 DI Es

‘ : (N— 134) PRI (”% MCN) Vagma] Cream S e
‘Adf/erse Expenence P Y % o— 7
Dysuria _ 50 37 R 3.0
:|'Nausea 6. R X 1 0.8
Pharyngitis 4. 3.0 -3 2.3
" | Pain, trunk 3 2.2 4 3.0
Vaginitis 2 L5 5 3.8
Infection, viral 3 2.2 3 23
Pain, female genitalia . 5 3.7 0 0.0
Cough ‘ 2 1.5 3 23
5 ‘Congestion, respiratory . e Y SO0 4 3.0
- | Insomnia’ 3 22 1 0.8
» , D 0T w3 23
- | Erythema, female gemtaha 3 2.2 0 - 0.0

»(Appllcant s Table XI, Vol. 1.9, p. 08-000213)

MO Comments: ngher rates for nausea and- pam of the female B
gemtalla were observed in'the 1200 mg -group The rates of -
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~vaginitis and respiratory congestion were higher i’n"the‘M'"ONIS’TAT®7
. arm.. Given the small number of events, these dlfferences may
o represent chance varlatlons

E : MO Comment The MO revuewed and reclassmed some of the
adverse expenences mvoivmg the urlnary system Because of the
overlappmg nature of the terms used to classn‘y unnary adverse

experiences (e.g. cystitis, uTl, urinary: tract dlsorder frequency; and:

o dysuria) uniform categorization of adverse events was necessary to
allow comparison between treatment groups The Applicant's" rates

. for adverse experiences mvolvrng the urmary system are shown in
b Table 35 » >

: Table 35 Apphcant s Rates for Adverse Experrences Involvmg'the Urmary System - ;7 :

: . Treatment p Study 96-002
L PP | 1200 mg Vagunalﬂ . MONISTAT® 7

Adverse Experience . (N=134)" .07 TIN=132)
o I S “niN - el ‘h/N %
Dysuria L 3 : 5/134 . 3.7 4/132. |... 3.0
Cystitis:.. - - 1/134 217 707 0/132 . 0.0
Hematuria L ~1/134 0.7 0/132 0.0
Frequency, Urinary _ /134 - 0.0 1/132 0.8
Urinary Tract Disorder;, NOS 2/134 1.5 . 2/132 1.5

- {Results summanzed from Apoendices 7 & 8 in Vol 1 16)

"~ The MO found that three of the patlents in the 1200 mo Ilarm

- were treated with antimicrobials for a urinary tract. infection. Patient
No. 1517 had: cystitis and was treated with cnprofloxacm The

_adverse events for Patlents 1411 and 1101 were classified as

“‘urinary tract disorder;, NOS; further described on the case report
forms as:"UTI” and were treated with trimethoprim and norfloxacin
,respect'vely One additional patient not classified as UTI (by the
applicant or the MO) (patient 1.114) experienced dysuria and was
treated with methenamlne phenyl salicylate, atropine sulfate
hyosycamlne benzoic acid; and methylene blue.

Three' patients.in the MONISTATG> 7 arm were treated with

- antimicrobials for the urinary tract. The adverse events for Patients

503 and 1311 both classified as urinary tract disorder, NOS were

" both addmonally descrrbed in the adverse event tabulations as "UTI.”
- These: patlents were treated with tnmethoprrm/ sulfamethoxazole and

~ amoxicillin respectlve|y Patnent 619 had the expenence of dysuna
~and was treated with “urmary anti-infectives.”. She was therefore -
‘- also considered as having a UTI. Hence, the MO’s rates for "UTIY -
oowere 3'events in each arm: of the study

" Page 49 of 108
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ol deserves mentlon to note the hmrtatrons of the MO S crrtena to
_classify a patient as havrng a UTI. The criteria for UTl are based

- upon the presence of UTl as the term used to describe the adverse
~“event or the use of a related term(s) for a urinary tract infection or
symptom(s) of a urinary tract infection foliowed by treatment with a
" “conventional antimicrobial agent directed at the urinary tract. This

: approach represents a best approximation approach based on the
s data. Also worthy of note is that patients may experience dysuria

o secondary to inflammation of the urethral openlng in the absence of
.ra urrnary tract infection.

: : The Apphcant tabulated the summary of fmdmgs m patnents that were"
"_;lescontlnued from the study because of adverse events

o ‘_Tab]e 36 Pdtlents Dlscontmum g Study Due to an. Adverse Expenence

; Patlcnt Agel | Adverse ... . [--Study Day ;-_'-j Seventy/ : S ) .
o : (Race) | Experiénce (AE)' 1 of AE Onset | oo Relation i o UActions Qutcome
00310 | 28 (C) . | Increased & bloody.- 2 ‘moderiteto - counteractive resolved
g . : . vaginal discharge, S ‘severzand medications ;
vaginal itching, : most prabably |
burning & related :
L irritation , ' i . L
00305 . | 23(C) vaginal burning, 2 severe/serious ! counteractive resolved | .
Lo : labial swelling, and . and probably. medications :
facial swelling - : orhighly.... -
N N S o probablv related'
7100114, 21 (B) ’vagmal burning.... . |5 1 sevéreand. . g DC drug resolved
L and swelling .~ 00 [ _possibly related :
700819.. . [ 30 (C) red itching rash Loae 2 severeand: ... DCdrugand . | resolved
RARERS o overbodyand | 0 | possibly'te ' counteractive .
swelling of arms L ) highly probably medications
“and legs. R : related i

(Table adapted from Applicant's Table Xill from Vol. 1.9, p. 08-000215)

“The rates of study discontinuation because of ‘an adverse event are similar
. for the two treatment arms. The Applicant also noted that one patient in
f, ‘each treatment arm was discontinued for a local adverse reaction and one
L patrent in each arm:was drscontmued for a systemlc adverse reactlon

"'?'Summanes of the patlents drscontmued because of an adverse event and a

o s patient with a serious’ adverse event unrelated to study medlcatnon are:
(. prowded below. S
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= only mild vva’giri'al"e_r'yth'ema-'a‘n"d‘ed‘éma on examination.
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Patient number 003'10_' SR, S ST T T e
- The patient was a 28-year-old female with VVC conifirmed by-a positive
10% KOH preparation and a BiGGY culture.” At the admission visit the
- patient was noted to have moderate itching, burning, and discharge, and
. severe vulvar and vaginal efythema on e atior
- and reports using the 1200 mg vaginal _
- severe vaginal itching and burning, moderate vaginal pain, and increased
.,.‘-bv]_o'odyvv'agihal,discharge graded as severe. Because of increased symptoms,
‘" the patient received oral Diflucan®, topical Mycolog®-Il cream, and ibuprofen-
:ﬂ’v__‘_.f'brf\'/aginal' pain. Her symptoms were mild by Study Day 4 and had resolved

xamination. She was randomized
The next day she noted

by Study Day 7. On Study Day 15 she was symptom free and had no

~abnormal findings on gvynecologic examination. The patient had no known
. history of sensitivity to the imidazole class of drugs or intolerance of the-
' components of the ovule or cream formulations. The patient was.
.. discontinued from the study for increased vaginal discharge, itching, and
~burning. ' T = an R T

 Patient number 00405 SAFHIE RS LS e

- The patient was a 23-year-old female with a history of asthma and seasonal
. allergies.  She was admitted to the study with the diagnosis of VVC

i confirmed with a positive 10% KOH preparation and culture. She was

. randomized and received the 1200 mg vaginal i} on Study Day 2 she

- develop labial and facial swelling graded as serious. and' vaginal burning

'graded«as'se'vere._ She also reportedly required catheterization secondary to

7= her labial swelling. She was treated with oral 'corticosteroids,

. diphenhydramine; and Lortabs® for relief of her allergic reaction and vaginal

" burning. ~Her adverse reaction resolved after 5 days. She returned for a'

follow-up visit on. Study Day 7 and was noted to have no symptoms and S

" 'Patient number 01015 . R R : SR
- The patient was a 23-year-old female admitted into the study for VVC with a R
- .'positive KOH smear. She was randomized to and used the 1200 mol

" She noted absence of itching or burning/irritation at Study Day 2.
3 'Subse'quently she was noted to have a negative BiGGY culture and was
~discontinued from study for this reason. The patient had a history of
depression; substance abuse; and prior suicide attempts. On Study Day 4
- she attempted suicide. This event was considered unrelated to the study

- medication, She recovered from her adverse experience. =

o ~The patient was. a_'21~ye‘a’r'_-'ovlvd>__‘:f”e"m’avl'ie' with VVC as dii__agnosed with a positive
T - KOH and culture. -She was randomized to MONISTAT®7. The patient's diary "
indicates medication use on Study Day 1 and no medication use on Study
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FiiatecH

vDays 2 3 or 4. She returned for a follow-up assessment on Study Day 4
;'f‘f’and was noted to have worsened symptoms and clinical findings on:
) gynecologlc exam ~ She was discontinued from study: because of her adverse

8 ‘experlence of worsenmg symptoms and the development of vulvovagrnal
. edema ' : '

,Patuent number 00819 - IR : o
: - The patient was a 30- year -old female W|th VVC by KOH smear and culture
o I»ftreated with MONISTAT®7 Vaginal Cream. On Study Day 2 she noted a red
" rash all over her body with itching. " Her study medication was discontinued
- on'day 3 and she was started of oral Benadryl® for 48 hours. The rash and -
G prurltus resolved on Study Day 4. She went on to develop swelling of her -

Coarms and legs on Study Day 10 that was treated wnth hydrochlorothlamde
"and resolved on Study Day 1. SEBREERE

':The Apphcant S tabulatlon of severuty of adverse expenences (AEs) by
treatment arm is shown in Table 37 :

' Table?ﬂ Severity of Advers'cﬂ'EXperiences 5 Dl = el

7 - FR l o Treatment Group gL l :
by MCN (1200 mg) Vagma-ln* MONlSTAT®7 | l
AT e S (N =264) c .' (2% MCN) Vaginal Cream 5

S . (N =233%)
no % ‘ ~.n . "%

Severity_' R R T . ol

(i | -1ws [ 398 | 9 | 403
 [Moderate. | 100 | 3719 T2 | 395
Severé b 56 i ‘21'2.?-] o AT e 20.2
Seriows | ¥ | 11 o B

' _i* Severity not given for 1 of 234 adverse experiences reported.
- L 32 Adverse experience severities were classified as serious. K
L {Applicant’s Table XIV, from Vol. 1.9, p. 08-000216}

- The Applncant performed a Chi-square test.on the distribution of AEs and

found no statistically significant difference between the treatment groups
(p 0.42).:

'MO Comment The three senous adverse expenences in the :
21200 mg -group noted in Table 37 were the facial swelling and
: j-i»_vlablal swelling noted-above in patlent number 00405 and the:
E ‘unsuccessful sunmde attempt noted above |n patlent 01015.
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o p‘r‘ovided was vaginal pressure. The effect was classified as unlikely
- related to the study medication (MONISTAT®7), req’u‘i‘re‘_d‘ no

" MO Co;mmént':’The; adverse experience for which a severity was not

o intervention or action, and resolved within 7 days. o

. MO Comment: Review of the serious ‘AEs reveals two predominant __
- categories of AEs. Those involving the genital/reproductive system
-+~ and those not involving the genital/reproductive system. The non-

genital-reproductive system AEs are targely infrequently occurring
A events almost all-of which had resolved by the end of study.
% Headache had the highest overall prevalence of non- L
B genital/reproductive AEs with 6 severe headaches in the 1200 mg-
IR oroup and 3 severe headaches in the MONISTAT®7 group n
- headache in each group was classified as a migraine headache). The

rates for severe genital/reproductive AEs; which are predominantly -
local vulvar or vaginal symptoms, are comparable. . s

S _‘med’icatiOn"(Tabie"38')..

 Table ZSQVRelatiOnship' of Adverse Expetiences to Study Medication
S b E T - Treatment Group 7 ‘
MCN (1200 mg) Vaginal |-~ MONISTAT®7 . | .
' N (2% MCN) Vaginal Cream
(N=264) " i
o I B

oo pRelationship LT N ST NS I RO SR T %
| Notrelated - o 1380 523 f 138 . 59.0
[ Unlikely related | 39 148 | 30 12.8
Possibly related 64 242 | 50 214
- [ Probably related BT 57 | i1 a7
| Highly probably related 8 | 30 | 5 2.1

: (Appl}icantr’s Table. XV from Vol. 1.9, p: 08-000216)

" MO Comment: The proportion of patients experiencing adverse
. of the two study arms,

~The Applicant noted that there were no findings on follow-up examination

~ that demonstrated drug toxicity. The Applicant does ndte,that» one patient -

S (P Number 0714) in the 1200 mg M group had ‘a‘large amount of the -
| ( - residue from the il still present in the vagina at the RV1 examination.

" “The Applicant tabulated the relationship of adverse experiences 1o study BN E

_events stratified by relationship to medication is comparable for each’ S
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{i‘ R o 'MO Comment At Return VISIt 2, Pt. Number 0714 did: not have any
s abnormal flndmgs on"gynecologic examination. There-are no

f .;'reported adverse experiences assocrated wrth the persrstence of the
: ovule matenal in this patient.

v'-v_’f»fMO Comment The comments transcnbed from the CRFs were
“reviewed to see if there was any mdrcatron of problems related to the

_-use of the ovule dosage form.. No problems were apparent from
" review of the comments :

APPEARS THIS WAY ON ORIGINAL

P e
B "\, [
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K Re‘viewer’s -Cdmm’éﬁié'/cdhéld'siﬁns for 'Study 96002 "‘

The study methods utilized: allowed for the enrollment of two comparable
populations for study. The efficacy results show MONISTAT® DUAL-PAK®
to. be similar to MONISTAT® 7 with regards to clinical, microbiological, and
therapeutic response at both Return Visit 1 (RV1) and-overall in the
Applicant’s evaluable for efficacy population. A modified intent-to-treat
analysis performed by the Agency’s Statistician found the MONISTAT®
DUAL:PAK® similar to MONISTAT® 7 with regards to overall ¢clinical,
microbioIOQiCal,.and therapeutic response. An analysis of efficacy in the
subset of evaluable patients compliant with the protocol specified visit
windows found MONISTAT® DUAL-PAK? and its comparator statistically
similar with regards to clinical, microbiological, and therapeutic response at
RV1. and overall.  The results of these three analyses of the study data
support the therapeutic similarity of MONISTAT® DUAL-PAK® to its.

comparator, MONISTAT® 7 Vaginal Cream. In addition, recurrence rates for
patients cured.at RV 1 were comparable b‘etWéehf:_the two tréatment groups. =

Review of the safety data finds similar rates and distribution of adverse
events. across the two studies. ' The minor variations in rates that are
observed involve small numbers of patients such that the rates are not
sighificav"ntly different. The number of patients discontinued from the study

because of an adverse event is similar in number and nature across the study
arms. ' ‘ Lo

'OIVe’ralvl the 'stu‘dy'supports the s‘téﬁsti'cal sim_iiarif\/ro::fi‘saféty““afndv"‘effic‘acy of -
the MONISTAT® DUAL-PAK®to its comparator, MONISTAT® 7.

APPEARS THIS WAY ON RIGINAL v -




