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' ‘on adverse expenences ‘was collected. The patrent dlary card (used to-

“record medlcatlon use, symptoms and/or adverse expenences) was also
revnewed : : : : A

_At the admnssuon vrsrt patrents were evaluated for symptoms physical
- findings; and laboratory evidence of VVC Patrent symptoms were
: ';_ri'scored in the categorles of ’ ’ :

vulvovagrnal ltchlng
0 vulvovaglnal burmng or rrrltatlon
e Unusual vaginal discharge

; }-rA complete gynecologrc exam (speculum and brmanual) were performed
L “to assess the physical findings of :

“vulvar erythema
vulvar edema
- ‘vulvar excoriation
vaginal erythema
vaginal edema: - ERNENE v
‘other abnormal pelvrc flndlngs

o .0 0 o 0 @

' ]_Y'f:'Each of the abOVe symptoms and physical frndnngs (excludmg other '
.~ abnormal pelvic findings) were scored on a scale of T-4 (1 =none,
2=mild, 3= moderate and 4 =severe).

’Subjects also underwent laboratory testrng to determlne eligibility and

S evaluability. - A positive 10%. KOH smear for yeast was required for

o study entry ‘Patients were also required to have a culture positive for»

' Candida species (taken at admission) in order to be evaluable. Other
tests used to determine ellglblllty included a negatrve pregnancy test, a.

8 “negative wet mount for Trichomonas vaginalis and clue cells, a negative

- test for N. gonorrhoeae, and a Papinicolaou smear with no evidence of -
- ‘carcinoma in-situ or worse noted.

The clinical supply lot number of the ovule used in the study was

96-075. This Iot off as’ manufactured by/ o :
/The Ula is the same as(_ a i

product currently marketed in Europe "

.. The clinical supply lot number of the MONISTAT® External Vulvar
Cream packaged with the 1200 mgﬂ )was CS95-031.
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The cllmcal supply lot number for the MONlSTAT® 7 vaglnal cream was
”C896 068 i ‘ S

The studyf-co'mp’ared't'hé"MONISTAT@ DUAL-PAK to MONISTAT®7
vaginal cream in prefilled applicators. The MONISTAT® DUAL-PAK®
- -consists of one MONISTAT® (miconazole nitrate 1200 mg) soft gel
- vaginal insert and MONISTAT® (miconazole nitrate 2%]) ‘external vulvar
~cream. The soft gel vaginal insert is used as a one-time dose for the
. treatment of VVC. The accompanying external vilvar cream can be
applied twice daily as needed for up to 7 days for the treatment of
: involved external vulvar tlssue -The comparator MONISTAT®7, cream
in preﬁlled appllcators ¢onitains 100 mg of miconazole nitrate (2%) per
5 gram dose The applicators are used once daily for 7 days for the
~treatment: of VVC. The MONISTAT®7 comparator is‘a commercnally
- -avaulable over -the-counter (OTC) formulatlon

MO Comment The use of a standard 7 day reglmen is in
“accordance with the recommendations ‘of the aforementloned
1992 IDSA/FDA gmdelmes (McCutchan 1992)

v ’.'Ellglble subjects were randomnzed based on a randomlzatlon schedule
. provided by ACP. The study was designed-as.an investigator-blind

" study. However, no attempt was made:to maintain the blind after

- “medication had beeh dlsp‘e‘n'sed; e

: <~ MO Comment The smgle blmd as defmed in the study protocol
~““was 'maintained only until medncatlon was dlspensed Thereatter,
o no further attempt was made to maintain the lnvestlgator blind
.‘ “(single-blind). The lack of mvestlgator and: patlent blinding beyond
7 the time of medication dlspensmg could allow for the introduction
“--of bias, particularly: in the case of subjectlve measurements. A
. placebo medication was not used because of the potential
interference of administering a second intravaginal product. The
decision to not use a placebo is in agreement with the Agency’s
- Draft Guidance for Industry, Vulvovaginal Candidiasis —
"~ Developing-Antimicrobial Drugs for Treatment.

' Patients were instructed to follow the instructions provided with the -
medication. Medication use and symptoms were recorded by patients
~through Return Visit 2. Patients were also instructed to refrain from -

s intercourse and using mtravagnnal products for the duration of the
R study '

“".’_ib Pagel8of)08'} ‘
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" At each of the return vrsrts patients were evaluated for symptoms ‘and
“physical findings: (mcludung a complete gynecologuc exam) of VVC.
. Laboratory tests performed inciuded a 10% KOH wet mount for yeast,

* a culture for Candida spp., and a wet mount to exclude T vag/na//s and

clue cells.

»A schema'tic of the‘f-efudy procef‘dures‘is' breeéotié'd:ih Table 7.

Table 7 Schematlc of Study Procedures

Procedure

Admlssron

. (Day. 1)

Return Visit '1-'-;
{Day 15-19) " |

Return Visit 2
(Day 35-43)

Medrcal hnstory

Gynecologrc examination

Evaluation of signs and symptoms

KQH preparation

BiGGY culture for Candida species

Wet mount for 7. vaginalis and clue cells

x[x|x x| x

HKX XXX

‘Test for Neisseria: gonorrhoeae

PAP smear. :

Pregnancy test

7 | Review concurrent: medtcatron use

XX 1| > x| x| > < [

Drug-administration
1200 mg ovule
MONISTAT® Cream

X{Day 1-7) .

Dispense/review/collect diary card

X

Diary card completion by patient (daily)

X

-Adverse experiences

> X

(Adapted from the Appllcant s Frgure 1 \/ol 1. 9 p 08 000192)

Patlents were dlscontmued from the study protocol for the followmg

“reasons:

e Lhmcally 51gn1f1cant adverse expenemes

- o Patient request-
e " Screen failures due to

* negative culture results for Candida species at admission
». PAP smear at admission shows dysplasia or more advanced drsease
: - positive test for Neisseria gonorrhoeae
e Valldrty compromlsed due to the Papamcolaou smear taken at admission
.. shows presence of another condition which | requires treatment ,
. @ Protocol violation, including but not lrmltcd to, treatment with an anti-
~infective; vulvovagmal therapeutic, douche feminine spray or

~ expenmental drug/dev1ce

‘& Patient develops another vulvovagmal mfecnon at Retumn Visit 1 from a
pathogen other than Candida specics and rcquxres treatment for this

infection.
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Treatment failure as evidenced by one of the followmo RN

s -0 improvement of clinical snzns or symptoms of the vulvovagmal
“infection at first return visit: :

- positive KOH prep for yeast at first return visit
posmve culture result for Candida spemes at ﬁrst rctum vrsnt

} At the time of study discontinuation patlents underwent an
,' evaluation that included a gynecologrc exammat:on and completing a
S study dxscontlnuatuon/completlon form. :

 The: Appllcant notes the followmg patients were lncluded in the study

' -’:_f‘a!though they did not meet all of the mclusnon and exclusnon rruerla
et '(”mmor devnatlons") :

i ) l "Pat1ent 00305 (M 1200) used condoms as a means of conhaeepnon

: ‘m-. Patient 00313 M7C) used no contraceptlon and was. less than one year post—
- menopausal

o . Patlent 01204 (M1200) had a mlssmg test for Nezsserza gonorrhoeae

_' MO Comment Quenes of the Apphcant s database demonstrate

: that patlents 00305 and 00313 are the only two patients in the
S0 o study who do not meet the criteria for contraceptive method used
Yoo oo during'the study. The lack of use of one of the specified methods

- 'of contraception in these two patients should not have a

.. significant effect on the efflcacy results. The protocol notes that:
R “patients will be instructed to refrain from intercourse during the
~study period and that if intercourse is antlcnpated that the ,
- ‘condoms provided to study participants should be used. Inthe o
~“event that condoms are’ ‘hot used the. protocol notes that this will
i not be grounds for dlscontlnuatlon :

: MO Comment The Apphcant s protocol specmed dlscontmuatuon
- ~criteria 'states that patients with a positive culture for Neisseria
_gonorrhoeae meet the criteria for discontinuation. The clinical

~ report further defines this criteria and allows patients with missing -

‘culture results to remain in the study. Patient 01204 was the -

“only petient in the study missing a culture for Neisseria :

- gonorrhoeae. The remaining 277 patients in the study all had

negative cultures for N. gonorrhoeae. Given the lack of positive

cultures for N. gonorrhoeae in the study population, the effect of
including the one patient with a missing culture for
N. gonorrhoeae should be minimal.
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Safety mformatuon was collected from follow up evaluatrons and the:
- patient diary. The patient diary cards were revrewed at each of the
. return visits, “Adverse experiences were evaluated in terms of -
: relationship to the study drug (not related;. unhkely, possible, probable,
' ""f:’hlghly probable) and the severity of the event (mrld moderate, and
- -’severe). The study compared the number, type, and severity of
’ _'=-;';vadverse expenences between the two treatment arms of the study:

Evaluabllrty crrtena (as per the Apphcant)
: Efficacy " - ST
" In order to: be evaluable for efflcacy, a patrent must meet the
- following criteria L : BT
». inclusion and exclusron crrterla must be satlsfled at the time of .
~admission | :

patnents must have a BIGGY culture posrtnve for Cand/da sp at

" the time of admission
3 ‘medlcatlon must be’ started Wlthln 2 days of- admrssnon

- ‘patients using the ovule must insert the [Jillcorrectly

patients using MONISTATO 7 cream must insert the cream

T approprlately and must use 6 to 7 doses over 6 to 8 days -

- “'patients could not Sklp more than one day of study
““medication - :

patients must return for both Return Visits 1 and 2 unless the

~ “patient is discontinued as a failure at an earlier point in-time -

‘patients must not develop another vulvovaglnal lnfectlon durlng
the study : '

‘s patients must not use systemic antrbrotrcs vulvovaglnal drugs or
- other mvestlgatronal drugs during the: study o -
- patients must not use tampons between admrssnon and Return

Visit 1 ‘ : : - :
patients must have complete cllnlcal and mlcroblologlcal data at
both return visits unless the patient:is found is to be a failure
Return Visit 1 must occur within 60 days after therapy and
cannot be an overall therapeutic failure

- Return Visit 2 must not occur less than 20 days after therapy is

completed and the overall therapeutic response is a cure

~ Return Visit 2 must not occur more than 60 days after therapy is
- completed if the patient was not-a farlure at Return VlSIt 1 and
o was a failure at Return VISII 2 '

.;,‘Mo Comment: The "e'valuability criteria are only partially
- specified in the study protocol. The complete listing of the
evaluablllty crlterla for efficacy are i in the study report.
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Ideally a complete Ilstmg of the evaluabulrty cntena would
have been specrfled in the study protocol

“The Applrcant widened the allowable visit 'wrndoWs for RV1
“and RV2 compared wrth the protocol specn‘red windows. The
MO’ performed an additional efflcacy analysis using the
protocol specified visit windows to assess the effects of the
E Applicant's wrdenmg of the: allowable‘f isit windows (see MO
Effrcacy Analyses p.38). S

- Other than the noted concern regarding the'Applic:ant s
~widening of the allowable visit windows; the evaluabllrty
entena as stated above are acceptable :

i ”Safet_\é . c :
All'patients who used at’ |east a single dose of the study meducatron

~ “and provided safety information to the mvestrgator were valid for the
"safety analysis.: Therefore,; the only reasons: for non-evaluability for

safety are not usrng the study medlcatron or berng lost to fo|low -up
-"after admission.- v S

Endpomts deflned
- Efficacy : : S :
. The protocol defined efflcacy parameters mclude clinical,
microbiological, and therapeutic cure rates of vulvovagmai candidiasis

~..at Return Visits 1 and 2. “A'third category of “overall” clinical,
' '-'mrcrobrologrcal and therapeutic response was determined by

_ combining the results from the RV1 and RV2 eftficacy parameters.

- The study report provides. additional descrlptron as to how clinical,

‘ f’f'..,mrcrobrologrcal and therapeutrc cures are determrned

MO Comment: The protocol does not provide det'ailedﬁ
definitions for clinical, microbiological, or therapeutic cure. The
- detailed definitions of endpoints are presented in the study
report. The definitions as provided in the study report are
" 'similar to those provided in the Agency’s Draft Guidance,
Vulvovagrnal Candrdrasrs — Developing Antimicrobial Drugs for
: Treatment US DHHS FDA, CDER, July 1998.

The prmcrple»crrtenon‘of response was therapeutic cure, which is a
composite endpoint of both clinical and microbiological response:
The combined endpoint was scored as the least favorable outcome of
all of its constituents. The table below provides the schema for the 51
‘composite endpomt of “therapeutic cure” (Table 8)




NDA 20-968 Page 23 of 108

Table 8. Determination of Therapeutic Cure - & O
Clinical Cure_ . . Mlcrobro]oglcal Curc <= -Therapeutic Cure
Cure . Cure " ]'Cure -

Cure Failure . Farlure

Cure : Indeterminate Indeterminate
Failure -~ Cure v _ “Failure:.. -
Failure. .. | Failure - © % 'Failare, -
Failure .~ .. . | Indeterminate = U Failare
Indeterminate. . - | Cure. “Indeterminate
Indeterminate - | Failure- o+ 7| Failure
lndeterminate . | Indeterminate :lndetei‘mina'te
(App]lCdm s Table I from Vol., L. 9 page 08: 000198)

Wlthln the categones of- cllmcal or mrcrobrologrcal response if any s
data was missing within the category-and the patrent was otherwise -
considered a cure, the response of the respectrve category was -
indeterminate. In the case where only partlal data was collected but.

the patient would otherwise be classn‘red as farlure the patrent
would be classrfled as fallure - :

The clinical response crrtena consrdered the seventy of the patnent s
disease at enroliment in specifying the requrred degree of
improvement at each of the return visits.: The clinical score was
composed of the sum of 7 clinical srgns or symptoms each scored
from ™1 to 4 {1'=none, 2 =mild;, 3=moderate, 4 =severe). The table’
below provides the required degree of: |mprovement in‘a patient’s:
clinical score at each of the return visits based on the seventy of
drsease at admrssron (basehne) (Table 9).

;
3
Y

Table 9 Max1mum Sum of Scores at RVI and RV’> for Chmcal Cure

- Maximurri Sum of Signs and

e o Symptoms for Clinical
Disease Seventy Group Sum of Signs and Improvement or Cure

At Baseline Symptoms At Baseline RV1 RV2
Very Mild 8 : 7 7
Mild 9-14 8 8
Moderate : 15-20. . 10 8
Severe 21 or more ... - 15 8
(Applicant’s Table II from Vol '1.9, p.'08~'QOO200) Do

The mrcrobrologncal fesponse cnterna were scored as “cure” (no yeast
on the KOH: smear: and culture negatlve for Cand/da sp.) or “failure”
(yeast on the KOH ‘smear or Candida sp. on culture) The category
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R T of * mdetermmate Was assrgned if the mlcroblologucal data for a visit
S wasincomplete and if none of the available mlcroblologlcal data (if:

any) demonstrated findings consistent wrth the presence of
b..’Cand/da sp : :

; Efflcacy assessments were made at both Return Visit 1 (RV1) and

'Return Visit 2 (RV2). The assessments made at RV1 and RV2 were - -
‘combined to determine * overall” response. . The overall clinical,
mlcrobtologlcal ‘and-therapeutic responses were designated as the :
jeast favorable response from either of the 2 return visit L
assessments. For example, if either assessment was failure the =
‘overall response was failure. If one of the responses was. E
indeterminate and the other was cure, the overall response was ,
mdetermlnate The assessment of cure was requnred at both return

“visits to attaln an overall assessment of ‘cure.”

MO cOmment The: Applrcant S endpomt definitions for efﬁcacy
o are acceptable The endpoints are defined in a manner that'is
~ similar to the’ recommendatlons of the Agency’s Draft Guidance,

Vulvovaglnal Candidiasis — ‘Developing Antimicrobial Drugs for S

. Treatment, US DHHS, FDA, CDER, July 1998. (The Draft
U o 'Guidance would not have been available at the time the
S Applicant’s studies were being designed.)

. All patients who used at least 1 dose of: study medlcatlon and :
" provided safety information were evaluable for safety. Information
. on adverse experiences was obtalned by both questioning and ‘
exammmg the study participants. The protocol required that any new
- -or continuing adverse experiences:not present at the time of
. admission must be recorded .The protocol also required that any
' baseline medical condition that deteriorated durlng the study should
. be recorded as'a new adverse experience.

Adverse events were assessed by the investigator in the following 4
categories: .
* severity — mild, moderate, severe, serious
e cause — probability of relationship to study medication
s actions taken to manage the adverse event
¢ outcome of the adverse event

( . The protocol defines a serious adverse experience as any experience

~." that.is fatal or life- threatenlng permanently disabling, requires or :
v prolongs hospntalrzatlon is a congenital anomaly, cancer or causes Co
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S an overdose: Rates for adverse events were compared for the two
- treatment arms of the study. L

“The study had a targeted enroliment of 276 ‘pa’tievhts:. ' The sample

' size was determined using the following criteria and assumptions. S
" The study was designed to detect a 20% difference in the curerates - -

" of the two groups with a power of 80% at an alpha level of 0.05" =~

" assuming a 63% cure rate. The sample estimates 'were further -

- -adjusted to allow.for'a 33% drop-out rate. Tihev result is a sample

- estimate Of.'13'8'patientsv‘per§ treatment group. The Applicant .~
 enrolled a total of 278 patients in the study (140 1200 mg insert, -
138 MONISTAT®7). = = - T

Rty Statistical Considerations

/MO Comment: Please see Dr. Cheryl Dixon's Biostatistical ' ': 3  “
L Review. oo R : TR PR

E " The protocol p:rOVI‘de's"'the_'followihg description of proposéa DUPEES
o ,stvatiASti'_calv procedures: ' S S I

- The objective ‘of the statistical analysis of efficacy’is to examine the cure =
rates for comparability between the vaginal{__ 1200 mg) group and the: -
“MONISTAT® 7 Vaginal Cream group. The 95% confidence intervals willbe = =
" constructed for the difference in clinical, microbiological “and " therapeutic
- cure’ rates, between  each of the vaginal{__ ] group (1200 mg) ‘and - o
~ MONISTAT® 7 Vaginal Cream group. e e

-~ Safety evaluations will be based on the incidence and type of adverse. o
experiences.’ The prop‘or“tio'ns of patientse)(pm’encing at least one adverse -
‘experience and the proportion of patients experiencing a given type of .
_adverse experience will be compared. SRR AT

- The study report provides additional details with regards to the
" statistical analysis plan for efficacy. The report states the null.
hypothesis: as the equivalence of therapeutic cure rates between the
1200 mg vaginal [JJlland MONISTAT®7 cream and the two-sided
. alternate hypothesis that the cure rates are not equal. Confidence
© intervals (80%; 90%, and 95%) based on the normal distribution-
" were used to assess the equivalence of the two groups. The ’
therapeutic cure rates. and days to symptomatic relief were compared
for the two treatment groups using the Cochran-Mantel-Haenszel
test. IR o ’ D

( o Comparability of b'aSeli'ne variables of age and oral contraceptive use.
e - for the two treatment groups was assessed:using either a T-test ora’
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- Fisher’'s Exact TeSt (two tailed) The vanables of race, mtercourse
and condom use were analyzed using the chi-square test.” [

- Covariables influencing treatment response were identified using the ’
Cochran Mantel- Haenszel Testor its generalization.. The data were
. stratified by treatment group. in order to assess the effects of the
“. covariables on the therapeutic cure rates. An alpha level of 0.10

- was used in:these testing procedures For any covariable
- - “demonstrating’ sngnlflcance at the a.= 0.05 |evel, the data for overall
- therapeutit clire rates were stratlfled and cure. rates between the two

“treatment. groups ‘were compared

The data for the the’rapeutic cure rates for each of the two treatrnent
" groups at RV 1 and overall were stratified by investigator and
~‘compared usmg the Cochran- Mantel Haenszel Test. Norton’ s Test

S was performed 1o test for: mteractlon between mvestlgator and
treatment response L : -

o _The study report also descr bes a secondary response varlable of
7 :days to relief of vulvovaglnal itching and: burnlng/lrrltatuon The
variable was computed by calculating the difference in the date of
o “‘symptom relief and the date that study medication was initiated.
R - The cumulative percent of patients experiencing relief of symptoms
T was'calculated and the distribution of days to relief were compared
between the two treatment groups. The median time to relief of
- symptoms and the cumulative percent of patients expenencmg relief
~of symptoms at: 3 and 7 days were determined. The proportlon of
' 'patlents in the followmg categones were also calculated

- vreported no nchmg dnd no bummg at Retum Visit: 1 (rellef date unknown) SR

. reported itching or burmng at Retum Visit 1, but no xtchlng or burnmg at
“. o Réturn Visit 2

. reported itching or buming at Returm VlSlt l (data m155mg at Retum V1s1t
2)

a reported nchmg or burning at both Retum Visits 1 and 2

= reported no itching or burning at Admission and Return Visit 1.

Thenumber of patients satisfying the criteria for the secondary
response ‘variables were compared between the two treatment
groups usung two talled Fisher’s Exact Tests:

MO Comment: The results fror'n' analyses of secondary response
Lo variables defined post-hoc should be interpreted with caution.
’ ( e S Similarly, the results of multiple comparisons should take into -
l SR - consideration the effect of multiple comparison bias.
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MO Comment: The clinical study as designed should allow fora
meaningful comparison of the safety and efficacy of the
1200 mg___Ywith MONISTAT® 7. Other than the caution
" noted:above and the Applicant’s widening of the allowable visit
~‘windows, the reviewer agrees with the design and conduct of .
" the study as presented by the Applicant. == - -

~ Stdy Results

- Demographics =

Comparison of the age and race dist‘ribdti:ohs for the two treatrﬁent-gr‘oUpS‘ 5 SRR

- are provided in Table 10.

‘Table 10.: Baseline Demographics; Age and Race, by Treatment Group in.

' The Population of Patients Valid for Safety.
o : . Treatment Group' .=

 Characteristic 1200 o MONISTAT® 7 .
Age iyrs) | e

‘Mean - : ' 34.1 o ». . -332'>"'4<->,’ g
Range .- S 18-79 82700

" gtandard Deviation . 12.4 BT S I

CRace N (%) n/N (%)

“White © . .79/134 (69.0) 80/132 (60.6)
Black o 0 18/134.(13.4) 22/132 116.7).
Hispanic - . 317134 123.1) 23/132 “(17.4) .«

S Other o0 6134 (°4.5) 7/132 ( 6.3)

Oval somtraceptive use__ 52/134(38.8) 26132 (34.8)

{adapted from data presented in the Applicant’s table.3a p. 08-000228).

The two groups” are similar with regards to age, race, and oral cohtfaceptive

- use. The rates of intercourse and condom use were comparable between the
" two treatment.arms.. The Applicant also analyzed the demographic data for

'the_- evaluable for efficacy population. The results were similar to the

- information pr'esentéd_”ébove for the evaluable for safety population.

SN D‘is'e‘asveise"v'eritv at. admis:siOh: was compared for the two treatment groups. o
. (Table 11). T T L e
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g “'Table 11 Disease Severity at-Admission by Treatment Group.'in"th'e‘ :
R Population of Patients Valid for Safety L
Lo E e -Treatment Group :
RS IEI -1200'mg Ovule = MONISTAT® 7
~ Disease Severity SN (%) " n/N (%)
o Verymild o 6/134: .. (~4.5) 2/132 {.1.5)
COMid T 78/134 0 1(66.7) 71/132 - (563.8)"
‘Moderate . . - 4B6/134 . (34.3) 50/132 . 1 {37.9)
- sévere . B/134 . (4.5 9/132: - ( 6.8)
(adapted from data provided in the Applrcant s table 3a, p. 08: 000228) e
-The dlstnbutlon of disease sevemy is SImrlar in each of the treatment groups Rty
' --Table 11 provides data on the valid for safety: patient populatron Slmllar ERRESET
E results were found in the valrd for effrcacy populatron
i Evaluabrlrty ERETEE '
. Atotal of 278 patrents were enrolled in the study {140 in the 1200 mg- _
s arm- ‘and 138 in the MONISTAT®:7. arm). All'but 12 patients were’ evaluable :
for safety (6 patients from each group). One of the 12 did not use the 'study -
e - 'medication and 11 were lost to follow-up and provided no safety -
L mformatron :
S \,omparable numbers of patrents were evaluable for efficacy at ‘Return Visit 1

and-overall.: Table 12 below prowdes the number of patrents n the evaluable N
o populatlons S . : -

e Table 17 Summary of Patient Evaluablhty by Treatment Group

. MCN (1200 m MONISTAT*7 (2% MCN) T
v S Vagmal - Vaginal Créam TOTAL .-
- .77 Evaluability - ot | % R n o G n _|. %
| Total enrolled o 140 SA3B ) 278 ..
: Evaluable for safety. . 13400 95.7 132 95.7 . 266 95.7
.| Evaluable for RV1 efficacy 107- . | 764 100 725 ..207 74.5
Evaluable for overall efficacy 99 70.7 97 70.3 196 70.5

lApplrcant s table IV from Vol. 1.9, p 08-000204)

The reasons that patients were non-evaluable are shown in Table 13. The
- most frequent reason patients were non-evaluable was the category of
“negative or missing KOH smear or '‘BiGGY culture for Candida species on.
- admission.” The other frequent reasons for non- evaluabrlrty were use of’

L _proh bited medication, improper use of study medication, drd not return for
o ‘Return Vnsrts 1 and 2 and tampon use.
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MO Comment: Regardmg the category deS|gnated as negatlve or
 “missing KOH smear or BiGGY cuiture for Candida specues on:: e
- ~admission.” . Review of the KOH smear data reveals onlyone patient in
- “the trial who was. non- evaluable because of a negative KOH smear.
. (This patient was ‘also lost to follow- -up and is scored under the lost to
' follow-up category in the Apphcant_ s hierarchical scheme of scoring
primary reason for discoint'in'ua'tioﬁj) ‘Therefore the category of
”negatnve or mlssmg KOH smear or BiGGY culture for Candida specues

" '6n admission” represents patients who had negatuve BnGGY cultures at
'admlssmn - :

APPEARS THIS WAY ON ORIGINAL RS, o
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" Table 13, Primary Reason 'fc')r"va’riv—E"\/"aluéi)vilivt"\'/"by, Tre‘e‘:t.__'mvént Arm”' E

" Treatment

e 1200 mo Il | MonisTATe 7

SR EEIRE R W IN 1—140)* . (N=138)*
‘Primary Reason for Non-Evaluability - N %) n (%)
‘Did not use study medication : 1 0.7. 0 0.0
Lost to follow-up &fter admission ol .85 .+ 3.6 . 6 4.3

. Total non-evaluable for safety 6 - 4.3 6 4.3
Failed non-diagnostic entrance criteria 1 07 0 0.0

- Negative or missing smear or culture for Candida sp. 17 12.1 8 5.8

‘on admission - ’
Did not return for vnsrt 1 and 2 o 1 0.7 . 1 - 0.7
Time to study medication delayed from admission* * 5 3.6 20 1.4
Used study medication incorrectly** . = . ' O .00 |. 6. - 4.3
Developed other vaginal infection between ; 1 0.7 |1 0.7

‘admission ‘and return visit 1 - R N R
Used other vuivovaginal drugs, systemic: antlbrotucs e 1.4 . 8 5.8
‘of, lnvestrgatlona| drugs between admrssron and o : ' :

‘return visit: 1 : R s b T e S RTINS
Used tampon’ durmg study C Cr a0 0.0 o B 306
Missing microbiological data at return vrsrt 1 R o &) 0.0 0.7
~ Total'non-evaluable for efficacy return visit 1~ | 33 23.6 3B 127
Did not return for return visit 2 3 2.1 1 0.7
Developed other vaginal infection between return -0 . 0.0 1 0.7.
visit 1 and return visit 2 - _ -

Used other vuivovaginal drugs, systemic antibiotics 4 2.9 1 0.7
or investigational drugs between return visit 1 and

sreturn visit 2- : : . : .
Missing clinical data at return visit 2 1 0.7 0 0.0
: Total non-evaluable for. efficacy overall 2181070293 ~ 41 29.7

.- MONISTAT @ 7 arm were non-compliant with study medication use but had another primary
~--reason for non-evaluablility; patient 501 had a negative culture for Candida sp. at admission
---.'and patient 910 did not return for return visit 1 and return visit 2. Hence, the number of :

(Applicant"s Table 2c from Vol. 1.9, p. 08-000226 and 08-000227) N
*The total number of patients enrolled in each study arm is used as the “nominal” "

- denominator for the above percentages.

** The categories of “Time to study miedication delayed from admission and” and ”Used

»study medication |ncorrectly capture patvents who were non-compliant with study

medication use.- Because of the temparal hierarchy involved in the 'designated primary
reason for non-evaluability criteria, two patients who were non-compliant with study
medication use are listed in other primary reason for non- evaluabliltiy categories. In the
1200 mg ovule arm, patient 604 was non-compliant but also had a negative culture at
admission and is therefore listed as “Negative or missing smear of cilture for Candida Sp.
Another patient in the 1200 m!i,,. }arm, patient 414 was non-compliant with study ‘
medication but also did not retufn for return visits 1 and 2 and therefore her primary reason
for non-evaluability is *Did not return for visit 1 and 2.” - Similarly, two patients in the '

patients compliant with medication in the evaluable for safety population was 127/134

- (95%) for the 1200 mg-and 122/132 (92%) for MONISTAT®?.
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"
E MO Comment: The distribution of primary reasons for non- -
~evaluability do not suggest the introduction of bias that would
“invalidate the interpretation of the efficacy data. Of note is the
greater number of patients with a negative BiGGY culture at the
admission visit in the 1200 mg_____jarm of the study. The
- distribution of disease severity in the population of patients evaluable
- for safety is similar in the 2 treatment ‘armis 'suggesting the increased
- ‘number of negative BiGGY cultures in'the 1200'mg Jarm may
be a chance occurrence (see Table 11 Y. o
: _ _ BAPPEARS THIS WAY ON ORIGINAL
_* Evaluability by investigator oo
. The rates of evaluablility at each study center for Return Visit 1 (RV 1) and
" Return Visit 2 (RV 2) are presented in Tables 14 -and 15 below."
S : - Table 14. Evaluability for Efficacy by Study Center at Return Visit 1
P R _ - (According to the Applicant’s Evaluability Criteria)®
{’: ‘ : : -7 Treatment Group :
N 1200 mg Ovule .. .~ MONISTAT®7 Vaginal Crea
RS AT : Enrolled Evaluableiat RV.1.- Enrolled Evaluable at RV1 :
investigator 1D 'Investigator # (N) (n) S (RIN%) IN) {n) (n/N%) .
Caplan. 11401 14 N 7. 16 11 69
Chichester . | .-1092-1 . |- . 7 6|86 S ) T
Henry - 1090-1 12 8 | .- B0 12 .5 42
Martin/Bradley: 101441 1200 11 e 92 12 g - 75 .
[Maxwell .} 10721 12 |. 10 .l .83 14|, 9 64
Patrick_.._- 1119-1 12 12 |-.100" 13 12 92
| Reisman- | . 10111 5 S5 n]m 2100 6 . 5 83
“IRiffer. ... 1. . 1093-1 2 1. 5 |- 42 - 12 10 83
-Rodfiguez - 11471 13 (o 12 92 EEE 10 91
Schnepper - 1136-1 13 11 -~ - 85 11 8 73
Sideropoulos 11411 8 5 63 9 5 56
Sperling 10911 17 13 77 13 10 77
Weinstein : 11171 3 3 100 2 1 50
Total 140 | 107 76 138 100 73

(Table derived from the Applicant’s data Vol. 1.9, p. 08:000224)

BAPPEARS THIS WAY ON ORIGINAL
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9 » ' »Table 15. Evaluablhty for Efflcacy by Study Center at Return VISIt 2
R g ‘ (Accordlng to the Applicant’ s Evaluabmty Criteria): '
. .. Treatment Group
1200 mg’ ] » “MONISTATE? Vaginal Cream
sl T : Enrolled | - - Evaliablé at RVZ- - Enrolled Evaluable at RV2
Investigator D~ Investigator # |: - (N) “{n) (n/N%) . N) {n) (n/N%)
Caplan oo 114041 14 - 8 .. B7. s 16 10 63
Chichester .= . . [~ 1092-1. 7 5 ) 71 Vo 7 5 71
Henry | . 1090-1 12 -5 : 42 o012 4 .33,
Martin/Bradley. |. 1014-1 12 10 83 i 12 9. 75
Maxwell b 107241 12 . 9 75 14 SR 64
" Patrick : 111941 12 1M 92 13 R 85"
Reisman 1011-1 5 . 5 100 6 . .5 83
Riffer - - 1093-1 12 5 42 12 10 ‘ 83
. Rodriguez 11471 13 11 . 85 11 . 10 {1 9N
Schnepper 1136-1 - 13- 10 . : 77 - R : 8 .. 73
Sideropoulos 1141-1.- 8 4 .50 - | -9 5. 56
Sperling 1091-1. 17 13 e 77 213 -~ 10 77
Weinstein 1117-1 |- 3 | 3 L 100 -- - 2 Y L 50 .
Total 140 .- 99 71 ’ 138_ 97 70
.. (An‘additional mvesugator Theodore Blackwelder MD of Tempe, AZ, was sh|pped study
= medication but enrolled no patients.)
v ; lTablP denved frorn the Apphcant S data Vol 1. 9 n. 08 000224)
e MO Comment Whlle there is some variation in the percentage of:
- patients evaluable at the different study centers, review of the
? oo evaluability data along with the cure rates by study center does not
i demonstrate any trends that would cause questlon as to the validity of

. the data.

APPEARS THIS WAY ON ORIGINAL
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L 5 Dlscontmuatlon ‘ L : e el _
L f_t_”j,The proportion of. patuents dnscontmued from the study along wlth the
o pnmary reason for study d|scont|nuat|on are. presented m Table 16 below.

Tab]e 16. Number of Patients Dmcontmued From thc Study by andry Reason for
Dlsconnnuatlon All Patients

} Treatment Group R : w .
MCN (12 MONISTAT 7
Vaginal (2% MCN) Vaginal Cream
o - | N=140) | o (N=13®)
anary Reason for Dlscontmuanon _ T RN /N R (I s R v
: "Screemng fallurew v_ oo Lo 18 129 A9 ORNERRY - T J -
Treatment failure 14 b 100 4 11 - 80
o Lost tofollow -up. ST B N SR 5 36
{Protocolnolatlon““* . . 5 |36 pooo4 290
- | Adverse experience, 2 kA 2 14
o Developed another infection 3 o2 0 0.0
“’requiring treatment* A o S
| Patient request due to no improvement | 1 b 07 2 1.4
symptoms prior to RV1 : e . IR RERI
: Other L 1 007 2 14
| Total Number of Pauents Discontinued 51 -36.4 35 | 254
Total Number of Patients Complctmg 89 ; 63;6:_' o 103 s 7446
Study Sl

R (Appucam s Table Nl from Vol. 1.9, p. 108-000203) -

"\u The pnmary reasons for screening fallures were as follows L X
e PtNo. 1516 {randomized to MONISTAT® 7)had a negatlve KOH smear 3
' and a negative BiGGY: culture at admission.
» Al of the other patients classmed as screenmg failures had posmve KOH.
"'smears and negative BiGGY cultures at admnssnon
" * The three patients with “Developed another infection...” as their pnmary reason:
for discontinuation developed the following |nfect|ons '
‘s " Pt. No. 401, Treated for bacterial vaginosis with metronidazole at RV1
¢ Pt. No. 502, The patient was noted to have clue cells at RV1
e . Pt. No. 141 1, Developed a urmary tract infection and was treated with an
" antibiotic -

: :” Table 17. provides a description of the protocol vnolatuons that resulted in
dlscontmuatlon from- the study
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Table 17. Descrlptron of Protocol Vlolatrons as the anary Reason for Study Drscontmuatron
"by Treatmem Group v .

i T e _ Treatment

e ‘ e - - 1200 L 7 MONISTAT®7
'Description of Protocol Violation ’ o 1 . N=24
PR S L : o n n %
Received: an oral antibacterial medication L4 | 80 3 75
Used an intravaginal therapeutic (not an-anti-infective):: 0 0. 1 25
Had a history of a vaginal yeast rnfectron not clearrng -1 20 0 0.
with proper therapy : vl g

MO Comment There is'no. apparent blas exhlblted by the tabulatlons of -
- primary reasons: for ‘discontinuation.- The excess of screenrng farlures is
S addressed above under the headrng of evaluabllrty B -

P MO Comment Patlents who are dlscontlnued from the study because
‘of treatment failure remain inthe evaluable for effrcacy population v
"(scored as failures and observations are carried: forward as failures).

", Hence, the total number of patlents completrng the: study may be less.
.ok than the total number of patients valid overall for efflcacy, because
e - patients drscontlnued for treatment failure remain evaluable unless there

are‘other reason for the patuent to be non evaluable

S

Ll - f:Efficacy

, ‘rhe study was desrgned to compare the’ chnrcal mrcrobrologrcal and
”,,‘therapeutlc response of patients treated with the 1200 mg ‘soft gel vagrnal
- insert to those treated with MONISTAT®7 vaginal cream. Clinical and -

o ‘mrcrobrologrcal responses 'were assessed at Return Visits 1'and 2. The
- results from the clinical and’ mlcroblologrcal responses were combined to
© 7 determine the therapeutic response endpoint,. ‘Results from the endpoints
' determrned at RV1 and RV2 were combined to form an overall response
category (see the description of endpomts for effrcacy for further
explanatlon) In the study report, the Appllcant also provides additional

-~ information with. regards to an analysis to investigate the time ‘to relief of
~'symptoms:

MO Comment: As noted in the study report, the Applicant widened. - o
" the allowable time windows for assessments of patients at RV1 and -
RV2: The Applicant's revised windows for RV1 and RV2 specified

, that patlents were non-evaluable if: ;
¢ RV1 was more than 60 days after therapy was completed and the ,
- therapeutrc response was a failure at RV1 ’
‘o - RV2 was less than 20 days after the end of therapy and the
overall therapeutic response was a cure
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RV2 was: greater than 60 days after the end of therapy and the -
therapeutrc response was not a fallure at RV1 but was a farlure
at RV2 e : : o s

‘,‘-”‘The study report specified evaluabrllty crrterra related to the timing of
-~ RV1:and RV2 differ from the protocol- specrfred windows for RV1
éj"(Study Day 15-19) and RV2 (Study. Day 35-43)." The Medical Officer

- "analyzed the number of patient assessments that fell outside the
e protocol specified windows for RV1 and RV2 (Table 18). The MO
'performed an additional efficacy analysis because patients were

" : rncluded in the applicant's: evaluable for: effrcacy populations at RV1
.~ and RV2 that were evaluated outside of the. protocol specified RV1
e and RV2 windows. These analyses include: assessments of clinical,
”mrcrobrologlcal and therapeutic response rates in the subset of the'
- ~--Applicant’s evaluable patients who were compllant with the protocol
e specified visit window or in a second analy3|s evaluated within = 2
neh days of the protocol specified visit window.. These analyses are -
S presented: m the section titled MO Effrcacy Analysrs on page 38 of
L -:thhls report

.- :>: | .Table 18 Proportron of Patrent Assessments within Varylng Wrndows for RV1 and RV2.

: _ Treatment Group ...
SOt | - 1 1200mg [l MoONiSTATe? Cream
- L Visit Window : n/N % coon/N %
- {RV1 (Day 15-19) 90/107* |~ 84 91/100*. |- 91
SR - cure <15 days . 2 : 1
. cure >19 days 12 7
SR ... .. failure >19:.days 3 1 ' :
7 [RV1 + 2 days (Day 13- 21) 104/107* - 97 98/100* 98
N cure > 21 days e 20 2.
R TR B tailure- > 21 days 1 0
SR ,'"RV2 (Day 35-43) L 79/88* % 90 B2/91** 90
g cure <35 days o : 2 L2
c-ocure >43 days.. . 3 4.
- failure-< 35 days ) 2 3
_____ tailure >43 days 2 0
'RV2 t+ 2 days (Day 33-45) | 83/88** 94 86/91** 95
L cure <33 days 1 0
cure >45 days 1 2
failure <33 days 2 3
failure >45 days 1 0

*The denorninators for RV1 represent the patients valid for efficacy at RV1.

71. “The denominators for RV2 represent the patients valid for efficacy at RV2 that :
actually underwent an RV2: {Note: Patients valid for efficacy at RV2 who were

declared treatment failuires and discontinued from the study prior'to RV2 are not

rncluded in the RV2-denominators.)
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Lo The Applicant’s clinical, mucrobtologlcal and therapeut
S patnents valld for efflcacy at RV1 are presented in Table 19
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,_c‘ure rates at RV1in

Table 19 Summary of the Apphcant s Cure Rates by Trcatment Gxoup, :
Panents Va]ld for Efficacy at Relurn Visit- 1 : :

S Treatment Group v
Mlconazole Nitrate MON]STAT®7 Q% MCN)
(1200 mg) Vaginal- Vagmal Cream -
T PR =107 - =100
“Type of Cure . n . % o % - P-value*
- |'Chinical . "~ . 99 .o .925 97 . 97.0.
= |:Microbiological 94 S '8‘7.9' 92 920 )

"|. Thetapeutic 90 i 84.1 290 L 900 0.20

*: The Cochran-Mantel-Haenszel Test, s\ranﬁed by investigator. was used 1o detectany’ “difference between' lhe treatment groups.

L (Appllcant [ Tab|e Vil from Vol. 1. 9, . p. 08:000209). .

"_"”'-.'- The Appllcant calculated 95% confndence mtervals to mvestlgate the
LR comparability of the cure rates for the two: treatment groups.. The

- “differences in the point estlmates and thelr 95% confidence lntervals are
: ,»:'presented below.

1 aole 20 Dlh‘erence in the Apphcant s Return Visit 1 Cure Rates ‘and 95% Conftdence

' : Intervals for Patuents Evaluable for Efficacy at Return Visit1

. , - Point Estimate of the - . 95%: Confidence lelts of the
; Resp‘on‘se Difference in Cure Rates ~‘Difference in: Cure Rates*
- Clinical . = - : —4% . R (<10%,.2%):
| Microbiological . | A% o e o0 (=12%; 4%)
' Therapeutic - L 6% {(-15%, 3%) .

Si *The difference is miconazole nitrate 1200 mg [Jminus MONISTAT®7
o :__":"(Table adapted from- the Appllcant s data Vol 1.9, p 08- 000249)

S }The pomt estlmate of the dlfferences in the Apphcant s overall clinical,
1-,‘v"m|crob|olog|cal and therapeutlc cure rates are contained: within their

- respective 95% confidence interval and are all within the lower bound of
. =20% as specified by the delta. Therefore, the Applicant's clinical,

microbiological, and therapeutic cure rates for the two treatment groups

: support that the two treatments are therapeutically similar at RV1.

‘:MO Comment The Statlstical Reviewer Cheryl Dixon calculated

" confidence intervals with a continuity correction. Please see her review -
for the analyses. The conclusion regarding equwalence were
' unchanged usmg confldence intervals’ wnth a contnnunty correction.




