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{ : 90verV|ew of Efficacy’j

' Both of the ptvotal chmcal tnals demonstrated srmnlar therapeutnc effncacy
~between the MONISTAT® DUAL-PAK® (1200 mg Vagunal-
- MONISTATQ7 Vaginal Cream. The Applicant's overallclinical,:

mlcrob)ologlcal and therapeutlc response rates for the two psvotal studnes RO D
are presented in Table 68

-~ Table 68 Summar) of thc Apphcant s Overall-Cure Rates by Treatment Group,
Patlents Valld for Overall Efflcacy, Studies 96-002 and 97- 006

: ~Treatment Group. i B
MONISTAT@ DUAL-PAK® : MONISTA’1‘®7
e ] (1200 mg) Vagmgl *"'-"f'Vaglnal Cream
- | Study Number .| - U e e e T ECH: Y
| TypeofCure | =~ n. .. G |oomo o B P-value*- |
S| Stady 960020 o - N=99 oo S o N=97
Clinical = - [= 8L~ . —:8L& 779000 8L4. .
" Microbiological |-: = 75 1 758 T K B S T
' Therapeutic. |70 o 7L 68 700 | 0.96
BRI ;s‘t‘u'dyr)?oos s U N=104 oo o o N=90
[ 'f “Clinical 1 72 . 92 | 63 - 1700
' M]Lroblologxcal T2 692 S 62 689
L Therapcutxc 64 5 "61.5 Co85 o 6l -~ 078

o *The Coclirati-Marnitel-Hacnszel Test, stratified by lmcsugator was used to de tect dn) d|ffucnue between the treafment gmupﬁ
(Adapted from the Apphcant [ Table V from Vol 1 9 p. 08: 000206 and p 08 000312) SRS

g The Apphcant analy;ed the evaluable for efflcacy populat|on in Study
707 96-002 and-found the MONISTAT® DUAL-PAK® to be- statistically similar - S
7 to MONISTAT®7 with' regards to clinical, mncroblologlcal and: therapeutuc L
Jeng response. at Return Visit 1-(RV1) and overall. In’ addmon to the . ,
Applucant s-analysis in the evaluable for efficacy population; a modified
intent-to-treat (MITT) analysis was performed by the Agency’s Statistical
-Reviewer, Dr. Cheryl Dixon. The MONISTAT® DUAL-PAK® was found to
~ be statistically similar to MONISTAT®7 in the MITT analysis with regards
- to overall clinical, microbiological, and therapeutic response. The MO
.performed an efficacy analyS|s using the subset of the Applicant’s
_evaluable patients that were compliant with the protocol specified visit SRR
L .wmdows and.found the clinical, microbiological and therapeutic cure rates’ A R
~“at RV1-and overall (combined RV1 & RV2), statistically similar for the two SIEEIEAR IR
f‘treatment groups Takmg the results of these three analyses into R R

PR
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~consideration, study 96-002 supports the efflcacy of the MONISTAT® '
,DUAL PAK® in the treatment of VVC

Y s .

. The second puvotal clmucal study (Study 97 006) was’ almost |dent|cal in
’deSIgn to Study 96-002. The Apphcant analyzed efficacy in an evaluable
. for etficacy populatlon and found the MONISTAT® DUAL-PAK®to be
: *statlstrcally similar to its comparator MONISTAT®7 with regards to clnmcal
mncroblologlcal and therapeutrc response both at RV1 and overall. . A
SMITT analysis performed by the Agency's Statistical Reviewer found the
~ MONISTAT® DUAL-PAK® to be statistically similar to. MONISTAT®7 with
regards to clinical, microbiological, and therapeutic response overall. The
.. MO’s analysus of clinical, microbiological, and therapeutnc cure rates in the
- subset: of evaluable patrents comphant wrth the protocol specified visit
. windows found MONISTAT® DUAL PAK® to be statnstnca"y similar to
. MONISTAT®7 Vaginal Cream. . The results of the: Applxcant -analyses, the. g
S ;Statrstlcal Reviewer's MITT analysrs and the MO's efficacy analysis of =~ i
- the study 97-006 supports the’ efflcacy of MONISTATO DUAL-PAK® in the' R
]treatment of VVC and corroborates the fmdmgs of Study 96 002

. ,The results of the two prvotal chmcal tnals provnde suffncrent evndence

- supporting the efficacy of the MONISTAT® DUAL PAK® for the treatment =
ot VVC

i) R

10 Overvrew of Safety

Sngnlfrcant/Potenttally Srgmflcant Events Lo "

~ . 'Patient 03101, a 62 year old female with: dlabetes mellltus died of BEECIRINR
»*atenosclerotlc vascular disease 5 to 6 weeks after completmg her study

:'medlcatlon (MONISTAT®7). ‘Her death was consudered not related to .
: study m_edlcatlon.

... Other Significant/Potentially Significant Events
. A total of seven patients from the pivotal clinical trials (96-002 and -
97- .006) were discontinued because of adverse experiences. Three
. ‘patients recéived the 1200 mg. vagmal_and 4 received
- MONISTAT®7.. One patient receiving the 1200 mg vaginal _and 2 o
- patients: recelvmg MONISTAT®7 were discontinued from study because of
0 local adverse experiences (vulvovaglnal burning, irritation, erythema, and =
- 7o edema). One patient from each arm of the study'Was discontinued fora .
: ( -~ more generalized reaction; the patient in the 1200 mg [Jililloroup R
‘ :'-;,jvexperlenced Iablal and facral swellmg along with vaglnal burning and the
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. patrent in the MONISTAT®7 group expernenced an erythematous rash over.
““her body. One patient in‘'the MONISTAT®7. arm developed genital herpes -
while on therapy and was discontinued from the: study Her genital herpes
outbreak was ‘considered unrelated to study medlcatlon One patient from
the 1200 mg vagmal _arm of the’ study was. dnscontmued because
she developed a sinus mfectlon that requnred treatment with: an antibiotic.
‘Her sinus mfectnon was consndered not related to study medlcatron

; An”’ad‘diti’onal serio'u's adv’ers‘e "event jUdged.Unrelate‘d t'o”study medication _
-, occurred:in a patient in‘the. 1200 mg group. This patient had a
"'hrstory of depression-and’ pnor ‘suicide attempts She ‘attempted suicide
on Study Day 4. The event was considered. unrelated 1o study medlcatron
}‘and the patrent recovered from the adverse event (attempted surcrde)

: Three of the events that’ ocCUrred were conside'r'ed 'se‘rious adverse =
S _'v'expenences The labial and facial swelhng experrenced by the ,

. .. - aforementioned patient who received the 1200 mg. _comprrsed 2 of

: these 3 senous events The thlrd event was the attempted surcude

The pattern of adverse experlences for Wthh patrents were- dlscontmued
from study were similar between the 1200 mg _and MONISTAT®7
groups ~The events do not suggest any concerning dlfferences with
regards to events resultlng |n study dlscontlnuatlon

i,

One additional atient from study 97- 007, ‘a pharmacoklnetlcs trlal for the
1200 mg was discontinued from the study: after an: acute anxnety
npnsode that was Judged unrelated to study medlcatlon

The dlstnbutron of mlld moderate and severe adverse experiences by | -
treatment group was compared in each of the two prvotal trials using a :‘ ‘
Chi: square test. In neither’ study was an assocratloh found between the:
treatment group and the distribution of severity of adverse events.

The distribution of trequent adverse experiences was in general similar
across treatment - groups.

Overdosage exposure | :
There were no reported incidents of overdosage exposure durlng the

chnlcal studles R
BAPPEARS THIS WAY ON ORIGINAL SR
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o Other Safety Fmdrngs

: ADR lncndence Table

An overall adverse experience (AE) table was: prepared by comblnmg the
R " results from the individual pivotal clinical studies 96-002 and 97-006
: ':.'-(Table 69) “The table: presents the number of patlents reportinga -

' -'»;_partucular AE." in order to. be included in the table, the AE had to be :
reported by two or more patients in either arm of the study in gither of the
T two plvotal studnes The denominators used for the table represent the .. -

PRI l0t8| number of patients evaluable for safety by treatment: group from the
8 ':_-;;_combmed data from studies 96-002 and 97- 006 Table 69 mcludes a||
o ffadverse events regard|ess of causallty :

5 An overall adverse drug reactlon (ADR) table for ADRs associated with

. ‘particular AE from either study’ 1udged by the investigator to be related to '

EEE R :,"lnvestlgaror To be possrbly, probably, or hlghly probably re!ated to study
R T drug R . o

e : (T‘_':he t’able:s are on the following pages)

APPEARS THIS WAY ON ORIGINAL

:‘t‘tudy drug was prepared by tabulating the number of patients reporting’ a Ch

istudy drug (Table 70) Drug related AEs mcludes those AEs judged by the HERE
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3 Tablé“G‘Q. Adve’fse_ Experie‘nce's' by Treatmen

r Studles 96 002 and 97 006 (combmed) AII Causahty
SR : "iTreatment (Jroup
RN : 1200m Vaginal -2 MONISTAT®7
Adverse. . - . Vaginal Cream
Experiéence " : (N=265)
S S %
Genital Reproductive System Y e R e : L
- Bumning, female genitalia_ . LT . 26.1- 63 238
. Irritation, female genitalia - - 2. 85 | 202 4] 15.5
.= Pruritus, extemal female genitalia L ) 82, 19.1. 71 268 ¢
Discharge, female genitalia B ) . 28 103 . 12 4.5 i
Erytheina, female penitalia : : : 13 .55 - 13 4.9 ﬁ
Dysmenorrhea - - 9 33 12 4.5 !
- Ederma. female genitalia 9 33 |- 8 . 3.0
Pain, fernale genitalhia : 6 22 L1 0.4
. Excoriation/Abrasion fcmalegemm]m 3 - 1.1 -6 23
- Viginitis- : 2 0.7 6. - 2.3
Metrorrhagia - 2 0.7 oo 3 1.1
Qdor. female genitalia 20 .07 |- 0.0
hervous System e )
Headache® 17.6-. 50 189
Insomnia ! O . 0.4
Resplmlon System . = < : L
Upper sespiratory infection 13 - 5.5 9 - 34
Pharyngitis .. e Lo 4.0 7 2.6
Sinusitis - 6 Ry 2 0.8
. Cough- - 3. TG 4. 5]
.~ Congeslion, nsplmlory ) 3 11 4 1.5
Laryngitis ] 1 204 1 03 1.1
Gas!romleﬁlmal bvslem . . G
‘Cramps, Gl 2135 85 6 23
" Nausea. ... 7 26 4 1.5-:
. Flatulence 4 1.5 0 - 0.0
Diarthea 2 07 4 1.5
- Pain; pastrointestinal 2 0.7 2 0.3
Dyspepsia 2 0.7 2 0.8
Dry mouth 2 0.7 1 04
Urinary System ..
. Urinary trict infection* 10 3.7 4 1.5
: Dysuria 6 122 5 1.9.
. Body as a Whole : S e :
Pain; trunk .. iS5 1.8 9 34
Infection, viral L4 1.5 .4 1.5
Pain, abdominal 2 07 - 5 1.9:
Pyrexia . 1 04 = 2 0.8
Skin and Subcutaneous rllssue il
. Rush L3 1.1 1.1
Lrritation, skin subculnnr:ous L2 2 0.8 ;
Special Senses - ‘
_Otalgia 3 [ 11 2 08 f
Edema, eye 2 ! 0.7 0 0.0
Pruritus, eye 2 [ o7 0 00 3
Cardiovascular System :
~ Hcadache, migraine. . . 2 0.7 2 03 o ‘
Edema, cardiovascular system 2 0.7 ] 04 |
Vasodilitation. cardiovascular system 2 07 i 0.4 ‘
Musculoskeletal System L
Strain or sprain, musculoskcletal ] 2 | 0.7 | 0 | 0.0

{Source of data for Table 69 is-Appendices 7&8 for.studies 96-002 and 97- 006 pp.-11-00637 to 11-000713, and
11-002060t0 11 -002130): -

e hgures are fOf urlnary tract mfecuon ra1es as rewsed by the MO, see pages 45 and 69 of this report.
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" Tab|e 70: Drug Related Adverse Expenences by Treatment for Studles 96-002 and
' 97-006 Combined

L, .
Rt

, Treatment ’Group
1200 m 'MONISTAT®7
: PR L Vaginal Vaginal Cream
| Experience - - (N=272) S (N=265)
F P e T BT s n % o %

Adverse

" |- Genital Reproductive System L I L
Burning, female genitalia |48 1 17.6.:1.-49 18.5 |
:lrritation, female genitalia b o830 120 29 10.9
. o-Pruritus; external female genitalia -32 11.8. 145 |-17.0
- Discharge, female genitalia P M1 4.0 | 20 | 0.8
- “Edema; female genitalia 300 by 11
- Pain, female genitalia. IR T S TR L I 0.4
- Erythema; female genitalia ..+ 0w oo iRl 2 0.7 1.1
' 1
0

- Tenderness, Female Genitalia. .~ - 0.0 0.0
- Dyspareunia: , 0.0 ~ 0.4 -
' Gastromtestmal System: s
. Cramps,Gl.© . - . ol b8
““Nausea| - . S o ES] TR SRS REE I I
1
1

Sslojwl=lw

0.0
0.0
0.4
0.0
0.0

‘Dry mouth - lo.e
RIS - Flatulence: . : 0.4
§ L Pain, gastromtestmal 0.4
wonntv [ Nervous: System » - S T
ool Headache o R ey e
om0 Urinary System: e P S T

coo el Dysurial -

olol=lolof

| o4

-

T 07 ] 1. ] oa
Q0 b Y 0.4

N ~Urethritis- . v S

] Skin-and. Subcutaneous Tissue |

Rosh —
|rr|tatlon skln subcutaneous

“Urticana

'Skin reaction, medication snte
‘Cardiovascular System _ R
.. Edema’ 104 | 0.4

Vasodilitation. .~ ... - 1 04 | O 0.0
Special Senses L

Pruritus, eye - - . , 1 0.4 0.4

Edema, eye Sl T 1 0.4 0 0.0
Body as a Whole S e . .

“Pain, abdominal = .. ] 1+ T oa 1 0o | 00
“Allergy: o e L e : o
oL Allergy, NOS o [ 1+ T oa | o [ o0 |+ "
‘(Source of data for Table 70 is Appenle 7 for studies 96-002 and 97-006, pp. 11- 00637 S
-{ ._.-'to 11- 000713 and 11 002060 to- 11 -002130)

Ot

0.4
0.4
0.0
0.4

[ oa
04
0.4
5.0,

Of=|=l=]"

=2 | O]=-]—]

=

-
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a Laboratory Fundrngs Vntal Sugns ECGs : v s
v “Hematology, serum chemistry, urinalysis, and vntal srgns were ,
8 monrtored in study 97-007, the pharmacokinetic study of drug: absorptuon

~with the" 1200 mg vaginal -No clrnrcally srgmfrcant changes in the
L monrtored parameters were reported ' S

S .:,{Specral Studres :
: No specual studles were performed

} 'Drug Demographrc Interactrons NI EERARH
-~ The: Applrcant examined the drstnbuuon of: cure. rates by:age’ “and race

v,v[fand found no srgnlfrcanr drfferences in the dlstnbunon of cure rates by age
ST race DD SRR

L Drug Drsease Interactrons RRE . : ,
No drug -disease mteractlons were reported durrng these studres

N

. "i--iDrug Drug lnteractrons - ,' - _' ' B St :
“No'studies of drug- drug mteracnons were performed No specific

; J'-j'oroblems with regards to drug drug mteractrons were apparent from the
fadverse event data. : .

. ‘ - R

",Wrthdrawal Phenomena/Abuse Potentnal
There i§no evrdence of w-thdrawal phenomena or abuse pocentral

- S ‘v"f"-luman Reproductroa Data ,
TR T i Data is not avallable on human reproductron

Safety Conclusions L Y L
- " The data support the safety of the MONISTAT® DUAL PAKC in the
L treatment of VVC. The rates’ and. dlstrrbutron of adverse events from the
fﬁftwo prvotal cllnlcal trials (96-002 & 97- 006) with regards to seventy and SRS
. typeare similar between the MONISTAT® DUAL-PAK® and its comparator, ’
- the approved OTC product MONISTAT®7 Vaginal Cream. The
pharmacokinetics study supports that the levels of miconazole nitrate
" “absorbed with the 1200 mg soft gel vaginal insert are comparable to the
= levels achieved with the approved OTC product MONISTAT®3 (200 mg
cream). The safety data from the two pivotal clinical trials and the

_Pharmacokinetics study provide sufficient evidence supporting the safe
~use of. MONISTAT® DUAL PAK® ’

: f ‘. 11 Re5|stance . G S _
{ - .:‘”“ Mycologrcal rsolates were not specrated nor were tests of in vitro drug
SRS susceptrblhty performed durrng the pivotal clinical trials in this NDA..




. NDA 20:968 " Page 99 of 108

( '_ i 1.2'3'.['ab’el‘ing‘i Recommendatlons :

Only the sections of the label that requue comment wull be drscussed
below The sections of the label not dnscussed below have been revnewed
by the MO and are acceptable T ' %

Physrcran Package Insert

‘_'CLlNlCAL PHARMACOLOGY

““In the. Human Pharmacology subsection, the label states that the overall
”systemlc exposure to drug is similar to MONlSTAT®7 '

Mo Gomment: The data presented in Study 97 00] demonstrate that
" the systemic drug exposure |s similar’ to the exposure produced by
- MONISTAT®3.  Please see Dr. Phil Colangelo s Blopharmaceutlcs R
revnew for further comment and recommendatlons on thrs |ssue =

":'PUNICAL STUDIES S e S
The Iabel mcludes a CLINICAL S'l UDIES sectlon that mcludes a .
statement that use of the MONISTAT® DUAL- PAK® resulted in an earlier:

time to relief of symptoms in‘a hlgher proportron of patnents than wnth the:
'/ day product. » SRR

R

MO Comment The Iabel makes a supenonty clalm based on post-hoc
S analysus of data.: The time to relief of symptoms endpoint was not
. -defined. in the protocol - The: flndlng mted is'one of multiple endpoints

e ~inan’ elevated type | error.” The study was not: desngned to make -

B ‘such-an assessment “In"addition: patlents were not blinded to
“therapy, increasing the chanoe of'a reportlng bias.: Before such a

- ¢claim of superiority is made a study. desngned appropnately to
address this issue should be conducted. The section regarding tlme
- torelief of symptoms should be eliminated.

The remainder of the information in the CLINICAL STUDIES section
‘does not warrant a CLINICAL STUDIES section.

MO Comment Please also see the Statistical Reviewer's comments:

on the data presented regardmg the time to relief of symptoms
’ endpo:nt S

e Mo Recommendatnon ‘Eliminate the CLINICAL STUDIES section of
:( . thelabel

~analyzed and therefore the multiple’ comparisons involved may result " i
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INDICATIONS AND USAGE :
The INDICATIONS AND USAGE section contains the:

DRAFT LABELING

MO Comment The MO recommends that separate genus and specues7 o
e ”should be used for both organrsms '

| » MO Recommendatlon Change the name of the organlsms within the
R 'parentheses to Trlchomonas vag/na//s and Haemoph//us vaginalis.

WARNINGS » R
_Thie section states that Iatex products may be affected by the

T components of the vaginal insert and that: concurrent use: of vagmal

R contraceptlve dlaphragms or condoms IS not recommended

IVIO Comment The external vuIvar cream could aIso come in contact: .

" with and- affect latex- products and should be included in the warning. g
' ._‘statement above ot

o ) :MO Recommendatlon Include the external vaglnal cream in the
‘warmng statement along with the vaglnal rnsert

PRECAUTIONS

Informatlon for Patrents P R “
. MO Comment: The proposed labehng does not contaln an -
Informatlon for Patuents subsectuon rn the PRECAUTIONS sectlon

MO Recommendatlon An Informatlon for Patlents subsectlon should :
be added that states that patients should be instructed not to use:.
intravaginal products during treatment with MONISTAT® DUAL-
PAK®, Suggested labeling is as follows:

DRAFT LABELING
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Pregnancy , SRR : _
" The Pregnancy subsectron contains mformatron on the results of
anrmal studles in: causrng embryo and feto-toxic effects

MO Comment Please see the Dr. Owen McMaster s Pharmacology
~and Toxicology: Revrew for recommendatlons regardlng the
v Pregnancy subsectron :

i 37-1.5'»__3 Pedratrlc Use
wous The Pedratrlc Use subsection in the revrsed labelrng submltted on .
:’.‘Apnl 19, 1999 is acceptable.

Gerlatrrc Use ' , = - »
2 The language used in  the Genatnc Use subsectron in the revrsed e
'labehng dated April 19, 1999 is adapted: from the requlred labeling
. 'described in 21 CFR 201.57:{(f} (10} (ii): (B) which is intended for use in’
those situations when sufficient numbers of elderly subiects have been
. studied to make it likely that drfferences in: safety and effectlveness
could be detected |f present 2 : : :

ot MO Comment The clinical studres descnbed in thrs appllcatlon do
not provide a sufficient number of patients-to be able to conclude.
. “that there are no differences in safety and effectiveness for geriatric
. patients. CDER's Draft Guidance for Industry: Contert and Format
; “ofor Geriatric Labe/mg provides the gurdance that labellng consistent .. RS
O with 21 CFR 201.57. (f) (10) (i) (A): should be used when fewer than o
: 100 genatnc subjects have been studred Lo RRSTE

MO Recommendatron The applrcant should use the requrred |abel|ng N

- statement for the Geriatric Use subsection as described in section. 21 :

. "CFR 201.57(f) (10) (i) (A): ‘Because the MONISTAT® DUAL-PAK =
comes in only one dosage and no other reported clinical experience’
assessing the product in elderly patients is presented within

- 'NDA:20,968, the MO recommends: using the following statement in

: the Gerlatrrc Use subsectnon

i DRAFT LABELING

ADVERSE REACTIONS
7 “The Iabel provrdes a descrrptlon of the frequently reported adverse
e effects of all causes (e g not related unlnkely related possrbly related,
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related study drscontlnuatron

L ‘MO Comment/Recommendatlon The MO recommends that the
- 'sponsor describe the adverse reactions that are reasonably -
_'assocrated with the MONISTAT® DUAL- PAK (adverse effects that are

possibly related, probably. related, and highly: probably related)

- (21:CFR 201 57 (g)). - Frequent reasonably associated adverse
- ‘reactions: (drug related AE’s occurring with rates > 1%) should be
presented in tabular format by body system in decreasmg order of

frequency Drug related adverse reactions occurnng ‘with'a

. Trequency of less than 1% should be listed in-sentence form in ‘the
-~ -ADVERSE REACTIONS section. The suggested addition to the
‘. section.is.a Table {such as Table 71) and a lustlng of the infrequent .
adverse reactlons (<1%) |n sentence form as follows

s ln controlled clinical studles 272 patlents wnth vulvovaglnal

~ PAK®. MONISTAT® DUAL PAK® reactrons most frequently
o |nvolved the genltal area: '

o Table 71 Drug Related Adverse Reactrons (frequency 5 1%) in Cllnlcal Studies

probably related and highly probably related) and the rates for treatment -

'-'-f'candnduasus were treated: with a srngle dose of: MONISTAT® DUAl.~

‘Treatment Group

Adverse , , . “DUAL- PAK® - - Vaginal Cream
Experlence . B | IN=272) 00 (N=265)

Mo'msmu MONISTAT®7

. : o R DTN TR B
Genital-Reproductive System S : ’ ‘

- Burning, female genitalia ... 0. 0 ] 48 - 18 49 | 18

. lrritation, female genitalia. ... 7. . i 33 . feoa120 10290 | 011

Pruritus; external female genitatia - - 2320 12 1461 17

;.. Discharge, female genitalia . .= ... =+ R B S e e I

Ederma, femalé genitalia . ' Do 3 1 3L St

. Pain, female génitalia 3 SR 1)<

Gastrointestinal System

)]
N
o
o

Cramps, Gl

Nausea 3 1 ; 0 0

Nervous System .

Headache . T 4 [ 1 K | <1

e MONISTAT® DUAL- PAK® drug related adverse events wnth a
"-"frequency <1% in clinical trials included, ‘genital erythema, vaginal
. tenderness, dysuria, allerglc reaction, dry. mouth, flatulence,
perianal burnlng, pelvic cramping, rash, urticaria, skun |rr|tatlon
s penorbrtal edema and conjunctlval pruritus.
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. Pattent Pafckbage In’sert'

. i*;.'MO Comment/Recommendatron The MO recommends that the ‘words

: LABELING be removed from the Patient Package

- ~Insert.: First, convenience is'a value judgement specific to the user of -
...'»’the product Second, MONISTAT® DUAL-PAK® s a combination _
product with a single use vaginal insert and an external vulvar cream for.
S Use as needed twnce daily for up to 7 days. e

"M'O’Co:mm'ént/Recommendation: The MO recommends that the
B DRAFT LABELING

e De removed: from the Patient Package Insert for this
' product seekmg approval for: prescription use. Given that this product’

- L is for prescnptlon use, the aforementroned phrase appears promotlonal
in nature R L

MO Comment/Recommendatnon S»mularly to the Physuman Package '
- Insert, the MO recommends that the external vuIvar cream be included

- in'the warning statement that the product may: damage dlaphragms or
co'tdoms Suggested wording IS as follows :

7 BINDRAFT LABELING

: The MO recommends that the ]
= :Apphcant further define the term- ”dunng therapy as used above. If -
“"information is available that will allow a more exphmt estimate of how
- long a patient should wait before using condoms or. dnaphragms
““inclusion of such mformatron would be valuable:

s MO Comment/Recommendatlob |

MO Comment/Recommendatlon In the WARNINGS section of the
oz Patient Package Insert, patients are instructed not to use tampons,
. douches, or spermrcrdes while using this medlcatlon A:specified time
“period should be stated: dunng which patients should be instructed to
-avoid usmg these rntravagrnal products: The use of the term ”whnle :
- using ‘thIS medlcataon” does not clearly: defnne a penod of time.

‘.MO"C’o‘mment/Re'commendation The MO recommends that the

following: ltems be added to the WARNINGS sectlon of the Patlentb
o Package Insert :
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o

BN DRAFT LABELING

S _The above recommended addition to the WARNINGS sectaon includes
- items that are part of the WARNINGS section from the CDER’s Draft
— GUIdance for Industry, Labeling Guidance for OTC Toplca/ Drug

SIS Products for the Treatmenr of Vaginal Yeast /nfet:z‘lons f Vu/vovaglna/
;_’»"Cand/d/aSIs) o :

o NIO Comment/Recommendatlon The MO recommends that the Patlent: .
e Package Insert contain’ addmonai mformatlon on when a patient would - |

.’‘expect to experience relief of her symptoms Recommended language' i
o for thls sectaon is as follows :

. DRAFT LABELING

o MO Comment/Recommendatlon The: MO recommends that the Patient - » "

: v‘Package lnsert contain ‘additional mformatnon ‘on use of the product
i 'durlng menstruation.  The following wordlng is adapted from CDER's "
i_.;.."Draft Guidance for lndustry, Labeling Guidance for OTGC Toplcal Drug:

“Products for the Treatment of Vag/ndl Yeast /nfectrons ( Vulvovagma/
Candidiasis): : R : ,

DRAFT LABELING
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MO Comment/Recommendatron The MO recommends that the .
applrcant add the following as an additional rtem under the ”FOR BEST
RESULTS" sectlon of the Patlent Package Insert

DRAFT LABELING

Thus statement is'in accordance with the ”How Can l Get Best Results
When Treatrng My Infection?” section:of CDER’s Drafr Guidance for
Industry, Labeling. Guidance for OTC Top/ca/ Drug Products for the
Treaz‘ment of Vag/na/ Yeast /nfect/ons { Vu/vovag/na/ Cand/d/aS/s}

MO Commenthecommendatron The MO recommends ‘that the
applrcant add an additional section to the Patlent Package Insert that

describes’ commonly encountered drug related adverse reactions (“side-" . %

effects") The suggested content of. such a sectlon IS as follows

RAFT LABELING

This sectron is modeled after the ”What Srde Effects May Occur with
runglstat )\?" section of the CDER’s Draft Gurdance for Industry,
Labe/mg Gwdance for OTC Top/ca/ Drug: Products for the Treatment of
Vagma/ Yeast: /nfect/ons ( Vulvovag/nal Candrd:asrs)

Trade Cartovn

MO Comment/Recommendatlon The MO recommends that the . ', :
words:“Convenient 1-Dose Treatment” be removed from the Patlent

Package Insert.: First, convenience is a value judgement specific to -

the user of the product. Second, MONISTAT® DUAL-PAK® is a

combination product with a single use vaginal insert and an external

vulVar'cream*zfor use'as needed twice daily for up to 7 days.

MO Comment/Recommendatlon Given that this applrcatron is for-a
prescrlptlon product, the MO recommends removing the phrase on"
the Trade Carton DRAFT LABELING
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~ Blister: PeclBack Cover

" Page 106 of 108

statement appears promotuonal in tone-on this product bemg
consudered for prescnptlon use. :

MO Comment/Recommendation: The MO recor
QWL NDRAFT LABELING R
~ added to the blister pack peel-back cover for the vaginal insert.

BAPPEARS THIS WAY ON ORIGINAL
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N 13 : Réb‘bmrﬁendations

The data presented for the MONISTAT® DUAL PAKO is sufﬁcrent to
S {isupport the safety and efficacy of this'agent for the treatment of
i :_’vulvovagmal candidiasis. In addition there is considerable foreign
- marketing’ experience with the product and no indication of serious
‘adverse experiences assocrated with the product. The data presented -
support that the safety and efflcacy for the: MONlSTAT® DUAL-PAK® s
similar to its comparator in these studies, MONISTAT®7 (a product
~approved for OTC use). Therefore, the Medical Officer recommends
-approval of the MONISTAT® DUAL-PAK® as a prescrlptlon use product
- for the trea*ment of vulvovagmal cand|d|a5|s

o ‘i_ 'Phase 4 Studres :
S No Phase 4 studies are recommended

L f‘LabeImg Changes T : L FRAEI
- The recommended. Iabehng changes are provrded in 'section 12 in the o
,_’Medlcal Officer comments and recommendatrons for each of the
}sectnons of the Iabel where changes are suqqested

APPEARS THIS WAY ON ORIGINAL : ’ B ‘
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. EdwardM Cox It MD SRR
C 'Rcvxewmg Medlcal Offncer/HFD 590

- ce: Division File

' NDA 20-968
o : HFD: 590/chro/LGosey

-HFD-40/SpearmonJ

Concurrence Only

- "HFD-590/MO/ECox -

' HFD-590/DepDir/RAlbreght . - ,. ﬁ  , : 3 HFD-590/DivDir/MGold S \ GRE
HFD 590MTUBLexssaélfﬂ,7 1 » ‘ W‘Y\qﬂ

I‘IFD SgOIPham]TOX/OMLMdSter S

HFD- 590/Chem/DMatecka v

g 'HFD-590/CSO/CCh1 :

. HFD: 880/B10Pharm/PCo]angelo
< HFD-725/Stat/CDixon: = -

BAPPEARS THIS WAY ON ORIGINAL

© DFSKeywords

L Admm review-

>_ ",‘,Study type study clin control actlve bph PK smgle dose, bph PK mu1t1 dose '
" Drug class: class antifungal; class topical anti-infectives :

- Indication: indic candidiasis valvovaginal -

- ~+ Special populations: pop adult




