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o 1“;2. Applrcant rdentrflcatron

Advanced Care Products, Personal Products Company
199 Grandview Road.
Skillman, New Jersey 08558 9418
Tel. (732) 524-1675
_ ‘Fax. (732) 732-1344 e
Name of contact person-or company offucral

e 'D’iane:'Herro:n, :
- ‘Dtrector Regulatory Affarrs - R

1 3 Submlssmn/rewew dates L

- Date of- submlssnon of NDA .June 30 1998
CDEFl stamp date of NDA: June: 30 1998
Date ‘of submission amendment June 24, 1999
- Date of MOR: Addendum June 29 1999 S

1 4 Drug |dentlflcatton

- Generic name: mlconazole mtrate :
oo Proposed trade name: MONISTAT® DUAL- PAK®
o Chemlcal name: 1-[2,4-Dichloro-p-[({2,4- dlchlorobenzyl)oxy]
phenethyl] imidazole mononltrate g
Molecular formula: C1BH14CI4N20 HNOa
Molecular welght 479 15

: Pharmacologic category: 'synth'e‘tic' 'imf'id'azole_._ van’tlfu,n»gal agenf.

1 6. Dosage form 1200 mg soft gel vagmal insert and 2%

external vulvar
-cream-

~1.7. Route of admmlstratlon mtrava

ginal (gel insert) and topically (external
vulvar cream)

EMAPPEARS THIS WAY ON ORIGINAL
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e 'Subject Review of Advanced Care Products correspondence dated 6/24/99
in. which the Applicant proposes the following changes to. the ”When can |
. expect symptorn rellef7" sectlon of the PATIENT PACKAGE INSERT

When can I'expect symptom rehef’ (Appllcant s proposed revusnons)

Whlle the MONISTAT’ DUAL—PAKTM includes a single- -dase vaglnal
insert, most women do not get complete relief of their symptoms in
just 1 day. Most women expenence some |mprovement within. 1 day.
+-and compnete relief of symptoms within 7 days M your symptoms do
7 'not improve in 3-days, or if you stlll have symptoms after 7 days call
o 'f’::i’your health professnonal S s : ‘

R MO Comment/Recommendatlon There is no analysus in the

- 'NDA to support the claim that ”most women- experience some

. .-improvement within 1 day.” - Therefore, the MO recommends:
.~ removal of this statement. The' MO recommends that the word v

- “most” should be changed to the word “majority” in the '

- statement that “most women experience complete relief of -
symptoms within 7 days.” The statement “the majority of
women experience complete relref of symptoms within 7 days”

~is supported by a validated version of the: Applrcant s analysis
of “days to relief of itching and burnmg” ‘performed by the
Biostatistical Reviewer, Dr. Cheryl Dixon. Furthermore, this . -
statement is consistent with the standard statement in the label
that patients not experiencing rellef after. 7days should contact
' their health professional. - '

Durmg a teleconference of June 25, 1999, the Appllcant and the Agency .
. proposed the following revisions to the: "When can l expect symptom relief?”.
3 sectlon of the’ PATIENT PACKAGE INSERT e

, When can I expect symptom rellef7

- Whlle the MONISTAT DUAL-PAK™ includes a smgle -dose vagmal

- insert, most women do not get complete relief of their symptoms in
just 1'day. The majority of women experience complete relief of
symptoms within 7 days. While you are waiting for the infection to
clear, the external vulvar cream can be used to soothe and relieve the

o itching and lrr’itation'outside the vagina. If your symptoms do not
“improve in 3 days or if you still have symptoms after 7 days, call your» :
: 'health professional. R
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MO Comment' The statement “While you are wamng for the
infection to clear, the external vulvar cream can be used to
soothe and relieve the itching and irritation outside the vagina”
is consistent with the indication. for the MONISTAT External
- Vulvar Cream. The version of “When can | expect symptom
EREHEE relnef?" that immediately precedes ‘this MO Comment is in the
- final version of the PATIENT PACKAGE INSERT

APPEARS THIS WAY ON ORIGINAL
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S 71 General Informatuon -
NDA 20 968

-’,1 2 Apphcant |dentuf|cat|on :
T - “-Advanced Care Products, Personal Products Company
199 Grandview Road ' L
Skillman, New Jersey 08558- 9418
- Tel. (732) 524-1675- :
Fax;(732) 732-1344 S IE RN e

e Name of contact person or company ofﬁmal - Dlane Herron
| Dlrector Regulatory Affalrs i SR

1 3 Submlssmn/revnew dates :
1 Date of Submission: June 30, 1998
~ CDER stamp date: June 30, 1998 , :
Date submission received by revrewer August 31 1998
~ Date review begun: September 1, 1998
.., Datereview completed June 17, _1999

e 1. 1—‘ Drug rdentrfrcatron
S “Generic name: miconazole nitrate S '
" Proposed trade name: MONISTAT® DUAL- PAK® RS
-- Chemical name: 1-[2,4:Dichloro-p- ((2;4- dlchlorobenzyl)oxy]

phenethyl] |m|dazole monomtrate
Chemlcal structure :

=
N :
clu2 —cH —O—CH:@CI

~HNOy .

 Molecular formula: CraH12ClaN20 HNO3
Molecular weight: 479.15

.
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L ﬁ]'1 5 Pharmacologlc category synthetic imidazole antn‘ungal agent :

'1 6 Dosage form 1200 mg soft gel vaglnal msert and 2% external vulvar
cream ' S R :

S I 7 Route of admmustratlon nntravaglnal (gel msert) and IODICGHY (external
RS R vulvar cream) -

- Note: The Times New Roman font is used in this
document to represent text copled verbatlm
-~ from the Applicant’s NDA

,;_-f1 s Proposed INDICATIONS AND USAGE sectlon |

DN B ORAFT LABELING

Proposed DOSAGE AND ADMINISTRATION sectlon

SN DRAFT LABELING

1 10 Proposed CLINICAL STUDIES sectlon

BDRAFT LABELING
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1 1 1. Related NDAs of mlconazole nitrate products for the treatment of
' . vulvovagmal candidiasis :

Table 1 Related NDAs of Miconazole Nitrate Products for VVC

 NDA20.968

S Page} of108

~INDA; 1

Year of -
Approval

‘Year of
Approval
for oTC

.“use:..:v:..

Name

Dosage Form

Dose

Duration
of
Therapy

17-450.

1974 . .

1977

1991

MONISTAT-7

Vadginal Cream

2% vaginal’
‘Cream

100 mg

‘qd’

14 days

MONISTAT-7..-

Vaginal Cream

2% vaginal -
‘cream.

100 mg

qd

7 days»

(18-520

1982

1991

MONISTA’E:—:7
Vaginal .

Suppositories:

: .;1002-‘m'g

vaginal -

100 mg
qd

‘suppository |

7 days

18592

1989

MONISTAT6
Tampons =75

100 mg -

tampon: .

100 mg

qd o

5 days

- [18888

1984 -

MONISTAT-3

Vaginal .-

Suppositories :©

:200'mg. s
vaginal
Suppb’sit'o’ryiﬁ..,

200 mg

3 days »

- [20288

1993

1993

MONISTAT-7 .

Combination

‘Pack

vaglnal ‘

suppos:tory ’
and‘external
vulvar cream

1'00 mg

(supposi
tory). .-

7 days

{20670

1996

1996

MONISTAT-3:. -
-'Comblnatlon
Pack o '

vaginal
‘suppository "
‘and ‘external -
vulvar cream |

".fzoOrng

3 days

(supposr - v

tory)

20-827

1998

1998

MONSTAteff

‘4% vaginal.
"cream

qd

200 mg-

3 days B

1 12 Materlal rev:ewed

©ooi Amendment 4.1
L Rev»sed draft labelmg subrnitted April 19, 1999 and May 7, 1999

S Cream (4%))
L Medncal Officer’'s Review of NDA 20 574 (Gyne Lotrimin-3™

.. Vaginal Cream (2%))
IND

Y‘NDAVOMmesmwbmwd1 1,1.9-1.11, 1.15-1.29

1. Other documents reviewed applicable to this review
o Medncal Offlcer s Review of NDA 20 827 (MONISTATO

MO Comment The currently marketed over-the-counter (OTC)
~ product; MONISTAT 1®, uses tioconazole as its active ingredient.

3 Vaginal:'::
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- Vulvovaginal candidiasis (VVC) is estimated to be the second most
- ‘common vaginal infection in North America.' It is estimated that up
10 75% of all pre-menopausal women wili experience at least one
“episode of VVC.* Candida albicans causes most of these cases of
VVC. A number of therapies are available for the treatment of VVC
b inclu‘ding both topically and orally administered. therapies. =
' The IDSA/FDA Guidelines for the Clinical Evaluation of Anti-
- Infective Drug Products 1992; provides guidance on the evaluation of
- anti-infective drug products for the treatment of yeast vulvovaginitis.
The recommendations include the establishment of the diagnosis by
- both clinical and laboratory techniques. The authors caution that :
" vulvovaginal infections can ‘preseht’_f;._'with“:s'_imilé'rf‘sympt’oms,{ therefore
7 definitive establishment of the diagnosis is ‘essential in clinical trials. R
~ The diagnostic criteria for yeast vulvovaginitis should include (a) S
signs-or symptoms of a vulvar or vaginal-disorder; (b) demonstration- -
. "of yeasts or pseudomycelia in a suspension in-saline or 10% K. OH by
. gram staining or by culture of Candida or other yeasts from vaginal
. secretions; and (c) exclusion of other causes of vulvovaginal
. symptoms.® The IDSA/FDA guidelines recommend the following for
. patients with yeast vulvovaginitis participating in clinical trials: 7/
~physical examination of the vulva, vagina, cervix, and internal -
. reproductive organs, by inspection and pa'/pationi,_ ‘with'description of
.. secretions: (2) cervical and rectal cultures for N.gonorrhoeae and
- .-cervical culture or nonculture test for C. trachomatis (these may be
. omitted for patients with yeast vulvovaginitis who are at low risk for
o -STDs); {3) microscopic examination of végina/ secreﬁon‘s fgram
. Staining and suspension in saline and 10% KOH) for clue cells,
- yeasts, trichomonads, leukocytes, and-(in studies of bacterial
" vaginosis) bacterial morphotypes; (4) culture and identification of
yeasts oh,either“se/ect/ve or nonselective media (e.g. blood agar); (5} -.
culture for T.vaginalis;:(6) determination- of vaginal pH by direct
application of secretions onto a colorimetric pH indicator; (7) an
amine odor ( “whift”) test; and (8) quantitative urine culture {when
.-batients have dysuria or other symptoms suggestive of bacterial
L urinary tract infection).? S
~~In‘order to meet the inclusion criteria for a clinical trial studying
- 'yeast vulvovaginitis, the IDSA/FDA guidelines require that both:
- ~clinical and microbiological criteria be met. The clinical criteria
" require that the patient have signs or symptoms of vulvovaginitis.
( U The microbiological criteria require that a yeast (usually Candida
species) must be grown from vulvovaginal secretions; microscopic
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’ /denz/f/cat/on of yeasts or pseudomycelia is adequate for enro//ment }
The guidelines-recommend that the subjects studied: generally should
be otherwise- healthy women of at-least 18 years of. age. The
Guidelines recommend that the following patients should be excluded

- (unless they are specifically targeted by the: study): women with
coexisting conditions that require antrmrcroblal therapy, women using
»medacatlons that will alter the pharmacoklnet;cs or.response to the

. test-agent, women with coexrstmg |mmunodef|c1ency, women who

“are pregnant or nursing. : :

.- The guudehnes recommend that the comparator aqent chosen

E *-should be selected from among the most effective FDA-approved and-

-'CDC recommended drugs for the indication under study. The clinical
trial. should be randomized and controlled because of the often

jrmprecnse nature of the clinical endpornts In addmon a double-blind -

study desngn should be used to reduce both patnent and |nvest|gator
o b|as L . _ :

e : MO Comment More recent draft gundance from:the FDA
'recommends that placebo not. be employed because of the

'potentlal interference from co admlnlstranon of a second topical
agent & : : ' et S

C e,

The IDSA/FDA guidelines recommend that outcomes be measured
Soin an intent-to-treat analysrs and analyses of clmlcal and
o mlcrobrologrcal response

1Sobel JD, Faro S, Force RW et al Vulvovagrnal candldlasns epldemrologlc

diagnostic, and therapeutic consrderatlons Am J Obstet Gynecol 1998
1 178(2):203- 211 o :

© ?Sobel JD. Vaginitis. NEJM 1997,-337(26)'"1’8’96-’1’903.

‘ 3McCutchan JA, Ronald AR, Corey L, Handsfield HH. Evaluation of new anti-
. infective drugs for the treatment of vaginal infections. Clin Infect Dis
-"1992;15(supp! 1):S115-S122.

4Goidant_::e for ilndthtry (Draft Guidance): Vulvovaginal Candidiasis — Developlng
: 'Antimicro'bial’Drug‘s for Treatment. US DHHS, FDA, CDER, July 1998.

o 5‘Bear'n Jr. TR G|lbert DN; Kunln CM. General gurdelmes for the clomcal

, .,:.::: : 'evaluatron of anti-infective drug products. Clm lnfect Drs 1992;15(suppl 1):S5-
'$32;
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2 3;;-b"'Chem.istrY/Mahufacturing‘ Controls o

“and |dentrty to verify conformance with USP. requrrements The :
- MONISTAT® Soft Gel Vaginal Insert will be manufactured by ||| N

- ‘manufacturing pi

v

. "‘.‘:‘;‘ ‘a scale up batch prepared by

. LDso > 920mg/kg

NDA 20-958 U Page7of 108

. Miconazole nitrate drug substanc

d drug product is tested for purity, quality,

The process is the same as the
rocess for the currently marketed

- The
- Applicant notes one difference’i |n ‘the’ drug manufactunng process in the
" US will be'the absence of preservatives in the: vaglnal ovule gelatin shell..

o Because of "state-of-the-art technology” available in ‘the US production .

facility, preservatives are not necessary. The US drug product will be

g }f::‘, com osed of raw materials sourced entirely from the US. e
s -—wm manufacture the MONISTAT

External Vulvar Cream. The Applicant notes that the product was. .
. approved under NDA 17 450 (SCF 043) (MONISTAT® 7 Vaglnal Cream

"'-»..'.supplement)

: “The source of the drug product used in the maJor clmlcal trrals in
"f“:support of this NDA is as follows: For study 96-002 a commercial batch
' was

. In"studies 97-006 and 97-007 the study: drug was produced usung

lsed.

MO Comment The Chemnstry Revrewer Dr Matecka has reviewed the
L composmon of'the 1200 m 1sed m the pivotal clinical trials.
The:slight differences in'the manufacturmg process and. the composition
- of the would not be expected to influence the activity of the -
©1200 m Please see her review. for a full discussion of this
issue: : BTG SRR

o 4‘.‘An|mal Pharmacology/Toxrcology v

Preclinical animal studies in a variety of anlmal specues have been

o 'performed, by the Applicant in support of the current and prior NDAs for
.. miconazole products. Studies of acute toxicity following intravenous

administration have determined the LDso of miconazole to be in the ‘range’
-of 60-100 mg/kg for mice,; rats; gu:nea pigs, and dogs. Acute toxicity in

‘_muce rats, gulnea plgs and dogs: was demonstrated following single oral
‘ "‘»'_"':;:.;:doses of miconazole = 160 mg/kg. A study of acute toxicity of a 46% .

‘miconazole nitrate (MCN) ointment administered orally to rats at a dose of

) 5g/kg found an LDso > 2300mg/kg. Single dose studies of topical

administration-of a 46% MCN omtment to. rabbrts demonstrated an
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; L Chronlc tox1c1ty studles in rabbits ranglng over a 6 week to 6 month
S time perlod did-not show toxicity at doses of mrconazole base-
-~ administered- rntravenously in doses up to 20. mg/kg/day Similar studies
- --in-dogs for 4 weeks did not demonstrate toxicity at’ ‘doses up to
.40 mg/kg/day administered intravenously. Multldose studies of oral
" administration of miconazole to dogs. performed over 13 ‘weeksand 12 -
‘months’ demonstrated hlstopathologrc changes-in’ the liver at the higher -
- 'doses studied. In‘the 13-week study dogs recervmg’ 40 ma/kg developed
hlstopathologlc evudence of cloudy swellnng ‘with hyallne degeneration of
. “the hepatocytes. - In’ the 12:month study: of oral admrnlstratlon increased
~liver weight with normal hrstology was observed in the group: of dogs
“receiving 20 mg/kg/day Studies of multidose intravaginal- admrmstratlon '
. for. 107 28, and 90 days in rabblts showed minimal to moderate vaginal
o mucosal or epithelial irritation. Miconazole: nrtrate {MCN) doses examined
in the mtravagrnal administration studies were 1°g of a 2% supposnory, o
. 1Tgor1mLof4% cream, or 1 mL of 46% ointment: .
' Studles of the 46 % ointment in the rabblt eye irritation and dermal
irritation models found the preparation to be non- |rr|tat|ng ‘Studies of
“other MCN preparatlons have found the. preparatlons’ to be non- irritating to
~mildly rrrltatmg ‘Sensitization studies in the: gurnea plg model found no
potential to produce’ delayed contact sensmzatlon
~Animal reproductive studies-of MCN preparatlons in rabblts and rats did
. jnot demonstrate effects on: pregnancy rate; spermatotoxrmty, or
",teratogemcrty At doses of 80 mg/kg/day in rabbits the number of
T:I"fresorbed fetuses was increased and maternal and fetal toxicity was
“observed. In rats at the 80 mg/kg/dose, prolonged ‘gestation and an
~.increased number of stillborn pups was noted. Studies have not
"demonstrated evrdence of mutagenrc potentral for mrconazole

5‘;'M|crob.ology S : , S
i “Miconazole ls a synthetrc rmrdazole denvatrve antrfungal agent It has
'J:actlvrty against many pathogenic fungi and. yeasts: mcludlng Candida spp.
“ 1t also has activity ‘against some gram-positive bacteria.  The mechanism. -
_-of action involves the inhibition of ergosterol synthesis with resulting
- increased cell membrane permeability and loss of intracellular material.
“~Miconazole can inhibit fungal growth and can also achieve fungicidal
activity at higher concentrations. : -
In the current submission, the Applicant presents data on the minimum S
rnhlbltory concentration (MIC) determinations for a number of Candida ERRT
isolates (Table 2.) Three of the isolates tested demonstrated MICs in :]’ e
B ‘excess-of 10 mcg/mL. The Applicant also describes data from a clrnlcal
s study of women with recurrent VVC searching for evidence of fungal
{ . " resistance as a possible- contrlbutmg factor. In this. study by Lynch and .
e colleagues analysrs of the Mle for fungal lsolates fff women with
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recurrent VVC dld not demonstrate in vitro resustance In addmon
successive isolates over time from patients-on long- term therapy did: not
demonstrate the development of m vitro resustance

1Lynch ME Sobel JD, Fidel Jr. PL. Role of antifungal drug resistance in the pathogenesis
of recurrent vulvovaglnal candudmsus J of Med: and Vet Mycology 34:337- 339

Table 2 Mlnlmum Inhnbltory Concentratlon for Cand/da lsolates from Janssen
Pharmaceutlca (Report R'14889/12)° '

. Number Cumulatlvo Propomon of Strams Inhlbxted by Selected
Speues _' “of strains | Miconazole Nitrate Concentrations (mcg/mL)..
S tested 0.01 Ol 510 1 10 100, -
i S mcg/ml. | meg/mL | mep/mL | meg/ml | meg/mL
C-albicans . .. 1328 52/1328 207/1328 '885/1328 | 1326/1328 | 1327/1328 |
o o] , 39% | 156% | 66.6% . |. 998% | "99.9%
C. tropicalis 76 076 | 1276 | 49776 [ 76176 | 76776
R IR R R : 00%: | 15.8% L 64.5% ;- 100.0% . | . 100.0%
C p‘arap'silosis 74 . S 074, [ 210740 60774 | 74174 | 74114
oo [ 0.0% < 284G 81.1%. |7 100.0%" |- 100.0%
C krmer 45 oo MAS 1 6/45 ) 25145 45/45 45/45
: RN B AL R I 133% |7 55:5% . | 7 100.0% 100.0%
T glabrata : 217 . 2217 g l0/217-- : 173/217 216/717 2171217
: ] 0.9% - 4.6%:. 79.7% " | 99.5% 100.0%

lmodlfled from the Appllcant s table Vol 14 1 P. 02 000058)

6 Human Pharmacoklnetlcs/Pharmacodynamlcs :
“The Applicant conducted a pharmacokinetic study (study 97- 007) to-

administration of the 1200 mg soft gel vagmal insert. Systemic
absorption followmg the administration of a second 1200 mg vaginal
insert administered: 48 hours® after the first ' was also studled to gather
pharmacokinetic data'if i |mproper use of the product were to occur. This
study is reviewed inthe section on individual: clinical trials:- Please also’
see Dr. Phlhp Colangelo s Biopharmaceutics review of this’ study.

7. Hu‘manx Clinical Experience

7.1. US Post Marketmg Experience

MONISTAT® Vaginal Cream (100mg) was initially approved in the US for r
prescription use in 1974 as a 14- -day course of therapy for VVC. In 1977

treatment of VVC.. Subsequently other MONISTAT® formulations have
been approved for the treatment of VVC. The year of approval of these

other formulations and thelr subsequent approval for OTC use is presented L
in Table 1. '

determine the extent of systemic absorption of mlconazole following the*:'-i'i: R

the’'same 100 mg c¢ream formulation was approved for 7-day therapy for.
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”"When MONISTAT® products began being marketed' OTC a toll free 800
‘number was included in the educational brochure. -Advanced Care
. Products has collected the reports of patuent adverse experiences from the -
- toll-free number.  The Applicant notes that most of the reports are
vulvovaglnal in nature and approximately. 70% occur within the first 3
.. days of therapy. The number of reports of. adverse experiences (AEs) for
the AEs contained in the product label are presented in Table 3.
' Approxrmately 10 million units of MONISTAT® products have been sold
~annually since 1991 (which provrdes an. estimate‘of the denominator for
- 'the AEs reported to the toll-free number). The applicant also notes that
- the number of AEs reported annually has declined over time despite
_relatively constant sales of MONISTAT® products in the US.:

’ TABLE 3 . ' ‘
» CONSUMER ADVERSE EXPERIENCE REPORTS (U S. )
"REACTIONS CONTAINED IN LABELING B

: MON[STAT“’ 1VA GINAL: PRODUCTS

L ¥ 1997 Dam only represents MONISTA
: MONISTAT® 7 VAGINAL SUPPOSITORIES

7 VAGINAL CREAM and not MONISTAT® 7 COMBO PACK or

{Applicant’s Table 1 from p. 08-000599}

I 1996 the MONISTAT®3 Combination Pack was approved as an OTC

,:;: product: and was launched in May of 1996. Adverse experiences reported

~--to the toll-free number were collected and events reflecting AEs in the

‘label are presented in Table 4.

In 1997:4.5 million units of the

LT : 1991 1992 | 1993 | 19_94 1995 1996 - 1997%

oo 1 "ADVERSE EXPERIENCE (N=1869). | (N=1744).. (N**1098) (N=834y | (N=781) (N=882) (N=485)
PEE (%) () @ || @) (%) (%) -
. Bumning S87.(314) | 606 (347). | 466(424) | 2890347) | 204(37.6) | 261296 | 170(35.1)
ftching. - S 236326) | 188¢108) [ ns05y [ 7o | 105034 76 (8.6) 45(93)

‘ Fever 35(1.9) B(0.5) 603y | EYCR I R A () & (0.9) 204y

" Back/Shoulder Pain L6233 0 | 233 |- ‘10(0.9»)» rnaeys [ 4(05). |- 20023 . 5(1.0)
_ Lower Abdominal Pain 161 (8.6) 1046.0) |- 451y | 38@46) | 50(6.4), 58(66) | 21(43) .

: (AbdominalPelvic/Pain/ Crainping) : : R R S ¥ G

' " Readddhics. B445). | a4@5 | 200 | e | 1620 260 | 939

. Hives/Skin Rash 132(7.1) 137.09) |- 8779y | 1709 62(1.9) 61(69) - 30(6.2). |

'MONISTAT®3 Combination Pack were sold (which allows one to estimate -

" the denominator for the AEs reported to the toll-free number in 1997). ﬂ',;:f-' -




CUNDA20-968 i T G page 11 of 108 :

R “ . TABLE 4 :
CONSUMER ADVERSE EXPERIENCE REPORTS (U S. ) :
MONISTAT®3 COMBINATION PACK S
MAY, 1996-DECEMBER 1997

e L

May-Dcc 1996 o +*Jan-Dec 1997
G e oo N=409 - f“y F . N=456" ,
Adverse Experience “#of complamts , % of total # of complamts % of total: -
UL D g TR B complamtsf-zf-_-:-- L ER . ‘complaints . -
. Burning - 109 ' 190 - o114 ‘ 18.4
~Tehing. -} 39 6.8 .. 45 St L 7.3
Fever .1 -3 : 0.5 Lo Lo - 0.2
Back/Shoulder pain S . L .09 o] 6 L S 096
- Abdominal/Pelvic 33 51 3. | 5
= Pain/Cramping SO PPN S S
_Headaches . 7 o B2 R AR 0.96
Hives/Skin Rash 16 . - .28 . 267 4.2
. Lack of Efficacy. | - 197 w343 21 ; 36.6

. (Applicant’s Table 2. from p. 08-000800)

‘ *'Comparrng the rates of reportrng of the AEs per unrts sold fmds roughly
~..comparable rates for the AEs tabulated: for the MONISTAT03 and
% “MONISTAT®7 products. The Applicant notes that the reports of "Iack of
 efficacy” reported for the 3- -day product is higher than that observed for
"?__’the 7-day products The Applicant postulates that the greater number of
- reports of lack ot efficacy may. be secondary to higher patient
expectatrons or lack of experience with shorter course therapy. The
- applicant notes that shorter course therapy does not result |n a shorter S
';-trme to the resolutron of symptoms RN E LS - RO |

7 2. Forergn Post- Marketrng Experrence T S DRI
i Products for the treatment of vulvovagnnal candrdrasrs usmg mrconazole
nitrate as their active ingredient are available in 94 countnes and are '
o avallable without a prescription in 34 of these countries. The Applicant
- ‘estimates'that from 1981 until August of 1996 over 41 million patients
- (excliding the US) have been treated for vulvovaginal candidiasis with
~miconazole containing products. Based on reports of suspected adverse
’ ff:. events, the Applicant estimates a frequency of reported adverse events:’
““for miconazole containing preparations of 1 in 160,000 and 1 in 1.5
million for serious adverse events. The Applicant notes that the majority
--of adverse experiences are local irritation/pain/burning at the site of
. -application. New adverse experiences reported include the interaction of
’ { .+ marketed formulations with latex condoms and abdomrnal/pelvrc crampmg o
‘ L assocrated wrth drug admrnrstratron
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= i Table 5 Number of adverse expenences reported* for MONISTATC products per
N “Aumber-of units sold in Canada 1995-1997.. . L
‘Formulation. - Adverse Expenences(AE)/Umts Sold , Total, AEs/Units Sold
‘ TP . (rate per- 100,000 units: sold) {rate per 100,000)
’ Dol Irritation .t . CerOther IR o
rMQNJSlAT@ 3 ~ 141/819,580 . -;8/_6.1,9,580,,_ ' ’
‘ ) (22.75) (1.29)
MONISTAT® 3 1.269/1,241,284_ ‘ 9/1 241, 284
COMBINATION {21.67)- . (0 72)
PACKY S S
MONISTAT® 7. . 14/177,822 - 3/177,8'22
"SUPPOSITORIES - (2.24) (1.68) '
MONISTAT® 7 .+6/208,539 . 2/208,539
COMBINATION . (2.87) (0.95)
PACK*® : i
"MONISTAT® 7. 32/703.039 . 6/703,039. .
‘CREAM - {4.55) {0.85) 1
TOTAL . 452/2 923,624 28/2,923,624 " \
L » n (15.46) | .{0.95) _J
O “Adverse experlences were collected: by provrdmg an ‘800- telephone TUMDBer on the
B : .packagmg for'‘consumer reporting -
- L ."The MONISTAT® 3 preparation in Canada IS a 400 mg ovule '
e " *Data are limited to 1995 and 1996 for the MONISTAT® 7 Combination Pack

Lo ) V(Adapted from the Appllcant s Table 5: Vol. 1.1, p. 02-000019)

' {‘ o The smgle dose 1200 mg 'soft gel vagmal insert described in this NDA has .
L been approved for marketing in 19 countries. It was first approved in
',"_'Denmark in" 1982. In four of these countries:the product is. “available without -

_a'prescription. Companies within the: Johnson & Johnson Family of
Companies market the 1200 mg soft gel vagmal msert |n 10 of these 19,
: countnes (Table 6) i ' '
Table 6 Countnes in: WhICh markets 1200 mg
~ vaginal for the treatment of VVC and date of approval
Country , Year of Approval | Prescription or OTC
Denmark 1982 Prescription
Italy _ 1984 Prescription
Netherlands 1985 Prescription
Israel. . : ~. 1985 Prescription
Columbia. . - . |- 1985 Prescription
Belgium: . - Sl 1985 0oTC
Umted ngdom | 1986: Prescription
: 1991 - 1 0OTC
. G.D. Luxembourg 1986 | OTC
( = = Kuwait : 1989 _|1OTC: L
SR : Ireland - : : : 1989 .Prescrlptlon
(Adapted from the Appllcant [3 Table 3. Vol 1 1 p 02 000016)
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e GYNO DAKTRINTM 1 (1200 mg vaglnal_ has been marketed in the :-_2
United Krngdom since July of 1986. This same formulation was approved -

“for OTC use in the U.K. in 1991 and was:first marketed OTC (under the

“trade name Femeron™) in-July of 1992. Over the time period of January: .

e ~.1992 to February 1998 the Department of Health Medicines Control

'v’E'Agency in the U.K. reported two patlents with adverse drug reactions :

S after using the 1200 mg vaginal I The reactions were diarrhea and

headache in one patlent and dlzzmess and-headache in the other patient,

One recent addmon to the regulatory hrstory of the 1200 mg soft gel

L ;".-'vaglnal insert is the; approval of ‘an identical product in Canada. On

February 5, 1999, McNeil Canada réceived approval to market an identical
1200 mg soft gel vaglnal insert in Canada as:an over-the-counter G
treatment for VVC both wrth and wnthout the 2% external vulvai cream:

8 Cllnlcal Studles

8 1 Introductron

The. Applrcant completed two randomnzed smgle blrnd phase 3, multi-
-~ center studies each enrolling apprOX|mater 280 patients. The studies
. were designed to compare the efficacy and safety of the MONISTAT®-
'~ DUAL-PAK® (MONISTAT® 1200 mg Soft Gel Vagmal Insert and
~ MONISTAT® (2%miconazole nitrate) External Vulvar Cream) with the
i 35approved MONISTAT®7 (miconazole nitrate 2 %) Vaginal Cream in
patients with vulvovaglnal candrduasrs The vagmal insert is. C
administered as a one-time dose and the accompanyrng ‘external vulvar. i
cream can be used twice daily’ for up to.7. days. The MONISTAT®7 PR
_regimen is administered as one pre- fllled apphcator nlghtly for a total- of L
- 7.days.: The studres comprled data on: both the comparatrve safety and -~
. efficacy for the two treatment regimens. : '

8.2. lndication: Treatment of Vulvobvaginai Candidiasis" |

MO Comment: The MO evaluated a randomly selected sample of
o - 20% of the study population prepared by the Agency’s Statistical -
~. - Reviewer to determine whether the Applicant’s assessments of
""fievaluabulrty and outcomes could be accepted for each of the two
- pivotal trials (96-006 and 97-006). The MO reviewed study
eligibility, assessments at RV1 and RV2, reasons for study -
discontinuation; determination of evaluability/non- evaluablllty, » L
- timing of the RV1 and RV2 assessments, and determination of the
overall and therapeutic response categories. Any deviations that
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occurred from the protocol specnfued cntena and thelr potentlal

effect on the data were analyzed. The MO found that the ’

methods of evaluation for the two treatment groups were -

.-‘equivalent. The MO.was. concerned: about the Applicant’ s
~“widening. of the protocol specified. visit windows and performed an

- MO efficacy analysis to address: ‘this concern.. Otherthan the -

noted concern regarding the widening: of the specnfned visit

windows, the MO accepted the Apphcant S evaluaballty and
outcome assessments for both of the: plvotal trials. These findings
were shared wnth‘ the ‘_Statlstlcal_Reyuewer, Dr. Chery! Dixon.

“In order to address the. MO s concern: reg':ar'ding the Applicant’s
~ widening of the protocol’ specmed vnsn windows: and the potential

effect this may have on’ etfficacy. results the MO performed an-

faddltnonal efficacy analy5|s for each of the two pivotal trials.
- These analyses examined the efﬁcacy results in the subset of ERE
“evaluable patients who were compllant wuth the protocol specnfled S

L visit wmdows

APPEARS THIS WAY ON ORIGINAL
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o 8. 2 1 Tnal #1 Study 96 002 - A Slngle Bllnd Safety and Efflc Study
‘ Companng a Single Dose (1200 mg]) Mlconazole Nltrate Vagma o

~ MONISTAT® 7 Vagmal Cream (100 mg Mlconazole Nltrate) in the Treatment
- of Vulvovaglnal Candldlasns (VVC) ST

'Objectwe/Ratlonale
.- To determine the safety and efﬁcacy of a vagmag )contammg 1200 mg of
s mlconazole nitrate, administered as a single dose, compared (o cominercially available

MONISTATO 7 Vaginal Cream (100 mg), admmlstered once dally for 7 days, in the
treatment of patlents W1th vulvovagmal candldnasw :

. Desug : : ' o
.~ The study was a randomlzed smgle blmd parallel group, Phase 3 multu-

e .‘ center study of 278 outpatients with documented vulvovaginal
" candidiasis: The study compared a s:ngle dose of the MONISTAT®
S r12000mg Soft Gel Vaginal Insert and MONISTAT® External Vulvar Cream

'”"_f-f'_;.f(MONISTATO DUAL PAK®) with the approved 7-day. MONISTAT®7 =

' "(rmconazole nitrate 2%) Vaginal Cream. Al medlcatnon was self-
o administered. - ' The study was designed o determine the equivalence of
L thie twor products 1t was'conducted at 13 centers (12 centers within the
. "U.S. and one cénter in Latin America), each enrolling from'5 to' 30
. patients. The study took place from October 1996 through May 1997.

& P‘ro‘tocol Over‘view“

Populatron procedures

Patlents were required to meet the followang mclusnon and exclusnon
cntena for: study part|<:|pat|on

Notewoxthy mc]usxon cntena :
e 18 yearsof : age or older

e Use an effective non -barrier method of contraceptlon (mcludmg but not limited
to oral contraceptives, levonorgestrel implants, IUD, Depo-Provera injections,
sterilization of either partner, at least one year post-menopausal, or abstains

from sexual intercourse for the duration of the study)

. :_vagrce to use sanitary protection other than tampons in the case of menses:
~ during the course of the study

Repomno or exhibiting at Icast one positive clinical vulvovaomal sngn or
symptom from this listing:

. vulvovacmal |tchmg

° vu]vovagmal burmng/lmtauon
L vulvar erythema '
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o Noteworthy exclu51on criteria-

e
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vulvar edema ‘
vulvar excoriation
vaginal erythema
vaginal edema- _ ' o
(stchax ge information will be collected but will not be a cntenon for mc]u51on =
“or exclusion of a patient.) : o : '
Papamcolaou smear taken-at adm1s51on or wnthm 30 days pnor (w1th
documentatlon) as a screening' procedure _'
The followmg laboratory requirements-are to be met:
~ . e positive 10% KOH preparation for yeast

. e negative wet mount result for Trzchomonas vagmalls and clue cc]ls
done at admission; . .-

e BiGGY culture for Candzda spemes taken at admlssmn (must be
. positive for evaluability): :

e test for Neisseria gonorrhoeae

Use of any systemxc anti- 1nfectwe or vulvovagmal therapcuttc mcludmg

' \agmal or cervical contraceptwe devmes, vaginal lubricants, foams, Jelhes
“ointments, medicated douches, or. temmme sprays within 7 days of admission;

“or use of water douches within 3 days of admlssmn to avo1d false negative
KOH preparations and or cultures -

History of sensitivity to the 1m1dazole class of drugs or any component of the

“ovule and créam formulation

Vulvovaginal infection(s) assocxated wnth pathogens other than the Candida
species : :

- Active genital herpetlc lesmns at the time of admxssxon -

Presence ot treatment of genital condylomata within 30 days of admission

Has had more than one documented yeast infection within a 2-month period or
yeast infections that do not clear up with proper treatment .

~ Hada papamcolaou smcar taken at adrmssnon or w1thm 30 days with carcinoma
in-situ or worse noted. -

MO Comment: The inclusion and exclusion criteria as listed in
the protocol are acceptable.

_ The s’tudybinvolved three patient visits:
- e Admission (Day 1 - 1% day of treatment)

¢ Return Visit 1 (Day. 15-19)
Return Visit 2 (Day 35 43)

_ ’_ At each of the wsnts patlent symptoms clinical findings, and v
ex microbiological investigations were performed. |n addmon mformatlon




