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ANDA 75-187

i “AR 30 iog8
Altana Inc.

Attention: Virginia Carman

60 Baylis Road

Melville, NY 11747

Dear Madam:

This is in reference to your abbreviated new drug application
dated August 20, 1997, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act, for Diflorasone
Diacetate Cream USP, 0.05%. )
Reference is also made to your amendments dated January 22,
February 4, March 6, and March 10, 1998.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Biocequivalence has
determined your Diflorasone Diacetate Cream USP, 0.05% to be
bioequivalent and, therefore, therapeutically equivalent to the
listed drug (Psorcon Cream, 0.05% of Dermik Laboratories, Inc.).

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated _
application are set forth in 21 CFR 314.80-81. The Office of

Generic Drugs should be advised of any change in the marketing
status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit -all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.
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We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the
time of their initial use.

Sincerely yours,

3/%/077{
Roger L. Williams, M.D.

Deputy Center Director for a
Pharmaceutical Science :
Center for Drug Evaluation and Research
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fougera®
DIFLORASONE DIACETATE CREAM
USP, 0.05%

me3p 199§

Chiidren may be more suscepiible 1o systemic from equivalent doses due to thelr larger

skin surface 10 body mess ratics (see : Pediatric Use).
I iritation develops, diacetate cream should be discontinued and appropriate therap:
Allergic dermatitis usualty di d tallure
mmnwmmnmmmsmmwwmmmmh&\gw-
an approp g patch test-

MmmmuMp,mwmwmmmlumMMI
agent should be used. If a tavorable response does not occur promptly, use of difiorasone diac-
etate cream should be until the has been

FOR EXTERNAL USE ONLY NOT FOR OPHTHALMIC USE Diftorasone diacetate cream should not be used in the treatment of rosacea or perioral dermatitis,
and it should not be used on the face, groin, or axilae.
tients opical corticosterolds eceive -
DESCRIPTION: Difiorasone diacetate eraaml 0.05% contains the active compound  diflorasone :u""m“" nndw‘nmmmm‘ Pa using t should r the following infor-
dacerae. a8 . 1:2£MM‘72'W1W,# 1) Thenmisnbemdls i by the physician. Itis for use only. Avoid
contact ayes.
duene—a,zo-dmns 17,21-diacetate, with the molecular formuta CaostazF207, 2 a molecutar weight of v
40454 and !he loll lowing s ral f a: ) 2) I’he medication should not be used for any disorder other than that for which it was
.0 3) Theuealedsbnmﬂwdmbe daged or G d or wrapped so as to be
/ uniass d by the i
4) Patients should report lo their phymn any signs of local adverse reactions.
L y Tests: The tests may be helpful in evaluating patients for HPA axis suppres-
smn Ammmmxﬂmwm Urinary free-cortisol test.
Mutag vpale of Ferﬂllty' Long-lerm animal studies have not
bsen peaom\ed o the 5
%mdwuwmmlmmmmm namoﬂmleusles( in rats at dosages of
mmmeraﬂolovmgwwcalndvmabonatdosesuploOSmglkngeabdmeﬂectson
Pregnancy: Teratogenic effects — Prsglancy Calegory C. Comooslemlas have been shown to be
teratogenic in laboratory animals when ly low dosage levels.
FH Some corticosteroids have been shown to be uniogamc after dem\al application to laboratory
Each gram of diflorasone diacetate cream, 0.05% 0.5mg difi in a cream animals.
base consisting of cetyl alcohol glyceryl mineral oil Diflorasone diacetate has been shown to be mmgenlc (cleft palate) in rats when applied topically
(and) lanolin aicohol, sodium gl d dtrale. polyoxyl 40 at a dose of app: 0.001 mg/kg/day 1o the shaven thorax of pregnant animals. This is
polysorbate 60, propylene glycal purified water, it 8 ofl, buty ly 0.3 times the human dose of difiorasone diacetate cream. When pregnant
hydroxytoluene and citric acid . rals wete treated topically with approximately 0.5 mg/kg/day, uterine deaths were higher in the
CLINICAL PHARMACOLOGY Like other toplcal cort ids, difk tate has anti- treated animals than in control animals.
inflammatory, anti-pruritic, and vasoconstrictive actions. The ism of the anti In rabbits, cleft patate was seen when diflorasone diacetate was applied in topical doses as low as
activity of the topical corticosteroids, in general, is u\deal However, cofticosteroids are thought lo 20 mg/kg/day. In addition, fetal weight was depressed and litter slzss were smaller.
act by the i of Ag inhibitory pr caded b It is pos- There are no adequa(e and well-convoilod studies of the ial of dift diac-
tula(ed that these pi . control the biosy We'* mediators of inflammation such as etate in cream should be used during pregnancy only it
and by i the rs*ease of thew the ial benefit |us11fies the potential risk to the fetus.
acid. idonic ecid is d from ¢ by phosphokipase Ac. ) Ing Moth cor ids appear in human milk and colid
Pharmacokinetics: The extent of p of lopﬁﬂ is dé owth, interfere with i tion, or cause other untoward
ps b ppress gr g
?y m::% (:c(t’ors |r:§ludlng' the Vclahng: r:lr\d m.r;ave A of the bz"_”’- 05S- effects. It'is not known whether topical of could result in sutficient
ngs ydrocortisone for up to ours no been Pet ) quammesin human mikk. Because mal di are
however, occlusion of hydrocortisone for 86 hours y Topical corti- excreted in human M caution should be when dif ot A ek

costeroids can be absorbed from normal intact skin. andfor other di
in the skin may Studles performed with diflorasone dlaeame
cream Indicate that it is in the high range of potency as compared with other topical col

INDICATIONS AND USAGE: Difiorasone diacetate cream USP, 0.05% is a hlgh potency eomt»

cream is admin-

istered 10 a nursing woman

Pediatric Use: Safety and sﬂeaivoness of diflorasone di cream in pediatri i have
blished. W\erraboo(sknwmceareatobodym pediatric

Becausa
panems are at a greater risk than ndults of HPA-axis suppression when they are treated with top-

steroid indicated for the relief of the inflammatory and pruritic
responsive dermatoses.

They are, therotore, also at greater risk of glucocorticesteroid insufficiency
afler withdrawal of treatment and of Cushing's syndrome while on treatment. Adverse effects

CONTRAINDICATIONS: Di cream is d in those p: with a including striae have been reported with mppro:l,:te use of topical corticosteroids in infants and

history of hyp y to any of the comp: of the pi " pediatric pationts.

PRECAUTIONS: jon of topical cor ids can pr r e HPA axis suppression, Cushing’s sy and ial hyp have been por din
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Patients receiving a large dose of a higher potency topical samtd applied to a large surtace area ADVERSE REACTIONS: The y have been

or under an occlusive dressing should or of HPA axis with other topical corticosteroids, and hsy may occur more frequently with the use ol occlusive

sion. This may be done by using the ACTH-stimutation, AM. plasma corisol, and urinary free-cor- ¢ g with higher potancy These ions are listed in an ap rox-
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ointment, 0.05%. AlSngsfdaY pplwdns1sgmadany)mmuwaeam,005%
was shown to cause inhibition of the HPA axis in one of two patients tion for one
week to psoriatic skin. A(ngperday(apphsdas759mdaly)mmnaum
wasshowntncausemlldmhlbmonofmeHPAans';g;eolﬁve following application g
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q to a potent Recovery of HPA axis func-
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signs and symp of OCCUN, Faquiring Supp

o i ids. For i on sy ion, $ee prescribing information for
those products.
(over)
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OVERDOSAGE: Topcdy applied dilorasone diacetate cream, can be absorbed in sufficlent
amounts to produce systemic eflects (see PRECAUTIONS),

DOSAGE AND ADMINISTRATION: Difiorasone Diacetate Cream USP, OOS%Mbenpphd

_ 10 the aflectod area twice dadly.

HOW SUPPLIED: Diflorasone Diacetae Cream USP, 0.05% is avallable as follows:

NDC 0168-0242-15 15 gram tube
NDC 0168-0242-30 30 gram tube
NDC 0168-0242-60 60 gram tube -

Suamabdowzs‘cm Kuowm
Calmnleavl

Gsp ¢ pr

E. FOUGERA & CO. 1242
a division of Altana Inc. a7
MELVILLE, NEW YORK 11747 R2/98
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1.063 x .875 x 4.25

T

‘ &:8
0168-0242- 3 [
NDC 0168-0242-15 :g;l gﬂﬁogﬂufnmgﬂugs ‘é‘ N
fougera ® qu: Fecaral i protibite 2 E §
DIFLORASONE DIACETATE ‘Wamnetempasoimen | S 34
CREAM USP, 0.05% ueﬁ’w 12’9}..“. £5%s

USUAL DOSAGE: Apply to affected area twice dally m “ "o
See package insert for full prescribing information.

E.FOUGERA & CO
& division of Altan,
MELVILLE, NEW YORK 11747 -

NDC 0168-0242-15
fougera®

DIFLORASONE DIACETATE
CREAM USP, 0.05%

Each ocontaine: 0.5 diforasone
dia in a cream base of
slochol, giyoeryl stearste SBE (nonlom:
lsopropyt myristate, minenal ol (and) ianolin
aloohol, monob-de .odum Iholpm

mﬁmwmww

umwmmmmmm
NET WT 15 grams
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[a)

tom# 1U4372
Die Size:

Pharma # 171
Colors Black, Process Yellow
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fougera®

DIFLORASONE DIACETATE
CREAM USP, 0.05%

'FOR EXTERNAL USE ONLY
NOT FOR OPHTHALMIC USE

gsll).IJAL DOSAGE: Apply to affected area twice
aily.

See package insert for full prescribing information.
CAUTION: Federal law prohibits dispensing with-
out Erescription.

WARNING: Keep out of reach of children.

E. FOUGERA & CO.
a division of Altana Inc.
MELVILLE, NEW YORK 11747

Each
diacetate in a cream base consisting of
cetyl alcohol, glyceryt stearate SE
(nonionic), isopropyl myristate, mineral
oil (and) lanolin alcohol, monobasic
sodium phosphate, monoglyceride
citrate, polyaxyl 40 stearate, polysorbate
60, propylene glycol, purified water,
sorbitan monostearate, vegetable oll,
butylated hydraxyloluene and citric acid.

APPAIE

Store at or below 25°C (77°F).
Lot No. and Exp. Date

Keep tightly closed.
X4374 Ri/98

See crimp of tube for
3 0168-0242-60¢

gram contains: 0.5 mg difiorasone |

- et~

— 6.000

Item# X4374
Die Size:
Pharma # #198

Colors Black, Process Yellow




Jougero

DIFLORASONE DIACETATE
CREAM USP, 0.05%

FOR EXTERNAL USE ONLY
NOT FOR OPHTHALMIC USE

USUAL DOSAGE: Apply to affected area twice daily.
'See package insert for full prescribing information.
CAUTION: Fedemal law prohibits dispensing without
prescription.

WARNING: Keep out of reach of children.

E. FOUGERA & CO.
a division of Altana Inc.
MELVILLE, NEW YORK 11747

" consisting of oetyl alcohol,

R 30 195

Each grnrn oonmlnl 05 mg

difiorasone diaceta in a cream base
o'yeﬂrv'
stearate SE (nonionic), isopro|
myristate, mineral -off (and) tanoln
monogiveende. e, payoyl 40
mo af olyoxy!
stearate, polysorbate 68 propyiene
glycol purmod water, oorbuan
stearate, vegetable oll, butylatod

NETVVT30 nnns

nim [QWE

LotNo undE)(p Date
R1%8

"0168-0242-
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ltemi#t W4373
Die Size:
Pharma # #155

Colors Black, Process Yellow

30 Grams Tube Template
Drawing #LB-513
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. DIFLORASONE DIACETATE . worsbasc sodm phoshem, =
CREAM USP, 0.05% pogana |

" FOR EXTERNAL USE ONLY
NOT FOR OPHTHALMIC USE
2.281

USUAL DOSAGE: Apply to affecied area
ftwice da:{‘

‘ See package insert for full prescribing

| linformation.

| ICAUTION: Federal taw prohibits dis- .
i ipensing without prescription. - U4sT2 RIRS .

| WARNING: Keep out of reach of children.
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10.

12.

13.

CHEMISTRY REVIEW-NO. 2

ANDA# 75-187

NAME AND ADDRESS OF APPLICANT

Altana Inc.

60 Baylis Rd.

Melville, NY 11747

LEGAL BASIS FOR SUBMISSION

The applicant certifies that in their opinion and to the best of their knowiedge all

listed patents claimed the reference listed drug have expired and no period of
marketing exclusivity for the reference listed drug.

SUPPLEMENT(s) 8. PROPRIETARY NAME
N/A N/A

NONPROPRIETARY NAME 8. SUPPLEMENT(s) PROVIDE(s) FOR:

Diflorasone Diaetate

AMENDMENTS AND OTHER DATES:

Original 8/20/97

Amendment 2/4/98

Amendment 3/6/98

Amendment 3/10/98

PHARMACOLOGICAL CATEGORY 11. Rxor OTC
Anti-inflammatory Rx

RELATED IND/NDA/DME(s)

DOSAGE FORM 14, POTENCY
Cream 0.05%

CHEMICAL NAME AND STRUCTURE -

Diflorasone Diacetate. Pregna-1,4-diene-3,20-dione, 17,21-bis(acetyloxy)-6,9-




17.

18.

19.

CC.

difluoro-11-hydroxy-16-methyl-, (6a,11B,168)-. C,sH1,F,0,. 494.54.

7. Anti-inflammatory, Glucocortic. USP 23, page 508.

COMMENTS

CONCLUSIONS AND R MMENDATION
The application is approvable.

REVIEWER: DATE COMPLETED:

Nashed E. Nashed, Ph.D. 3/10/98
Supervisor: Paul Schwartz, Ph.D.
ANDA 75-187

Division File
Field Copy

Endorsements:

HFD-627/NNashed/3/10/98 7 ‘% ,
HFD-627/PSchwartz/3/11/98 L
X:\NEW\FIRMSAM\ALTANA\LTRS&REW75- 187 2
Fit by: gp/3/11/98

33564-31-
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Diflorasone Diacetate Altana

Topical cream, 0.05% 60 Baylis Road
ANDA #75187 Melville, NY 11747
Reviewer: Gur J.P. Singh. - Submission Dates: ~ -
File #75187S.897 August 20, 1997 and
January 22, 1998.

Review of a pilot dose-response study and
a pharmacodynamic bioequivalence study

BACKGROUND

The firm has submitted an application on its Diflorasone Diacetate 0.05% cream. For this drug,
there are two reference listed drugs (RLD’s) in the orange book including Psorcon® 0.05% cream
(Dermik) and Florone® 0.05% cream (Upjohn), and these products are rated “BX”. The RLD used
in studies reviewed hereafter is Psorcon® 0.05% cream (NDA #20205, approval date: 10/20/92),
manufactured by Dermik Laboratories.

This application is based on the June 2, 1995, guidance for documentation of bioequivalence of
topical dermatologic corticosteroids. This guidance recommended the use of dose duration method
to study pharmacodynamic effects of topical corticosteroids manifested in the ability of these
products to cause vasoconstriction of the skin micro-vasculature, leading to blanching of treated skin
areas. In this method, vasoconstrictor responses of increasing durations of a formulation are
measured as a function of time after treatment application. Because different dose durations
represent different times for skin exposure to the test product, it has been assumed that increasing
dose durations would resultgin correspondingly increasing amount of the drug available to penetrate
the skin.

The guidance recommends the conduct of a pilot dose-response study and a pivotal bioequivalence
study. The dose-duration to be used in the bioequivalence study comparing the test and the reference
product is based on the population ED;, value obtained from the pilot dose-response study on the
reference listed drug (RLD). The pivotal bioequivalence study also requires two calibrator dose
durations D, and D, in addition to the ED,, value, where D, is approximately half of the
bioequivalence study dose (EDs,) and D, is approximately 2 times the bioequivalence study dose.

The methodology employed to determine the bioequivalence of Altana's Diflorasone Diacetate 0.05%
cream is consistent with the pilot-pivotal study concept recommended in the OGD guidance. Both
pilot and pivotal studies are reviewed hereafter.




PILOT DOSE-RESPONSE STUDY

OBJECTIVE: To determine the population ED,, for the vasoconstrictor response of Diflorasone
Diacetate 0.05% cream (Psorcon®0.05% cream) manufactured by Dermik Laboratories .

STUDY SITE, PERSONNEL AND DATES: The vasoconstrictor pilot study was performed at

Principal Investigator: )
Dosing Date: August 24, 1996.

Study Protocol and Informed Consent: The protocol used for this study (#9628202, Date: 8/5/96)
and Informed Consent were approved by the

SUBJECT SELECTION: Potential subjects were screened for vasoconstrictor response to the
RLD, Psorcon® 0.05% cream. One 10 uL portion of the RLD was applied to the upper arm above
the forearm and left in place for approximately one hour. Skin blanching response was determined
visually 7-8 hours after drug removal.

Fifteen (15) healthy, Caucasian, female volunteers screened above were enrolled for this study. The
age of these subjects was in the range of 20-45 years (pp 991, vol 1.3). The weight range for these
volunteers was 104-156 Ibs. Subjects were selected based on acceptable medical history, negative
pregnancy test, appropriate inclusion/exclusion criteria (pp 974-975, vol 1.3), and they signed
informed consent.

STUDY DESIGN: The pilot study was conducted as a single period study. Diflorasone Diacetate
cream used was Psorcon® 0.05% cream, lot #09022, expiry date: 10/97, manufactured by Dermik
Laboratories .

The cream was applied on both arms. Eight (8) circular application sites (1.6 cm diameter) were
designated on the flexor surface of the forearm between the wrist and the elbow. One untreated site
was designated on each forearm. After baseline chromameter and visual readings, 10 uL portions
of the cream were applied to assigned sites for 10, 20, 30 and 45 minutes, and 1, 1.5 and 3 hours
prior to removal. All applications were removed at the same time. Thus the procedure used for drug
application and removal was the "Staggered application and synchronized removal" method given
in the June 2, 1995 guidance. Skin blanching was evaluated at 0, 2, 4, 6, 8, 10, 12, 20 and 24 hours
after drug removal.




ASSESSMENT OF VASOCONSTRICTION: Skin blanching was determined based on
chromameter and visual assessment of designated skin sites. Visual Scoring used the following rating
scale:

SCORE SKIN SURFACE CONDITION

No Pallor; no change from surrounding.

Mild Pallor; slight or indistinct outline of application site.
Moderate pallor; discernable outline of application site.
Intense pallor; clean, distinct outline of application site.

W N =0

HOUSING AND MEALS: All subjects checked in at least 12 hours before dosing. Meals were
served at traditional times. Caffeine and alcohol were restricted. Water was provided ad lib
throughout the study. The subjects were released on day 2, approximately 27 hours after the first
drug application. Subjects were instructed to avoid contact with water on their arms, and extreme
temperature, and avoid strenuous exercise during the study. Tight clothing on the forearm was not
permitted.

DATA ANALYSIS: The chromameter data were normalized for baseline values and changes in the
color of the untreated skin as recommended in the guidance. AUEC's were calculated for 0-24 hours
after drug removal using the trapezoidal rule. Similarly AUEC values were calculated based on visual
scores. The pooled AUEC data as a function of the dose duration were fitted to the simple E,,,, model
using PCNONLIN. Chromameter AUEC values used by the sponsor were found to be accurate with
the exception that the firm multiplied all chromameter AUEC values by -1. AUEC’s based on visual
scores were also found to be accurate.

RESULTS: The firm used the software o determine EDq, values for the visual and
chromameter data. is not a population modeling program. The technique used by the
firm is known as the "naive pool" estimation of population ED,,, and this method does not keep track
of the individual subject data. Therefore the population estimates based on this method may not
represent the entire population.

The accurate way of determining population parameters is the "nonlinear mixed effect modeling"
approach using population modeling computer programs. is one such program. The
reviewer analyzed the chromameter- and visual-AUEC,,, data using this software.
Pharmacodynamic parameter values based on sponsor’s and reviewer’s calculations are given below:




EDy, Enx

Firm (A) Rev. (B) A/B Firm (C) Rev.(D) Cc/D
Chroma- 69 (24) 154 (94) 0.44 -53(9) -69 (42) 0.77
meter '
Visual 27 (6) 32 (59) 0.84 48 (4) 49 (29) 0.98

Parametric data are given as mean (%CV). Coefficients of variation on reviewer's
estimates are much larger than those reported by the firm because reviewer's analysis is
based on mixed effect modeling which accounts for inter-subject as well as intra-subject
variation in the pharmacodynamic response. Firm's analysis is based on the “naive-pool”
method where all data in the pool are considered to originate from the same source
(subject).

OGD guidance recommends assessment of bioequivalence primarily based on the chromameter data
using a dose duration approximately equal to the population ED,,. The sponsor selected an EDj,
value of 50 minutes for the pivotal study, and it was smaller than the population ED;, value based
on chromameter of assessment of skin blanching. For determination of bioequivalence the use of a
dose duration < population EDy, is acceptable because the comparison of test and reference products
is made in the region of dose-response curve where sensitivity of the bioassay to varnation in dose,
as well as intra-subject variability in the pharmacodynamic response, may be higher, thereby making
it harder for the test product to meet the bioequivalence interval ( Singh et. al, Pharm. Res. 14:S320,
1997). Therefore the dose duration of 50 minutes used in the pivotal bioequivalence study is
acceptable.

PIVOTAL BIOEQUIVALENCE STUDY

OBJECTIVE: To study the relative vasoconstrictor effects of the test and reference Diflorasone
Diacetate creams.

STUDY SITE, PERSONNEL AND DATES: The vasoconstrictor study was performed at the

Principal Investigator:




Dosing Dates: Group 1 (Subject #1-25): September 28, 1996
Group 2 (Subject #26-44): October 19, 1996
Group 3 (Subject #44-54):  October 19, 1996

Study Protocol and Informed Consent: The protocol used for this study (#9628204, September 12,
1996) and Informed Consent were approved by the -

SUBJECT SELECTION: Potential subjects were screened for vasoconstrictor response to the
reference listed drug Psorcon® 0.05% cream as mentioned for the pilot study. All subjects were
selected based on a demonstrated skin blanching response. Fifty nine (59) healthy, non-tobacco
using female volunteers were enrolled for this study. Subject #45 dropped before dosing. The
remaining 58 subjects (57 Caucasian, 1 Asian) were dosed. The age of these subjects was in the
range of 18-50 years (pp 417-418, vol 1.2). The weight range for these volunteers was 104-165 Ibs:
These subjects were enrolled based on acceptable medical history, negative pregnancy test and a
signed informed consent. Criteria used for subject exclusion were appropriate (pp 394-395, vol 1.2).

STUDY DESIGN: The pivotal study was conducted as a one-period/group study involving
randomized applications of the test formulations to both arms along with the replicate applications
of the calibrator doses (D, and D,) of the reference product. There were two untreated control sites
on each arm. The treatment randomization provided complementary applications on left and right
arm as given below:

ANTECUBITAL FOSSA
Right Arm Left Arm

Site Treatment Site Treatment
8 D2 16 D1
7 REF 15 Test
6 Untreated 14 Untreated
5 Test 13 REF
4 Untreated 12 Untreated
3 D1 11 D2
2 Test 10 REF

1 REF 9 Test




Where:
Test: Diflorasone Diacetate 0.05% cream, Altana, (Lot #8851, Lot size:
expiry date: not known) applied for dose duration of 50 minutes.

REF: Psorcon® topical cream 0.05% (Lot #09022, expiry date: 10/97)
manufactured by Dermik Laboratories, applied for dose duration of 50
minutes.

D, Psorcon® topical cream 0.05% (Lot #09022, expiry date: 10/97).
manufactured by Dermik Laboratories, applied for dose duration of 25
minutes. :

D,: Psorcon® topical cream 0.05% (Lot #09022, expiry date: 10/97)
manufactured by Dermik Laboratories, applied for dose duration of 100
minutes

TREATMENT ADMINISTRATION: Subjects were treated in three groups. The forearm of each
subject was washed with mild soap and gently dried within two hours prior to dosing. Eight (8)
circular application sites (approximate diameter 1.6 cm) were designated on the flexor surface of
each arm. Using a 250 uL Hamilton syringe, 10 nL application of active drug were applied to six
(6) sites on each arm as shown in the schematics above. The actual randomization for various
treatments is given on pages 419-421 (vol 1.2). The products were evenly spread within each site
using the conical tip of a 1.5 mL polypropylene microcentrifuge tube. All sites were kept unoccluded
throughout the study.

The application of active treatments was staggered. Consistent with the pilot study, all treatments
were removed at the same time following the "staggered application and synchronized removal”
scheme recommended in the June 2, 1995, OGD guidance. ’

At the end of the treatment period, all sites (including the untreated spots) were gently wiped several
times with a cotton ball. Skin blanching assessments were performed at 0, 2, 4, 6, 8, 10, 12, 21 and
24 hours after drug removal.

HOUSING AND MEALS: Same as that given for the pilot study.

ASSESSMENT OF VASOCONSTRICTION: Same as that given for the pilot study.

METHOD VALIDATION: Prior to the pivotal study, precision (%CV) for chromameter
operators was evaluated from replicate evaluations of five readings/site taken at least three minutes
apart. For this method validation four subjects were studied, and four untreated sites on each arm
of these subjects were evaluated. Results of method validation are summarized on page 609-658 (vol

1.2). Intra-site %CV was in the range of 5.4%-6.2%, and inter-site %CV was in the range of 12.1%-
12.9%.




DATA ANALYSIS: Chromameter data was transformed and AUEC's were calculated as mentioned
in the pilot study. The AUEC,,, values for visual assessment of skin blanching were calculated
directly from the raw blanching scores. _
The ratio of mean AUEC,,, value (average of left and right arm values) for D,/D, was calculated for
each subject. Subjects whose D,/D, ratios were >1.25 were considered to be “evaluable subjects”
(see below) and included in the statistical analyses.

The AUEC,,, data for evaluable subjects, based on visual and chromameter readings, were used to
calculate the 90% confidence intervals using Locke's method, as recommended in the OGD guidance.

RESULTS

Clinical Conduct of the Study: All 58 subjects dosed in this study completed the two days of
evaluation. No drug related adverse event was reported in this study. The firm has reported visual
scores data for all 58 subjects. However, chromameter data are presented for 56 subjects, excluding
subjects #34 and #37. Based on the telephone amendment of January 22, 1998, chromameter
evaluations for subjects 34 and 37 were performed, but they had incomplete data sets with one value
missing for each subject. Therefore these two subjects’ data were not included in analyses.

Accuracy of Pharmacodynamic Metric Data: Vasoconstrictor responses of test and reference
products were compared based on the chromameter assessment and visual scoring. The reviewer has
verified the adjustment of the chromameter raw data for the baseline and changes that occurred in the
untreated skin. The adjusted data were used for calculation of the pharmacodynamic metric,
AUEC,,,. For the presentation of chromameter AUEC data the sponsor reversed the sign from
negative to positive. The reversal of sign, in this manner, poses problems in selection of "evaluable
subjects" in the manner described in the June 2, 1995, guidance. Therefore, all chromameter AUEC
were multiplied by “-1". The resulting AUEC,,, data showed values identical to those calculated by
the reviewer (see table 1, attachment). The visual-score AUEC's reported by the sponsor for a
number subjects were found to be inaccurate, because the reported AUEC values were not adjusted
for vasoconstriction at untreated sites (see table 2, attachment). Therefore, all bioequivalence data
presented in this review are based on reviewer’s calculations.

Evaluable Subjects: Based on the OGD guidance “evaluable subjects” are those which exhibit
AUEC-DyAUEC-D, ratio of >1.25, and this guidance recommends the inclusion of only evaluable
subjects’ data in statistical analyses for documentation of bioequivalence. There were 29 and 39 such
subjects based on chromameter and visual assessment , respectively (Tables 3 and 4, attachment).
There were some subjects which qualified for bioequivalence evaluation based on both methods of
assessment (visual and chromameter) whereas the others were qualified by one or the other method.

Based on the chromameter data, the number of “evaluable subjects” determined by the sponsor were -
35, which included 6 subjects not selected by the reviewer. The selection of these six subjects (#7,
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8, 14, 17, 28 and 53, pp 604, vot 1.2) by the sponsor is not consistent with the OGD guidance.
Therefore bioequivalence testing is based on data from 29 subjects. Based on visual scores data the
sponsor qualified 45 subjects for bioequivalence comparisons, instead of 39 determined by the
reviewer. The discrepancy between these numbers is because of erroneous AUEC values used by the
sponsor and inappropriate criteria for selection of evaluable subjects. The results of bioequivalence
evaluation are based on “evaluable subjects” determined by the reviewer.

With regard to the steepness of the dose response for this study, based on all 56 subjects’
chromameter data, mean AUEC-D, was 106% greater than the mean AUEC-D,. The difference
between the pharmacodynamic responses of D, and D, based on visual scores was 109%.

Evaluation of Bioequivalence: .

AUEC,,, data for chromameter and visual assessment of skin blanching are given in tables S and 6
(attachment). The presence of both positive and negative AUEC values in the chromameter data set
precludes the use of log-transformation and the standard two-sided t-test procedure for calculation
of the 90% confidence intervals. Instead, the OGD guidance recommends the use of Locke's method
(J. Pharmac. Biopharm., 12:649-65, 1984).

The bioequivalence data based on reviewer's calculation of confidence intervals using AUEC, ,, data
for evaluable subjects and Locke's method are given below:

Assessment Method Test (A) Reference (B) A/B 90% CI

Chromameter (n = 29) -16.63 (60) -16.97 (59) 0.92 85-112

Visual (n = 39) 22.01 (49) 22,04 (49) 1.00 93-107
Data are given as Mean(%CV)

Based on both chromameter and visual assessments of skin blanching, 90% confidence intervals were
within the acceptable limit of 80-125%.




PRODUCT COMPOSITION (NOT TO BE RELEASED UNDER FOI):

Compositions of Altana's Diflorasone Diacetate 0.05% cream and Psorcon® 0.05% Cream (Reference
product, NDA 20205). Ingredient strengths are given as percent concentrations in finished products.

Ingredient TEST REF

Diflorasone Diacetate 0.05% 0.05%

Water, USP

Propylene Glycol

Mineral Oil & Lanolin Alcohols*
Glyceryl Stearate (nonioinic)
Isopropyl Myristate®
Polysorbate 60

Sorbitan Monostearate

Polyoxyl 40 Stearate

Cetyl Alcohol

Sodium Phosphate, Monobasic -
Vegetable Oil

Monoglyceride Citrate
Butylated Hydroxytoluene
Citric Acid (anhydrous)

PNG: Potence not given. ° For the RLD, Mineral Oil & Lanolin Alcohols are listed
separately; their potencies are not given. ® The reference product contains Myristyl Alcohol

The RLD composition listed above is based on the CDER database (COMIS). All ingredients
listed for the test product have been previously used for the same route of administration [Inactive
Ingredient Guide (January 1996)].




IN VITRO RELEASE PROFILES

The sponsor did not submit in vitro release data for its Diflorasone Diacetate 0.05% cream. The
June 2, 1995, OGD guidance does not require in vitro release data to support product approval.
However the guidance states that " Following future recommendations of the Scale-Up and Post
Approval Changes for Semisolid (SUPAC-SS), OGD may recommend the submission of in vitro
release data to support waiver of in vivo bioequivalence of the lower strength(s) of topical
corticosteroid products....".

COMMENTS:

1.

The sponsor performed a pilot dose-response study based on the OGD guidance. Based on
the “naive pool” analysis of the dose response data (chromameter), it calculated an EDy, of
approximately 69 minutes. However the naive pool analysis may not provide an ED,,
representative of the population (Singh et. al, Pharm. Res. 14:5S320, 1997). Therefore, the
reviewer calculated population EDy, using the “nonlinear mixed effect modeling” approach.
The population EDy, values for the chromameter was found to be 154 minutes.

Bioequivalence data used for product evaluation in the pivotal study are based on an ED,, of
50 minutes. For the reasons given in the review of the pilot study, a dose duration of 50
minutes for the comparison of test and reference products in the pivotal bioequivalence study
was found to be acceptable. ’

2. Based on both the chromameter and visual evaluation of skin blanching, 90% confidence
intervals comparing the test and the reference products were within the acceptable limit of
80-125%.

3. Based on both chromameter and visual assessments of skin blanching, the test product is
bioequivalent to the reference product.

RECOMMENDATIONS

1.

The in vivo bioequivalence study conducted by Altana comparing its Diflorasone Diacetate
0.05% cream (lot #8851) to the reference product, Psorcon® 0.05% cream (lot #09022) has
been found to be acceptable to the Division of Bioequivalence. The results of this
vasoconstrictor study demonstrate that Altana’s Diflorasone Diacetate 0.05% cream is
bioequivalent to the reference product, Psorcon® 0.05% cream manufactured by Dermik
Laboratories .
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2. The sponsor should be informed that AUEC values based on visual scores should be
corrected for skin blanching at untreated sites, if any of these sites are assigned nonzero
scores. Visual AUEC values submitted in this application were corrected by the reviewer; all
future submissions should report correct AUEC values.

Gur J.P. Singh, Ph.D.
Review branch IT
Division of Bioequivalence.

RD INITIALED SNERURKAR }1 q
FT INITIALED SNERURKAR: i} — |27 F9g
CONCUR: pAaTE //30/9%

Dale P. Conner, Pharm D.

Director

Division of Bioequivalence.

GIJP SINGH 1/22/98 75187S5.897 ‘
cc. ANDA # 75187, original, HFD-650 (Division Director), HFD-630 (OGD), HFC-130 (Jallen),
HFD-600 (Hare), HFD-655 (Nerurkar, Singh), Drug file, Division file.

ATTACHMENTS




TR
BIOCEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA:75-187 APPLICANT: Altana
DRUG PRODUCT: Diflorasone Diacetate cream, 0.05%
The Division of Bioequivalence has completed its review and has no
further questions at this time.
Please note that AUEC values based on visual scores should be

corrected for skin blanching at untreated sites, if any of these
sites are assigned nonzero scores. Visual AUEC values submitted in

this application were corrected by the reviewer; all future.

submissions should report correct AUEC values.

Please note that the biocequivalency comments provided in this
communication are preliminary. These comments are subject to
revision after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology,
labeling, or other scientific or regulatory issues. Please be
advised that these reviews may result in the need for additional
BIOEQUIVALENCY information and/or studies, or may result in a
conclusion that the proposed formulation is not approvable.

Sincerely yours,

— -

Dale P. Conner, Pharm. D.

Director, Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research

12 x#/




AUéC-DZIAUEc-m ratios based on chromameter data
and reviewer's calculations (ANDA #75187)

AUEC (0-24) AUEC (0-24)
SuB D1 D2 D21 suB D1 D2  D2D1

1 31

2 32

3 33

4 35

5 36

6 38

7 39

8 40

9 41

10 42

11 43

12 44

13 46

14 47

15 48

16 49

17 50

18 51

19 52

20 53

21 54

22 55

23 56

24 57

25 58

26 59

27

28 Mean 1278 -26.40

29 %CV 100 53

30 ! n 56 56
The individual subject AUEC(0-24) | Mean -13.02 -30.99
data represent average valug of the | *CV 63 44
left and right arm replicates. n 29 29

Highlighted cells indicate evaluable
subjects (n=28) with D2/D1 ratio of
1.25 or greater.

75187CHR.XLS D1 & D2 GJPS 1/9/98




AUEC-D2/AUEC-D1 ratios based on visual scores data
and reviewer's calculations (ANDA #75187)

AUEC (0-24) AUEC (0-24)

SUB D1 D2 D2D1 SUB D1 D2 D2D1

1 31

2 32

3 33

4 34

5 35

6 38

7 a7

8 a8

9 39

10 40

11 41

12 42

13 43

14 44

15 46

16 47

17 48

18 49

19 50

20 51

21 52

22 53

23 54

24 55

25 56

26 57

27 58

28 59

29

30 Mean 14.39 30.08
%CV 93 39
n 58 58
Mean 13.01 32.09
%CV 64 30
n "~ 39 39

The individual subject AUEC(0-24) data represent average value of the
left and right arm replicates.

Highlighted cells indicate evaluable subjects (n=39) with D2/D1 ratio of
1.25 or greater.

75187VIS . XLS D1 & D2 GJPS 1/12/98




Table 5: AUEC (0-24) for test and reference products based on chromameter data
and reviewer's calculations (ANDA #75187)

AUEC (0-24)

All Subjects Evaluable Subjects
SUB _TEST REF TEST/REF SUB TEST REF TEST/REF SUB TEST REF TEST/REF
31 1
32 3
33 4

10
13
15
16
19
20
21
22
24
25
26
35
39 )
40
42
43
48
49
52
54
55
: 57
Mean -16.37 -15.61 58
%CV 65 67 59
n 56 56

Mean -16.63 -16.97
%CvV 60 59
n 29 29

The individual subject AUEC(0-24) data represent amge
values of left and right arm replicates.

Shaded cells at the left indicate test and reference product
AUEC's for "evaluable subjects (right hand data set)"used
for bioequivalence determination, as these subjects (n=
29) showed D1/D1 ratios of 1.25 or greater.

75187CHR.XLS Test & Ref GJPS 1/9/98




Tabile 6: AUEC (0-24) for test and reference products based on visual scores data
and reviewer's caiculations (ANDA #75187)

AUEC (0-24) -
All Subjects Evaluable Subjects
SUB _TEST REF TEST/RFF  SUB TEST REF TEST/REF SUB TEST REF TEST/REF

31 _ 1

10 -
12
13
18
20
21
22
24
25
28
29
30
32
33
34
35
37
39
40
41
42
43
44
46
47
Mean 22.00 22.45 49
%Cv 59 59 50
n 58 58 51
' 52
53
The individual subject AUEC(0-24) data represent 54
average values of left and right arm replicates. 56
57
Shaded cells at the left indicate test and reference 58
product AUEC's for "evaluable subjects (right hand data 59
set)"used for bioequivalence determination, as these
subjects (n= 39) showed D2/D1 ratios of 1.25 or greater. Mean 22.01 22.04
%CV 49 49
n 39 39

75187VIS.XLS Test & Ref GJPS 1/12/98




ENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER 75187

ADMI RATIVE D ENT




APPROVAL PA GE MARY FOR 75-187

ANDA: 75-187 -

FIRM: Altana Inc.

DRUG: Diflorasone Diaetate

DOSAGE: Cream

STRENGTH: 0.05%

CGMP STATEMENT/EIR UPDATE STATUS: EER is acceptable 1/8/98
BIO STUDY/BIOEQUIVALENCE STATUS: bio is satisfactory 1/27/98

METHOD VALIDATION: The drug is compendial - methods verification is acceptable
‘ 11/13/97

STABILITY: The firm has submitted satisfactory 3 months accelerated stability data at
40°C/75%RH, and 12 months room temperature at 25°C/60%RH for 15
mL, 30 mL and 60 mL packaging sizes.

LABELING REVIEW STATUS: Labeling is satisfactory 2/18/98

STERILIZATION VALIDATION: N/A

BATCH SIZES.: The firm has provided the master formula and manufacturing

procedure for the maximum batch and copy of the exhibit
batch lot #8851 for The firm will be using the same drug
substance manufacturer The DMF is

satisfactory, and same equipment and manufacturing procedure.
COMMENTS: The Application is Approvable.
/) ;
211238
REVIEWER: Nashed E. Nashed, Ph.D. DATE: 3/10/98

SUPERVISOR: Paul Schwartz, Ph}.D.

’ 37///%7
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER 75187

CORRESPONDENCE




_ ALTANA

Altana Inc. 60 Baylis Road, Melville, N.Y. 11747  516-454-7677 Fax: 516-454-6389 BYK GULDEN PHARMA GROUP

Federal Express

’5‘(;,5'_"1\ » CF
iefg?

August 20, 1997

Office of Generic Drugs

Center for Drug Evaluation and Research
Food and Drug Administration

Metro Park North I

7500 Standish Place, Room 150
Rockville, Maryland 20855

Re: Original Submission
Abbreviated New Drug Application
Diflorasone Diacetate Cream USP, 0.05%

Dear Sir or Madam:

Pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act and in accordance
with the provisions of the Regulations contained in 21 CFR §314.94, Aitana Inc,, is
submitting this Abbreviated New Drug Application to market a new drug, Diflorasone
Diacetate Cream USP, 0.05%.

The reference listed drug that is the basis for this submission is psorcon® (diflorasone
diacetate cream) 0.05% (NDA 20-205), manufactured by Dermik Laboratories, Inc. The
proposed drug, Diflorasone Diacetate Cream USP, 0.05%, contains the same active
ingredient in the same strength and dosage form, has the same indications and usage, and
route of administration as the reference listed drug.

The exhibit batch (#8851) included in this application was fully packaged utilizing the 15
gram, 30 gram, and 60 gram presentations for which approval is currently requested. The
number of units filled of each package size and the disposition of any remaining bulk
product are reconciled in the exhibit batch record.

Included in this five (5) volume submission, aiong with Form FDA 356h, is the required

Patent Certification and Exclusivity statements, draft Labeling, Bioequiﬂ WQII
Components and Composition statements, Raw Materials controls, e

AUG 2 11997,
GENERIC DRIJGS




Original Submission - August 20, 1997
Abbreviated New Drug Application Page 2
Diflorasone Diacetate Cream USP, 0.05%

Manufacturing Facilities, Manufacturing and Processing instructions, In-process Controls,
Filling and Packaging procedures, information on the Container/Closure System, controls
for the Finished Dosage Form, Analytical Methods, Finished Dosage Form Stability,
Environmental Impact Analysis statement, Certification Requirements of the Generic Drug
Enforcement Act of 1992, and the Sterile Process validation package.

All regulatory correspondences related to this Abbreviated New Drug Application shouid
be addressed to:

Virginia Carman

Associate Director

Regulatory Affairs

Altana inc.

60 Baylis Road

Melville, NY 11747

Tel. No. (5616) 454-7677 Ext. 2091
Fax No. (516) 454-6389

A certified copy of this application (consisting of volumes 1.1, 1.4 & 1.5 and a copy of the
Methods Validation package) is being sent to the New York District Office under separate
cover.

We trust that this submission will meet with your approval. Please advise us if you require
~any additional information.

Sincerely,
Altana Inc.

o P
Veigivies Gavn_
Virginia Carman
Associate Director
Regulatory Affairs

Enclosures

VC/ab -

C:\DIFLORA\COVER.LTR




ALTANA

60 Baylis Road, Melville, N.Y. 11747 516-454.7677 Fax: 516-454-6389 BYK GULDEN PHARMA GROUP

Federal Express

March 10, 1998

Rashmikant M. Patel, Ph.D. .
Director !

Division of Chemistry 1 - A,
Office of Generic Drugs (HFD-600) M

Center for Drug Evaiuation and Research
Food and Drug Administration

Metro Park North 2 Room 286

7500 Standish Place

Rockville, MD 20855-2773

Re: ANDA 75-187
Diflorasone Diacetate Cream USP, 0.05%

dear Dr. Patel:

teference is made to our original abbreviated New Drug Application submitted, August
0, 1997 as well as our telefax amendment of February 4, 1998.

leference is also made to telephone conference between Mr. Joseph Buccine of the OGD

nd Mr. Dave Pearce and Ms. Virginia Carman of Altana Inc. concerning our proposed
pecifications.

/e were requested to revise the pH specifications. The limits were revised from
for all specifications.

his information was also telefaxed to the office on this date.

‘there are any further questions, please do not hesitate to contact me at (516) 454-7677
it. 2091. :

Sincerely,

ALTANA INC.
Virginia Carman -
RECE!VED Associate Director

Regulatory Affairs
MAR 1 1 1998

GENERIC DRUCS

C.ar
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Rashmikant M. Patel, Ph.D

Director _
Division of Chemistry 1 o ES?
Office of Generic Drugs (HFD-600) SEvy Cund

Center for Drug Evaluation and Research
Food and Drug Administration

Metro Park North 2 Room 286

7500 Standish Place

Rockville, Md 20855-2773

RE: ANDA 75-187
Diflorasone Diacetate Cream USP, 0.05%

Dear Dr. Patel:

Reference is made to our original abbreviated New Drug Application submitted August 20, 1997
as well as our telefax amendment of February 4, 1998.

Reference is also made to telephone conference between Mr. Joseph Buccine of the OGD and
Mr. Dave Pearce and Ms. Virginia Carman of Altana Inc. concerning our proposed stability
specifications.

We were requested to revise the limits of the degradation products in our stability specifications.
The individual degradation product specification was revised from
the total from

This information was also telefaxed to the office in this date.

If there are any further questions, please do not hesitate to contact me at (516) 454-7677 ext.
2091.

Sincerely,
Altana Inc.

Jai..

7

Virginia Carman

b C,A(,L e .
L¢_\

Associate Director :\QECEHVED
Regulatory Affairs - - . o ‘
VClib ATRRURNRTE
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| ALTANA

Aitana Inc. 60 Baylis Road, Melviite. N.Y. 11747  516-454-7677 Fax: 516-454-6389 BYK GULDEN PHARMA GROUP

FEDERAL EXPRESS -

February 4, 1998

Rashmikant M. Patel, Ph.D.

Director

Division of Chemistry 1

Office of Generic Drugs (HFD-600) -
Center for Drug Evaluation and Research o)
Food and Drug Administration )

Metro Park North 2, Room 286
7500 Standish Place
Rockville, MD 20855-2773

RE: ANDA 75-187 FACSIMILE AMENDMENT
Diflorasone Diacetate Cream USP, 0.05%

Dear Dr. Patel:

Reference is made to our original Abbreviated New Drug Application of August 20, 1997,
as well as your telefax of January 8, 1998 in which several deficiencies were noted.

We also refer to your telefax of February 3, 1998 concerning our bioequivalence study.

We wish to respond to each of the concerns noted in your January 8, 1998 telefax as
follows:

A. Deficiencies

1. Comment

Please revise your drug substance specifications to include specifications
and limits for residual solvents particle size, and for individual and total

. RECEIVED _
- FEBY S 998
1 GENERIC SAUGS

impurities.




Rashmikant M. Patel, Ph.D. -

ANDA 75-187 FAX AMENTMENT

Diflorasone Diacetate Cream USP, 0.05%
February 4, 1998 _

Page 2

Response

Revised drug product specifications which have been revised to include
residual solvent specifications and limits, particle size, as well as individual
and total impurities may be found in Attachment 1.

Comment

Please tighten your limits for degradation products based on your data for
the finished product and stability.

Response

Revised finished product specifications, in which the limits for degradation
products have been tightened from
with the total remaining at are included in Attachment
2. Revised stability specifications in which the limits for single degradation
products were tightened from and the total revised from
nay be found in Attachment 3 .

Comment

Please tighten your specifications for in-process, release of finished product
and stability regarding the limits for PH and viscosity.

Response

Revised in process specifications which included tightening of the pH and
viscosity limits may be found in Attachment 4.

Revised Finished Product, and Stability specifications can be found in
Attachments 2 and 3 respectively.

Comment

Please revise your limits for the total aerobic microbial count to not more
than for the release of finished product and stability.




Rashmikant M. Patel, Ph.D. -

ANDA 75-187 FAX AMENTMENT

Diflorasone Diacetate Cream USP, 0.05%
February 4, 1998 -

Page 3

Response

The finished product, and stability specifications have been revised to
include the lower specification of ~ for the total aerobic
microbial count. This information can be found in Attachments 2 and 3.

Comment

Please explain the difference in the limits of viscosity and particle size on p.
1901 and p. 1905.

Response

The specifications used to release the material were the initial specifications
written for this product (FP 0242.00). Since that time additional analytical
data have become available which has allowed us to better define the
specifications. In this case the limits of viscosity have been shifted and
tightened, and the particie size slightly widened.

The finished product specification has since been tightened again for
viscosity as a response to your telefax. Please see Attachment 2 for the
revised finished product specifications.

In addition to responding to the deficiencies presented above, please note
and acknowiedge the following comments in your response.

As requested:
Altana Inc. acknowledges that the firms referenced in our application

regarding manufacturing or testing should be in compliance at the time of
approval. :

We also agree that the USP methods are the regulatory methods and will
prevail in the event of a dispute.




Rashmikant M. Patel, Ph.D. -

ANDA 75-187 FAX AMENTMENT

Diflorasone Diacetate Cream USP, 0.05%
February 4, 1998 -
Page 4

Labeling Deficiencies:
Comment
1. CONTAINER (15 g, 30 g, 60 g)

a. Please ensure that the established name and strength is the most
prominent information appearing on the label.

b. Revise to read, “FOR EXTERNAL USE ONLY” rather than “FOR
DERMATOLOGIC USE ONLY”.

C. Revise the “USUAL DOSAGE” statement to read, Apply to affected
area twice daily. See package...

Response

Final Printed Container labeling which incorporates all of the above revisions
may be found in Attachment 5.

Comment
2. CARTON (159, 30g, 60 g)
See CONTAINER comments.

Response

Final Printed Carton labeling which contains the requested revisions may be
found in Attachment 6. :
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3. INSERT
a. GENERAL COMMENT
Please note that USAN names are common nouns and should be
treated as such in the text of labeling (i.e., lower case). Upper case
may be used when sentence structure warrants, the USAN name
stands alone as on labels or the title of the package insert.
b. DESCRIPTION
Revise the first sentence of the ultimate paragraph to delete “USP".
C. CONTRAINDICATIONS
Revise to delete “USP”, 0.05%".
d. PRECAUTIONS

i. General

Revise the second sentence of the third paragraph to delete
the use of “USP” with the established name.

il. Carcinogenesis, Mutagenesis and Impairment of Fertility.
Revise to delete “and” from the subsection heading.
ii. Pediatric Patients

Revise to replace “children” with pediatric patients”. (5 places)

Please revise your labeis and labeling, as instructed above, and submit in final print.
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Response

Final printed insert labeling which incorporates the FDA's requested
changes is included in Attachment 7.

A side-by-side comparison of our revised labeling with that of our last
submission is included as follows:

Container - Attachment 8
Carton - Attachment 9
Insert - Attachment 10

We acknowledge that the Agency reserves the right to request further changes in the
labeling based upon further review of our application.

We also acknowledge that the bioequivalency comments provided in your February 3,
1998 communication are preliminary and may be revised as a result of the review of the
entire application. We are aware that additional data may be required.

Please note that a field copy of this amendment has been submitted to the local district
office.

If there is any further information required, please contact me (516) 454-7677 ext. 2091.

Sincerely,
Altana Inc.

;o -
A _/ N e

-~

Virginia Carman
Associate Director
Regulatory Affairs

Enclosure

VC/lb

CAGINGERVI998\LETTERS\FAXAMEND WPD




