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oy 5top taking Sonata.ne, your psoriasis may return.
) ‘;reat this new psoriasis with leftover Soriatane. It is
4nt to:see your prescriber again for treatment recom—
:ons because your situation may have changed
dshould 1'avoid while taking Sor
-3 pregnancy. See “What is the most 1mportant mfor-
51 should know about Soriatane?”, and “What ‘are
ortant warmngs and mstructwns for females tak-
0ﬂatane"
preast feedlng See “What are the meortant wa.m
d instructions for females taking Soriatane?”
Icohol. Females: must avoid drinks; foods, medi-
and over-the-counter products that contain aleohol.
o risk of birth-defects may continue for longer:than-3
if you swallow any form of alcohol during Soriatane
tment and for 2 months after stoppirig Soriatane (see
vt 4Te the important Warmngs and mstructlons for fe-
©5 taking Soriatane?”).
id giving blood. Do-not donate blood Whﬂe you-are
: sonatane and for at least 3 years. after stopplng
a_ne treatment. Soriatane in your blood can harm an
i baby if your blood is given to a pregnant woman,
ane does not aifect your ability to receive. a b]ood

birth control pill may not work while you take
atane. Ask your prescriber if you are not: sure what
o.of pills you are using: ' -
id: night. driving if you develop any sudden vision
plems. Stop taking Soriatane and call your prescnber
occurs (see “Serious side effects”).
non-medical ultraviolet:(UV) light. Soriatane can
your'skin more sensitive to UV light: Do not use
ps, and avoid sunlight as much as possible. If you
aking light treatment (phototherapy), yourpre-

may need to cha.nge your light dosages to avoid

id ~ dietary “suppl ntaining - vitamin A.
atane is related to vitamin A Therefore do not take
ments containing v1tammA because they may, add
unwanted. effects of Sonatane Check with your pre-
er' or: pharmacist. if you have any questlons about vi-
i supplements.

possible side effects of Sor tane?:

e can cause birth defects. See “What is the most
t information. I should’ know about Soriatane?”
“What are the important Wam.mgs and mstructlons

ales taking: Soriatane?”

asis-gets. worse. for some patlents)when they ﬁrst
Soriatane treatment; ‘Some patients have more red-
itching. If this happens; tell your:prescriber: Thesé
ptoms usually get better as'treatment continues; but
rescnber may need to change the amount of your

or rarely, to death. Stop taking Soriatane and call
rescriber right away if you get the following signs or
s; L -
headaches, nausea, vomiting, blurred vision. These
toms can be signs of increased brain pressure that
ead to blindness or even death.
eased vision in the dark (night blindness). Since this
art suddenly, you should be very careful when driv-
at night. This problem usually goes away when
Natane treatment stops. If you develop any vision prob-
mz Or eye pain stop taking Soriatane and call your pre-

Pl‘eSsmn There have been some reports of patients de:
loping mental problems including a de ssed mood,
ssive feelings, or thoughts of nding their own life
de). These events, inclidin; al behavmr, have
‘In. patients taking othet drugs similar to
ane as well ‘as patients taking Soriatane: Sitice.
thmgs may have contributed to these problems; it is
tknown if they are related‘to Soriatane. It is very irh-
ant to stop taking Seriatane and call your prescriber
h away if you develop such problerns.
Owing of your skin or the whites of your eyes, nausea
4 Vomiting, loss of appetite, or dark urine. These.can
igns of serious liver damage. :
esl or pams in your bones;’ ]omts, muscles, or

reat t or hun

ation,
*tt blaod sugar control; even if you do
tes, These are some of the' sighs of gh blood sugar:
ness of breath, dizziness; naused; chest pain, weak:
trouble speaking, or swelling of a lea. These mav
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gestm-only blrth control pills ("mmupnlls") This .

do not happen often, but they carl lead to permanent .

Soriatane can cause serious changes in blood fats (lipids). .

It is possible for these changes to cause blood vessel block-

ages that lead to'heart attacks, strokes; or. blood clots,
Common side effects.
If you develop any of these side effects or any unusual reac-
tion, check with your prescriber to find out if you.need to
change the amount of Soriatane you take. These side effects
usually get better if the Soriatane dose is reduced or
Soriatane is stopped.

* Chapped lips; peeling fi ngerhps, palms, and soles, |tch-
ing; scaly skin all over; weak nails; sticky or fragile (weak)..

skin; runny or dry nose; or nosebleeds. Your prescriber or
- pharmacist can recommend a Iotlon or cream to help treat
drying or chappmg

* Dry mouth

¢ Joint pain

* Tight muscles- ‘

* Hair loss. Most patients have some hair loss, but th]S con-

dition varies among patients. No one can tell if you will |-

lose hair, how much hau* you may lose or if and when it
" may grow back.
* Dry eyes: Soriatane may dry your eyes Wearing cont

=————DOSAGE AND ADMINISTRATION-————

. Apply a pea size amount once daily in the evening lightly
covering the entire affected area. Avoid the eyes, lips, and
mucous membranes. (2)

® Not for oral, ophthalmic, or mtravagmal use. (2)

DOSAGE FORMS AND STRENGTHS—————

. Toplcal gel: clindamycin phosphate 1.2% and tretinoin
0.025% in 30 gram and 60 gram tubes. (3)

CONTRAINDICATIONS————

@ VELTIN Gel is contraindicated in patients with. regional

enteritis; ulcerative -colitis, or hxstory of antlbmtrc-
associated colitis. (4)

———_WARNINGS AND PRECAU'I‘ION S———-

o Colitis: - Clindamycin can cause severe colitis, which may
result in death. Diatrhea, bloody diarrhea, and colitis (in-
cluding pseudomembranous colitis): have been reported
~with the use-of clindamycin. VELTIN- Gel should be dis-
continued if significant diarrhea occurs: (5.1) -

¢ Uliraviolet Light and Environmental Exposure: Avo1d
exposure to sunlight, sunlamps, and weather extremes
' Wear sunscreen daily. (5.2)

-ADVERSE REACTIONS it il

lenses may be ‘uncomfortablé during and after treatment
with Soriatane-because of the dry feeling in your eyes. If -

this happens, remove your contact lenses and call your
prescriber. Also read the section about vision under “Sen~
ous side effécts”.

* Rise in blood fats (I|p|ds) Soriatane can cause your blood
fats (lipids) to rise. Most of the time this is not serious.
But sometimes the increase can become a serious problem
(see information under “Serious side effects”). You should
have blood tests as directed by your prescriber:

These are not all the possible side effects of Soriatans. For

more information, ask your prescriber or pharmacxst

How should | store Sorf:

Reep Soriatane away from sunlight, high temperature, and |

humidity. Keep Soriatane away from children,
What are the ingredients in Soriatane?
Active ingredient: acitretin .

Inactive ingredients: microcrystalling cellulose, sodlu.m'
ascorbate, gelatin, black monogramming ink and maltodex- -
trin. (a mixture of polysaccharides). Gelatin capsule ‘shells

contain gelatin, iron oxide (yellow, black, and red), and tita-
nium dioxide. They may also contain benzyl aleohol, carboxy-
methylcellulose sodium, edetate calcium disodiurm.,

General information: about the safe and effectlve use of
Soriatane -

Medicines are sometimes prescrlhed for purposes other than
those listed in a Medication Guide. Do not use Sonatane for
a condition for which it was not prescnbed ‘Do, not, give
Soriatane to other people, even if they have the same symp-
toms that you have.

This Medication. Guide summanzes the most mlporta.nt in-
formation about Soriatane. If you would like more informa-
tion, talk with your prescriber. You can ask your pharmamst

- or prescriber for information about Sonata.ne that is wntten

for health professionals:
This Medication Guide has. been approved by the Us, Food
and Drug Administration.

Tegison® is a reglstered trademark of Hoifmann La. Roche
Inec.

Do Your PAR.XT. is & trademark, SORIATANE STIEFEL
and STIEFEL & Design are reglstered trademarks of Stlefel
Laboratones, Inc. .~

©2009 Stiefel Laboratones Jne.
STIEFEL® ... . ...
Manufactured for | e

Stiefel Laboratorles, Tne." °
Coral Gables; FL 33134 USA |
July. 2009
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VELTIN™ -~ - ¢ L R
[oel-tin] . .
(clmdamycm phosphate and tretmom)

Gel 1.2%/0.025% ... e

For toplcal use only .

HIGHLIGHTS OF PRESCRIBING INFORMATION o

These hlghllghts do not mclude alt the mformatlon needed

to use VELTIN Gel safely and effectlvely See full prescnb-

ing information for VELTIN Gel.: - =

VELTIN™ (clmdamycm phosphate and tretlnoln) Gel 1

0. 025% : - . ;

For toplcal use only oy

Imtlal us. Approval 2006
-INDICATIONS AND USAGE——-——-——

.. VELTIN Gel is-a lincosamide antibiotic and retinoid com:

hination nrodust indieatad far tha fariasl fwdabmeink nf

" ® Obgerved local treatment-related adverse reactiois

(=-1%) in-elinical studies with VELTIN Gel were applica-
tion site reactlons, including dryness, irritation, exfolia-
" tion; erythéma,’ pruritus,” and dermatrtls Sunbum was
-also reported. (6.1)

To ‘report SUSPECTED ADVERSE REACTIONS, contact

.. Stiefel Laboratones, Inc. at 1-888-784-3335 or FDA at 1-800-

FDA-1088 or www.fda. gov/medwatch,

o DRUG INTERACTIONS il b i

‘® VELTIN Gel should not be used in combination with

. erythromycin-containing ~‘products ~ becaissé “of Uit
clindamyein component. (7.1) ST

—————~USEIN SPECIFIC POPULATIONS——__.

® Pediatric Use: The efficacy and safety have not been
established in pediatric patients below the age of 12
years. (8.4)

-See 17 for PATlENT COUNSELING INFORMATION |

Revised: 07/2010

. FULL PRESCRIBING INFORMATION CONTENTS*

INDICATIONS AND USAGE
DOSAGE AND ADMINISTRATION
DOSAGE FORMS AND STRENGTHS
. CONTRAINDICATIONS .
WARNINGS AND PRECAUTIONS
5.1 Colitis
5.2 Ultraviolet Light and Enwronmental Exposure
6. ADVERSE REACTIONS . !
6.1~ . Adversée Reactions:in Clinical. Studles
7 DRUG INTERACTIONS
7.1 Erythromycin. =, . o
7.2 . ‘Neuromuscular Blocking Agents
8 _USE IN SPECIFIC POPULATIONS
8 Pregnancy TR
s 83 Nursing Mothers * o
84 Pediatric Use .
785 Geriatric Use : 1o
11 . DESCRIPTION .
12 CLINICAL PHARMACOLOGY .
. 121" Mechanism of Action .
"7 123" Pharmacokinetics .
124 Microbiology ..
13 NONCLINICAL TOXICOLOGY . ;
131 Ca.rcmogenesxs, Mutagene31s, Impa.ument of Fer-
o tility o ht
4. CLINICAL STUDIES
16 HOW SUPPLIED/STORAGE AND HAN_DLING
17f1 PATIENT COUNSELING. ]NFOBMATION
" '17.1 “Instructions for: Use =
17:2 SKin Teritation
17.3’; : Colitis. ... ; :
* Sectlons or subsectlons omltted from the full prescnbmg
mformatlon are not llsted i :

Ot 00 DO

FULL PRESCHIBING INFORMATION

I ]NDICATIONS AND USAGE L e
VELTINTM (chndamycm phosphate and tretmom) Gel. )
1.29/0.025% is indicated for the topical treatment: of acne
vulgaris in patlents 12 years:or.older. . - .

2 “DOSAGE ANDADM]NISTRATION o o
VELTIN Gel should be applied once daily 1 in the evemng,
gently rubbing the medication to lightly cover the entire af-
fected area. Approximately a: pea-sized’ amount will be
needed. for each application: Avord the eyes hps and mu-
cous membranés: i
VELTIN Gel is not for' oral ophtha1m1c o]

3 DOSAGE FORMS AND STRENGTHS
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Table 1: Treatment-Related Adverse Reactions Reported by =1% of Subjects

VELTIN Gel Clindamycin Gel * Tretinoin Gel “Vehicle Gel
N=1104 N=1091 N=1084 - N=552
n {%) ni% - ni{%) - | n (%)
Patients with at least one adverse 140 (13) 38(3)- 141 (13) 17 (3)
reaction o B
Application site dryness 64 (6) 12:(1): ¢ 62 (6) 3(1 :
Application site irritation 50 (5) 4 (<D 57'(5) ‘ 5(D
Application site exfoliation - 50 (5) 2 (<) 56.(5) ' 2‘,‘(<1)
Application site erythema 40(4) 6 (1) 39 (4) 3 (L
Applicafion site pruritus 26 (2) T 23 (2) LB
Sunburn 11(1) 6 (1) 7(1) :165)
Application site dermatitis 6 (1) 0.(0) 8.(1). 1(<1) .
Table 2: VELTIN GEL-Treated Patients with Local Skin Reactions
: VE’LTIN ) GEL i VEHICLE GEL : )
Baseline End of Treatment " Baseline | " 'Endof Treatment
Local Reaction - N=476 - N=409 . CN=219 - N=209
. N®%) N (%) N %) N (%)
Erythema 24% 21% 31% 35%
Scaling .. 8% 19% 14% o 12%
Dryness 1% 29% 18% 13
Buming | 8% 18% . 8. | 4w
Itching 17% 15% 299 %

of VELTIN Gel contams as dlspensed 10 mg (1%)
clindamycin as chndamycm phosphate, and 0.25 mg
(0.025%) tretinoin solubilized in an aqueous based gel.

4  CONTRAINDICATIONS

VELTIN Gel is contraindicated in patients wﬂ:h regional en-
teritis, ulcerative colitis, or hlstory of antlbmtlc associated

colitis. .
5  WARNINGS AND PRECAUTIONS :
5.1  Colitis

Systemic absorption of clmdamycm has been demonstrated
following topical use. Diarrhea, bloody diarrhes, and colitis
(including pseudomembranous colitis) have been reported
with the use of topical clindamycin. If significant dlarrhea
occurs, VELTIN Gel should be discontinued.. = . .

Severe colitis has occurred following oral or parenteral ad-
ministration of clindamycin with an onset of up‘to several
weeks following cessation of therapy. Antiperistaltic agents
such as opiates and diphenoxylate with atropine may pro-
Iong and/or worsen severe cohtls Severe cohtls may result
in death.

Studies indicate a toxm(s) produced by clostridia is one pri-
mary cause of antibiotic-associated colitis. The colitis is usu-
ally characterized by severe persistent diarrhea and severe
abdominal ¢ramps and may be associated with the passage
of blood and miicis. Stool cultures for Clostridium difficile
and stool assay for C. difficile toxin may be helpful dlagnos-
tically.

5.2- . -Ultraviolet Light and Environmental Exposure
Exposure ‘to sunlight; including -sunlamps; should be
avoided during the use of VELTIN Gel, and patients with
sunburn should be advised not to.use t:he product until fully
recovered because of heightened ‘susceptibility to sunlight
as a result of the: use of tretinoin. Patients who may be re-
quired to have considerablé sun exposure due to occupatmn
and those with inkerent sensitivity to the sun should exer-
cise particular ‘caution.' Daily use'of Sunscreen products and
protective apparel (e.g:;a hat)'are recomimended: Weather
extremes, such as wind or.cold, also may be irritating to pa-
txents under treatment with’ VELTIN Gel .

' ADVERSE REACTIONS -
- 6 1 ‘~.Adverse Reactions in. Clinical Studles
Because clinical studies are conducted under widely va.rymg

ies of & drug caririot be directly compared to.rates in the clin-

ical studies of another drug and may not reﬂect the rates
observed in chmcal practxce =

DOCKET
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conditions, adverse reaction rates observed.in.clinical stud--

| and were trested orice daily in the évening for 12 weeks.

Adverse reactions that were reported in =1% of patients
treated with VELTIN Gel are presented in Table 1 '
[See table 1 above] :
Local skin reactions actively assessed at baselme a.nd end of
treatment with a score > 0 are presented in Table 2:

[See table 2 above] -

During the twelve weeks of treatment, each local skin resc-
tion' peaked at week 2 and gradually reduced thereafter J

7. DRUG INTERACTIONS
7. 1 Erythromycln

VELTIN Gel should tiot be used ia combmatlon with

erythromycm -containing ‘products due to possible antago-
nism to the clindamycin component. In vitro studies have
shown antagonism between these 2 antimicrobials. The
clinical significance of this in vitro antagonism’ is not
known.

7.2 Neuromuscular Blocking Agents

Chnda.mycm has been shown to have neuromuscular block:
ing properties that may enhance the action of other neuro-
muscular blocking agents Therefore, VELTIN ‘Gel should
be used with caution in patients receiving such agents :

8 USE IN SPECIFIC POPULATION S :

8.1 Pregnancy

Pregna.ncy Category, C. There are no well~controlled studies
in pregnant women treated with VELTIN Gel. VELTIN Gel
should be used during pregnancy only if the potential ben-
efit justifies the potential risk to'the fetus. A litnit tératology
study performed in Sprague Dawley rats treated topically
with VELTIN Gel or 0.025%. tretinoin gel at a.dose of
2 ml/kg during gestation days 6 to 15 did not result in, ter-
atogenic effects. Although no systemic levels of tretinoin
were detected, craniofacial and heart abnormalities  were
deseribed in d.rug tréated ‘groups. These abrnormalities are
consistent with retinoid effects and eccurred at 16 times the
recommended clinical dose assuming 100% absorption and
based on body surface area comparison. For purposes of
comparison of the animal exposure to hu.ma.n exposure, the
récomrmended clinical dose is defined as 1 g of VELTIN Gel
applied daily to'a 50kg person v '_

Clindamycin ’ ’
Reproductlve developmental toxicity studles performed in
rats and mice using oral doses of clindamycin up to
600 mg/kg/day (480 and 240 times the recommended clini-

cal dose bdsed on body surface area - comparison;
respectively) or-subcutanéous doses of ‘clindamycin-up to
180'mg/kg/day (140-and 70 . times the recommended clinical

 terms of risk to fetus is not known.

" 8.4 " Pediatric Use
. Safety and: effectiveness of VELTIN Gel in ‘pedl

Tretinoin

Oral tretinoin has been shown'to be teratoge
rats, hamsters, rabbits; and pnmates It wag ln
and fetotoxic in Wistar rats when given "l‘ﬁll toge
greater than 1. mg/kg/day (32 times the TeComme, Y a n “
cal dose based on body surface area ComPanson) ed Q
variations in teratogenic doses among varioyg We\’e
rats have been reported. In the cynomologoy Sting ’
species in which tretinoin metabolism is clogey & 0
than in other species examined, fetal malfoy 0 h
reported at oral doses of 10 mg/kg/day or gre; ater 1on
were observed at 5 mg/kg/day (324 times the g by
clinical ‘dose based on body surface’ area: COmp
though increased skeletal variations' were ohg r:;ls" )"a
doses. Dose-related teratogenic effects and. i increagg
tion rates were reported in pigtail macaques, d
With widespread use of any drug, a small nupy,,. *
defect reports associated temporally with the a
tion of the drug would be expected by chance alon
cases of temporally associated congenital ma]fy,
have been reported during two decades of cliniea) se
other formulation of topical tretinoin. Although S ofan. -
pattern’of teratogenicity and no causal aSSOClatl deﬁm
been'established from these cases, 5 of the reports gn .
the rare birth defeet category, holoprosencephaly (et :
associated with incomplete midline development s

bain). The mg‘mﬁca.uce ‘of these’ spontaneous- S

St!'a.

S Thiyy
rm3t10ns

8.3 - Nursing Mothers
It is not known whether clindamycin is excreted ik
milk following use of VELTIN Gel. However, orally 5y,
enterally administered clindamycin has been Tepior
appear in breast milk. Because of the potential for
adverse reactions in nursing mfants, a decision g
made.whether to discontinue nursing or to dlscontm
drug, taking into account the.importance of the drug
mother. It is not known whether tretinoin is excreg
man milk. Because many drugs are exereted i h
milk, caution should-be éxercised When VELTIN
mlmstered to a nursing woman.

tients below the age of 12 years have not been & ab
Clinical trials of VELTIN Gel included 2,086 patierits
years of‘age with acne vulgaris: [See Clmzcal Stud,
Geriatric Use

they respond dlﬂ’erently frém younger subjects

11  DESCRIPTION

VELTIN (cImdamycm phosphate and {retinoin) G
0.025%, is a fixed combination ‘of two solubilized: actiy
gred.lents in an aqueous based gel. Clindamyein phos
is a water soluble ester of the semi:synthetic antibiotic
duced by a 7(S)-chloro:substitution: ‘of the: 7(R)- r
group of the parent antibioti¢:lincomyein:

‘The :chemical .name for clindamycin phosphate is'm
7-chloro-6,7,8-trideoxy-6-(1-methyl-trans-4-propyl-L-
rohdmecarboxam1do) 1-thio-L-threo-u-D-galacto-oct
noside 2-(dihydrogen phosphate). The structural formula
clindamycin phosphate is represented below:, .
Clmdamycm phosphate ; .

Molecular Formula: 018H34CIN203PS
Molecular Welght 504.97

acxd It isa member of the’ retino famxly o b
The structural formula for trétinoin is represented e

Molecular Formula CooHaaOp
Molecular Welght 300.44
VELTIN Gel contains the follovwng inactive in
butylated hydroxytoluene, carbomer 940, anhydre:
acid, edetate disodium, methylparaben; laureth 4]
Iene glycol tromethamme, and purified water.. -

12 CLINICAL PHARMACOLOGY
12:1-:  Mechanism of Action
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in
ﬂ:;gh the. exact mode of actron of tretmom is unknown
et evidence suggests that topical tretinoin decreases
siveness of folliétilar epithelial ¢élls'with decreased mi-
omedone formation. Additionally; tretinoin stimulates
4ic activity and increased turnover of, folhcular epithe-
slls causing extrusion of the comedones.
g Pharmacokinetics
g P open—label study of 17, patlents with moderate-to-

acne vulgaris, topical administration of approxi-
oly 8 grams-of VELTIN Gel once: daily for 5 days
amycin: concentrations were .quantifiable in all 17
ents starting from: 1. hour post.dose. ‘All plasma
Jamyein: concentrations were =<5.56 ng/ml on day 5,
Ch?h the exception of one subject who had a maximum
Jamycin:concentration of-8.73 ng/mL at: 4 hours post-
There was no appreciable increase in systémic expo-
totretinoin; as compared to the baseline value. The av-

rreSpondmg' baseline: rnean tretmom concentratlon range
$116 to 1.30 ng/mL. "

' Microbiology
microbiology.studies were conducted in the clinical trials

damyein binds to the SOS nbosomal subu.mt of suscep-
bacteria and prevents elongation: of peptide chains by
rfering with peptidyl transfer, thereby suppressing pro-
synthes1s Clindamycin has been shown to have in vitro
ity against Propionibacterium dcnes (P. aches), an or-
that has been associated with acne vulgaris; how-
the clinical significance’of this activity against P acnes
not examined in clinical ‘studies with VELTIN Gel. P
5 resistance to clindamycin has been documented

cible Clindamycin Resistance’ .

‘treatment of acne with ‘antimicrobials i is assoclated
the development of antrm.lcr

tance to chndamycm is often assocxated w1th resis-
to erythromycm : .

NONCLINICAL TOXICOLOGY .
Carcinogenesis, Mutageneﬂs, lmpalrment of Fer-

-term a.mmal studle have not been performed to eval—
the carcinogenic potential of VELTIN Gel or the effect
LTIN. Gel on fertility.. VELTIN:Gel:was negative for
igenic :potential when evaluated: in an'in vitro Ames
onello reversion assay. VELTIN, Gel was equivocal for
astogenic potential in the absence of metabolic activation
tested in'an'in vitro chromosomal aberrahon assay
ndamyczn
aily: dermal: admlmstratron of 1% chndamycm a8
amycin - phosphate in . the' VELTIN " ‘Gel- véhicle
g/kg/day; 13 times the recommended clinical dose
sed on body surface area’comparison) to mice for up to 2
ars did not produce evidence of tumorigenicity.
tility studies. in - rats . treated orally. with. up to
g/kg/day of clindamycin (240 times the recommended
cal dose based-on body surface: area companson) Te-
d.no effects on. fertnhty or matmg ability.
hn n.o B
two mdependent mouse studles where tretmom was ad-
Uinistered topically (0.025% or-0.1%) three times per week
e up to two years-no-carcinogenicity. was observed, with
Ximum effects of dermal amyloidosis. However, in a
germ&l carcinogeni ity udy in mice, tretinoin-applied at a
b"se of '5.1'pg (1.4 times ‘the ‘récommended clinical dose
45ed, on, body surface area companson) three times per
& for 20 weg]

i al exposure to DMB, ollowed by. promotxon
u th 19 -tetradecanoyl-phorbol 13-acetate or mezerein for
aD ta20, weeks, Topical application of tretinoin prior to each
‘ phCatxon of promoting agent resulted in.areduction in the
her. of papillomas: per; mouse; However;; -papillomas re-
t to topical tretinoin suppressron were at hxgher nsk
Dr&ma.hgnant progression; «. :
%mnom has: : been shown to enhance photoco-
! Ogemcrty in: properly performed. specific:studies, -em>
: UV g concurrent or-intercurrent exposure to tretmom and:
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o tretinoin concentration’ across all sampling times on -
5 ranged from 1.19 to 1.23 ng/mLi compared with the

0 Clea.r Normal ‘clear skin with no evidence of acne vulgaris.

Almost Clear Skin almost clest; rare non- mﬂammatory lesions present; with rare non- mﬂamed
1 papules (papules must be resolving and may be hyperpigmented, though not. .

g o - pink-red) requmng no further treatment in the Investigator’s opinion. :
9 Mild Some non-inflammatory lesions are present with few mﬂammatory Iesrons
: (papules/pustules only, no, nodulo -cystic lesions).

Moderate: Non-inflammatory lesions predominate, with multrple mﬂammatory lesmns

3 soie et | evident; 'several to many comedones and papules/pustules and there May or may
’ : - | ot be 1 small nodulo—cystlc lesion. )
4 Severe Inflammatory lesions ‘are more apparent; many comedones and papu.les/pustules, g
. R +1 there may or may not be a'few nodulo-cystlc lesions.
5 Very Severe Highly mﬂammatory lesions predomiinate; variable numbers ‘of comedones, many
§ EUEE papules/pustules and nodulo-cystlc lesions.

Table 3: Efficacy Results at Week 12

- VELTIN Gel | Clindamycin Gel | Tretinoin Gel |  Vehicle Gel
Study T N=476 - Ne=487- N=464 N=242
I igator's Global A » :
f;r;ﬁ)n{t:ﬁ: Ip{ subjects achieving Two Grade -/ v 36'3%, 26;6% o %6.1% 202% !
o T T Cone roreamg CAO | aae 20% 26% 8%
Inflammatory Lesions: ) : . i

Mean absolute reduction 15.5 145 R i LAl

Mean percentage (%) reduction 60.4% 565% 545% | 4330
— - ko -

© Mean absolute reduction . 2332, 1950 221 m;
Mean percentage (%) reduction T 510% 429% 47.3% ©86.0%
Total Lesions: N ’ -

Moan absolute reduction k, 38.7: +34.0 %60 281
"Mean percentage (%) reduction. 55.0% 49.0% 50.5% 39.1%

clindamyein tretinoin combmatlon is unknown Although
the significanice of these studiesto huma.us is not clear pa—
tients should avoid exposure to sun. .~

The geniotoxi¢ potential of tretinoin was evaluated in aii in
vitro Ames Salmonella Teversion ‘test and an in vitro:chro--
mosomal aberratmn assay in Chmese hamster ovary cells
Both tests were négative:”

In oral fertility studies in rats treated with tretinoin; the
no-observed-effectlevel was 2 mg/kg/day (64 times the'rec-
ommended clinical dose based on bedy stirface area compar~
ison).

14 CLINICAL STUDIES
The safety-and efficacy. of VELTIN: Gel, apphed once daﬂy
for the treatment of acne vulgaris, was evaluated in. 12-

week multicentér, randomized, blinded stud.les in: subjects
12 years and older.

Treatment tesponse: was deﬁned as the percent of subJects :

whohad a two.grade improvement from baseline to Week 12
based: on the Investigator’s: Global Assessment (IGA) and a
mean absolute change from: baselirie to. Week 12 in two out
of three (total, mﬂammatory and non-inflammatory) lesion
counts. The-IGA scoring scale used:in all the: chmcal trials
for VELTIN Gelis as follows: .- - ..

[See first table above] foi it

In Study. 1, 1649 subjects. were ra.udomlzed to VELT]N Gel

Chndamycm gel; Tretinoin gel, and vehicle gel. The'median
age.of subjects was 17 years old and 58% were females. At
baseline, subjects had an-average-of;71.total lesions of
which-the mean number of inflammatery lesionswas 25.5
lesions and the mean number of non- mﬂammatory lesions
was: 45.1 lesions.- The. majority: of ‘siibjects entolled with a
baseéline IGA score of 3 The efﬁcacy results at week 12 are
presented-in Table 3. . ; :

[See table 8 aboveé] :

The safety and eﬂicacy of chndamycxn tretmom gel was. also
evaluated. in two .additional 12-week, multi-centered;: ran-
domized, blinded; studies in patients .12 years.and older A
total of 2219 subjects with mild-to-moderate acne vulgaris

-were treated once daily for 12-weeks. Of the 2219 subjects;

634 subjects: were: treated. with clindamyoin—tretiuoin: gel.

16 HOW SUPPLIEDISTORAGE AND HAN‘DIJNG

How Supplled

VELTIN Gel is supplied as follows;, ;.

30.g aluminum tubes NDC. 0145- 0071 30,

60 g aluminum tubes NDC 0145-0071-60

Storage and Handling

® Store at, 25°C (77°F) excursmns penmtted to 15—30°C
- (69-86°F). . SR

: '; Protect ﬁ'om(heat ;

® Protect from light.+ -
* Protect from freezing. ..
o.Keep out of reach of chlldren
¢ Keep tube- tlghtly closed.

17 " PATIENT COUNSELING INFORMATION

[See FDA-approved Patient Labeling].

171 Instructlons for Use

* At hedtlme, the face should be.gently washed thh a m.lld
soap and water. After patting the skin dry, apply. VELTIN
Gel as a thin layer over the entire affected area (excludmg
the eyes.and lips).-.. .,

». Patients ‘should be advised -niot to use more than a pea
.sized amount to cover the face and not to apply more often
than once daily (at-bedtime) as this: will not make, for
faster results and may. increase irritation:

» ‘A sunscreen should be applied every morning: and reap-
plied-over the course of the day as needed. Patients should
be advised to avoid exposure to sunlight, sunlamp, ultra-
-violet light; and other medicines. that may increase sensi-
tivity to sunlight: ;

® Other topical products with a strong drymg effect; such as
abrasive soaps or cleansers, may. cavse an increase in skin
irritation with: VELTIN Gel.: 3

17.2. . - Skin Irritation . :

VELTIN Gel: may. cause 1rr1tat10n such as erythema, scal-

ing, itching, burning; or stiriging.

17.3 - Colitis

Inthe'event'a patiént tredted with VELTIN Gel experiences

severe diarrhea or gastrointestinal discomfort; VELTIN Gel

should be discontinued and a physician should hecontacted.
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