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6.1 Clinical Trials Experience o
FULL PRESCRIBING INFORMATION Because clinical trials are conducted under widely varying conditions, adverje reacli?n rfe‘nef tohbserlved ir; the Cl(ljn‘\calrm‘als‘ ofa ?ycueg Patle:;lnf;:r{l’latlog 01%
cannot be directly compared to rafes in the clinical trals of another drug and may not reflect the rates observed in clinical practice. ne (taz-AR-oh-teen) Cream, 0.1%
te “ e : 1 Ir”:::ﬁsrr!grr?a‘::in USHGE In human dermal safety trials, tazarotene cream, 0.05% and 0.1% did not induce allergic contact sensitization, phototoxicity, TazarOte € ( a ) ) :
aza ro Tzt e, .%o et ol e s a0 Important information: Tazarotene cream is for use on skin only. Do not use tazarotene cream in your eyes,
1.2 Acne Vulgaris 'soriasis ‘ ) o o )
o Tazarotene cream, 0.1% is also indicated for the topical treatment of patients with acne vulgaris. The most frequent at‘ivzrsde rea;{t\ons ;Eoned Wl(tjhbtaza_role;eeaimms,££E;Zoﬂ ;?ﬂdg(:e;/grotﬁcair“% I‘gsl?hfn?(;{’n/a ?)ffsstbbjjeeﬁss :2 mouth, 0r vagina. -
descending order, included pruritus, erythema, and burning. 3 - T n "
c re a m o 1 /0 I?Ié—1776E1)O—; 2 DOSAGE AND ADMINISTRATION descending order, included rritation, desquamation, stinging, contact dermatitis, dermatits, eczema, worsening of psoriasis, skin What is the most important information | should know about tazarotene cream?
' ) - B e one $ain, rash,hypertrig(l]yiz/ridemia,dry_sktindski{lhinflammtati%l,gargg gsr\it'u]ch;r?r‘rﬁgteiomnaihan the 0.05% cream. The rates of irritation Tazarotene cream may cause birth defects if used during pregnancy.
it is for topical use only. Tazarotene cream is not for ophthalmic, oral, or intravaginal use. If contact with mucous azarotene cream, 0.1% was gssoma(_e y\n ! a gr_ea er b ( :
Iﬂaé?r:grzggscgeciwr; rinse fh‘oroughly w?th water [see Warnings and Precautions (5.2)]. Wash hands thoroughly after application. adverse reactions reported during psoriasis trials with tazarotene cream, 0.1% were 0.1 to 0.4% higher than those reported for ° Fema|es must not be pregnant When they Start usmg tazarotene cream or become pregnant
iasis tazarotene cream, 0.05%. . . <€ 10mm -
2.2 Psoriasis : ) m.
Itis recommended that treatment starts with tazarotene cream, 0.05%, with strength increased to 0.1% if tolerated and medically ~ Acne ) o e et of acneocurin dl,ll‘lng treatment with tazarotene crea
[ 20mm B indicated. Apply a thin fim (2 mg/cm?) of tazarotene cream once per day, n the evening, to cover only the psoriatic lesions. Ifa The most frequefnt ag\_/erse r_eagtlons ngOfledddU(‘ﬂgl C(‘j‘”glf(lj‘ trials W‘“; tazaé?;eg;:riﬂhgm a“ Iaﬂnd ebtfnaingesenosa?ion 'Reacﬁong e  For females who are able to get pregnant:
bath or shower is taken prior to application, the skin should be dry before applying the cream. If emollients are used, they should in10 Fo 3_0% of subjects, ]n e_scen ing or _er \ﬂ‘Cl.J e‘ esquamg ion, / skin, 8 X . o ‘ .
beapp\iede‘;: least an hopurbeforeapp\ication of tazarotene cream. Because unaffected skin may be more susceptible to irritation, occurring in 1 to _5% of subj_ecls included pruritus, irritation, face pain, and stinging. o) YOUl’ dOCtOl’ WI” Order a pregnancy test fOl’ you Wlthlﬂ 2 Weeks blefore you begm treatment W|th
7 o e team o s e ot cael ol T loing i o v b entd i ftazarotene. Because tese reatons rerepored tazarotene cream to be sure that you are not pregnant. Your doctor will decide when to do the test.
2.3 Acne The following adverse reactions have been identified during postapproval use of tazarote! o D ‘
) . ‘ . - i i i I i i fi tablish a causa : ; i i
HIGHLIGHTS OF PRESCRIBING INFORMATION contraindicated in pregnancy. Females of child-bearing potential  Cleanse the face gently. After the skin is dry, apply a thin layer (2 mgh/cm?) of tafzfanitzne cream 0.1% once per day, in the evening, \r/;l:[riléig\hyi;r&mdigo;l;ls:uorneof uncertain size, it is not always possible to reliably estimate their frequency or establis| o Begln treatment with tazarotene cream durlng a normal menstrual perlod.
iahli i i i i ithi i ki here acne lesions appear. Use enough to cover the entire affected area. . _ _ S o o o . . ) ) .
These highlights do not include all the information needed should have a negaive pregniancy T@St within 2 weeks pr|orlto Losteh:ﬁseégvﬁii:creens and wear prolt)sctive clothing ahi\e using tazarotene cream [See Warnings and Precautions (5.3)]. Skin and subcutaneous tissue disorders: bll;ter, dermatitis, uft\cza_r\a, g.km exfollat‘\on‘ skin discoloration (including skin 0 USG an eﬁeCtIVG form Of bmh COﬂtrO| durlng treatment Wlth tazarotene cream. Ta|k Wlth your doctor
to use TAZAROTENE CREAM safely and effectively. See full initiating treatment and use an effective method of contraception hynerpigmentation or skin hypopigmentation), swelling ator near application stes, and pain, about birh contrl aptions that may be used to prévent pregnancy during treatment ith tazerotene
prescribing information for TAZAROTENE CREAM. during treatment. (6.1) . '3 DOSAGE FORMS AND STRENGTHS , o Y DR NTERACTIONS
* Local Irritation: Some individuals may experience excessive  Cream, 0.1%. Each gram of tazarotene cream, 0.1% contains 1 mg of tazarotene in a white cream base. o o s o Gt i rtns s cream. -
TAZAROTENE cream, for topical use pruritus, burning, Skin redngss (]3[ E98|Eg~r:f thESS effeCttS OECUF, 4 CONTRAINDICATIONS In a tial of 27 healty female subjects between the ages of 20 to 55 years receliing a co(jmpingtion doral 1cowmracepﬂ;e(Iab\et o Stop using tazarotene cream and tell your doctor right away if you become pregnant while
Initial U.S. Approval: 1997 discontinue until the mtegnty ofthe skin a.s .een res OI"e o Tazarotene cream is contraindicated in: containing 1 mg norethindrone anq 35‘mcg ethiny! estradiol, concomitant use of tazarotene a ministered as 1.1 mg orally (mean .
reduce dosing interval, or in the case of psoriasis, may switch to * Pregnancy. Retinoids may cause fetal harm when administered to a pregnant female [see Warings and Precautions =D C,, and AUG,,, oftazarotenic acid iere 28.9 + 9.4 ng/mLand 120.6  28.5 ng-hr/mL) did notaffectthe pharmacokinetics : using tazarotene cream.
.................. INDICATIONS AND USAGE----------------- the lower concentration. Tazarotene cream should not be used (6.1), Use i Specifc Popultions (.1,8.3) R e i oy ol ontacepes . i) s ot e et What is tazarotene cream?
i i i i B vi i i recautions (5.2)]. ) : . . o . . .
" atone cream 0. o & eAnold Indated forte topical - o eczemalots sk as ey cause svere riation. 92 - PR RS sy S conpents s s e e Tazarotene cream 0.05% and 0.1% is a prescription medicine used on the skin (topical) to treat people with
treatment of plaque psoriasis. (1.1) ' o Photlosensnwlty and Risk for Sunburn: Avoid expos! 5 WARNINGS AND PRECAUTIONS 8 USEIN SPECIFIC POPULATIONS e pecrac
o Tazarotene cream 0.1% is indicated for the topical treatment of sunlight, sunlamps, and weather extremes. Wear sunscreen /. Embryofetal Toxicity ‘ 8.1 Pregnancy plaque p . . . . .
acne vulgaris. (1.2) daily. Tazarotene cream should be administered with caution it Systeric exposure t tazarotenc acid is dependent upon the extent ofthe body surface area reated. In pafients treated topically Myf il epton s, einid pharmacgs, and e polnta for s aboplon, e e Tazarotene cream 0.1% is also used on the skin to treat people with acne vulgaris.
the patient is also taking drugs known to be photosensitizers.  over ;uﬁliciem b?dy ;urface area"ne)t(ﬁgstﬁtﬁsg 2? ;gntgeo?i?eefgrcdee;gnnengurgttug ?e:: !'u?fraaclg ;rreeztefgragg)gﬁéjatg:hﬁgggrg?:rzz cBre:es:r?l Omnasa;ugnfeatgmzrrmepvrv?leuncaodministeréd toa pngnam fema\é and is contraindicated during pregnancvy Safety in ° It is not known if tazarotene cream is safe and effective for:
............ may be less systemic exposure i ea for , te A - pre | . | £ .
- l---DO??GE AtND ADMlNlS'll'RtATtlr?N e (6.3) is a teratogenic substance, and it is not known what level of exposure is required for teratogenicity in humans fsee Clinical {)regnetmt females (hjas_ not been eslyabtlgser:zgmlh(:asgtgg:]a; r;:a:g Ist;; Ltleéuseog‘l\s/\ézlg{‘lsuteh: Eslggéﬁlat;e;ig nt;)ﬂlchyei én;)elggé rflr;)erg = o the freatment of plaque psoriasis in children under 18 years 0 f age
o Apply a thin layer of tazarotene cream only to the affe Pramacoboy (123, azaene cream duing prognarcy; .t : s ‘ fasis in
once dally inthe evening. (2.1,22) ~ seeseeeeeeeeeeeeeeees ADVERSE REACTIONS------------------- There were%iiteen)]reponed pregnancies in subjects who participated in the clinical trials for topical tazarotene. Nine of the fsee COﬂffa/"‘ffﬁaﬂoﬂls (4)vIWa’|f””t93 f”d Plfeca”fm”s (5h U C/”t"ca{ f;"""s’hmezcg/‘c’% r( ’iféélgg‘mﬁaf;a’f;‘;‘z ‘;;g’i?;gf%y‘ n‘g © o the treatment of acne vulgaris in children under 12 years of age
i intravag| iasis: i ing i i ith topi ith vehi females enrolled i clinical trials for tazarotene cream have not establi
(2.2 * Plaque psoriasis: Most common adverse reactions occurming in  susjects were found to have been treated with topical tazarotene, and the other four had been treated with vehicle. One of lled in clini o a clear h "
: I'}l%t()frl(]t;(?m\ltl?f?lg)]/l:é (())r;ii.l?; ‘thrggiﬁg:%lutéshffy (With) water. (2.2) 10?0 25% of patients are pruritus, erythema, and burning. (6.1)  the subjects who was treated with tazarotene cream elected to terminate the pregnancy for non-medical reasons unrelated dgfe_?}s orm\sfctahmag? rljsfk. Bgcauss the exact timing and extent of exposure in relation to the gestational age are not certain, the Who should not use tazarotene cream?
' o iQr ' i ina i to treatment. The other eight pregnant women who were inadvertently exposed to topical tazarotene during clinical trials significance of these findings is unknown ) ) ) _ _ . .
e Acne Vulgarls..Most common adve(se reactlons occurring in 10 subsequently defivered appégrem\y healthy bahies. As the exact timing and extent of exposure in relation to the gestation times are In animal reproduc}lon s?ud\es with pre_gnam rats\, tazarotene dosed topically during organogenesis at 2 times th(ju/mamml?rg Do not use tazarotene cream if you: . . . .
"""""""" DOSAGE FORMS AND STRENGTHS------------- 0. 30% of patients are desquamation, dry skin, erythema, and b b e of these findings is rkaown, systemic exposLre in subjects treated with the o rEfGOTmeﬂlded nuran dosg (“ﬂRHDJIOgﬁazaTQIfsn;rgéiZT{ ?ablegezl;S:d e are pregnant or plan to become pregnant. See “What is the most important information | should know
| l Y in reduced fetal body weights and reduced skeletal ossification. In animal reproduction studies wi oo ;
Cream, 0.1%. (3) burning sensation. (6.1) in reduced : : ‘ mal re g i preoant s s o b ¢ this [oaflet
Y i i i h tazarotene gel at 26 times the maximum systemic exposure in subjects treated with the of tazarotene cream, about tazarotene cream? at the eglnnlng 0 is leaflet.
Females of Child-bearing Potential topically wit ene gel l C exposure In SUbJects I i .
i i i al ri jrth- 0.1%, there was a single incident of known retinoid malformations, including spina bifida, hydrocephaly, and heart anomalies. ] R K .
----------------------- S O e I e oo oy s sy 1 vl g o & a1 e o iion Pt 1 e S i et nd s, st 0ol don oo s 2 | | @ e allergic o tazarotene or any of the ingredients in tazarotens cream. See the end of this leaflet for a
i -866-923-4914 or FDA at f*0¢ ; ) ) i tively, th imum systemic exposure in subjects treated with the MRHD of tazarotene cream, 0.1% resulted in . . . .
o Pregnancy (4,8.1) Pharmaceuticals U.S.A., Inc. at 1-866-923-49 should be considered. times, respectively, the maximum sy D _ ‘ complete list of |ngred|ents in tazarotene cream.
itivi ined withi i i ici : dosed orally prior to
1-800-FDA-1088 or www.fda.gov/medwatch. i test should be obtained within 2 weeks prior to tazarotene cream therapy. Tazarotene cream malformations, fetal toxicity, developmental delays, and/or _behawora\ delays. In pregnant rats, tazarotene i :
© Hypersensitivity (4) ?h g;%?/t!;o[ﬁ;ubne ;?r: gﬁ(:g]réagcr\[/]eg:vua\ pueriod [see Use in Specific Populations (8.1)]. mating through early gestation resulted in decreased litter size, decreasedhnumbers of hvetfetqses, decrea_sed fs‘taltboldy v[ve(;gh\t[sh, What Sh0U|d | te“ my doctor before usmg tazarotene Cream?
itati itivil i and increased malformations at doses approximately 7 times higher than the maximum systemic exposure in subjects treated wi . e . . .
""""""""" WARNINGS AND PRECAUTIONS""---------- See 17 for PATIENT COUNSELING INFORMATION and FDA- f(.)f:al I{(;J‘::l;blilrizlyt?;:igzOzr;dﬂ:;s;f%&;?;::::% :::‘s::(lizndsesquamaﬁon) and hypersensitivity adverse reactions (including urticaria) the MRHD of tazarotene cream, 0.1% [See Data]. ) o ) Before yOU use tazarOtene creaml te" Vour dOCtor abOUt a" Of your medlcal condltlons’ mCIUdlng If
e Embryofetal Toxicity: Tazarotene cream contains tazaroteng, approved patient labeling. have been observed with topical tazarotene. Application of tazarotene cream may cause excessive irftation in the skin of certain ~ The background risk of major birth d\eLeC}S hand T;SW”?SS for thfe '"g]ca:?d p?thlL?U([)JnslsgsQé:ao\w:)%pﬁg\gnseﬂ?:tg;wﬂe;;g you:
which is a teratogenic substance. Tazarotene cream is Revised: 10/2017 itive individuals. Some individuals may experience excessive pruritus, burning, skin redness or peeling. If these effects occur, pregnancy oqcurregaleegs of the health of ‘t 2 mother or the use of medications. In the | 3 i )
g tsheg Srlngdiéaﬁlzg :hould either be discontinued until the integrity of the skin is restored, or the dosing should be reduced to an background risk of major birth defects and miscarriage in clinically recognized pregnancies is 2 to 4% and 15 to 20%, respectively. ° have eczema or any other skin pr0b|emS ik Talk
interval the patient can tolerate. However, efficacy at reduced frequency of application has not been establisheq. Alternatively, m N tf iI’] or |an tO breastfee d | t iS not knOWﬂ | f tazarotene cream paSSGS in tO your breast milk. Ta
FULL PRESCRIBING INFORMATION: CONTENTS* 8 USE IN SPECIFIC POPULATIONS palfents with psoriasis who are being treated wih the 0.1% concenration can be switched to the lower concentraton. Frequency  Animal Data ) o os gl g s a6 fgh 17 2t 025 gy iih are breastfeeding or p : . .
8.1 Pregnancy of application should be closely monitored by careful observation of the clinical therapeutic response and skin tolerance. Therapy I rats, a tazarotene gel, 0.05% formulgnon osed topically urm? dgesls ih MRyHD ftazargtene creaﬁ 0.1% e, 2 ﬁg/cmz 10 your doctor about using tazarotene cream while breastfeedlng.
1 INDICATIONS AND USAGE 8.2 Lactaion B B e 155 oty o ) ot o 0 by vl o skt oo el ot Pyl Tell your doctor about all the medicines you take, including prescription and over-the-counter medicines, vitamins,
' . . treatment. overa 19% ' ’ ; i i in subj ith MRHD '
iasi . males and Males of Reproductive Potential i i cati { i ided. Iti isable to “rest” a with 0.25 mg/kg/day tazarotene gel, which represented 26 times the maximum systemic exposure in subjects treated with f
}l ; z‘aqu\ej 'Tsor'laSIS g i Eeedigt(:isc ?Jse ' E;n.gﬁtms‘f}gtntﬁmn??f‘gsgogf sil?w%?zrpﬂﬁ;;;za;ﬂ?sﬁ: bsggre? Ssrglgfgtzfzf;rc;tz:guclgeginﬁ\éoll)iegﬂ S ae oS of Iazarotens cr?eamy‘o 1%, during gestation days 6 through 18, had a single incident of known retinoid malformations, including and herbal Supp|ements, ]
QSAGE AND Al 8.5 Geriatric Use Tazarotene cream should not be used on eczematous skin, as it may cause severe irrtation. spina bifida, hydrocephaly, and heart anomalies ) ‘ ‘ ‘ Certain medicines, vitamins. or supplements may make your skin more sensitive to su“hght
2 DOSAGE AND ADMINISTRATION VERe[;gSrIK\:GES Weather extremes, such as wind or cold, may be more irritating to patients using tazarotene cream. When tazarotene was given orally o animals, developmental delays viere seen in rats, and malformations and post-implantation ] y out y . inciud sturizers. creams. lofions. or prOdUCtS hat can
2.1 Important Administration Instructions 10 0 53 Photosensitivity and Risk for Sunburn loss were observed in rats and rabbits at doses representing 2 and 52 times, respectively, the maximum systemic exposure seen Also, tell your doctor about any cosmetics you use, including mois , , )
iasi : i i ioht (incluci i in subj i 0.1%.
2.2 Psoriasis 11 DESCRIPTION Because of heightened burning susceptibility, exposure to sunlight (including sunlamps) should be avoided unless deemed in subjects treated with thg MRHD of tazarotene cream, ‘ ‘ ‘ .
2.3 Acne 12 CLINICAL PHARMACOLOGY medigally neces%ary and in sugh cases, exposure should be minimized during the use of tazarotene cream. Patients must be ~ In female rats orally administered 2 mg/kg/day of taz_arolegg ftmT 1 t5dday_?hbtehf0r:/I Rm"izgmg tt:zr:;glgngegggomn giyo/zcx‘/:hsgcl dry out your skin.
‘ i i : i i i . Pati i burn should be advised not to represented 7 times the maximum systemic exposure in subjects treated with the o , 0.1%, clas
3 DOSAGE FORMS AND STRENGTHS 121 MeChamsm- of ACIIOH y:gq:gat%tgizscurgz;reueggl ?Slﬁyagg\félysdcwilgr?t:v \:ehg l;:g:/ghf\f:?;ﬁgﬁig;gg siit‘::;svz‘rtg 332 tgrtr;w;iroouccupatio:land those depve\opmemal effects of retinoids were observed including decreased number of imp\antaﬂonj sites, decreased M_ner size, How should | use tazarotene cream?
4 CONTRAINDICATIONS ons 13 L%;gﬂﬂ%ff?g;q%ijmﬁv patients with inherent sensitivity to sunlight should exercise particular caution when using tazarotene cream.h s dEcreaszd Intuhmlb[(jrsseof live fetuses, and decreased fetal body weights. A low incidence of retinoid-related malformations was ° USG tazarotene cream exactly as your dOCtOf tEHS you to use it.
5 WARNINGS AND PRECAUTION . Tazarotene cream should be administered with caution if the patient is also taking drugs known to be photosensitizers (e.g., observed at that dose. 3 ‘ o ) ) i
5.1 Embryofetal Toxicity 13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility thiazides, tetracyclines, fluoroquinolones, phenothiazines, sulfonamides) because of the increased possibility of augmented  In a pre-and postnatal development t‘oxwtc\tty stLijdy, Igg\ca\dadmd\mstrauon of }azbartoldeknjeﬂg;\ ;Sf ;Cﬁhrggrgk;/:dauygtt‘sepzeagpgir‘l:y fifmtahlg ° App|y tazarotene cream 1 time each day’ in the evening.
‘ i v i it ' rats from gestation day 16 through lactation day 20 reduced pup survival, bu 0 . . . .
9.2 Local rrtation and Hypersensithity Reactions 14 CLINICAL STUDIES photosesiiy offspring. Based on data from another study, the maximum systemic exposure in the rat would be equivalent to the maximum ° Do not get tazarotene cream in your eyes, on your eye“dS, or In your mouth. If tazarotene cream gets n
ADVERSE RERGTIONS e 1 PATIENT COUNSELING INFORMATION 6 ADVERSE REALTIONS St apOsufe s et i e MHD oftzarotenecream, 01% or near your eyes, rinse them well with water. Call your doctor or get medical help if you have eye irritation
6 ADVERSE REACTIONS 17 PATIENT COUNSELING INFORMATION The foloning serious adverse reactons are discussed in more detalln other sections of the labeling: B2 Lacation that does not go z;way
ini i i ici i i ummar i
6.1 Clinical Trials Experience o Embryofetal toxicity [see Warnings and Precautions (5.1)] Bisk Summary ) - ik theefects on the breasted nfant o the effects on
i i * i i i ibi . i i ions (5.3) There is no information regarding the presence of tazarotene in human milk, the effects on e breast 8 ‘ ( .
6.2 Postmarketing Experience . ?ectlotr]s or subs??.tl?nds omitted from the full prescribing Photosensitivity and Risk of Sunburn (see Warnings and Precautions (5.3 A L O s L o Wash your hands after applying tazarotene cream.
7 DRUG INTERACTIONS information are not listed.
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i 3 H . The lack of clinical data during lactation precludes a clear determination of the risk of tazarotene cream to an infant during lactation; therefore, was anticipated to give systemic exposure in the rat equivalent to 0.6 times that seen in a psoriatic patient treated with 0.1% tazarotene cream at #Trial 1 had post-treatment period observations for 12 weeks after stopping therany, which were not part of Trial 2
FO"OW these mStruct!on_s fOI' applymg tazamtene cream: the developmental and health benefits of breastfeeding should be considered along with the mother’s clinical need for tazarotene cream and any 2 mg/kg/cm? over a 35% body surface area in a controlled pharmacokinetic study. This estimated systemic exposure in rats was 2 times the * Denotes slalzistically signifi‘t,:ant difference for “Clinical Success” com':;re!:i with cz‘hicle P '
[ ) |f you have psor|a5|s: | potential adverse effects on the breastfed child from tazarotene cream or from the underlying maternal condition. maximum systemic exposure in acne patients treated with tazarotene cream, 0.1% cream at 2 mg/cm? over a 15% body surface area. At the end of 12 weeks of treatment, tazarotene cream, 0.05% and 0.1% was consistently superior to ve'hic\e in reducing the plague thickness of
: : : 8.3 Females and Males of Reproductive Potential A long-term topical application study of up to 0.1% of tazarotene in a gel formulation in mice terminated at 88 weeks showed that dose levels - f ) : i~ i ; o 9 i ;
o If vou shower or bathe before applving tazarotene cream. vour skin should be dry before applving the ! psoriasis. Improvements in erythema and scaling were generally significantly greater with tazarotene cream, 0.05% and 0.1% than with vehicle.
y ppiying 2 y ppiying Pregnancy Testing _ o ) of 0.05 m/kg/day, 0.125 mg/kg/day, 0.25 m/ky/day, and 1 mgrkg/day (reduced to 0.5 mg/kg/day for males after 41 weeks due to Severe 1 orene Cream, 0.1% was also generally more effective than tazarotene cream, 0.05% in reducing the severity of the individual signs o disease.
cream. | Pregnancy testing is recommended for females of reproductive potential within 2 weeks prior to initiating tazarotene cream therapy which should dermal irritation) revealed no apparent carcinogenic effects when compared to vehicle control animals. Systemic exposures at the highest dose However, tazarotene cream, 0.1% was associated with a greater degree of local irritation than tazarotene cream, 0.05%
; : : begin during a menstrual period. was 3.9 times that seen in a psoriatic patient treated with 0.1% tazarotene cream at 2 mg/cm? over a 35% body surface area in a controlled Table 2. ‘Mean Decreaseé iﬁ Plague Elevation, Scaling and Erythema in Two Controlled Clinical Trialsyfo'r Pso'riasis
o YOU may use a cream or |Ot|0n TO SOﬂen or mOISten yOUf Skln at leaSt 1 hOUr before y0U apply tazamtene Contraception pharmacokinetic study, and 13 times the maximum systemic exposure in acne patients treated with tazarotene cream, 0.1% at 2 mg/cm? over a . 9 ’ 9 v
cream. Females 15% body surface area. Tazarotene Cream, 0.05% Tazarotene Cream, 0.1% Vehicle Cream
. L . Based on animal studies, tazarotene cream may cause fetal harm when administered to a pregnant woman [see Use in Specific Populations (8.1)]. In evaluation of photo co-carcinogenicity, median time to onset of tumors was decreased, and the number of tumors increased in hairless mice -
o Apply l thln layer Of tazarOtene cream tO cover Only the pSOfIaSIS |eS|0ﬂS. Advise females of reproductive potential to use effective contraception during treatment with tazarotene cream. following chronic topical dosing with intercurrent exposure to ultraviolet radiation at tazarotene concentrations of 0.001%, 0.005%, and 0.01% in Lesin Trunm:éug Kne‘gs/iOEn\Sbuw Al Treated mmmmg Kne‘ss/‘gnlsbow Al Treated Trungg;:gLeg Knelss/ign\sbow Al Treated
° If vou have acne: 8.4 Pediatric Use a gel formulation for up 1o 40 weeks. ’ - "
y G | h d d f b f | . | The safety and efficacy of tazarotene cream have not been established in patients with psoriasis under the age of 18 years, or in patients with Mutagenesis Tie 1 |Tiel2 |Tral 1 |Tia 2 |Til1 |Tra2 |Tie 1 |Tiel2 |Tra1 |Tia2 |Tiel1 |Tria2 |Tiel1 |Tiel2 |Tria1 |Tre2 |Tiel1 |Tria2
& 20mm B> o enty wash ana dary your 1ace berore applying tazarotene cream. Tazarotene was found to be non-mutagenic in the Ames assay and did not produce structural chromosomal aberrations in a human lymphocyte =218 |N=210 | N=218 | N=210 | N=218 | N=210 N=221 | =211 | N=22T |N=21T | N=221 | N=21T | N=229 | =214 | N=229 | N=214 | N=229 | N=214 | 20mm B>

o  Apply a thin layer of tazarotene cream to cover only the acne lesions.
e Ifyou swallow tazarotene cream, call your doctor or go to the nearest hospital emergency room right away.

What should I avoid while using tazarotene cream?

o Avoid sunlight, including sunlamps, during treatment with tazarotene cream. Tazarotene cream can make you
more sensitive to the sun, and the light from sunlamps and tanning beds. You could get a severe sunburn.
Use sunscreen and wear a hat and clothes that cover your skin if you have to be in sunlight.

o Talk to your doctor if you get a sunburn during treatment with tazarotene cream. If you get a sunburn, do not

use tazarotene cream until your sunburn is healed.

e Avoid using cosmetics or topical medicines that may make your skin more sensitive to sunlight or make your

skin dry.

o Avoid using tazarotene cream on unaffected skin or skin with eczema because it may cause severe irritation.

What are the possible side effects of tazarotene cream?

Tazarotene cream may cause serious side effects, including:

o  Skin irritation and allergic reactions (hypersensitivity). Tazarotene cream may cause increased skin
irritation and hives. Tell your doctor if you develop hives, or itching, burning, redness, or peeling of your
skin during treatment with tazarotene cream. If you develop hives or skin irritation, your doctor may tell you
to stop using tazarotene cream until your skin heals, tell you to use tazarotene cream less often, or change
your tazarotene cream dose. Also, wind or cold weather may be more irritating to your skin while you are

using tazarotene cream.

o  Sensitivity to sunlight and risk of sunburn. See “What should | avoid while using tazarotene

cream?’

The most common side effects of tazarotene cream in people with psoriasis include itching, redness

and burning.

The most common side effects of tazarotene cream in people with acne include peeling, dry skin,
redness and burning. These are not all the possible side effects of tazarotene cream. Call your doctor for medical
advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

__ CutHere

How should I store tazarotene cream?

e Store tazarotene cream at room temperature between 68°F to 77°F (20°C to 25°C).
o  Keep tazarotene cream and all medicines out of the reach of children.

General information about the safe and effective use of tazarotene cream.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet. Do not
use tazarotene cream for a condition for which it was not prescribed. Do not give tazarotene cream to other people,
even if they have the same symptoms you have. It may harm them. You can ask your doctor or pharmacist for
information about tazarotene cream that is written for health professionals.

What are the ingredients in tazarotene cream?
Active ingredient: tazarotene

Inactive ingredients: benzyl alcohol 1%, carbomer copolymer type B, carbomer homopolymer type B, ede-
tate disodium, medium-chain triglycerides, mineral oil, purified water, sodium hydroxide, sodium thiosulfate, and

sorbitan monooleate.

Manufactured by: Taro Pharmaceuticals Inc., Brampton, Ontario, Canada L6T 1C1

Distributed by: Taro Pharmaceuticals U.S.A., Inc., Hawthorne, NY 10532

This Patient Information has been approved by the U.S. Food and Drug Administration.

Revised: October 2017 PK-7690-1
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acne under the age of 12 years.

8.5 Geriatric Use

Tazarotene cream for the treatment of acne has not been clinically tested in persons 65 years of age or older.

0f the total number of subjects in clinical rials of tazarotene cream for plaque psoriasis, 120 were over the age of 65. No overall differences in safety
or effectiveness were observed between these subjects and younger subjects. Currently there is no other clinical experience on the differences in
responses between the elderly and younger subjects, but greater sensitivity of some older individuals cannot be ruled out.

10 OVERDOSAGE

Excessive topical use of tazarotene cream, 0.1% may lead to marked redness, peeling, or discomfort [see Warnings and Precautions (5.2)].

Tazarotene cream, 0.1% is not for oral use. Oral ingestion of the drug may lead to the same adverse effects as those associated with excessive

oral intake of Vitamin A (hypervitaminosis A) or other retinoids. If oral ingestion occurs, the patient should be monitored, and appropriate supportive
should be admini  as necessary.

11 DESCRIPTION
Tazarotene cream, 0.1% is for topical use and contains the active ingredient, tazarotene. Each gram of tazarotene cream, 0.1% contains 1 mg
of tazarotene in a white cream base.

Tazarotene is a member of the acetylenic class of retinoids. Chemically, tazarotene is ethyl 6-[(4,4-dimethylthiochroman-6-yl)ethynyl]nicotinate.

The compound has an empirical formula of C,,H,,

NO,S and molecular weight of 351.46. The structural formula is shown below:

Tazarotene cream contains the following inactive ingredients: benzyl alcohol 1%, carbomer copolymer type B, carbomer homopolymer type
B, edetate disodium, medium-chain triglycerides, mineral oil, purified water, sodium hydroxide (to adjust pH), sodium thiosulfate, and sorbitan
monooleate.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Tazarotene is a retinoid prodrug which is converted to its active form, the carboxylic acid of tazarotene, by deesterification. Tazarotenic acid binds
to all three members of the retinoic acid receptor (RAR) family: RARc, RARB, and RARy, but shows relative selectivity for RARB, and RARy and may
modify gene expression. The clinical significance of these findings is unknown.

12.3 Pharmacokinetics

Following topical application, tazarotene undergoes esterase hydrolysis to form its active metabolite, tazarotenic acid. Little parent compound
could be detected in the plasma. Tazarotenic acid was highly bound to plasma proteins (greater than 99%). Tazarotene and tazarotenic acid
were metabolized to sulfoxides, sulfones and other polar metabolites which were eliminated through urinary and fecal pathways. The half-life of
tazarotenic acid was approximately 18 hours, following topical application of tazarotene to normal, acne or psoriatic skin.

In a multiple dose trial with a once daily dose for 14 consecutive days in 9 psoriatic subjects (male=5; female=4), measured doses of tazarotene
cream, 0.1% were applied by medical staff to involved skin without occlusion (5 to 35% of total body surface area: mean = SD: 14 + 11%). The
C,, of tazarotenic acid was 2.31 + 2.78 ng/mL occurring 8 hours after the final dose, and the AUC, ,,, was 31.2 = 35.2 ngehr/mL on day 15 in
the five subjects who were administered clinical doses of 2 mg cream/cm?.

During clinical trials with tazarotene cream, 0.05% or 0.1% treatment for plaque psoriasis, three out of 139 subjects with their systemic exposure
monitored had detectable plasma tazarotene concentrations, with the highest value at 0.09 ng/mL. Tazarotenic acid was detected in 78 out of 139
subjects (LLOQ = 0.05 ng/mL). Three subjects using tazarotene cream 0.1% had plasma tazarotenic acid concentrations greater than 1 ng/mL. The
highest value was 2.4 ng/mL. However, because of the variations in the time of blood sampling, the area of psoriasis involvement, and the dose of
tazarotene applied, actual maximal plasma levels are unknown.

Tazarotene cream 0.1% was applied once daily to either the face (N=8) or to 15% of body surface area (N=10) of female subjects with moderate to
severe acne vulgaris. The mean C_, and AUC values of tazarotenic acid peaked at day 15 for both dosing groups during a 29 day treatment period.
Mean C,_, and AUC,, values of tazarotenic acid from subjects in the 15% body surface area dosing group were more than 10 times higher than
those from subjects in the face-only dosing group. The single highest C, ., throughout the trial period was 1.91 ng/mL on day 15 in the exaggerated
dosing group. In the face-only group, the mean =+ SD values of G and AUC, . of tazarotenic acid on day 15 were 0.10 + 0.06 ng/mL and 1.54
+ 1,01 ngehr/mL, respectively, whereas in the 15% body surface area dosing group, the mean = SD values of C_, and AUC,,, of tazarotenic acid
on day 15 were 1.20 + 0.41 ng/mL and 17.01 = 6.15 ngehr/mL, respectively. The steady state pharmacokinetics of tazarotenic acid had been
reached by day 8 in the face-only and by day 15 in the 15% body surface area dosing groups.

Ina Phase 3 clinical trial, tazarotene cream, 0.1% was applied once daily for 12 weeks to each of 48 subjects (22 females and 26 males) with facial
acne vulgaris. The mean + SD values of plasma tazarotenic acid at weeks 4 and 8 were 0.078 + 0.073 ng/mL (N=47) and 0.052 + 0.037 ng/mL
(N=42), respectively. The highest observed individual plasma tazarotenic acid concentration was 0.41 ng/mL at week 4 from a female subject. The
magnitude of plasma tazarotenic acid concentrations appears to be independent of gender, age, and body weight.
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13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

A long-term study of tazarotene following oral administration of 0.025 mg/kg/day, 0.050 mg/kg/day, and 0.125 mg/kg/day to rats showed no
indications of increased carcinogenic risks. Based on pharmacokinetic data from a shorter term study in rats, the highest dose of 0.125 mg/kg/day

e

assay. Tazarotene was non-mutagenic in the CHO/HGPRT mammalian cell forward gene mutation assay and was non-clastogenic in the in vivo
mouse micronucleus test.

Impairment of Fertility

No impairment of fertility occurred in rats when male animals were treated for 70 days prior to mating and female animals were treated for 14
days prior to mating and continuing through gestation and lactation with topical doses of tazarotene gel up to 0.125 mg/kg/day. Based on data
from another study, the systemic drug exposure in the rat would be equivalent to 0.6 times that observed in a psoriatic patient treated with 0.1%
tazarotene cream at 2 mg/cm? over a 35% body surface area in a controlled pharmacokinetic study, and 2 times the maximum systemic exposure
in acne patients treated with tazarotene cream, 0.1% at 2 mg/cm? over a 15% body surface area.

No impairment of mating performance or fertility was observed in male rats treated for 70 days prior to mating with oral doses of up to 1 mg/kg/day
tazarotene. That dose produced a systemic exposure that was 1.9 times that observed in a psoriatic patient treated with 0.1% tazarotene cream at
2 mg/cm? over a 35% body surface area, and 6.3 times the maximum systemic exposure in acne patients treated with tazarotene cream, 0.1% at
2 mg/cm? over a 15% body surface area.

No impairment of mating performance or fertility was observed in female rats treated for 15 days prior to mating and continuing through gestation
day 7 with oral doses up to 2 mg/kg/day of tazarotene. However, there was a significant decrease in the number of estrous stages and an increase in
developmental effects at that dose [see Use in Specific Populations (8.1)]. That dose produced a systemic exposure that was 3.4 times that observed
ina psoriatic patient treated with 0.1% tazarotene cream at 2 mg/cm? over a 35% body surface area and 11 times the maximum systemic exposure
in acne patients treated with tazarotene cream, 0.1% at 2 mg/cm? over a 15% body surface area.

Reproductive capabilities of F1 animals, including F2 survival and development, were not affected by topical administration of tazarotene gel
to female FO parental rats from gestation day 16 through lactation day 20 at the maximum tolerated dose of 0.125 mg/kg/day. Based on data
from another study, the systemic drug exposure in the rat would be equivalent to 0.6 times that observed in a psoriatic patient treated with 0.1%
tazarotene cream at 2 mg/cm? over a 35% body surface area, and 2 times the maximum systemic exposure in acne patients treated with tazarotene
cream, 0.1% at 2 mg/cm? over a 15% body surface area.

14 CLINICAL STUDIES

In two 12-week vehicle-controlled clinical trials, tazarotene cream, 0.05% and 0.1% was significantly more effective than vehicle in reducing the
severity of stable plaque psoriasis. Tazarotene cream, 0.1% and 0.05% demonstrated superiority over vehicle cream as early as 1 week and 2
weeks, respectively, after starting treatment.

In these trials, the primary efficacy endpoint was “clinical success,” defined as the proportion of subjects with none, minimal, or mild overall lesional
assessment at Week 12, and shown in Table 1. “Clinical success” was also significantly greater with tazarotene cream, 0.05% and 0.1% versus
vehicle at most follow-up visits.

Table 1. Subject Numbers and Percentages for Overall Lesional Assessment Scores and “Clinical Success” at Baseline (BL), End of
Treatment (Week 12) and 12 Weeks After Stopping Therapy (Week 24)* in Two Controlled Clinical Trials for Psoriasis

Tazarotene Cream, 0.05% Tazarotene Cream, 0.1% Vehicle Cream

Trial 1 Trial 2 Trial 1 Trial 2 Trial 1 Trial 2

N=218 N=210 N=221 N=211 N=229 N=214
Score BL |WKk12|Wk24| BL |Wk12| BL |Wk12|Wk24| BL |[Wk12| BL [Wk12|[Wk24| BL |Wk12
None 0 1 1 0 2 0 0 0 0 6 0 0 1 0 1
(0) (0.5%) | (0.5%) (1%) (3%) (0.4%) (0.5%)
Minimal 0 " 12 0 7 0 12 14 0 1 0 7 6 0 1
(1) (5%) | (6%) (3%) (5%) | (6%) (5%) (3%) | (3%) (0.5%)
Mild 0 79 | 60 0 76 0 75 53 0 0 0 49 | 43 0 54
#] (36%) | (28%) (36%) (34%) | (24%) (43%) (21%) | (19%) (25%)

Moderate | 141 86 90 | 100 | 74 | 122 | 97 | 107 | 96 62 | 139 | 119 | 114 | 97 99
@) (65%) | (39%) | (41%) | (48%) | (35%) | (65%) | (44%) | (48%) | (45%) | (29%) | (61%) | (52%) | (650%) | (45%) | (46%)

Severe 69 39 51 80 36 91 36 46 86 29 81 51 61 93 47
(@] (32%) | (18%) | (23%) | (38%) | (17%) | (41%) | (16%) | (21%) | (41%) | (14%) | (35%) | (22%) | (27%) | (44%) | (22%)

Very 8 2 4 30 15 8 1 1 29 13 9 3 4 24 12
Severe | (4%) | (0.9%) | (2%) | (14%) | (7%) | (4%) | (0.5%) | (0.5%) | (14%) | (6%) | (4%) | (1%) | (%) | (11%) | (6%)
)
“Clinical 0 91 73 0 85 0 87 67 0 107 0 56 50 0 56
Success” (42%") | (33%") (40%") (39%) | (30%) (61%) (24%) | (22%) (26%)

0 no plaque elevation above normal skin level; may have residual non-erythematous discoloration; no psoriatic scale

1 essentially flat with possible trace elevation; may have up to moderate erythema (red coloration); no psoriatic scale

2 slight but definite elevation of plaque above normal skin level; may have up to moderate erythema (red coloration); fine scales with some lesions
partially covered

3 moderate elevation with rounded or sloped edges to plaque; moderate erythema (red coloration); somewhat coarser scales with most lesions
partially covered

4 marked elevation with hard, sharp edges to plaque; severe erythema (very red coloration); thick scales with virtually all lesions covered and a
rough surface

5 very marked elevation with very hard, sharp edges to plaque; very severe erythema (extreme red coloration); very coarse, thick scales with all
lesions covered and a very rough surface
Clinical Success defined as an overall lesional assessment score of none, minimal, or mild.

Plaue |B# |229 |250 |240 (252 |228 |251 (234 (252 |235 (249 (232 |251 (228 |250 |235 |251 |229 |25
elevation |C-12 |-0.83" |-0.98" |-0.91" [-1.04" |-0.75" | -0.90* | -1.08" |-1.25" | -0.96" |-1.21" |-0.83" |-1.08" |-0.59 |-0.69 |-0.57 |-0.68 |-048 |-061
C-24 |-075° 078 -0.60° -0.87° 073 063 057 -0.49 042
Scalng  (B# |226 |245 |247 (260 |232 (247 (237 (245 |240 |257 (236 (253 (234 (246 (245 |261 |231 |2583
12 |-075 |-090 |-0.78" |-0.98" |-0.67* |-0.80 |-0.84" |-1.06" | -0.76" |-1.13" |-0.73" |-1.08" |-0.66 |-0.79 |-062 |-0.76 |-0.46 |-0.70
24 1068 062 051 0.79° 061" 059 -0.56 045 0.34
Eytiema |B# 1226 |251 |217 |240 |223 |248 |225 |283 |247 |242 \221 \251 \224 \247 217 |234 |24 (241
12 |-049 |-085" |-044 |-066" |-0.40 |-062 |-049 |-0.82" |-0.57" |-0.82" |-042" |-0.78" |-0.42 |-046 |-038 |-0.44 |-0.37 |-0.47
24 1052 .44 041 -0.55 0.52° 039 043 -0.34 0.33

Plaque elevation, scaling and erythema scored on a 0-4 scale with 0=none, 1=mild, 2=moderate, 3=severe and 4=very severe.

B#=Mean Baseline Severity;

C-12=Mean Change from Baseline at end of 12 weeks of therapy;

C-24=Mean Change from Baseline at week 24 (12 weeks after the end of therapy).

*Denotes statistically significant difference compared with vehicle.

Acne:

In two large vehicle-controlled trials, subjects age 12 years and over with facial acne vulgaris of a severity suitable for monotherapy with a topical
agent were enrolled. After face cleansing in the evening, tazarotene cream, 0.1% was applied once daily to the entire face as a thin layer. Tazarotene
cream, 0.1% was significantly more effective than vehicle in the treatment of facial acne vulgaris. Efficacy results after 12 weeks of treatment are
shown in Table 3

Table 3. Efficacy Results after Twelve Weeks of Treatment in Two Controlled Clinical Trials for Acne

Cream, 0.1% Vehicle Cream

Trial 1 Trial 2 Trial 1 Trial 2

N=218 N=206 N=218 N=205
Median Percent Reduction in
© Noninflammatory lesions 46%* 41%" 27% 21%
* |nflammatory lesions 41%* 44%* 27% 25%
* Total lesions 44%" 42%" 24% 21%
Percent of Subjects with No Acne or Minimal Acne 18%* 20%" 11% 6%
Percent of Subjects with No Acne, or Minimal Acne, or Mild Acne 55%" 53%" 36% 36%

*Denotes statistically significant difference compared with vehicle.

16 HOW SUPPLIED/STORAGE AND HANDLING

Tazarotene cream is a white cream available in a concentration of 0.1%. It is supplied in a collapsible aluminum tube with a tamper-evident
aluminum membrane over the opening and a white polypropylene screw cap, in 30 g and 60 g sizes.

Tazarotene Cream, 0.1%

30 gram NDC 51672-1373-2

60 gram NDC 51672-1373-3

Store at 20° to 25°C (68° to 77°F) [see USP Controlled Room Temperature]

17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Patient Information).

Embryofetal Toxicity

Inform females of reproductive potential of the potential risk to a fetus. Advise these patients to use effective contraception during treatment with
tazarotene cream. Advise patients to inform their healthcare provider of a known or suspected pregnancy [see Warnings and Precautions (5.1) and
Use in Specific Populations (8.1, 8.3)].

Photosensitivity and Risk of Sunburn

Advise patients to avoid excessive sun exposure and to use of sunscreens and protective measures (hat, visor). Advise patients to avoid using
tazarotene if also taking other medicines may increase sensitivity to sunlight.

Important Administration Instructions

Advise the patient of the following:

1. For the patient with psoriasis, apply tazarotene cream only to psoriasis skin lesions, avoiding uninvolved skin.

2. If undue irritation (redness, peeling, or discomfort) occurs, reduce frequency of application or temporarily interrupt treatment. Treatment
may be resumed once irritation subsides [see Dosage and Adminstration (2.1)].

3. Moisturizers may be used as frequently as desired.

4, Patients with psoriasis may use a cream or lotion to soften or moisten skin at least 1 hour before applying tazarotene cream.

5. Avoid contact with the eyes. If tazarotene cream gets in or near eyes, rinse thoroughly with water. Seek medical attention if eye irritation
continues.

6. Tazarotene cream is for topical use only. Do not apply to eyes, mouth, or other mucous membrane. Not for ophthalmic, oral, or intravaginal
use.

7. Wash hands thoroughly after applying tazarotene cream.

Manufactured by: Taro Pharmaceuticals Inc., Brampton, Ontario, Canada L6T 1C1
Distributed by: Taro Pharmaceuticals U.S.A., Inc., Hawthore, NY 10532
Revised: October 2017 PK-7690-1 3
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