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more sensitive to sunlight. Tell your doctor about all medicines that you are taking. (See “Who
should not use tretinoin gel, USP (microsphere) 0.1%?” and “What should | avoid while

« you are breast feeding. We do not know If tretinoin gel, USP (microsphere) 0.1% can pass
using tretinoin gel, USP (microsphere) 0.1%?")

through your milk to the baby.

« you are using any other medicines to treat your acne. Do not use other medicines unless
they are recommended by your doctor. Other acne medicines used with tretinoin gel, USP
(microsphere) 0.1 % may make your face more likely to be dry and red and cause It to peel.

Do not use more tretinoin gel, USP (microsphere) 0.1% than your doctor has prescribed. Do

not use tretinoin gel, USP (microsphere) 0.1% more often than your doctor has told you. Too

use acream or lotion that will not make your acne worse. You may use cosmetics with tretinoin

much tretinoin gel, USP (microsphere) 0.1 % may Imitate or increase the Irritation of your skin,
gel, USP (microsphere) 0.1%. However, clean your face before using cosmetics and remove

* you are taking medicines for other health conditions. Some medicines may make your skin
and will not give faster or better results.

USP (microsphere) 0.1% once a day in the evening, or as directed by your doctor.
Tube: Squeeze a small amount of tretinoin gel, USP (microsphere) 0.1% (about the size of

* you are pregnant, planning to become pregnant, or may be pregnant.
0.1% evenly over the entire surface of your face by gently
Do not put tretinoin gel, USP (microsphere) 0.1% near your
mouth, eyes, or open sores, or on the corners of your nose.
Spread tretinoin gel, USP (microsphere) 0.1% away from

How should | use tretinoin gel, USP (microsphere) 0.1%7?
smoothing It into your skin.

Wash your skin with mild, non-medicated soap and dry your skin gently. Apply tretinoin gel,
USP (microsphere) 0.1% on your forehead, chin and both

Pump: Fully depress the pump twice to dispense a small
amount of tretinoin gel, USP (microsphere) 0.1% (about
cheeks. Spread tretinoin gel, USP (microsphere) 0.1%

the size of a pea) onto your fingertip. Dab tretinoin gel,

apea) on your fingertip. Dab tretinoin gel, USP (microsphere) 0.1% on your forehead, chin,
ing it into your skin.

and both cheeks. Spread tretinoin gel, USP (microsphere)
‘You can use a faclal cream or lotion each morning after washing your face. It should contain a

sun protection factor (SPF) of 15 or higher. Follow your doctor's advice because you need to
cosmetics from your skin before using tretinoin gel, USP (microsphere) 0.1%. Talk to your

Tell your doctor before using tretinoin gel, USP (microsphere) 0.1% if:
doctor about recommended cosmetics.

evenly over the entire surface of your face by gently smooth-
these areas when putting tretinoin gel, USP (microsphere)

Confidential
0.1% on your skin.

Bar Code
e) 0.1% only on your doctor's

P

PATIENT INFORMATION
Tretinoin gel, USP (microsphere) 0.1%
For Topical Use Only
Read this information carefully before you start to use your medicine and each time you get
in gel, USP (r

ANDA 202026, Section 1 14 1 3 Packa;

Spear Pharmaceuticals, Inc
Gel, USP

.

E:::/tmoin

crosphere) 0.1%

cause severe Irritation if used on eczema.
« you are allergic to any of the ingredients In tretinoin gel, USP (microsphere) 0.1%.

The active ingredient Is tretinoin. See the list of other ingredients at the end of this leaflet.

fully recovered.
* you have eczema or other skin conditions. tretinoin gel, USP (microsphere) 0.1% can

more medicine. There may be new Information about this medicine when you get your pre-

scription renewed. This leaflet provides a summary of the information about tretinoin gel, USP
feeding. If you become pregnant while using tretinoin gel, USP (microsphere) 0.1%, contact

your doctor right away.
doctor can help you find out if you are taking medicines that may make you more sensitive to

sunlight. (See “Who should not use tretinoin gel, USP (microsphere) 0.1%7?" and “What
should | avoid while using tretinoin gel, USP (microsphere) 0.1%?")

What is fretinoin gel, USP (microsphere) 0.1%?
treat acne. Acne Is a condition in which the skin has blackheads, whiteheads, and other pimples.

Who should not use tretinoin gel, USP (microsphere) 0.1%?

Do not use tretinoin gel, USP (microsphere) 0.1% if:
* you are sunbumed. Do not use tretinoin gel, USP (microsphere) 0.1% until your skin has

Avoid sunlight or sunlamps and medicines that may make you more sensitive to sunlight. Your
Tretinoin gel, USP (microsphere) 0.1% Is a prescription medicine that you put on your skin to

advice and follow your doctor's instructions carefully. The medicines you have used in the past

Tretinoin gel, USP (microsphere) 0.1 % may make your skin very dry, red, swollen or blistered.
might cause too much redness or peeling.

Contact your doctor if these side effects bother you.

Tell your doctor if you are pregnant, think you are pregnant, trying to get pregnant, or are breast
Use other acne medicines with treti

What is the most important information | should know about ftretinoin gel, USP

information does not take the place of talking with your doctor; so, if you have any questions or
(microsphere) 0.1%7?

are not sure about something, ask your doctor or pharmacist.

(microsphere) 0.1%. It does not include everything there Is to know about your medicine. This
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T~ Ranove his poifion bafora di

*eare sceyns Apodq €10} 1o}
pezeLLOU 8sop [eo]do} UeLUny e} sewy /1) Aep/Ox/Ou g o sseoxe
U) SESOp e panlesco aJam UojEp.ejal Yol pue ssjeuosu JO BANNS
peseansp ‘UpUlel Yim sjel U sepnis (| Juswibes pue | juswbes [eo
U| "paAIesqo alam 80 pue (eese soeyns Apod [e10) JO) pezfeuLou
pue Ajfeoido} pejddie 8s0p OjUUBISAS LBLLNY LUNULXELL 8L} SeLuf 2) Aep
/B/BLU G210 Yym pejealy sefeLus) U soAiquue elejALou Jo Jusdisd pue
Jequunu eu U seseesu| GUeoyudis Afeopsiels U Wojs pue ‘(eee
8oeiNs Apodg e} 1o} pezfeLwou pue Kjeojdo) pejdde escp ojwesfs
UBLLNY LUNWIKEW 8y sewy t) Aep/ByBw g0 18 uees aem Aypout
pUe Junoo uueds Ul seseansp (ueoyubls Afeopsiers U Jbjs ‘syel
U| UOJJINULLC) UDURS.} J8UIOUE JO Seipms Al Hia) | JusLUbes feuuep Ul

*AESSE SNBONUCIOLL 8SNOLL
U} pue Aesse UOEINLL PIEMIO) 1 D H 8U) KBSSe SeLLy 8Uj Ul AoKo}
opeusl Joj enelBU PUE ‘UOIEAIOR DJOCRIEW JO BOUSSTR 8U) U S|jed
UB|feLLLLIELLI U] ABSSE UOHTELIeCE [BLUOSOLLIOILO O4iA Uy 8} Ul SUO|LBde
[ELLOSOLLIOILP [BIMONUES J0 Uojprpu| o) eApsod sem Jeuukodoo sepe|Al
-0 Jus|dpX® 8Uj} Jo JusuodLICO B YNQD3 'siseusbole.e) pue Ao}
opsusb Joj epusjod UMOYS BARY S8.8UdSoI0|L 8L 0 SIUBLOALIOD 8]

“anpebBU 8I8M LDIUM J0 LI0q KESSE SNBINUIOISLL 8SNOLL OAA L 8L} U
Ppue Aesse seLL 8L U| pajerfens sem Louel} Jo eusiod ojusbejnuu eyl

*S80INOS LO|JpERL| 18]
-OpRIYN [EPYIME O JYBIIUNS 0} 2iNsodxe eZWUiL pnoys sjusfed ‘feej
JOU S| SUBLUNY O} SBPNJS 8S8Uj Jo 8oLROYUBS 8} UBNOUNY "upuipL}
94,80'0 fq s|seusBbouprecojoyd o UsLIBOURYUS 8U} SWIOOIBAO JOU
PP uopejuswibid ep pue ‘sojul pejusubid u) Apnis Jefe) B ) pewy
-U0O UBBq Sey 1088 S|LL JOE|NUIS Je|os B Wy B VAN PUe SAN
$8s0p ojua Boufored Jo [eusjod ojus BoLLIN 8L} BoUBYUS ABLI URUIBL}
0} ainsodxe Juennouoo Jey) ebiins eojw oujge sseley Ul sepnis

%10 (aseydsaoiu 4sn ‘eb
ujounal LM peuopied useq pu ey Bupse) Apjusbouied eulsq

“(Biem Apoq Bxuue
B 20°0) uos.ed 6% 0§ & 0} Arep palidde % | 0 (usydsomopu) 4sn ‘18b
ujoupai}jo urelb | se pauysp s| Afeojdo} pe) dde escp ojLuels /s Lewny
WINWXeL 8y} ‘sunsodxe uewny ojuesis 0} ainsodxe [ewiue ey Jo
suospedLoo Jo sesodind Jo4 feere eoeyns Apoq )0} o) PaZRULOU
‘S0P OLUIBISAS LIBLLIN| LUNLURKELL 8L} S} |°0) 80ju 0} Afeojdo) pels)
-S|ULpE Sem ujoupes 0 Aep/D/OW G20°0 usum epueod ojusboup
-1ed J0 80UEP|A8 OU SBM 8.8L|L "0l JO URLS S|U} U| SIOLNY eS8y} JO)
8] 80UBLINOOO0 [RINJEU PUNOIBX3OB] 8L} UILHIM elem £BU) 8sneoeq pue
ujouRes} JO (ALIN) 8sop peeIs|o} ABLUKELL [BLLIED 8L} PEpBsoXs Jeu}
SESOp I Palnooo A8} esneoeq Jesp Jou s| sBuipuy esey) o souedyju
-0 [e0I60j0K 8L L B8 8JeUns Apoq [E0) o) PeZfELLIOU LBum Kjfed
-jdo} pejKdde 8sop oJLUs)SAS UBLUNL LUNWIXELL 8L} S8} JNOJ PUB OM)
o1 sesop esey| Keapoadsal Kep/Oybu 'L pue G0 a8 SUO|TENULLI)
96GE00 PUB %/ |0'0 PEISISILILIPE 8L} U PBJB100SSE S8S0P O|UIBs/S
LUNLURCRLL 8L|] "SESOP SLLES 8SOL) B PAAISSCO SBM 80U 8[eLU U S0
-N} J8A|| 0 B0USPIOU) PER(e-e80p Y (9 1'0) UOIIENULLO) [OJUI0 SIU} Jo
UOJRIIUEOUOO U LRI} 8L} JesU 8l SUOJ2LIBOLCO 8sel|] "eo|LU SfeLs)
8LUOS U| pBAIESTO 8.Jem Ba e JusLLYRel) eu) U| sewwojjded pue sewsouo
-Ie0 B0 Snouwerbs snosueino ‘UjoURel) Jo SUOEINULLDY 9% SE0°0 Pue
%100 PaISjs|ULLPE 818 80U |-0O Uoum Ul Apnis [ewsp Ypem
<16 B U :Auiped Jo jusuuredw| ‘sissusbeinjy ‘sissusboujaied

‘unbeq s| %0 (@seydsosju) 4sn ‘1eb
ujoupad} Jo 8sn 8i10jeq epjsans o} suaemedaid Yons J0 spays U Mojle
O} eS| S| OS[e ) "% 0 (Bisydsolojul 4gn ‘B0 uiouRas Yym poe
opfoles Jo ‘jouploseal dnyns ‘eppoled |fozusq Bujumpeuco suopeedeid
BLOE JBJUN0O-8U}-18/0 [20]d0} JO &8N JLIEJLLIOOUIOD BUJ LJIM PBS0eXe 8q
PINoUs UCHNED Jejnojlied seLul| 0 [9ed U} LM JOBIUOO PRAY “UpUIBL}
Ui Uopoe is)u) ejqissod 40 8smieosd LORNED YA pesn &q pinous seojds
10 ‘sebuyse ‘oyoofe o sUoFRUEoUsO Ubi Y spnpoxd ‘pays
Buip Buons ® eAey Jey) sponpoid ‘siesuespo pue sdeos eAseIqe
Jo pejeojpell ‘UojjeojpeLl [e0]do} JUEYIOOUOD suofioeigiul Brug

8Y/ee"] UOJRULIOJU] JUSHEd 89S 'SIUBIEd 0} UDIIBULIOJU]

“UORIPUOD S|y

U sjusped uj UORNeD JSougn Yym pssn eq pinoys pue Upjs snoj
-BWSZ08 U0 UORE)L| e)eres esned o) papodal useq sey Uoupell e

*SeURIGLUSUI

SNOONLU PUE ‘990U 8Y} JO Saseal [eseuesed ‘ynow sy} 'safe sy

woy Aeme xdex &g PNCYS % 10 (eisydsaiou) dsn ‘1eb ujouplL «
“UouRel} UYM Jusiupsal Jepun sjusied

0} Buppelll) eq ABW OSfe ‘P00 JO PUM S8 LoNS ‘SewanXs BUES\\
*PepiONe £q JoULED aInsodxe Usym pepusLlLIcoal 8l seae
peyeel Jano Buyigo enjosiad pue (G1 4dS) sjonpaid useiosuns Jo
S5 "UoNED JENofHEd SS{AIEXS PINCYS UNS &u)} O} AYNjIsuUes Jualsyu)
UiM 880y} pue Uoednaco ) enp eInsodXs UNs SqeIspIsUco eney
0} pasnbel &q Ae OUM SUSfEd "UIOUaN JO 88N &y} JO Ynsal & s2
Wojuns o} AYapdecsns peusbiey Jo ssneoceq paiancoel Ay [pun
jonpaid ey} &8N 0} Jou PESIAPE 84 PINCYS UINGUNS UM sjusfed pue
%10 (@sydsaiu) dsn ‘|eb ujoupa Jo esn ey Buunp pezwuw
&q pinoys ‘sduguns Bupnjoul ‘WBjUNs o} ansodxe pejosjaidun
“Inydipy &q Aew Aep ey Bupnp Jusflows

emEdadde ue Jo esn ‘os )| ‘pecusyedxs eq osfe Aew ssaUlp upls
NSS80X3 "PenUUOSIP 8q PINCYS UOIEipsll 8y JO 88N ‘SINd00
Aysuss BupssCOns uooesl )] *peys| Gese useq Jousey uoeod
-de Jo ssjousnbey peonpel Je Aceoy3 ueyisbio) e esn enupuoosp
Jo ‘flrelodws) esn enupUCOSP ‘ucEopew ey) Jo uogeddde jo
fousrbay Jo Junowe ey} sonpal Apfeloduus) 0} peypselp eq pinous
sjuefed ‘sjeLEM UOREW 0 88ibep 8y} J ‘pe.els|q O ‘usjons
‘pal ‘Aip Alensseoxs ewooad ABL SErpWpU| UEBLSD Jo Ups 8yl e

[eiBUSD
SNOLLNYO3Hd

Pejou s| siusjpaibul sy o AUe o} Aypsues
-1adAy J) penuuoosp eq pinoys J “sjusuoduuco sy Jo Aue 0} suopoeal
Aysues Jo AIOBEIY B UM SENPINPU| U pejeopuieuod s| Bnip syl

SNOLLVOIONIVHLNOO

“13U00 BpojuyaA 8U3 Lo sused el
40 (966) JusdIBd BUIU 0} PaIEALLIOD SE ‘JNSal JUBIB0XS LE PBABILIDE 9% |0
(essydsomnpu) 4sn ‘16 upupes Buisn sjusized Jo (9682) ueosed Wble
-Ruamy ‘z# ApMIS Ul "oAU00 BpjeA Bu, Lo siusied Jo (%4 1) saied ue
-A8j8 0} Pa/edLLIoD Se ‘Ysal JUs|jsoxe U2 Pars|Loe % |0 (eieydsomopL)
dsn ‘1B ujouped Buisn syueped Jo (9 58) Jueoad any-AuUY ' # AmS Ul
"8suodsal [eOjUo 8Uj} Jo UoeN[eAs [eqojb s JofeBpsenL euy Ul ejojuen suy
0}Jopadns Ajueoyubls osfe sem 910 (eudsoniu) Jsn 8B upupeiL

%9+ %ET %2E %S¥ SJUNCO LoIss| [EjoL

%z | %8l | %6 | %LE b

SJUNOO oS
%6Y Aloyeuuwreyu-uoN

%E %2T %2E

S99 | sz, | sdiz | sHaL
z#fonis | 1# fomis | z# Apmis | L fomis

%10 (eueydso.oju)
dsn ‘leb upupel

% "0 (e1eydsolo|w) dsn ‘86 uoupslL
SJUNOY UOJSET U| UOIoNpeY Jusdlad Uespy

180 eojueA

S|} BuivoIo)
SU} Ul UMOUS &l SH98M Z | 10} Juslljeal Jeje SUpseq Loy sjunoo
UOS| U] SUORONPaI UESLU 8L "SJUncO UoRs| sude Jo Auerss ey Bu|
-Orpal U|SpjusA UeL) snjos)s eiow A Ueoy|ubss sem Aep eouo pejdde
%40 (eeydsaniu) 4sn ‘B0 upue. SSiprs PeoUCO-SIoIUsA OM Ul

S3IANLS WOINITO

‘PaUsIgeISe
Useq JoU 8ABY SERICSIP B0 JO Jusuleal ey} uj Jonpaid sjy Jo esn
U} Jo Aoeoye pue Asjes eyl ‘syebnA suce JO Jusulesal el u| uop
-eojjdde [eoxdo} 4o} pejesipul S| 910 (e udsalolul) Jsn "0 upupeiL

JOVSN ANV SNOLLYOIANI

S| SUIESEq 0} BNJER1 % "0 (18Udsomiw) JsN
B uoupel} Jo suogeajdde Afep sidpinL o SO U B JEYe passyeun
Afenuesss asem pue w/Bu € 0 | Wway pebues AfeBus ‘pioe dpujel
-OXO-p-S9-E | PUB 'PIOB JOUREI-OXO-p-SURIH[E 'PIOB DOURSI-SI-E L
‘Se)joqEleLU S} PUB UIOURS.] J0 SUO[JR4usouco BuIseid 8y | “ApAjosdsal
‘%(FS'0) 1" L PUB (1 1'0) 28'0 @XM B0 %1"0 Bl LpIM SAED €2 JO
polied € 10} ‘suofesidide Aep siiin puesibuls uoq Buwold ‘%/as)
UesL AICER/BOK OAR ) JO SSEURST “USLLIOM PUE UsW Auyesy v
U] P2S99SSe SeM 'S808) pue supn oju| Brup pepqgep|pel JO Lo

BNJENLUID 8y} AQ peUluLSiep Se UORAInSCR SnosUelnosd Uel U
WS|IOCEISLU '\ UILLEJIA JO S)I0CEISL B § UjoUS)] *SosupjodBuLIByd

"POCISISPUN J0U 18 Uooun) upis epenbel
uosakixe sush u) ssbiueyo peonpul-uloupal Aqalisym SWSiUEosW
pexe ey "uossaldxe eush u) ssbueyo seeneo s10)dsos) Jegonu essy)
4O UoEAROY "SICKIS08] PIo. OfCUREI JESIONU JO AjlUie) B LM uooe.siu|
SuiouRal} Aq pejEpeLL 88 SJosS 688U S| &0 [BULSPKS JO UoEfus
-leyp pue uoeigiad ey) Bugeinpow Aq sice uoupal) KEuciippy

“‘peonpal § ‘syebina sude Jo uos| Josinoald ey
* OPBLICOQIOfU B4} JO UO(JELLLIC) B} PUE PEPNIXS BIE SISO OpSLIcO
8} ‘suofoe 688y} YBNaILL SEjA00eLIo0 Jualsype-Aesodf ‘Ulu 4O epel
JBNoUIN} B} SETEBIOU| OS{E UIOURS.} ‘BljsUids Jenajio) 0 AAjoe Jjoyw
&y} Bupsealou) A "eofo} L} WO $8)£208U100 J0 BuIppsys peoueyus
U} pUe § 80 PayjuIo JO JusLIYIEleR Sejowaid UjouiBlL S Efeyde
PeZUYEIS] JO SSSOXS U UIM SO0} U| L0} SSUCPSIOD *UoREZUIYR
-8 JEinayo} feusouce Aypoul 0} Ayige sy o} Auewud enp s sue u|
ujoupal Jo sssuBAoays U} JeL) Sisebins souspiie JUsLND ‘umouNun
S UIOUIBA JO UOe JO 8poW J3eXe U} YBnoyyy :UoRoY JO 9pon

“jog 1o ‘susjueyosw Jeyo ‘siojdsoal
PIce Joulal JO UORNIR UBNOIU) PSEpsL &re Lioual JO S108ys [0
-UJIO 84} JBUIBUM PeUSIICEISe Useq Jou SEY ) ‘UCTEIUBISYP pue UumoIB
1180 Etieyyde pue ‘siseylufs ujslaid usnbesqns ‘uojssalche susb Ay
-pow o} pe Aew youm (Advyd pue ‘duvd ‘Odvd) sioxlecal sesfonu
(vt pioe prounal 8u)} JO SIBqUISLI SaIL) SSYRNITe UoURal YBNOUY

“Jonpaid Brup eoido) BujurEll co-Ujcues
© JO uoeojdde Buimao) Jnooo suqiRiueouco Jfojgsiyd Jo sseaxs u)
UjouURal JO §8AS SNOSUBINO N 'SNEINU U [0S0 eu) Ul sicjdecal
JenBceAU) O} SPUIC TEU) W UIURBYA JO 8Y100BBLU POURal © §f UjoUlBiL

ADOTOOVWHVHA TVIINITO

€HO
HO0D \/\/\/\/HU

€HO €HO SHO OfH

“BINjorUEs BUMO|O} 8L} 82U UIoUReS "' 00€ JO
WBIBMJEINOS{CL B S UjCURaN W UWEYA Bujunooo Afeinyeu Jo ejjode)
-8Ul B pue ‘spunoduiod Jo Ajure) poupal ey} JO Jsquisll e § ) pioe
SouseIBEUOL-§'9'Y' 2~ L-UBXayoiato- L-1ALeunl-g' 9 Z)-6-Huiswip
-1'e-(3-1) 52 UMOW] Osfe ‘Pioe djoulel-SURIHIE S UjouRes Kledjwsyo

“susnjoyxaipy
pepEfing pue ‘sujureial) ‘joyoofe Kzueq ‘|ofjodoo sucoypwip pue
SUCBUIKNO ‘Speresisip Jeuie 8s0on|B IApsW 0Z-Ddd ‘PIoe A0S
‘|06 eustfidord ‘W1Q3 wN|posp ‘UNeB dy/6 Jewogieo sem
peyund ame uogenuug iU Jo siusucdwoo JeLyo "Bl snoenbe ue u|
‘ujoupe} ‘JusipaiBul e\joe 8uj JO UCENIOU) BKeLs O} selydsaliw snal
-od JswiA|odsso.o apsyuceyswp |0of|B/apEuceyisw Kyisw sssn uoy)
BiNULIO S{YL "SPElinA sude Jo JusLugeel [edfday Jof ujoupan ‘Wfsm Aq
9% 10 BUUELOCO UCEINWLIO)E §f % |0 ([B1sydsaiiu) 4Sn ‘180 ujousiL

NOLLdIHOS3a

"ISN TYNIOVAVHLNI HO
“TVHO ‘OIWTVYHLHJO HOd LON ‘KINO 3SN Tv¥oldOL HO4

o
[ee]

%10 (2qd5040]%
dSN [°O UTOUNIL]

apoy Je

FQfer nce |




Page 3

ask you to stop using tretinoin gel, USP (microsphere) 0.1% for a while, change the amount of
tretinoin gel, USP {microsphere) 0.1% you are using, or change the times that you use tretinoin

gel, USP (microsphere) 0.1%.
These are not all the side effects possible with tretinoin gel, USP (microsphere) 0.1%. For more

information, ask your doctor or pharmacist.
This medcine Is for your use only Do not allow anyone else to use this medcine. Medicines are

sometimes prescribed for conditions not mentioned in patient information leafiets. Do not use
The active ingredient is tretinoin. The inactive ingredients are purified water, carbomer 974F, glyc-
erin, disodium EDTA, propylkene glycal, sorbic ackd, PPG-20 methyl glucose ether dstearate, cy-
clomethicone and dimethicone copolyal, benzyl alcohol, trolamine, and butylated hydroxytoluene.

How do | store tretinoin gel, USP (microsphere) 0.1%?
CALL YOUR DOCTOR FOR MEDICAL ADVICE ABOUT SIDE EFFECTS. YOU MAY RE-

PORT SIDE EFFECTS TO FDA AT 1-800-FDA-1088.

SPEAR

You can ask your doctor or phamacist for the Information about tretinoin gel, USP (micro-
DERMATOLOGY PRODUCTS

Tretinoin gel, USP (microsphere) 0.1% should be stored at 20°-25°C (68°-77°F) [See USP Con-
sphere) 0.1% that Is written for health professionals.

Tretinoin gel, USP (microsphere) 0.1% for a condition for which it was not prescribed by your
trolled Room Temperature].

Cal your doctor right away if your face becomes very dry, red, swolen, or blistered. Your doctor may
doctor.

General Information about tretinoin gel, USP (microsphere) 0.1%.
What are the ingredients of tretinoin gel, USP (microsphere) 0.1%7?
Where can | get more information about tretinoin gel, USP (microsphere) 0.1%?

Distributed by Spear Dermatology Products, Randolph, NJ 07869

Manufactured by DPT Laboratories, San Antonio, TX 78215
Made in the USA

Isporion before dspeising™ ~— ~ T T T T TTTTTTTTTTTTT T T T

phere) 0.1% until

ANDA 202026, Section 1 14 1 3 Package Insert (content of labeling)

‘You may not see improvement right away. tretinoin gel, USP (microsphere) 0.1% may work
better for some patients than for others. Keep using tretinoin gel, USP (microsphere) 0.1% even

after your acne improves. You may notice some results after two weeks, but more than seven

Spear Pharmaceuticals, Inc

Once your acne Is under control you should continue regular application of tretinoin gel, USP
(microsphere) 0.1 % until your doctor instructs otherwise.

Spend as little time as possible in the sun. Use a dally sunscreen with a SPF 15 rating or higher,
sun protective clothing, and a wide brimmed hat to protect you from sunlight. When outside, even

on hazy days, areas treated with tretinoin gel, USP (microsphere) 0.1% should be protected.
Do not use sunlamps. tretinoin gel, USP (microsphere) 0.1% may make you get sunburned

more easlly. If you do get sunburned, stop using tretinoin gel, USP (mi
your skin ks completely back to nomnal. Talk to your doctor about how to protect your skin if you

must be In sunlight a lot.

er. Skin treated with tretinoin gel, USP (microsphere) 0.1% may dry out or get windburned
more easlly.

Avold skin products that may dry or Iritate your skin. Such products are those that contain
astringents, alcohol, or spices and include certain medicated soaps, shampoos and halr
permanent solutions. Avold contact with the peel of limes. Your skin may become very dry, red,
Avold washing your face too often and do not scrub your face hard when washing it. Use a mild,

non-medicated soap and wash gently and pat dry.
Talk to your doctor about using other acne medicines while using tretinoin gel, USP (microsphere)

0.1% as they could cause redness or pesiing.
A brief feeling of warmth or stinging may be normal when you apply tretinoin gel, USP

(microsphere) 0.1%.
can include skin redness, burning, stinging, ftching, dryness, and peeling. Some of these side ef-

fects may go away or bother you less after you have used tretinoin gel, USP (microsphere) 0.1%
for a few weeks. Tell your doctor if these side effects become a problem. Your doctor may change

your dose of tretinoin gel, USP (microsphere) 0.1%. However, the effectiveness of tretinoin gel,

USP (microsphere) 0.1% when used less than once a day has not been proven.
There may be some mild discomfort or peeling during the earty weeks of treatment. Some patients

akso notice that thelr skin begins to take on a biush. These reactions happen to about half of the

people using tretinoin gel, USP (microsphere) 0.1 %. If this happens to you, it ks just your skin
starting treatment. These reactions can usually be lessened by following instructions carefully. If the

getting used to tretinoin gel, USP (microsphere) 0.1 %. This usually improves by 4 weeks after
discomfort Is a problem, talk to your doctor.

Early in therapy, you may notice new pimples. At this stage, It is important to continue using tretinoin
Avold cold weather and wind as much as possible and use clothing to protect you from the weath-
swollen, blistered, or crusted with these products. If you get severe skin initation or skin Iritation
that will not go away, stop using tretinoin gel, USP (microsphere) 0.1% and call your doctor. You
should talk to your doctor about the use of all skin care products while using tretinoin gel, USP
(microsphere) 0.1 %.

The most common side effect with tretinoin gel, USP (microsphere) 0.1% Is skin imitation. This

weeks of using tretinoin gel, USP (microsphere) 0.1% are needed before you see the full benefit.
gel, USP (microsphere) 0.1%.

What should | avoid while using tretinoin gel, USP (microsphere) 0.1%?
What are the possible side effects of tretinoin gel, USP (microsphere) 0.1%?

R

Demal fertility end perinatal development studies with tretincin gel,
USP (microsphere) 0.1% have not been performed in any species.

Pregnancy: Teratogenic Effects: Pregnancy Categary C.

In astudy of pregnant rats freated with topical application of tretinoin gel,
USP (microsphere) 0.1% at doses of 0.5 to 1 mg/kg/day on gestation
days 6-15 (4 to 8 times the maximum human systemic dose of treti-
noin nomalzed for total body surface area after topical administration
of fretincin gel, USP (microsphere) 0.19) some dterations were seen in
vertebrae and rbs of offspring. In another study, pregnant New Zealand
white rabbits were treated with tretinoin gel, USP (microsphere) 0.1%
at dosss 0f 0.2, 0.5, and 1.0 mg/kg/day, administered topically for 24
hours a day while wearing Bizabethan collers to prevent ingestion of the
drug. There appeared to be Increased incidences of certan alterations,
includng domed head and hydrocephaly, typical of retinoid-induced
fetal maformations In this species, at 0.5 and 1.0 mg/kg/day. Simlar
malformations were not cbserved at 0.2 mg/kg/day, 3 times the maxi-
mum human systemic dose of frethoin after topical administration of
tretinoin gel, USP (microsphere) 0.1% nomalized for total body surface
area. In a repeat study of the highest topicd dose (1.0 mg/kg/day) in
pregnant rebbits, these effects were not seen, but a few alterations that
may be assoclated with tretincin exposure were ssen. Other pregnant
rabbits exposed topically for six hours to 0.5 or 0.1 mg/kg/day tretinoin
whie restrained in stocks to prevent ingestion, dd not show any tera-
togenic effects at doses up to 17 times (1.0 mg/kg/day) the maximum
human systerric dose after topical administration of tretinoin gel, USP
(microsphere) 0.1% adusted for total body surface area, but fetal re-
sorptions were increased at 0.5 mg/kg. In addition, topical treinon in
non tretinain gal, USP (microsphere) formuations was not teratogenic in
rats and rabb ts when given in doses of 42 and 27 times the maximum
human systermic dose after topical administration of fretincin gel, USP
(microspherd 0.1% normalized for totd body surface area, respectively,
(assuming a 50 kg adult applied a dally dose of 1.0 g of 0.1% gel topi-
cally). At these topical doses, however, delayed ossfiication of several
bones occurred In rabhits. nrats, a dose-dependent increase of super-
numerary ribs was cbserved.

Ora) tretinain has been shown to be teratogenic in rats, mice, rabhbits,
hamsters, and subhuman primates. Tretincinwas teratogenic in Wistar
rats when given oraly or topically in doses greater than 1 mgkg/day 8
times the maximum human systermic dose nomalized for total body
surface area). However, variations in teratogenic doses among various
strains of rats have been reported. h the cynomalgus monkey, which
metabalicallyis more similar to humans then other species inits handing
of tretihain, fetal malformations were reported for doses of 10 mg/kg/
day or greater, but none were obsearved at 5 mg/kg/day 83 times the
maximum human systemic dose normalized for tota body surface area),
althoughincreased skdetal variations were observed at all doses. Dose-
related Increases h embrydlethality and abortion also were reported.
Similar resuits have also been reported in pigtall macagues.

Topicd tretincin in animal teratogenicity tests has generated equivocal
results. There ks evidence for teratogenicity (shortened or kinked tal) of
topical retinoin In Wistar rats at doses greater than 1 mg/kg/day(8 times
the maximum human systemic dose normaized for total body suface
area). Anomadlies (humerus: short 13%, bent 6%, os parietal incom-
pletely ossified 149%) have also been reparted when 10 mg/kg/day was
topicaly applied. Supernumerary rbs have been a consistent finding in
rats when dams were treated topicaly or orallywith retincids.

Thereareno adequate and well-confralled studies inpregnant women.
fretincin gel, USP (microsphere) 0.1% shoud be used during preg-
nancy only if the potential benefit justifies the potential risk to the fetus.

With widespread use of any drug, a small number of birth defect re-
parts assoclated termporaly with the administration of the drug would
be expected by chance alone. Thirty human cases of termporally as-
soclated congenitd malformations have been reported during two
decades of cinical use of tretinoin. Although no definite pattern of
teratogenidty and no causa assoclation has been established from
these cases, five of the reports describe the rare birth defect category
haloprosencephaly (defects assoclated with incormplete midine devel
opmentof the forebrain). The significance of these spontanecus reports
In terms of risk to the fetus is not known.

Non-Teratogenic Effects

Topical tretinain has been shown to be fetotoxic in rabbits whenadmin-
Istered 0.5 mg/kg/day B times the maximum human systemic dose
applied topically and normalized for total body surface area), resuting
In fetal resarptions and variations in ossification. Oral tretincin has been
shown to be fetotoxic, resuting in skeletal variations and increased in-
frauterine death inrats when admiristered 2.5 mg/kg/day (21 times the
maxdmum human systemic dose applied topically and normalized for
total body surface area).

There are, however no adequate and well-controlled studies in preg-
nant women.

Animal Taxicity Studies ih male mice treated topically with tretinoin
gel, USP (mricrosphere) 0.1% at 0.5, 2.0, or 5.0 mg/kg/day tretinoin
(2, 8, or 21 times the maxinum human systemic dose after topical
administration of tretinon gel, USP (microsphere) 0.1% nomalized for
total body surface area) for 90 days, a reduction i testicuiar weight,
but with no pathdogical changes were observed at the two high-
est doses. Simiarly, in female mice there was a reduction in ovarian
welghts, but without any underlying pathological changes, at 5.0 mg/
kg/day 21 times the maximum human dose). In this study therewas a
dose-related Increase In the plasma concentration of tretinoin 4 hours
after the first dose. A separate toxicokinetic study in mice indicates that
systemic exposure Is greater after topical application to urrestrained
animals then to restrained animals, suggesting that the systemic toxic-
Ity obsenved s probably related to ingestion. Male and female dogs
treated with tretincin gel, USP [microsphere) 0.1% at 0.2, 0.5, or 1.0
mg/kg/day tretinoin (5, 12, or 25 times the maximum human systemic
dose after topical administration of tretindin gel, USP (microsphere)
0.1% normalized for total body surface area, respectively) for 90 days
showed no evidence of reduced testicular or ovarian weghts or patho-
logical changes.

Nursing Mothers: It is not known whether this drug Is excreted in hu-
man milk. Because many drugs are excreted in human milk, caution
shoud be exercised when tretinoin gel, USP (microsphere) 0.1% s
administered to a nursihg woman.

Pediatric Use: Safety and effectiveness in childrenbelow the age of 12
have not been established.

Geriatric Use: Safety and effectiveness in a geriatric popuiation have not
been established. Clnical studies of tretihon gel, USP (mricrosphere) dd
not indude sufficient numbers of subjects aged 65 and over to determine
whether they respond dfferently fom younger subjects.

ADVERSE REACTIONS
Imitation Potential

Acne clinicd trid results: In aclinical trial for acne patients treated with
tretincin gel, USP (microsphere) 0.1%, analysis over the twelve week
period showed that cutanecus irrtation scores for erythema, peeling,
dryness, buming/stinging, or itching peeked during the initial two weeks
of therapy, decreasing thereafter.

In studies on tretinoin gel, USP (microsphers) 0.1%, no more than 3%
of patients had cutanecusirritation scores ndcative of a severe iritation
rating; although, 6% (14/224) of patients treated with tretincin gel, USP
(microsphere) 0.1% discontinued treatment due to iritation. Of these
14 patients, four had severe iritation after 3 to 5 days of treatment, with
blsterng in one patient.

Results h studies of subjects wkhout acne: In a half-face comparison trial
condudted for up to 14 days n waomen with senskive skin, but without
acng, tretinoh gd, USP (microsphere) 0.1% was statistically less imitat-
Ing than tretincin cream, 0.1%. h addtion, a cumulative 21 day iritation
evaluabn in subjects wih nomal skin showed that tretinoin gdl, USP
{microsphere) 0.1% had a lower imkation profik than trethon cream,
0.1%. The dinicd significence of these Irritation studes for patients wih
acne Is not established. Comparable effectiveness of tretincin gel, USP
(microsphere) 0.1% and tretincin aream, 0.1 %, has notbeen established.
The lower Fritancy of tretinoin gel, USP (microspherg) 0.1% In subjcts
without acne may be attributable to the properties of its vehick. The con-
tribution to decreased rritancy by the methyl methacrylate/glyca dmeth-
acrylate crosspolymer porous microspheres has net been establshed.

The skin of certain sensitive individuals may become excessively red,
edematous, blistered, or crusted. If these effects occur, the medcation
should elther be discontinued until the integrity of the skins restored,
or the medication shoud be adjusted to a level the patient can tolerate.
However, efficacy has not been established for lower dosing frequen-
cles (sse DOSAGE AND ADMINISTRATION Section).

True contact allergyto topical tretinain is rarely encountered. Temporary
hyper- or hypopigmentation has been reported with repeated applica-
tion of tretinoin. Some indviduals have been reported to have height-
ened susceptibility to sunlight while under reatment with tretinain.

OVERDOSAGE

Tretincin gel, USP {microsphere) 0.1% Is intended for topical use only.
If medication Is applied excessively, no more rapid or better resuits will
be obtained and marked redness, peeling, or dscomfort may occur.
Oral ingestion of large amounts of the drug maylead to the same side
effects as those assoclated with excessive ord intake of itamin A.

DOSAGE AND ADMINISTRATION

Tretincin gd, USP (microsphere) 0.1% should be appled once a day,
in the evening, to the skinwhere acne lesions appear, using enough to
cover the entire affected area lightly. Application of excessive amounts
of gel may resit in *caking” of the gel, and will not provide incremental
efficacy.

A trarsitory feeling of warmth or sight stingng may be noted on ap-
plication. In cases where it has been necessary to temporarily discon-
tirue therapy or to reduce the frequency of application, therapy may be
resumed o the frequency of gpplication increased as the patient be-
comes able to tolerate the treatment. Frequency of application shoud
be closely monitored by careful observation of the cinical therapeutic
response and skin tolerance. Efficacy has not been established for less
than once daly dosing frequencies.

During the early weeks of therapy, an gpparent exacerbation of inflam-
matory lesions may occur. If tolerated, this should not be considered a
reason to dscontinue therapy.

Therapeutic resuts may be noticed after two weeks, but more than
seven weeks of therapy are required before consistent beneficial ef-
fects are cbserved.

Patients treated with tretinoin gel, USP (microsphere) 0.1% may use
cosmetics, but the areas to be treated shoud be cleansed thoroughly
before the medcation Is appled.

HOW SUPPLIED

Tretinoin Gel, USP (Microsphere) 0.1% tube:
20g (NDC 65530-250-20) and 45g (NDC 66530-250-45).

Tretinoin Gel, USP (Microsphere) 0.1% pump:
50g (NDC 66530-250-50).

Storage Condifions: Store at 20°-25°C (68°-77 °F) [See USP Controlled
Room Temperature).

Rx only.
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