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TRILUMA™ Cream
{Tluocinalone acelonide 0.01%, hydrogidnene 4%, tretinoin 0.05%)
For Edemal Use Only Mot for Ophthaimic Use Rxonly
DESCRIPTION: TRI-LUMA™ Cream {funcinolone acelorkde 0.01%, fydroquinanie 4%, Urefinoin 0.05%) containg
ﬂummn!meacelomda SR, hydroguinane, USP, and tretinoin, ISP, in a bydrophilic cream ase for topical appl-

Huwnmaedom&sasymmtnﬂmnmmdmmmdfumdummoqdmm;sdassiﬁecm-
apautically as an ankH-ofammatory. It is awhile rystaine powder thel § odoress and slable n ght

_The chemica! name for fuocinclone atetonide & (B, 11,16u)-6,9-diftooro-11,2-hydrowy-16,17-{i1t-

methyletyBdene)bis{oxy}] pregna-1,-4-diene-3,20dicree.

The malecolar formuta i C:lfr0s and moleculer weight & 45250
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WWEMW&&WNMWM [t pregased from the reduction of p-benzo~
. quinong with sodium bisulile, nwcursasmnmmmmmmhin

: The themicat ame for byoquinona i 1.4-bervenadiol

. The motecutar tormula s Cabk0z and mokecular weightis 110.41.
Hytroganon s e lowig soctndfoms. (.
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“otos 35 yellow Lo Sght-orangs crystals of crystalfine powder with 2 characteristie edor of enclage. Ris bigh-
- by reactive 0 Fight and moistore. Tretinoi s classifed thesapeutially a8 2 keralolytic.

The chemlcd name for veinein i: (b 6187 melhyh 126 -trimetiy--yeobesea- 1) 24 5 -noncle-
¢ raentic i,
 The malecutar formula is Gatin®h and Mool weig B 304,

ermasmmmmm e oA

+ Farh gram of TRE-LUMA Gream contans Activec ﬂmhmace!mnm'l.(al mg), bydroguinone 4% (40
m)mmom(om) Iractive: bulylaled hydronytoluene, cebyl aloohol, citric achl, glywerin, glye-
uylsleam, magnesiom alominum Sificate, methyl ghicef-10, methylpasaben, PEG-100 stearate, propylparaben,
. porified waler, Sodbiam metabisulfie, stearic 2083, and Steanyl alobol.
cmmmmoowwmwmmmmmmucm hy&mwmsamﬁum

<2 may inkerrups omé o mare séeps in the patfrray of melani ynthesis. However, the meck-

6aismuta:tmowleaﬁvmgrmrisinrm{lumeaminmekeamaaidnﬂasnauuﬂmm
. Pharmacakinatics: Percsianeoys sksomiion ol unchanged treincin, bydrogquinonie and fuocinelons acetonide inlo
£ e systemic cruation of two grups of bty oot

(fod
‘weeholmyappumumoflc(&wlHsmsg(smmmu)dm-lwc«m
{ For tretinoin quantifabée plasma convenizaons were oblained in S778% (25 4k of 45) of Group 1 57.04% (8
 out of 14) of Group 1 subfecds. The exposure 1o retinoin 25 reflzcted by the Co values ranged from 201 in5.34

3 nyﬂ(@mupl)mdzommrvml(mm Thus, dally appicaicn of TR UMA Cream msuled na i -

f&mzlmmseomrmdmdmm o trelinoin. The crcuating tefino Teveds represent only 2 podion of
M:;o?ummmmmmwmmmmmmmmmumm
tissues.
gforhmmqummmmanMmM%(anm)smplmhpmlm
exposure to hydroguinone as sefiecied by the Gem velies ranged from 25.55 0 85.52 nymk. Al Groap H subjects
o (Sgdose)wpnsmsephmﬁyqummmmmmﬂnqnmmtmlmmn
&mcwlmmdemmmmmmmmmm
Clinieal Stadiss: Two afequale and wel-controfed efficacy and safely stisfies werz conducted in 641 pafienis
gmmmngesoizl 1o 75 years, having skia pholotypes 1V and moderals 1o Severs melasma of tha fare.
2 TRILUMA Oream was compared vith 3 possidie combinabong of 2 of the 3 active ngredients [{1) iydeoguinone.
i) (H0) + rctiowin 0.05% (A, (2) floocinotone acetonide Q.01% (FA) + refingin 0.65% (RAY. {3) Saecinolons
¥ acelanide 0.01% (FA)+ bydroquinone 4% (HOJF, contzinedfn the sme vebicle 2s TRI-LUMA Crezm. Pasients were
/mmdmmmm«»Mnmmmummmmammmcmm

- weeks. Instruckions wese given fo apply 2 thin Layer of shidy medication tothe hypermigmented fesion, making suee

* fo ¢over the estire lesion ineluding the outsids borders extending tothe normal pigmented skin. Patients were pro-
. Vided a mikd mofsturizerfor use a8 aseded. A sunstreen with SPF 30 was 2o provided withinsinuctions for daily
L Protective clothing and zoiance of sinight expasure ¥ the face was recommended.
MmeMummmwma&ﬂmmawl 2.4, and 8 of treatment. Pricnayy effi-
m;mmmmowmmmmmmmmm assessment of (reatment sucess, Jefined

325 the cearing of melsma 2! De end of the eight-week reataent period. The majosdy of petienls eavolledin the

”mmmmmmmﬂwm)ammm(WM) TRHUMA Cream was. demon-

- strated to be slgpificanty more effective than any of the olber combenations of the active ingredients.
PR!MARYE&ICACYMYSIS

Investigators’ Assessment of Trealment Suceass® Al the Ead of 8 Weeks of Trealmenl
o TAI-AUMA HOHA | FAWRA TAG
5 Stdy No. 1 | Buinbey of Patents 8 _8 85 85
v No. of Sucoesses 32 2 4 3
ion of 3% 15% [ %
- prvake <1001 <0.00% <0.001
1 [Study No, 2 | Humber of Patients 76 5 15 15
£ Ho of Successes 10 3 3 1
Pr ol 13% 4% 4% 1%
pralue 0045 0.042 0.003

msmmw;mmmmmmmwwm«wmmmm

Lo

ﬁﬂmwhhmmsj

-

In the Investigalors' assessment of melasma severily A Day 56 of treztmend, the folowing table shaws
mwmmomﬂe{aalpammammmw&mhadmmdﬁam
{reatment

of
lavestigaters’ Assessment of Change in Mulasma Severity from Baseline to |
of Traalment (combiaed resoits from stedies 1 and 2)
< lnlu(ﬁplhinhlng
Bayation Clogra® | MHE | »
i N | Ry [Wed ST "('EL__!
TRIAUMA ML_&.,&@LM_ML._&M__J
Croam N=161] Severe 3w | spE {1961 | 929 | 24 1
2 psessment b onp thseverily seores 2 Dy 56 Percentary d o e Eolal reavber in the ot
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Rssessiment Scae: Ceared (rackasma esions spprueiraiely eqivdent fo survvendig sormsdl skin o wit el o0
gioetentation), Mid {sfightly darker tha tha serroding normd sin; Moderate {oderalely drkes thar e serouss
mx&m(mwmmmumﬁ;

. impeovement of their melasma wih the pse of TRHUMA Cran s ey &

:Hmver among 7 pafients who had clearing 2l the pad of § weeks of treabmend wih TRI-LUMA Cieam,

fdidmmmmmlummandmtmdmu

After 8 weeks of reatment wih e study drug, paients eviered indo an ope-iabel axtesion period

TRILUMA Cream was given on an 2s-heeded basis for the trement of meigsina. The resnission peviodS
I sherten bedween progressive coarses of trsatment. AddiSionally, few patients mointained compiels £

- melasina (Roprasnaiely 1 lo 2%),

- HDICATIONS AND USAGE; TRELUMA Dreanm is ndicaled for e Short-term treatment of moderaie

+melasma of the fae, n the presence of measures for sua avoancs, incloding the ust of -

Lmblmummmmumm-tqumm
> TRELUMA Cream, a combinalion deug product sonbsiaing corticesteroid, retinoid, and bleaccng ager

. Tndicafed for te malokenance freatmerdt of melzsima. Aller achieving coofrol with TRHABAA Cr

patiends may be managed with other treatments instead ol triple Eberapy with TRIH UMA Cream. Becn
. mausualy1ecus tpon disoontivuation of TRI-LUBA Cream, palilents peed i 2vuid suelight exgesure,
soreen with apgrpriste SPE, wear prolecive clothing, and chanoe Yo ron-homondl forms of Birk
> hormaomal methds arp sed.
+ Inclimealtrialy ssed o Suppor the use of TRI-LUNA Creant in the treiment of mebisana, patients wert
" edto.avoid suoight eposre 1 He ace, wear prokecie cotting and use 2 Ssscreen with SPF 20
. Theywere o gply the Stuly medication each rght, aflr wasking fhei face with 4 il soapless ciea
i -mmmmumumm»mummmwmummt
Heachieg vesufng in ndesirable cosmetic effect in pafions wih darker sid camt be exphused.
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 maohhe foe beve ol beet stuied. )

. # Beatne peogrant and bactating wormen wese exchided from, #nd wores of child-bearing polestial &

. mmnlmmuwmmummmmmmumu

: eursing mothers have 0ok been estabiished {See PRECAUTIONS, Pregnangy).

) mmmmmw&mnm-mmamuw
fqy‘,urmlamhmm«mydhwm

 WARNNGS: mmwmmammmmmm
1 incloding anaphylactic symploms and tie-threalesing asthmatic episodes in susceplitie people.

+ ¢ TRELUMA Crearn condame hydroqusinone, which may produce exogences ochrondsi, 2 gradual blus b

< enin ofthe skin, whose corumrence should prorap! discentinuation of herapy. The ey of pafiats

. ing this conditiom are Biack, dist R may siso occur in Caucasians and

 Cilaneous hypersensiviy o the actve iogrediets of TRIHLUMA Cream fas been regoried i the e
mmmamwﬁmmﬁhmmmmmm
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- PRECASTIONS: Ganeral: TR UMA Cream conains sdteinehdmy. . il

. & imitation. Loce!inikalion, m:mmmmmwm
- expectedat the site of application. Transient s\ reddeiig or 3d buming sensation does uot prechade L

i u:«mwmmammmmmdmmwmm

3 TRI-UMA Cream ako contairs the corficnsternid Rucinolons acelonide. Systersic bsarption of topi

; mmmzmwwmmwmmwnmwm \

- tacorboosteroid insutficiency affer withdrawal of treakment.  Maniestalions of Coshing's syndvome

¢ qlyoemia, and ghucosusia c2n also be producad by systemic sbsorption of fopical corficnsteroid whde oa ¥

- 1 iPA ads Suppression & noted, the use of TRI-LUMACream shouid be discortiound, Retorety of HPA G

tion generaly oocurs upan discontinaation of topical cortioosterids,

;- loformation for Patitls: Exposure o suniigh, sunkamg, or utravioked Boht showld be'aveided. P&ht
. consistently exposad ta Sunkight of skin ikants e¥ber Rrough el wiik ermfronment o habRs shoud
* partioular cabion. Sumscreen and prulective coveting (stch 5 the ise of 2 hal) over the trealed areas ¢

used. Sunstreen st 5 an essental aspect of medasia Sherapy, 25 evert okl sunlight suskain e

<, XNy,

€ Wealereremes, such 2 het o ), my b ting o paieds et wilh TRHLLMA Gream. Beca

rying elfert of ks medication, a moisturizer may be appiied to the $ace T the moritg e wasting.

Agplication of TRILUMA Cream shonkd be kepl away from the eyes, nose, of anghes of the moulh, bes

.+ Ieegsa i much mor sensitive than the skin (o the irftant effect. 1 local irikabon persisls or become:

- application of the medication shoukd be diccontinaed and the healih rane provider consubled. Allergic oot

mattis, Distering, cruskiog, and Severe baiie or Sweing of the sk and inetion of the mucous men

@ i peckng, or discoaiont ay
msmmmwum»mmmmmm«mmmumhnm
- than that for which & is prescribed.
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19 Ineretions: Ptizsls shavid axond medeated or abrate saps and cleansers, soaps ang cosmatios Wih
g lfacts, produgls with Hgh soncenbiaion of aloobat and astringent, a1d eiker Imtants of kevalgitt drugs
03 TRI-LUBA Gream lrzalmenl, Patients are cautioniad 01 concemitent us of madications thal are fnan

% {fatossasiizing.
cinageaesls, Mutagenesis, tmpairment of Fenlfly; Langterm zaimal shydies 19 determing the careinggenic
3laf of TRELUMA Crzam have not been eontucted.

fies of hydrequingse i animals have demenstated Some eidence of carcinogeniciy. The carcinagenes potzne

sHydroquinene i hamans 1S unkvaun,
‘zs 0 hairkess aitino mice Suggest thal concurrent expesue b retinzin ma; enhance the lumorigenic paten-

o caitinogenic doses of UVA & UVA boht from a Sular s mulabor, This effech has bien confimed in2 lzter

49 pigmantag mite, and dark pigmentation 610 ot evereenne the enhancemant of photocareinogenesis by

Yo drelinain. Althouh the significance of thesa shudes fohumans is not elear, pacients shovkd vimize exgo-

fesualight or artfivel untraviolet imadiation sourges.

geniody studies vare ned condurted with ts combieaion of acsive ingredients. Pubfshed shdies hawe
snstrated that hydroquinare is a mulagen and 2 clastogen, Trealment with hydrequinans has resulied bn pos-
‘ndings for genati texicity in the Ames assay in bacterial slraing sensitve do ooisizing mutegers, in i vilio
3 & mammalian cels, and in the i vive mause micronucleds assay, Tretingin has been Shownto be nega
3 mutagenesis inthe Ames assay. Adddicead information regarding the genetic konicity potential of a¥inin
£ Iocinlone acelonide & not avallzhle,

al reroductive fertiy study was condusted in SO 1als wsing 2 104014 d2utivn o the chnical formudation,
foct was seen an the tracktional paramelers used o assess Terlify, akhough prefongaion of esteys vas
<& in s fomales, and there wias 2 bend towards 20 inorease in pre-and post-implasiation Toss that was
aisticafly significant. No adpquatz Study of ferilty and early embeyonic xisly of e hut-slrength deug

i Efecls: Progaanty Celagory

yo-felal daath, alvered fetal growth,
2ut o interpred he andrmal Studies on lerslagencity with TRI-LUMA Cream, biesauss the avalabity of the
appitations in these shedies cannol beassured, and comparison with chnical dostyg & nol possibiz. Thers

# wegatad fepically with the Tul strength drug product.
] it Elfcls:
WS i,

+ adequats and welk-controffed studies n pregnant women. TRI-LUMA Cram shau] ba esed uing preg- -
: mnmmmmgngmmmmmmmm

A Croam contaies the teratogen, retinal, which may caus embiyo-fetal death, allered laf qrowthycon-
maltormations, aad potential nevrologic defits. Honever, buma data hava not conditmed an ingreased
‘ese developmental abnormaliies when treinain s administered by the opical route.
Lonsisrabions televant 1o agt il LA ;‘u"-J"J SUAAL i'J RIEGNANY
A tridls invobving TRILUMA Cream in the trealment of acia melasma, women of child-bearing potentia
treatment only afier having had 2 negative pregnancy test and used effective binth coriret messures dur-
2y, Thos, sately and efficaty of TRIHUMA Cream i pregnancy has not been established. I general use

;.. 33h0uldbe reduced to 2 minimem in pregriancy. Ha patiant has been inatverizatly exposed to TRIH.UMA

 peegnanty, she Shoud be counseled on the tisk of tarstogenesis due to this exposure. The risk of e -

545 due 0 topical exposure to TRILUMA Cream may be considered dow. Howeves, expasure daring the
{ organogeaesis in the first iimester Is theoreleally mare Bely o produce adverse.autoome than ia kaer
o,

LEDET SN0 fighl 1

I Chfpcal NS gRIalions W MaxIng prestmig 0°ciSions:
[ effects of trefinoin arm serious but the ask from topical adminlstraian s small
+2 during the period for drganogenesisin e frstrimester 1 heoceticaly mare Eely to produce adverse
1 than in s pregnanty. )
k{0 the molber for not lreating mefasma shod be deterrined by the physician with e patient. Mid
3 melasma may nol nezessarily require drug treatment. TRILUMA Craam is indicated for the treaiment
eate {0 severe melasma. Melssma may akso be managed with ofter forms of therapy such as opieal
gl * = gresence of sunfight avoidance, or stopping he use of hormional birth controf methods, 1
308 dmentwilh TRI-LUMA Craam unit afier delhvery should be consiered,
'8 0 Glyule and welkcontroed studes n pragrant women. TRI-LUMA Cream Shoud be used during
ny arly it the polential becefi justias the poenlil ik o he s,
uasion; Trelinoin 5 considsred t0 be highly tersiogents upon systemic admiristraion. Anémd seprodue-
Sare ik acailable with topical ydroguinone. Corticostertids have been Shown o be Lralngerit inlad-
imals when administered systemically at relatiely bow dasage leve's. Soms corficosteroids have been
wmcmrmmmmmwm

a trials iofving TRI-LUMA Cream in fhe resimen of forial melasma, wamen of chil-bearing polen-
led treatment only 2far baving had & negalive pregnancy test, and usad effective birih control measures
rerapy, However, 13 women besame pregnant doring Sreatment with TRILUMA Cream. Most of the
ytuleomes have it been knoun. Three women qave birth 1o apparently heakity babies. One pregnan-
wmisaled prematurely, and another 2nded in mistarrisge,
‘ogic shaties have ot confirmed an increase inbirth datects assecated with the use ol togice! tretinola,
there may ba Hmitations b 1he Sensithaly of epidermiologit studies in the detaction of semain forms f
y. such 35 sublle neurotogi or inteligence defieits. h

4

i

3t appliation stdy using TRILUMA Gream i pregriant ratbits, there was an increase in the number
*deaihs and a decrease in felal waights in Btters trom dams treated topleally with the drog prodith,
Fagpcation stidy in pragnant rals Ireated with TRI-LUMA Cream during organnpenesis thers was evi
arelogenicity of the fype txpected with tretinain. These marphalogical aterations inckided et palale,
*{ongue, 0pen eyes, umbikcal bernia, and retinal folding or dysplasia

1ppication study on the gestationa) and posinalal effects of a 10-toid difution of TRELUMA Cream in
reasein e ramber of stilborn pups, lower pisp body weights, and delay in preputial separation were
Aninprease in overall actialy was Seen in Some trzaled flers at pastnalal day 22 andtn alreated -

£ TRELUMA Croam contans the telogen, relimin, which
it malformabions, and potental newologic defels. it

Cop we e unn e envu PSR IVIGD F @R EXJGSED 1 BIER b g2tng ¢
< &, Ko adequals Sl of 15 ke geatational ang pesthasat etfects of the ful-strengih TRLLUR Cream has

5 hegagerdomed,
<7+ s d 't Lo interpret these anmal stufes on toratoganily with TRI-LUMA Cream, baczuse the avaiabdty
sl lh%gevmal appleations i these shudics could nat be assured, 2nd comparista wih thnical desing s nat
3 passida.

AN greqnaxcies have & isk of birn defect, doss. o ether a serse event regardess f drug exposune. Typiialy, e
males of increased Talal risk from dru expesure rey hoaslly on anima) data. Hosever, animel shudies do ot
iays predict effeels in humans, Even f human dala are zvakable, Such dala may ot b Swticient 1o detervne
sheihes theeé is an increased sk 1o e felus, Drug effects on behaviar, bogrétve Fasction, and Fartity fn the off-
peig & particu'arly dffiull 10 assess.

 SWursing Mothers: Curicosteroids, when syslemicaly adimin stered, appaarintuman mvik. fis notkncom vhether
topicat agpseation of TRI-LUMA Cream coukd resultin sulficize! systemic gbsorpion 10 prodhis diteclable quan-
Aites of fuocinolons acelonide, hydroquinere, or tretincin m human ik, Besause mmany dnsgs &2 secrelad in
“uman mik caution shauig be exersed when TRI-LUMA Greane S admicstered o a nursing women, Care shoud
2 Lakén tn 3v0u contact beteezn the in'an) being nursed and TRIALUMA Cream,

ediskric Use: Safely and effectivenss of TRIELUMA Cream in gedialne patisnts v nol bezn eslabliched.
“<Beriatrig Use: Chrica! Studies of TRILUMA Cream did ot inehd suffiient nrabar af subjecls a32d 65 and exer
determine whether ey respand dierently Irom younger subiecls, In general, dose seleefion far an eiderly

decrgased hepalic, renal ov cardiar function, ace of concomtard diteas or ofher rug theragy,

ADVERSE REACTIONS: (nthe controlled clinicattria's, adversz evenls were morslovedinthe 161 pafients whoused
~TRI-LUMA Cream orce dady during an 8-weck ireatmend pariod. Thare were 102 (63%) palisnts who experiencis
Teast one trealment-relaied adverse #vent during these Stiies. The most frequendly repodied events wve ery-

*3 Aherm, dosquamalion, Buring, tryness, 19 rus 2 Ve St of appcafion. The mocty of thpse everts et
>4 has been perfoered. In & Stemonth shidy fn minipigs, smalltestes and sevare hypospermla were found

i 10 modgrale in Severity. Adversemtsrepurkdhya!kasﬁ%u!paﬁemsmmwwmmmors
in dzereasiag order of brequency) as foipws:

patient shoud b2 cauficts, usualy startig ot the o end of the dosing range, refiecting the greater frequanty of,

be reasonably selzted to Yreatment with TRIAUMA Cream frive e conirplied civical studies ate sumomarized

Incldence and Frequenty of Treatment-relaled Adverse Evaats with TRI-LUMA
Cream in 3t faast 1% or more of Palients (N=161)
Adverse Evemt of {%) of Pafienis
66 (1%
Desguamafion 61 [38%
i 29 {18%
23 (1a%)
E 8 (11%)
B{5%)
i Patesthesia 5 (3%)
| Telanglectasia 5 (3%
2%)
b niary changes (2%
A1 tmitalion {2%]
S Papules 1%
Acne ks fash Tt
I Tosacea 1 11%
1 Dry mouth (%)
wA_fash ) (1%
3] Vesicies 1 {4%)

<A an open-labetforg-darm safely Study, patienls who have had cumulative trealmen! of melasma with TRIHLUMA
*{Gream for 6 months Showed a similar patiern of adverse evenls 4s b the Bvek stadies, .
“The fobirwing local adverse reactions have been reporid infrequently wih topical cortcosterids, They may ocur
+imore frequently with the use of occhusive dressings, espacially with higher polency corticasteroids, These reas:
s Kions are Estad in an approximals decraasing order of ocourrence: buming, Rehiag, ritation, dryness, foflkuftis,
acreiioi epuplions, hypoplgmentation, perioral dermaliis, allerghs contael dermatils, secondary infection, sk
“glrophy, strise, and miiaria.

STRI-LUMA Cream contains hydroquinons, which may produce exogenous ocheanosss, 2 gradual bse-black dask-
eingof the skin, whose oceurrence showld promgt discontinuation of thetagy, -

2Cutaneors hypessensilivity tn the attive ingredients f TRILUMA Cream has besn reporizd in the erahwe. ina
“patch st shudy to detarming sensitizaion potential in 221 healthy volunteers, three voluntesrs developed sénsi-
ity eations o TRMLUMA Gream o s companents, _
‘DOSAGE AND ADMUNISTRATION: TRI-LUMA Cream shoutd be appFed ence tlly atmight, Ft shovtd be zpplixd al
Jeast 30 evinutes before bedtime.

ently wash 152 face and neck with 2 mild cleanser. Rinse and pat the skindry. Apply 2 thin Gy ofthe cream to
<the hyperpigmented areas of melesma including abaut 1/2 inch of ncrmal appearing skdn surrounding exchlesion,
«Rub kghily and ueiformly into the kin, Do nol use occhisive dressing,

During the day, use a sunsereen of SPF 30, and wear protective ciething. Avoid stight ekposure, Paients tnay
wse novslurizers and/or cosmelics during the day.

-HOW SUPPLIED: TRHLUMA Cream i suppled i 33 g aluminam bubes,

DT 0296-5950-20.

Siorage: Keep tghtly closed. Store 2% contrgled room emperature 65° to 77°F (20°25°C).

Protect from freezing,

Manyactured by:

i Laboratories, Inc.

Sanford, FL, 32773 USA

200140102 Revised: Samirry 2002
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