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COMPOSITION:

Hydroguinone LGP 4 00% wiw

Tretnon USP 0.05% wiw
Fluocnolone Acelomde IP 20.01% wiw
In a cream base qs

DESCRIPTION

TRILLMA  Cream conlains Hydroguinonz USP 4.00%,
Tretinoin USP 0.05% and Fluocinolone Acetonide IP 0.01%
in a hydrophiic cream base for topical apphcalion
Hydroquinone 15 therapeutically classilied as. a
depigmenting agent It is prepared from the reduchon of
p-benzogunone with sodium bisullite It occurs as fine
white needles thal darken on exposure lo air The
chemical name for hydroguinone is: 1.4-benzedicl, The
molecular larmula is CH,0, and the molecular weight is
11011, Hydroguinane has the following structural formuta:

HO OH

Tratmoin is all-trans-retingic acid farmed rom the oxidation
of the aldehyde group of reticene to a carboxyl group it
occurs as yellow lo hghlorange crystals or crystaliing
powder. It is highly reactive 1o ight and moisture: Tretinoin
is therapeutically classified as a keralolytc. The chemical
name lor Tretinoin 1s: (all-E}-3,7-dimethyl-9-(2.6.6-
trimethyl-1-cyclo-hexen-1-yl)-2.4 6.8-nonaletragncic  acid.
The molecular formula is CH,0, and molecular weight is
300 44. Tretingin has the foliowing structural formula:

H.C CH, CH, CH, COOH

CH

3

Fluocinolone Acetonide 15 a synthetic fluorinated
coricosteroid for topical dermatological use and s
classified therapeuticalty as an antinflammatory. It s a
while crystalline powder that is odorless and stable in
light, The chemical name for Fluocinolone Acetonide is:
{(6+.118,16+)6, S-dillugro-11, 21-dihrdroxy-16, 17-[(1-
methylethylidene)bisiony)|-pregna-1.-4-diena-3, 20-dione,
The makecular formula is G, H.F.0, and molecular weaight
is 452.50. Fluocinolong Acetonide has the following
struclural formula

H F

CLINICAL PHARMACOLOGY
One of the camponents in TRILUMA Cream, hydroquinone,
is a depigmenting agent, It is a hycroxyphenalic chemical
and inhibits conversion of DOPA to melanin Dy infibiting
lyrosinase enzyme. The other proposed mechamnsms are:

+ Inhibiton of DA, RNA synthesis

= Degradation ol melanosomes

= Destruction of melanocyles

Trelinoin  accelerales  desquamation, and removes

prelormed melanin. The role of retinoids is likely 1o be due
lo i1s promotion of keratinocyle prolileration and
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acceleration of epidermal lumover Tretinoin induces
dispersion of pigment granules inside the keratinocyles
and accelerates the tumover of epidermal cells, faciltating
the elmination of the dispersed pigment

Fluccinglone Acetonide, a corticosteraid, inhibits the
tyrosnase actwity, aflects the secretory function of
melanccytes and has ant metabolic effect on
keralinocyles  Corticasteroids also inhibit the various
mediators of inflammation and hence also inhibi the
stmulatory impulses for melanocyles. However, the
mechanism ol action of the active ngradients
TRILUMA Crear in the freatment of melasma IS
unkncown.

PHARMACOKINETICS

Percutanegus absorplion of unchanged tretinoin,
hydroquinone and fluocinelone  acetomde into [he
systemic circulation of two groups of healthy volunteers
(Total N=59) was found to be minimal following 8 weeks
of daily application of 1g (Group |, n=45) ar &g (Group Il.
n=14) ¢t the hiple combination cream conlaning
hydrocuinone 4%, tretinoin 0.05% and fluocinolong
acelonide 0.01%. For Iretinoin, gquantiiable plasma
concenteations were oblained in 57.78% (26 out of 45) of
Group land 57 14% (8 out of 14) of Group |l subjects The
exposure 1o fretinoin as reflecled by the Cmax values
ranged from 2.01 to 5.34 ng/mL (Group 1) and 2.0 to 4 99
ngfmL (Group 1) Thus, dally application of the tnple
combination cream resulted in a mirnimal increase of
normal endogenous levels of tretinoin. The circulating
Iralinon levéls represent only a porben of tolal tfretinoin-
associated retnoids, which would include metaboltes of
retinoin and that sequestered into penipheral lissues For
hydroquinone, quantifiable plasma concentrations were
obtained m 18% (8 out of 44) Group | subjecls. The
exposure o hydroquinone, as reflected by the Cmax
values, ranged from 2555 to B6.52 ng/mL Al Group Il
subjects (6g dose) had posl-dose plasma hydroguinone
concentralions below the guantitation hmit. For
fluscinolone acelonide, Groups | and Il subjects had all
post-dose plasma concentrations below quantifation limit

NON-CLINICAL TOXICOLOGY

Carcinogenesis. Mutagenesis, Impairment of Fertility
When fluccinolione acetonide, hydroguinane, and tretinoin
in fxed comtinations equivalent to 10%, 50%, 100%, and
150% of the concenlrations in the clinical formulation of
the tnple combinaton cream were applied topically to
male and female CD-1 mice for up 10 24 months at
dosages approximabing up 1o 50, 19000, andg 250
ahkg/day, respectively (correspanding lo dosages of 150
57,000, and 750 g/m2/day, respectively), no slatisically
significant changes in tumor mcidence were observed.

When fluacinglone acetonide, hydroguinone, and tretinoin
in xed combinations equivalent 1o 10%. 25%, 50%, and
100% of the concentrations in the clinical farmulation of
the triple combination Cream were applied topically to
male and female SD rats lor up lo 24 months at dosages
approximating up to 10, 4000, and 50 ugkg/day,
respectively (comesponding lo dosages of 60, 24.000,
and 300 ug/mT/day, respectively), statistically sigrificant
increases o the incidences of islel cell adenomas and
combined islet cell adenomas and carcinomas of the
pancreas i both males and lemales were observed, The
chnical relevance of these lindings I8 unknown
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potential of hydroquinene in humans s ynknown

Sludes i havless altyno mice suggest that concuren|
exposure to frelinoin may enhance (he IUMONGEMG
potential of carcinogenic doses of UVE and UVA light lrom
a solar simulator This eflect has been conlirmed in a later
study in pigmented mice, and dark pgmentalion did not
overcome the enhancement ol pholocarCiNOOenasis by
0.05% tretinoin Although the significance of 1hese sy dgies
to humans s not clear, patients should miMIMIZe exposure
to sunlight or ariificial ultraviclet irradiation SOUICES

Mutagenicity sluches were nal conduclad with thig
combination of active ingrecients Published sudies have
demonstrated that hydroquinone 15 a mutagon and g
clastogen Treatment with hydroquinone has resulted in
posilive fndings for genetic laxicity i the Amas assay in
bactesial strains sensitive 10 oxidizing mulagens, in In-vitro
studies in mammatian cells, and n the in-vivo mouse
micronucleus assay Tretinoin has been shown to be
negative for mutagenesis in the Ames assay Additional
information regarding the genetic toxicity potenial of
tretincun -and of fluocinolone acetonide is Not available

A dermal reproductive ferlility study was conducled n S0
rats using a 10-fold dilution of the clinical formulaton of
the Inple combination cream. Mo affect was seen on the
wachtional paramelers used lo assess lertiity, although
prolongation of estrus was observed in some females,
and there was a trend lowards an increase in pre-and
post-implantation loss that was nal slatisticaily signihicant,
Mo adequale study of fertility and early embryonic loxicily
aof the full-strenglh drug product has been pedoimed. Ina
seernonth study m minpegs, small testes and severe
hypospermia were found when males were lreated
topically with the full strengih drug product

INDICATIONS AND USAGE

TRILUMA, Cream is indicated for the shorl-lerm treatrrient
ol moderale to severe melasma of fthe face in the
presence of measures for sun avoidance, including the
use of sunscreens

LIMITATION FOR USE

« TRILUMA Cream, a combination drug produc
containing certicosteroid, retinoid, and bleaching agent, is
not indicated for the maintenance trealment of melasma,
After achieving control with  TRIEUMA _Cream, some
pahients may be managed with other treaiments insiead of
triple therapy with TRIEUMA Cream Because melasma
usually recurs upon discontinuation of TRILUMA Cream,
patients need lo avod sunlighl exposure, use sunscreen
with appropriate SPE wear protective clothing. and
change 1o non-hormonal forms of birth contal, it
hormanal methods are usad

+ In climcal tnals used to support the use ol
TRILUMA  Cream in the ireatment of melasma, patients
were instructed to avord sunhight exposure 1o the face,
wear prolective clolhing and use a sunsgreen with SPF 30
each day. They were 1o apply the sludy mediGation each
night, after washing their face with a mild soapless
cleanser

« The safety and efficacy of TRILUMA Cream in patients
with Skin Types ¥ and Vi have not been studied. Excesswe
bleaching resulting In undesirable cosmetic effect ip
patients with darker skin cannot be excluded.

s The safety and efficacy of TRIEUMA  Cream in the

treatment of hyperpigmentation condiions other than
melasma of the face have not been studied.

* Because pregnant and lactaling women were excluded
from, and women of chidbearing polential had lo use
brih control measures in the clinical tnals, the safety and
efficacy of TRIEUMA Cream in pregnant women and
nursing mathers have nat been eslablished

INDICATIONS
Egm Cieam is contraindicaled (n indwiduals with a

history of hypersensilivity 1o this proguct or any of is
cOMmponents

WARNINGS AND PRECAUTIONS:

Hypersensitivity

TRILUMA  Cream contains sodium metatisuffite: a sulfite
that may cause allergic-lype reactions mcluding
anapiwlachc symploms and life threatening asthmatic
omendes n suscephbla peaple

Exogenous Ochronosis

TRILUMA Cream contains hydroquinone wiich  miy
protiyce exogenous Johronos:s, a gradual black-blue
darkening of the skin, whose occunence should prompt
discontinuation of therapy The majority of patients
developing this condition are Biack, bul il may also oceur
in Caucasians and Hispanics Cutaneous hypersansitily
1o the actve ingredients of TRILUMA, Cream has been
reparied in 1he iterature

Cutaneous Reactions

TRILUMA Cream contains hydroquinone and [retinoin that
may cause mild to moderate irntation. local urtatan, such
as skn reddening. peeling, mild Durming sensation,
drynass, and pruritus may be expected at the sie of
application. Transient skin reddening or mid burning
sensation does not preciude lreatment. If a reacton
suggests hypersenstivity or chemical irritabion, the use of
Ihe medication should be discontinued

Effects on Endocrine System

TRILUMA Cream also contains the carticosteroid
fluocinolone acetorude. Systemic absorption of fopical
corticostercids can produce reversible  hypothalamic-
pituitary-adrenal (HPA) axis suppression with the potential
for glucoconicosieroid insufficiency afer withdrawal of
reatment  Manilestations ol Cushing's syndrome
hyperglycemia and glycosuna can also be produced by
syslemic absorphon of topical corticosteroid while on
reatment If HPA axis suppression is noted, the use of
TRILUMA Cream should be discontinued. Recovery of
HPA asis function generally occurs on discontinuation of
topical corlicosteraids. The ACTH ~ar cosyntropin
stimulation test may be helpful in evalualing patienis. for
HPA axis SUpressIan,

Drug Interactions

Patients should avond medicated or abrasive soaps and
cleansers, soaps and cosmelics wih drying elfects.
products with high conceniration of alcohol, astnngent
and other irritants or keratolytic drugs while on
TRELMA Cream treaiment Patients are cautioned on
concomitant use ol medicatons that are known to be
photosensitizing

Pregnancy: Category C

TRILUMA Cream contains the teratogen, tretinoin, which
may cause embryo-tetal death, allered fetal growth,
congemtal malformations, and potential neuvrologic
dehcis  There are no adequate and well-conlrolied
studies in pregnant women. n gensral, use of drugs
should be reduced to a minimum in pregnancy. If a patient
has been inadvertently exposed to TRILUMA  Cream in
pregnancy, she should be counseled on the nsk of
leratogenesis due o this exposure The polental
developmental eflects of trelinain are senouws but 1he nsk
from topscal adrmiristration is small. Exposune during the
penod for organogenesis in the first Inmester (s
theorelically more likely 1o produce adverse outcome than
in fater pregnancy.  TRILUMA  Cream should be used
duning pregnancy only il the polential benefil justikes the
potential risk to 1he felus.

Mursing Mothers

Coricosteroids. when systemically administered, appear
in human milk. It is not known whether tepical application
of TRLUMA Cream could result in sufhcient systemic
absorption to produce detectable guantities ol
fluocinolone  acelonde, hydroguinone, or tretinoin "
hurman milk. Because many diugs are secreted in human
milk, caution should be exercised when TRILUWMA Gream
is admiristered to a nursing woman. Care should be laken
lo avoid contact between the infant being nursed and
TRILUMA Cream.

Pediatric use:

Safety and effectiveness of TRILUMA Cream in pediatric
patients have not been established

Salety and effectveness ol TRILUMA cream in patients
younger than 18 years have not been establishad
Gerlatric Use:

In general, dose selechion lor an elderly patient should be
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hepatic, renal or cardiac funchion, and of concomitant
disease or other drug therapy

CLINICAL STUDIES

Two adequale and well-controlied efficacy and safety tnals
were conducted in 641 subjecls between the ages of 21
‘o 75 years, hawing Fitzpatnck Skin lypes IV and
moderale 1o severe melasma of the lace The (ple
combmnation cream contamng hydroguinone 4%, Iretinoin
0 05% and fluocinolone acetonide 001% was compared
with 3 possible combinations of 2 ol the 3 aclve
mgredients [(1) hydroguinore 4% (HO) +tretinoin 0 05%
(RA), (2) Nuccinolone acetorude 001% (FA) + tretincin
005% (RA) (3) fluooinclone acelonide 001% (FA) +
hydroguinone 4% (HQ)), contaned in the same vehicle as
Ihe tnple combination cream. Subjects were nstructed to
apply their study medication each night. after washing
thewr face with a mild -soapless cleanser, for B weehs
Instructions were given 1o apply a thin layer ol study
medicahon to the hyperpigmented lesion, making sure 1o
cover the entire lesion including the outside borders
extending lo the normal pigmented skin. Subjects wam
prowded a mild mosturizer for use as needed A
sunscreen wilh SPF 30 was also provided with instructions
lor daily use. Protective clothing and avoidance of sunlight
exposure to the lace was recommended Subjects were
evalualed lor melasma severty at basaline and at weeks
1, 2. 4. and 8 of treatment Pnmary efficacy was based on
lhe proportion of subgcts who had an nvestigators’
assessment of trealment success, defined as the cleanng
ot melasma at the end of the exght-week treatment penod
The majonty of subjects enrolled in the two tnals were
white (approximately 86%) and lemale [approximately
98%). The Inple combinaton cream was demonstrated o
be significantly more effective than any of the other
combinatons of the active ingredients,

b. Does not include subjects who cleared before Dav 56 1
wore misSing tom the Day 56 assessment

Assessmen! Scale Cleared [metasma les! m:i
appraxmalely quwvalent 10 surounding normal skin Of S0
minimal residual yperprgmantaton). BAiled :',h?h:':j;ﬂ!ﬂ‘f
than the sumrounding normal skin). Moderate (M ;nmj‘w
davker than fhe surounding normal skin). Severe (ma
darker 1han the surrounding narmal skirl)

Subjects expenenced improvement of

the fse of |E;Ie combination cream as early as 4 tﬁ%ﬁ
However amaong 7 subjects who had cleanng e e 40
weeks o l"!ﬂlrﬂer'l with the N'lB"U mmtunallﬂﬁ cream, G
them dliti net maintain the remission after an additiona o
weeks of lreatmant. After 8 weeks of treatment with the ";
tug. subjects entered into an open-label exiens:on pem

in which the Inple combination cream was given on an as-
needed basis lor the freatment of melasma. The remission
penods appeared ig shorfen belween progressive courses
of treatment Addmionally. few Ssubjects mantained
complate tlearing of melasma (approximately 110:2%)

ADVERSE REACTIONS

Because clinical Inals are conducted under widely varying
condilions, agverse reaction rales observed in the clinical
tnals of a grug cannat be directly compared 1o rates in the
clinical inals of anather drug and may not reflect the rates
obsérved inclinical practice.

In the comtmlied clinical tnals, adverse evenls were
monitored in the 161 subjects who used the triple
combinalion cream gnce daily during an 8-week treatment
period. There were 102 (63%) subjects who expenenced al
least one treatment-related adverse event dunng. these
Inals. The most frequently reported events were rythema,
desquamation, burning, dryness, and pruntus at the site of
application The majorty of these evenis wera mild 10
maderate in severity. Adverse events reporfed by at least 1%
of patients and judged by Ihe investigalors 10 be reasonably
relaled to treatment with the triple combination cream from

their matasma with

PRIMARY EFFICA i ; :
S ANADYSIE the controlled clinical trials ara summanzed (in dacreasing
Table 1: Investigators’ Assessment of Treatment Success* | order of frequency) as follows
atthe End of 8 Weeks of Treatment i
x = HQ+RA | RA+ A+ A+ |" Table 3 - incidence and Frequency of Treatment-related |
+Fh HO AA HO | Adverse Event with Triluma Cream In at Least 1% or
Tnaii | Subjectn 8 B3 85 85 Mare of Subject (N=161)
) SUCCesses, n 32 12 0 3 Adverss avent n (%) Adverse evant n (%)
Proportion of Pigmentary
Suboirsis % 15% o 3 1 Emnfxna 66 (41%) fi 3 2% |
pyse idl] Gt Bl Desquamation | /61 (38%) mtaten 3% |
Trial 2 | Subjects. n 76 75 76 76
Burring 29 (18%) Papules 2 1%)
Successes, n 10 3 3 1
Proportion of Dryness 23(14%) | Acrelkerash | 1(1%)
Successes 13% % 4% 1% = e
tue : A 1 (19%]
p value 0045 | 0042 | 0005 i i )
Acnia B (5% Dry mauth 1(1%)
“Treaiment success was defined as melazma severily scom of rero (med
lesions cleaned of nyparpigmentation) m 5 (3%, R 1{1%
p-valua = ko Cochran-Mantel- Haensze chi-sguars stabslcs controling for i %) s W)
pooiad i OIMpanng 1P COrmimalan croam i ke
D'eaiﬂ'-ecﬂm:uuuu:sw i NSNS e Telangiestasia 5 (3%) Viasicles 1 {1%)
I the Imvisstigatars assestment of melasmaseventy ot Day S6.of reatmeny, the
Talicaing Lake shiows the chnical improverment probie for all subjects reatedwin Hyperesthesia 3 (2%) - -
e il CoMmbn o ST Dadad on SRty of ther melasma al the stan of

Hesimant

Table 2 : investigators assessment of change in Melasma
Severity from Baseline to day 58 of freatment
( Combine results from trials 1 and 5)

Number (%) of subjects at Qay 562
Maogerate’ | Severe® | Missing

Baseline
Cleared' | Mad*
I'ﬂ_pla
Foainan S;fﬂ-" o | o | e | on | ae | e
RA + FA
(A=161) |Moderate|124] 36 (299 |63 (51| 18.(15) | 00 | 78

Severe | 37| B016) 19457)) 9(24) | 2(5) | 1D

a Assessment based on subjects with severity scores at
Day 56 Percentages are based on the tofal number in the
treatment Qroup population.

In an open-abel trial, subjects who had cumulative
Ireatment of malasma with the rple combination cream
Tor & months showed a similar pattern of adverse events
as in the 8-week studies

The followsng local adverse reactons have been reported
wilh topical corticosteroids. They may occur more
Irequently with the use aof occlusive dressings, especially
with higher potency coricosleroids. These reactions are
fisled in an approximate decreasing order of occurrence
burriing, itching. irmtabon, dryness, folliculiis, acneiform
gruptions, hypopigmentation, penioral dermatits, allergic
conlact dermatitis, secondary infection, skin atrophy,
striae, and miliana.

Past -markeling experience:

Because (hese reactions are reparted voluntarily from @
population of uncerain size, it is not always pessible 10
relably estimate their frequency or establish a casual
relationship 0 drug exposureThe foliowing adverse
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- Eye disorder (frequency not known) blured wsion (sea
section 4.4)

- Skin digorder (Frequency not known) Skin paln

DOSAGE AMD ADMINISTRATION

TRILUMA Cream should be applied ance daily ar night. It
should be applied al least 30 minutes before bedime
Gently wash the face and neck with a mild cleanser Rinse
and pat the skin dry Apply a thin fiim of the cream to the
hyperpigmented areas of melasma including aboul 4
inch of normal appearing skin surrounding each lesion
Rub kghtly and uniformly into the skin Op nol use
occlusive dregsing Therapy should be discontinued when
coniral is achieved, Dunng the day, use a sunscréen of
SPF 30, and wear protectve clothing Avoid suniight
exposure. Patients may use maisiunzers ancl/or cosmelicsg

during the day.

Overdose

A limited number ol overdose cases has been reporeg
since the launch of TRILUMA cream The majonty of the
adverse events were skin disorders which are compatble
with the known safety profile of TRILUMA. No panicular
salety concern has been identified in the cumulative
review ol overdose cases

PATIENT COUNSELING INFORMATION

= Avoid exposure 1o sunlight, sunlamp. or ultraviolet light
Patients who are consistently exposed lo sunlight or skin
irfitants eithér through their work emvirenment or habits
should exercise particular caubon. Use sunscreon and
protective covenng (such as the use ol a hal) over the
Ireated areas. Sunscreen use is an essential aspeci of
melasma therapy, as even minimal sunkght sustains

melanocytic activity

GALDERMA

Marketed by:

Galderma India Private Limited

Bth floor, D Wing, Unit 801 & 802,
G Wing 802, Lotus Corporate Park,
Off Western Express Highway,
Goregaon East, Mumbai, 400063,
Maharashtra, India.

For consumer feedback or complaints, write 10 "Marketed by’

address or contact on +91 22 4033 1818 or email to
info.india@galderma.com
Triluma is a registered trademark,

* Weather extrames, such as heat or cold, may be
imtating to patients freated with TRILUMA Cream
Because of the drying eflect of this medication. a

maistlinzer may be appiiad fo 1he face in the moming after
washing

* Application of TRIUMA Cream should be kept away
from the eyes, nose, or angles ol the mouth, becatise the
mMucasa i much more sensitve than the skin ta the irritam
elfecy |f local imtation persists or becomes Severa,
application of the medication should be discontinued, and
the heaith care provider consulted Allergic contacl
dermaliis, blistening, crusting, and severe burming or
swelling of the skin and untaton of the mucous
membranas of the eyes. nose. and mouth require medical
attention

# || the medicalion is applied excassively, marked
redness, peeling, or discomfort may OCCUr

« This medication is 1o be used as directed by the health
care provider and should not be used for any disorder
ather than that for which it is prescribed

Mfg. Lic. No. 361

FOR EXTERMAL USE ONLY

HOW SUPPLIED

TRILUMA Cream i supplied in 15g laminated lubes
Storage. Keep away from direct sunlight

Store below 25°C. Do nal freeze

Keep the tube tightly closed alter use
Keep cul of reach of children

Manufactured by:

Encube Ethicals Pvi. Ltd.

Plat No. C1, Madkaim Ind. Estate,
Madkaim, Post: Mardal Ponda,
Goa-403 404. Made in India.
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