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COMPOSITION: 
Hydroquinone USP. 400% wiw 
Tretinoin USP F 0.05% wiw 
Fluocinolone Aceloride IP 10001 wi 
In a cream base Qs 

DESCRIPTION 
TRILUMA Cream contains Hydroquinone USP 4.00%, 
Tretinoin USP 0.05% and Fluocinolone Acetonide IP 0.01% 
ina hydraphile cream base for topical application 

Hydreaquinone is therapeutically classified as a 
depigmenting agent. It is prepared from the reduction of 
P-benzoquinone with sodium bisulfite. It oceurs as fine 

white needles that darken on exposure jo ait The 
chemical name for hydroquinone is: |,4-benzediel, The 

molecular formula is. C,H,0, and the molecular weight is 
110.11. Hydroquinone has the following structural formula: 

HO OH 

Tretinoin is all-trans-retinoic acid formed from the oxidation 
of the aldehyde group of reticene to a carboxy! group It 

occurs as yellow to lightorange crystals or crystalline 
powder, It is highly reactive to light and moisture: Tretinoin 
is therapeutically classifed as.a keralolytec. The chemical 

name for Tretinoin 1s: (all-E)-3,7-dimethyl-9-(2,6.6- 
trimethy!-1-cyclo-hexen-1-yl}-2.4,6,8-nonatelraenoic acid. 
The molecular formula is C,,H.,O, and molecular weight is 
300.44, Tretinoin has the following structural formula: 

H,C_.CH, CH, CH 
3 COOH 

CH, 

Fluocinolone Acetonide is a synthetic fluorinated 

corticosteroid for topical dermatological use and is 
classified therapeutically as an antiinflammatory. It is a 
white crystalline powder that is odorless and stable in 
light, The chemical name for Fluocinolone Acetonide is: 
(6+.118.164)6, 9-difluora-11, 21-dihrdroxy-16, 17-[(1- 

meathylethylidene)bis(oxy)|-pregna-1,-4-diene-F, 20-dione, 
The molecular formula is C,,H.F,O, and molecular weight 
is 452.50. Fluocinolone Acetonide has the following 

structural formula 

H F 

CLINICAL PHARMACOLOGY 
One of the components in TRILUMA Cream, hydroquinone, 
ig a depigmenting agent. It is a hycroxyphenalic chemical 

and inhibits conversion of DOPA to melanin by inhibiling 
tyrosinase enzyme. The other proposed mechanisms are: 

* Inhibition of DNA, RNA synthesis: 

* Degradation of melanosomes 

* Destruction of melanocyles 

Tretinoin accelerates desquamalion, and removes 
preformed melanin. The role of retinoids Is likely to be due 
lo its promotion of keratinocyte proliferation and 
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acceleration of epidermal tumover Tretinoin induces 

dispersion of pigment granules inside the keratinocytes 

and accelerates the turnover of epidermal cells. facilitating 

the elimination of the dispersed pigment 

Fluccinclone Acetonide. a corticosteroid, inhibits the 
lyroSinase actwity, affects the secretory function af 

melanocytes and has ant! metabolic effect on 

keratinocytes Corticosteroids also inhibt the various 
mediators of inflammation and hence also inhibit the 

Stimulatory impulses for melanocytes However, the 

mechanism of action of the active ingredients in 

TRILUMA Crear in the treatment of melasma |S 

unknown. 

PHARMACOKINETICS 
Percutaneous absorption of unchanged tretinoin. 

hydroquinane and {luocinolone acetonide into the 

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) of 6g (Group Il, 
n=14) of the triple combination cream containing 

hydroquinone 4%, tretinoin 0.05% and fluocinolone 
acetonide 0.01%. For tretinoin, quantiiable plasma 

concentrations were obtained in 57.78% (26 out of 45) of 
Group land 57.14% (8 out of 14) of Group Il subjects. The 
exposure to tretinoin as reflected by the Cmax values 
ranged from 2.01 to 5.34 ng/mL (Group |) and 2.0 to 4.99 
ngimL (Group Il), Thus, daily application of the triple 
combination cream resulted in a minimal increase of 
normal endogenous levels of tretinoin. The circulating 

tretinoin levels represent only a porten of total tretingin« 

associated retinonds, which would include metaboltes of 
tretinoin and that sequestered into penpheral tissues. For 
hydroquinone, quantifiable plasma concentrations were 

obtained in 18% (8 out of 44) Group | subjects. The 
exposure ta hydroquinone, as reflected by the Cmax 
values, ranged fram 25.55 to B6.52 ng/mL. All Group Il 

subjects (6g dose) had post-dose plasma hydraquinane 
concentrations below the quantitation limit. Far 
fluscinolone acetenide, Groups | and Il subjects had all 
post-dose plasma concentrations below quantitation limit 

NON-CLINICAL TOXICOLOGY 
Carcinogenesis, Mutagenesis, Impairment of Fertility 

When fluocinolone acetonide, hydroquinone, and tretinoin 
in fixed combinations equivalent to 10%, 50%, 100%, and 
150% of the concentrations in the clinical formulation of 

the tiple combinaton cream were applied topically to 
male and female CD-1 mice for up to 24 months at 

dosages approximating up 0 50. 19,000, and 250 

Gikg/day. respectively (corresponding lo dosages of 150, 
57,000, and 750 gimé/day, respectively), no statistically 
significant changes in tumor incidence were observed. 

When fluocinolone acetonide, hydroquinone. and tretinoin 
in fixed combinarons equivalent to 10%, 25%, 50%, and 
100% of the concentrations in the clinical formulation of 
the triple combination cream were applied topically to 
male and female SD rats tor up to 24 months at dosages 

approximating up to 10, 4000, and 50° ug/kg/day, 
fespectively (conmesponding lo dosages of 60, 24 O00, 

and 300 ug/mn?/day, respectively), statistically significant 
increases in the incidences of islet cell adenomas and 
combined islet cell adenomas and carcinomas of the 
pancreas i both males and females were observed, Tne 

clinical relevance ol ihese findings is unknown
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Studies of hydroquinone in animals have demonstrated 
some evidence of carcinogenicity The carcinogenic 

potential of hydroquinene in humans ts unknown 

Studies in havless albino mice suggest that concurrent 

exposure to. tretinoin may enhance the tumongenic 

potential of carcinogenic doses of UVB and UA light from 
a solar simulator Thes eHect has been conlirmed in a later 

study in pigmented mice, and dark pigmentation eid not 

overcome the enhancement of phatocarcinogenssis by 

0.05% tretinoin. Although the significance of these siygies 
fo humans 's not clear, patients should minimize exposure: 

to sunlight or artificial ultraviolet irtaciation sources 

Mutagenicity ‘studies were not conducted with this 
combination of active ingredients Published studies have 
demonstrated that hydroquinone 'S 4 mutagen and a 

clastogen Treatment with hydroquinone has resulted in 
positive findings for genetic toxicity in the Ames assay in 

bacterial strains sensitve to oxdizing mutagens, in in-vitro 
studies in mammalian cells, and in the in-vivo mouse 

micronucleus assay Tretinoin has: been shown fo be 
negative for mutagenesis in the Ames assay Additional 

information regarding the genetic toxicity potential of 
tretinoin and of tuocinolone acetonide is not available 

A dermal reproductive fertility study was conducted in SD 
rats using a 10-fold dilution of the clinical formulation of 

the triple combination cream. No affect was seen on the 
Waditional parameters used to assess fertility, although 
prolongation of estrus was observed in some femaics, 
and there was a trend lowards an increase in pre-and 
post-implantation loss that was not slatistically significant, 
No adequate study of fertility and early embryonic toxicity 

of the full-strength drug product has been performed, Ina 
seemonth study in minipigs, small testes and severe 

hypespermia were found when males were treated 
topically with the full strength drug product. 

INDICATIONS AND USAGE 

TRILUMA Cream is indicated for the shorl-lerm treatment 
of moderate to severe melasma of the lace. in the 
presence of measures for sun avoidance, including the 

use of sunscreens 

LIMITATION FOR USE 

*TRLUMA Cream, a combination drug produc! 

containing corticosteroid, retinoid, and bleaching agent, is 
not indicated for the maintenance treatment of melasma, 
After achieving control with TRIKUMA .Cream, some 

patients may be managed with other treatments instead of 

triple therapy with TRILUMA Cream Because melasma 

usually recurs upon discontinuation of TRILUMA. Cream, 

patients need to avoid sunlight exposure, use sunscreen 

with appropriate SPF wear protective clothing and 

change to non-hormonal forms of birth control, it 

hormonal methods are used 

* In clinical trals used to support the use of 

TRILUMA Cream in the treatment of melasma, patients 

were instructed to avad sunlight exposure to lhe face, 

wear protective clothing and use a sunsereen with SPF 30 
each day They were to apply the study medication each 

night, after washing their face with a mild soapiess 
cleanser 

* The safety and efficacy of TRILUMA Cream in patients 

with Skin Types V and Vi have not been studied. Excessive 

bleaching resulting in undesirable cosmetic effect in 

patients with darker skin cannot be excluded. j 

+ The safety and efficacy of TRILUMA Cream inthe 

treatment of hyperpigmentation conditions other than 

melasma of the face have not been studied. 

* Because pregnant and lactating women were excluded 
from, and women of childbearing potential had to use 

birth control measures.in the clinical tals. the safety and 

efficacy of TRILUMA Cream in pregnant women and 

nursing mothers have nat been established 

ONTRAINDICATIONS 
Sat Ee Cream is contraindicated jn individuals with a 

history of hypersensitivity to this product or any of its 
components. 

WARNINGS AND PRECAUTIONS: 
Hypersensitivity 

TRILUMA Cream contains sodium metabisultite. a sulfite 
that May cause allergic-type reactions meluding 

anaphylacte symptoms and lite threatening asthmatic 
opesodes in susceptible peaple 

Exogenous Ochronosis 
TRIUMA Cream contains hydroquinone which may 

produce exogenous Ochronasis, a gradual black-blue 

darkening of (he skin, whose occurrence should prompt 

discontinyatian of therapy The majority of patents 

developing this condition are Black, but il may also occur 
in Caucasians and Hispanics. Cutaneous hypersensitivity 
lo the active ingredients of TRILUMA Cream has been 

teparled in the literature 

Cutaneous Reactions 

TRILUMA Cream contains hydroquinone and tretinoin that 

may cause mild to moderate inritation. local imitation, such 

as skin reddening, peeling. mild burning sensation. 

dryness, and pruritus may be expected at the: site of 

application, Transient skin reddening of mild burning 

sensation does not preciude treatment. If a reaction 

suggests hypersensitivity or chemical irritation, the use of 

the medication should be discontinued 

Effects on Endocrine System 
TRIUMA Cream also contains the corticosteroid 

iluocinolone acetomde. Systemic absorption of topical 

corticostercids can produce reversible hypathalamic- 

pituitary-adrenal (HPA) axis suppression with the potential 

for glucoconicosteroid insufficiency after withdrawal of 

treatment Manifestations of Cushings syndrome 

hyperglycemia and glycosuria can also be produced by 

systemic absorphon of topical corticosteroid while on 

treatment. If HPA axis suppression is noted, the use of 

TRILUMA Gream should be discontinued. Recovery of 

HPA axis function generally occurs on discontinuation of 

topical corticosteroids) The ACTH or casyntropin 
stimulation test may be helpful in evaluating patents. for 
HPA axis suppression, 

Drug Interactions 
Patients should avoid medicated or abrasive soaps and 

claansers, soaps and cosmetics with drying effects, 
Products wilh high concentration of alcohal, astringent 
and other irritants or keratolytic drugs while on 
TRILUMA Cream treaiment. Patients are cautioned on 
concomilant use of medications. that are known to be 
photosensitizing 

Pregnancy: Category C 
TRILUMA. Cream contains the teratogen. tretinoin, which 
may cause embryo-fetal death, altered fetal growth, 
congenital malformations, and potential neurologic 
deficits. There are no adequate and well-contralled 

Sludies in pregnant women. In general, use of drugs 
should be reduced to a minimum in pregnancy. If a pabent 
has been inadvertently exposed to TRILUMA Cream in 
pregnancy, she should be counseled on the risk of 
leralogenesis due to this exposure The potential 
developmental effects of trétinain are serious but the nak 
from topical administration is small. Exposure during the 
Period for organogenesis in the fist trimester is 

theoretically more likely to produce adverse outcome than 
in later pregnancy TRIWMA Cream should be used 
during pregnancy only if the potential benefit justifies the 

potential risk to the fetus. 

Nursing Mothers 
Conticosteraids. when systemically adminisiered, appear 
in human milk. It is not known whether topical application 
of TRILUMA Cream could result in sullicient systemic 
absorption to produce detectable quantities of 
fluecinolane acetonide, hydroquinone, or tretinoin in 

human milk. Because many dfugs are secreted in human 

milk, caution should be exercised when TRILUMA Cream 

ig administered to a nursing woman. Care should be laken 
to avoid contact between the infant being nursed and 
TRILUMA Cream. 

Pediatric use: 
Safety and elfectveness of TRILUMA Cream in pediatric 
patients have not been established 
Salety and effectiveness of TRILUMA cream in patients 
younger than 18 years have not been established 

Gerlatric Use: 
In general, dose selection for an elderly patient should be 
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cautious, usually starting at the low end of the dosing 
range. reflecting the greater frequency of decreased 
hepatic, renal or cardiac funchon, and of concomitant 
disease or other drug therapy 

CLINICAL STUDIES 

TWO adequate and well-controlled efficacy and safety tnals 
were conducted in 641 subjects between the ages of 21 
to 75 years, having Fitzpatnck Skin types |-lV and 
Moderate to severe melasma of the face The triple 
combination cream containing hydroquinone 4%, tretinoin 
005% and fludcinolone acetonide 0.01% was Compared 
with 3 possible combinations of 2 of the 9 active 
ingredients [(1) hydroquinane 4% (HO) + tretinoin 0.05% 

(RA). (2) fluccinolone acetonide 0.01% (FA) + tretinoin 
0.05% (RA), (3) fluocinolone acetonide 0.01% (FA) + 
hydrequinane 4% (HO)], contained in tha same vehicle as 
the tnple combination cream, Subjects were instructed to 
apply their study medication each night, alter washing 
their face with a mild-soapless cleanser, for 8 weeks 
Instructions were given to apply a thin layer of study 

medication to the hyperpigmented lesion, making sure 10 
cover the entire lesion including the outside borders 
@xtending to the normal pigmented skin. Subjects were 
prodded a mild morsturizer for use as needed A 
sunscreen wilh SPF 30 was also provided with instructions 
for daily use. Protective clothing and avoidance ot sunlight 
exposure to the lace was recommended. Subjects were 
evaluated for melasma severity at baseline and at weeks 

1, 2, 4. and 8 of treatment Primary efficacy was based on 
ihe proportion of subjects who had an investigators’ 
assessment of treatment success, defined as the clearing 
ot melasma at the end of the eight-week treaiment penod 
The majority of subjects enrolled in the two trals were 
white {approximately 66%) and female (approximately 

98%). The triple combination cream was demonstrated to 
be significantly more effective than any of the other 
combinations of the active ingrecients, 

f 
b. Does fot include subjects who cleared betore DAY 560 

were missing from the Day 56 assessment 

Assessment Scale Cleared (metasma 

approxmately equivalent to sufrounding normal skin rane 

minimal residual hyperpigmentation): Mild ST ian) 

than the sutrounding normal skin), Moderate (7 col 

darker than the surrounding normal skin), Severe (m4 

darker than the surrounding normal skin) 

Subjects expenenced improvement of 

the Use of triple combination cream as early a ah 

However amang 7 subjects whe had clearing at the en oe 

weeks of treatment with the tnple combination cream, = 

them did net maintain the remission after an addibona ; 

weeks af Ireaiment. After 8 weeks of treatment with the pie 

drug, subjeCls entered into an open-label extension per! 

in which the (ripte combination cream was given on an aS- 

needed basis for the treatment of melasma, The rermssion 

periods appeared io shorten between progressive Courses 

of treatment, Additionally, few subjects maintained 

complete clearing of melasma (approximately 1 102%) 

ADVERSE REACTIONS 
Because clinical tials ara conducted under widely varying 

conditions, adverse reaction rates observed in the clinical 
tnals of a drug cannot be directly compared to rates in the 

clinical tals of another drug and may not reflect the rates 
observed in clinical practice. 

In the controlled clinical trails, adverse events were 
Monitored in the 161 subjects who used the triple 

combination cream ance daily during an 8-week treatment 

period. There were 102 (63%) subjects who expenenced al 
least One treatment-related adverse event dunng these 

inials. The most frequently reported events were erythema, 
desquamation, burning, dryness, and pruntus al the site of 
application The majonty of these events were mild to 
moderate in severity. Adverse events reported by at least 1% 

of patients and juciged by the investigators to be reasonably 
related to treatment with the triple combination cream from 

lesions 
with) 

their maiasma with 
s 4 weeks 

PRIMARY EFFICA( ‘i : ; CY ANALYSIS the controlled clinical trials are summarized (in decreasing 
Table 1: Investigators’ Assessment of Treatment Success* | order of frequency) a5 fallaws 

at the End of 8 Weeks of Treatment ie 

“ HO+RA | RAS FA + FA + f Table 3 - incidence and Frequency of Treatment-related | 
+ FA HO RA HO | Adverse Event with Triluma Cream in at Least 1% or 

Trai | Subject n is ui 85 5 More of Subject (N=161) 

7 Successes, n a2 12 0 a Adverse event M36) Adverseevent | 1 ((%) 

in of 
onaederel 38% 15% a ae Erythema 66 (4155) oesrey 3 (2%) | 

p value <0.001 | <0.001 | <0.001 Dasquamation 61 (38%) wiitation (2%) | 

Trial 2 | Subjects, n 76 75 76 76 
Burming 29 (18%) Papules 2 (Ve) 

Successes, n 10 3 a 1 

Proportion of Dryness 29(14%) | Acnelike rash | 1 (1%) 
Successes 13% ah 4% 1h a aim Ta 

hus 5 A 
p value oss | 0.082 | 0.005 " inca : 

Acne 8 (5%) Bry mauih 1 (Ve) 
“Treaiment success was defined as melasma severity score of rero | 
iosions cleanedot hyparpigmentanon) p. 5 (3561 A Tins 

p-value fe hoe Cochran-Mantel-Haenszei chi-square Matebes controlling tor esis a) eu bla 
<a Companng the inpée. cominalan cream to ihe other Tolang 5 (3%) ies 1 (19%) 

In bhp Investiquiors assessment of melasma seventy at Day Shot heatmen, the 
Jollowang table shows the clinical improvement probletor all subjects treated witht Hyperesthesia 3 (2%) : : 
ihe triple combnanen crea based on severity of tha melasma at Ine start ot 
teaimant 

Table 2 ; investigators assessment of change in Melasma 
Severity trom Baseline to day 58 of treatment 

( Combine results from trials 1 and 5) 

Number (%) of subjects at Day 56a 

Moderate’ | Severe"| Missing’ 
Baseline 

Cleared®} Mid 
Triple 

sontindon cy n | atey | nce) | nice) | tp) ngs 
FA + FA 
(n=161) |Moderate| 124] 6 (29) )63 (51)) 18(15) | OO) | 776) 

Severe | 37) 6416) [19451] 9 (24) | 2) | 18) 

a Assessment based on subjects with severity scores al 
Day 56. Percentages are based on the total number in the 
treatment group population. 

In an open-label trial, subjects who had cumulative 
treatment of melasma with the triple combination cream 
for 6 months showed a similar pattern of adverse events 
as in the 8-week studies 

The following local adverse reactions have been reported 
wilh jopical corticosieraids. They may occur more 
frequently with the use of occlusive dressings, especially 

with higher potency corlicosteroids. These reactions are 
fisted in an approximate decreasing order of occurrence 
buming, itching. irntation, dryness, folliculitis. acneiforn 
eruptions, hypepigmentation, perioral dermatitis, allergic 

contact dermatitis, secondary infection, skin atrophy, 
striae. and miliaria. 

Post -marketing experience: 
Because these reactions are reported voluntanly from a 
population of uncertain size, it is not always possible 10 
feliably estimate their frequency or establish a casual 
relationship 10 drug exposure. The following achlverse
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reactions have been identified during post approval use of 

- Eye disorder (frequency not known)-blurreg vision (see 

secton 4.4) 

- Skin disorder (Frequency not known): Skin pain 

DOSAGE AND ADMINISTRATION 

TRILUMA, Cream should be applied ance daily at night. It 

should be applied al least 30 minutes before bedtime 
Gently wash the face and neck wih a mild cleanser Finse 

and pat the skin dry Apply a thin film of the cream to the 

hyperpigmented areas of melasma including about 4 
inch of normal appearing skin surrounding each lesion 

Rub lightly and uniformly into the skin Do nol use 
occlusive dressing, Therapy should be discontinued when 

contral is achieved. During the day, use a sunscreen of 

SPF 30, and wear protective clothing Avoid sunlight 
exposure. Patients may use moislunzers anc/or cosmetics 

during the day, 

Overdose 

A limited number of overdose cases has been reported 
since the launch of TRILUMA cream. The majonty of the 

adverse events were skin disorders which are compatible 

with the known safety profile of TRILUMA, No particular 
safety concern has been identified in the curnylative 
review of overdose cases 

PATIENT COUNSELING INFORMATION 
* Avoid exposure to sunlight, sunlamp, or ultraviolet light 
Patients who are consistently exposed lo sunlight or skin 
irritants either through their work environment or habits 
should exercise particular caution. Use sunscreen and 
protective covering (such as the use ol a hal) over the 

treated areas. Sunscreen use is an essential aspect of 
melasma therapy. as even minimal sunlight sustains 
melanocytic activity 

GALDERMA 
Marketed by: 

Galderma India Private Limited 

8th 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 to ‘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 
irritating to patients treated with TRILUMA Cream 

Because of Ihe drying effect of this medication, a 
moisturizer may be applied to the face in the moming after 
washing 

* Application of TRIWNM4 Cream should be ket away 

from the eyes. nose. of angles of the mouth, because the 
Mucosa is much More sensitive than the skin ta the irritant 
effacr if local irritation persists or becomes severe, 
application of the medication should be discontinved, and 

the heatth care provider consulted, Allergic contact 
dermalitis, blistering, crusting. and severe burning of 

swelling of the skin and irfitalion of the mucous 
membranes of the eyes, nose, and mouth require medical 
attention 

«|f the. medication is applied excessively, marked 
redness, peeling, or discomfort may occur 

« This Medication is to be used as directed by the health 

care provider and should not be used for any disorder 
other than that for which itis prescribed 

Mig. Lic. No. 361 

FOR EXTERNAL USE ONLY 

HOW SUPPLIED 

TRILUMA Cream is supplied in 15g laminated lubes 

Storage: Keep away from direct sunlight 

Store below 25°C. Do not freeze 

Keep the tube tightly closed alter use 

Keep oul of reach of children 

Manufactured by: 
Encube Ethicals Pvt. Ltd. 
Plot No. C1, Madkaim Ind. Estate, 
Madkaim, Post: Mardol Ponda, 
Goa-403 404. Made in India.
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