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Topical Retinoids in Acne:
Emerging Strategies for Tolerability, Maintenance, and Skin of Color

several agents are curenlly avoilable; however, ke
ccmcernin? the use of thesa ogents. These issues inc
(o]

’ ! 1 opical ratinoids are o mainslay for the treatment of acne vulgaris, ‘ond .

optimal regimens

ACCREDITATION

This oetivity hizs been pkmned ond implemented in oteordanca with the Essentiol Areos tmd Pelicies of
the Arcreditation Cotesi for Continving Medics! Edurnfion (ACEME thrmugh the juint sponsteship of
the Bsester [ffice of Contining dhedicel Edueton (EOCHED cnd St & isacy Hews. The EDCHE &
oceedited by the ACCIAE to provida continuing mediea! educotion (THED for physiions.

CHE CREDIT STATEMENY

Tha FOUME designates fis ecurctionai cetivity for ¢ moximum of § AR FRA Cotegoty § Cedit™,
Physiciesshoss] e ety these madts enstinensumeta with he extent of thel pericpation i tha ortiy,
Term of Approval: 1oty 2607 1ty 33, 2008, )

Fstimnted tim o complate this educafionl netvity: 1 hoor,

TARGET AUDIENCE

This oty has heen develaped fot demmatulogists wha cro involved in tha diognass ond
monegament of acge. . -

EDUCATIONAL HEEDS .

Hihough togscnd refingis have hoen & moinstoy in th tregtment of ace, the strotegies for Vheit
uiiization torfinua o svabvo. Emerging therapies oni regimens offer demarologists & bruadet mga
of options to imjrove tolerohiy, sistoi pasiive cinical outewsmes, and effeetively treot o diverse
pafiaat popolation. This stpplenent provides on ssessmant of tha anent tends in topicel retingid
therupy ond discarses strutegies for pehieving tha best restlts for pafients with ome. Dermatologits
reoding this supplemment tan beasfit from the practicet Eps and perspectives offemd by the iecogized

pregraen fucedly end ena opply this niw knowladga in I daiy proctis b improve dinicod outcomes

For ther patients,

LEARNING CHUECTIVES -

Dy rending ond sauding this supglemesy, pasticiamnts should be oble to:

® andy practicol and <fFactive woys to improve toloraliiy of refinaids for the iremtment of oena
= Understand Gnd implement oma maintenants reginmas ot optimo! dinka! resuits

* (ompate ond corémst gma b patients with skin of tole,

FACULTY AND UHAPPROVED/QFF-EAREL LISE DISCLOSURES

As spansars eoemdited by the AUCHE, it & the poficy of the EOCME o requite the disdosua of the
existence of ony significant finaneialintetest or oy other relasionship & facutry member bos with tha
reanufnchurer (s} of ny commenticd produet distussed during bis /her presentation.

The laculry members of this CME nativity disdase the fellowing:

Dr Baldwin serves on the Specker's Bursou for Mergon ine,, Geldenma Loborstories, OrtheNeusrogens,
ued Sfifel Loborotuies ond & olso o consultont fe ColaGenex, Ine. Dr Tanghatti has reteived fimd:
ing for cinicat gronty ko, is o consuitunt foy, and serves o the Speoker's Burecu for Aergen loc,
ol Stiefel Lshoratoriss, Dr Taylor hes received fending for dinieal grons kom, 55 g consuliont fo,
and serves on the Speaker's Bureas dor Mergon Inc,, Soldema Loboroteries, ond Iohison & Johmion
Fomily of Comparias. St inends 4 rebeenta uniabieled /unopmroved wies of tezamteng ong freringin,

UHAPPROVED/OFF-LABEL USE DISCLOSURE

Tha FOCME requies CNE forulty (presenters) so dischass o paticipanis:

{13 Whan protutts of tentedures being discussed ore offobel, unlobeled, sxpesmentd, gad/pr
imvestigntianal {aat US Feod oad Brug Adrinstration {7 DA) approved); and

{2} Ay limétetions on tha informatian that s presanted, such as dato shat ets prefiminary of that
tepiesent gnguing msearh, intesm onolyses, ond /o unstpported opinion,

Foculty may diseuss informaton ohout shormeceutice! ogants that ore cutside of FDAopproved

Inbeling. This mformation s intendsd solefy for confinuivg medicof aduration ond is ot infended

tu promate oftlabel ves of these medientians. If you heve questinns, ontact the medicn! eiftins

department of she menufachwer for tha most receat preseribing informakan,

?r issues remain
i

r mointenance reaiment, ond use in skin of cofor, In addifion,

de tolerghility,

os a rasill of incredsin
considerotions will be

employment of anfimicrobials for the mancgement of acne has come under fire
) rales of hacterlal resistance,” Each of these clinical
iscussed in this- supplement through o review of tha
literalure, cnd practicat fips 16 anhanca patient autcomes will be providad,

improving Tolerability While
Maintaining Efficacy: Practical Tips
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ke tolerbility as well us effi-
cecy of topical rerinpids
affect their clinico! urilicy

in aene vislgutis. The efficacy of rop-
ical teeimotds is best judged one o
another against comedonal acne.
In data fram o number of scudies
{N=630), reducrion in comedanal
lesion count after 12 weeks of the:-
apy ranged from 33% o T1% for
tazararene (LI% cream or gel and
0% tn 485 for adapalens D150
cream or gel, tretingin 0.025% gel,
and trerinein microsphere G.15%
(P values ior tazaratene versus ather
sgents ranged from P<D.00 o
P=L042) [Crriz. 2002692 suppl):
12-19; J Drags Derneatol. 2005;4(2):
133-138; Crris, 2002,6H2 suppl:
4115 Cutis. 2001676 suppl):d-9).
Thus, for comedonal acne, it is evi-
dent that mare poteat recnoids are
more effective than less potent agents.
Orher clinical paramcters, such as
roral lesion count and inflammatary
lesions, may not adequately differ-
enridre one retinoid from aporhier, as
abl retinoids directly or indirectly
teduce inflammarory lesion count. In
the studies mentioned abave, the
reduction in inflammaracy fesion

coont showed less of a difference
berween agents and mnged from 545
to 70% for tazarorene preparations
nnd 4% o 55% for cretinoin zad
adapalene (P values for mzasorene ver-
sus other agents significant only versus
adapalene gel, where P=0.0003).
There zre few studies address.
ing the compararive tolerabilivy of
rerinnids. To oddrese this dssue,
Leyden end colleagues utilized a
split-faced, randomized, investiga-
ror-masked design in 253 healthy
volunteers. Each subjece used one
redinnid formulation  (tnzarotene
0.05% and 0.1% cream, razarotens
0.1% gel, adapalene 0.1% cream
and gel, eretinoin 0.02%  and
0.05% emollicnt cream, tretinain
.15 eream, tretinoin micrasponge
0.198) applied on one side of the face
and u different formulation on the
other side of the face for up w
29 days {J Dregr Dermated. 2004346
641-6511 Erytherna and dryness/
pecling varied becween formulations
and vehicles, and did not appear w be
an oceribute of way given retinoid.
Skin sensizivicy proved to be an
unportant factor, with sensitive skin
(hiszory of difficulry with decergents
or topical produces) exhibiting worse
tolerability than did normal skin
{P values far dryness/pesling in those
with notmal versus sensitive skin
maged from P<0.00] 1 P=0.050).
1 real-world clinieal experience,
alf recingids are inherently iritating,
and patients wich sensivive skin fie,
overreaction 1o all exogencus stim-
uhi, and in condirions such as stopic
dermaritis, tosaced, and psoriasis)
typicutly find retinoids mure irritar-
ing than da rhase with normal skin.
A key challenge is to conerat érritarion
and therely enbance rolerability.
There are a numbcr of factors thar

can enhance the tolembility of all
retinoids. More potent retinoids can
then be used 1o permiz the clinician
to best address che patient’s acne.

Epidermal Barrier
Integrity Is Linked
to Tolerability
The prablem with rolembility some-
cimes observed in paticnts with
sensitive skin appears 1o be Iargely
refated 1o che integrity of the
epidesmmul barrier. Epidermal barsier
dismaprion leads s ewsnsepidermal
witer loss from she stmrum comeum,
with xerosis and peeling occurting
when water contens decreases below
10% [Bermatol Clin. Z000;18(4)
597-6071. There are multiple lorces
besides skin sensitivity that work
against cfiors to maintain epidermal
barrier integrity. These include
products thar contain spap nnd/or sur-
factants, or etineids (Hr } Derwmatol.
1996, 134(32:424-4303, and environ-
meneal faciors such as sunbura, low
temperature, and low humidity.
There are sume simple sugges-
tises and solutions that can enliance
the integrity of the epidermal
barrier (Table 1). Indeed, bareiee
restorazion alone may sigrificantly
impreve vutcomes in deemarologic
conditions. Simple emollients play
4 impottant mle in maintaining
barrier foncrion [Am [ Contoer
Diernrr. 2000;1 {35 165-169; Curtiz.
1998;61(6): 344-346], with timing
uf application and type of product
{hydmting versus cccluding) being
important considerations.
TForexample, o eompasisun of ber-
methasone-17-valemte, hiydrocortisane,
and pecrolotum for the treatment of
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Skin of Color: Evaluating Similarities and Bifferences
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linical practice surveys in
skin-gf-coler  populacions
{individuals of  Alfrican,

Asian, Native American, and/or
Latino descent} indicare thar acne is
among the top cutansons disorders
reposted i these individuals, olten
ranking as the pumber one com-
plaine. Thevthief concern smeng
patients is nat se much the acne
lesivn itself, but the resuling
dark (hyperpigmented) macule, or
poseinflammmcory hyperpigmenta-
tion {PIM) {J Am Acod Dermiaeol.
2002:46(2 suppl):808-51066].

There are some racial differ-
ences in acpe lesions. A survey of
1,646 incarecrared males showed
the incidence of nodulocystic lesions
to be lower in African American
(0.5%) than in white (3%) subjects
{PcO00L) fArh Dernraf, 1970,
102(6%:631-634], (No conclusions
were drawn from this study regard-
ing Latino ar Asian populurions.)
Histolagic differences in scne have
wso been reporsed in o African
Americans, with biopsies of papular
and pusenlar lesions demonstmi-
ing massive inflammacory infilemres
U bmvwre Dennaes!, 1996, 106:888]. Ar
lenst part of the mechanism under-
lying acne-induced PIH may invelve
praduction of the chamical mediators
interleukin-1 alpha and prostsglan-
din Ey in keratinocyres as demon-
serated follawing oleic acid (4 farty
acid involved in scne) stimulation
{Pigment Cell Res. 2003;16(5):6031,
Acne-indueed PIH can be leng fese-
ing, persisting (or monehs or vears,
und can have devastating psychologi-
cal effects.

Ideally, PIH should be pre-
veated. Strategies include prompt
rrearment and prevention of acne,

avoidance of ieritacing medicarions,
and sunscreen use. Sunscreen impacts
che stimulatory effect of the sun an
melanocyres as well as the crens-
fer of existing melanosemes from
melanocyies  inte  keratinocytes.
Patients should be encournged to
ust sunscreen wich borh UVA
and UVB prorecrion such as the
physical blockers (zinc oxide or tita-
nium dioxide).

Studies indicote that
topical retinoids may
offer a way to address
hoth gene and PIH in
those with skin of color.

Hydmquinone  {HQ~which
inhibits tyrosinase activiry and the
conversion of tyrosine o melanin—
is currenely the gold standard for
ceeating PIFL in the Uniced Seates.
Huowever, it has na noct-acne activiey,
necessitating separite medications
far the treatment of acne and PIH.
In addition, possible regularacy
chunges (including a propased 18

Food and Drug Administration ban
an cver-the-counter HQ produces
and & New Druy Application
requirement (or all HQ-containing
products) have the potencial ta
severely limit HQ ovailabitiry. Thus,
there is g need for gicher pew thera-
PEULIE ORLIONS OF A fCussessment of
existing oprians fur the treacment of
acne-refated PIH.

Topical Retinoids May
Be Effective for PIH

Topical retinoids are currencly @
mainstay of acne chempy, and recent
studies suggest they may be effec-
tive for the trearment of PIH as
well. Topical retinoids are hormones
that inreract with nuclear retincid
recepeors and regulace gene tean-
seripeion. Their efficacy in acne
derives from their sbifity ro normal-
ize desquamation of the foiliculer
epithelium, promore drainage of
comedones, and inhibir formation
of new comedones [Chin Ther. 1993;
L4{6:773-780; J Am Acad Deraustod,
1986;15{4, pr 2):907-915}. In addi-
tion, they appear to down-reguiare
gene  cxpression  dependent  an
AP-} (a rmnscriprion facror assaci-

ated with cell prolifernrion and
inflammarsan), resulting in ant-
inflammatory action.

‘The eifecriveness af retinoids in
the treacment of PIH is pestulared o
be related to inhibirion of ryrosinase
induction in melanoeytes, enhance-
ment of desgquarnarion {which spreds
up the sloughing of melnnin in ker-
atinocytes), inhibition of melinosome
transfer from melanocytes (o ker-
atinocytes, and enhancement of the
abzurption of other ingredients.

The first study to demonstrote
the efficacy of a retinoid in the trear-
ment of PIM was reported by
Bulengn-Ransby and rolleagues in
1993 [N Engd f Med. 19933281201
1438-1443] In a randomized, dou-
ble-blind study, 54 black patients
with FLH received either velicle or
teetingin 0.1% creans QD {along
with daily sunscreen SPF 15 use)
for 40 weeks. PHE was signifi-
cantly lighter {as determined by
investigatot dssessment} in cretinoin.
treated than vehicle-treated subjects
{P<0,081), with 91% of rrerinoin
patients judged ns lighter or much
lighter after treatment versus 57%

roitinnet an page §
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irritane cantact dermatitis showed ptro-
latum to be juse os effective as beta-
methasone-1 7-valesate [ Exngy Derveatal,
20021257101

Improvements in
Tolerability Are Seen With
Combination Therapy
Comibsination therapy is increszingly
bring used for acne treatmeny, Two
recent studies have examined the
additive effects of an antibiotic/
benzayl peroxide (BP) producr pius 1
capical reeinoid and found thar, con-
rrafy 1o an expected increase in drsita-
tian, the rombimarions were beceer
zoleruced than rerinoid monnthampy.

A dauble-blind, randomized,
parallel-proup combination rherapy
study observed 121 subjects with
moderate o severe acne rreared with
{1} a clindamycin 1%/BP 5% gel
with humectants ond  occlusive
agents QD am plus  cazarorens
0.1% cream QD s ar (2) vehicle el
QD AM plus mzasvrene 0.1% cream
QD eM U Drugz Dermatal, 2006;%35):
256-2G1). Median percent change
i open and ¢losed comedo count was
significantly berter ot ol time poines
with the combination than with
razarorene alone (median reductions
of 34% versus L8%, respecrively,
at werk 4 and 709 versus G0,

resprectively, ot week 12; Ps0.01 for
bach comsparisens). Median peteent
chunge in papule and pustule count
was also greater with combination
therpy thun with tzzarctene alone
ot weeks B and 12; this trend was
mast seriking in those mote severely
offzered ot baseline {op, with a
median  baseline  papule/pustule
count of 223}, with median ceduc-
tions of 637 (combination therapy)
versus 5 2% (mzarotene alone) seen ot
week 12 in this subpopulation
(Ps0.01). Additionatly, chere was a
lawer ovenll incidence of peeling
and dryness with the combinacion
than with the siogle-agent regimen

Takle 1. Strategies for Maximizing Epidermual Barrier Integrity
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of the shin, rendting in permentility dianges ot oo keod fo increased
absorption of fopical ratinaids cnd/or local Tiitnticn.
Hathing {ong, hot showers and fub bioths distupt baier function, = Shoriea bothing rime.
* I dryness i on issue, cansider opplying on
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resingid to ollow skir: to normaliza,
Aoy emafliant o skin if neressory.
Veather ond humidity | Lowshumidity esviranments (cold, dey weothisr, foread oir beating; = Ysa moisturizer if dry.
it candifioning; lat, dry weother) incease tha senstivity of the skin « {se nonsus dleansers.
to bairizt funtfion disupian and con increase iritatian from topico * Consies reinoid holidays.
medicatioas; Wighdiumidity envimnmants, on tha ofher hond, oredest |+ Pay dose attention 1o vehithes vsed.
For afinaids.
Tmoftients Very impariant in mointuining and profecting the skin by restoring barrzs | e Utiize an emalliant pricr ke ratineid opphce
fimiction ond reduding overohaeeption of wtinids. tiom where dry skin is/moy be on fssue; weis
15 to 30 refrutes before epedying retingid,
Astringents fstringenls ¢un inarecse Initation from ather fopice! meditions by = Himinle asingeals.
uhering sefuce lipids ond damaging the shotum cameum, touing
overheorption of rofinoids.

(10% versus 18% and B% versus
1245, respectively). Of particolar
interest, S]gﬂl[lmni Lmprovemenc in
tolerbility occurred during the first
4-week period of retinizacion.

The notien of improved efficary
und telembility with combination
resinoid therapy was repeated ina
mare recent study comparing adapa-
lene (1% gel QD pu for 12 weels
with rwo other regimens: {1) clin-
damycin L5/BP 5% gel (the same
formulazion used in the above-
mentioned  study) GD AN cnd
adapalene 0.3% gel QD pM for
12 weeks and {3} clindemycin 1%/
BPF 5% gel QD an Jor 4 weeks, then
adapolene 054 gel edded QD pM
for the next B weels {J Dirugr
Dervizinl. 2007, in press]. The con-
currens clindamyein/BP plus adapa-
lene cambinatine resuled in oo
significantly betrer reducion in
inflammatory lesions (P<0.09) and
nonsignifreant reductions in nonin-
flammarory and toral lesion counts
versus adapalene monotherapy. Ar
week 4, dryness was significantly less
with either combination than with
adapalene monotherapy {F<0.015).

It is likely that the fwmectant
and ocelusive propeetivs of the exeip-
ienes in rhe clindamycin/BP producr
used] in these studies contribured ro

improved retingid olembilicy, Thus,
sihen copsidering these rypes of com-
binations, consider the vehicle bases
{water, alcohal, or emollient). These
formulation chareteristics cen affect
the overall wlerbility of the tegimen.

Practical Strategies Can
Enhance Tolerability

There dre a number of practical serate-
gies that can help minimize irria-
tion when intoducing & tapical
retinoid {Table 2}. Consideration of
anatonye vatiations can glso decroase
the chance of intolerance. For exam-
ple, maisture can be 2 problem in
s0mME anatomic arezs {eg, the perinasal,
reglon, orm! commissures, lateml
aspects of the chin). Conversely,
rerinoids are well rolerated perincu-
iarly and on the forebead, chevk, and
chin. Being aware of--and moking
allawances for—these anatomic dil-
ferences can help paticnts optimize
rolerance te these therapies.

Topicsl rerinoids are a proven,
effective option fur the creatment
of acne, Tolerability issues can be
addressed 1n s number of ways, allow-
ing us to confidently employ even
she supnger ond more efficacions of
these thempies as oo important part
of our nene armamentarivm.

Buring Retinizution

Table 2. Strategios for Minimizing Irritation

* Ba progmatic when fnitiafing theragy.

humidity condifions.

— B espociolly corefu! during the fist 4 to & weeks of therpy {refinization perad),
* Cansider combinglion therapy with @ product that has humettant oad acclusive ageals.
» (ansider using weakerstrengih creams or gels during (ha first 4 10 6 wesks.
» Saleq ratinaid formulation aad vehicla best suiled 1o sansonal temparatore and

* Consiter sitzmae-day therapy duing the Tist 1 0 2 manths,

= B2 apan o other oppliation mehos leg, short eontod).

» Encourage the use of emoffients to enbiance bonier function of the skin,

= Efucaite putients choub this pesiod, ond ollow 1- ta 3-day refincid hafidays,
» {unsider o 1-manth falloweup capatnimant after inifiation of therapy.




