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Atrophic Acne Scars Improved With Nd:YAG Laser

BY KATE JOHNSON
Montreal Bureau

MONT TREMBLANT, QUE. — Objec-
tive improvement of atrophic facial acne
scars can be achieved with the 1,064-nm Q-
switched neodymium:YAG laser, accord-
ing to recently published study.

“This is one of the few papers that [ex-
ist] actually showing objective criteria for
a problem that’s difficult, sometimes, to vi-
sually assess in terms of degree of im-

provement,” Roy Geronemus, M.D., told
this newspaper. Dr. Geronemus coau-
thored the study, which is in press, with
Paul Friedman, M.D., who is in private
practice in Houston, and Greg Skover,
Ph.D,, of Johnson & Johnson.

Speaking at a symposium on cutaneous
laser surgery sponsored by SkinCare
Physicians of Chestnut Hill, Dr. Gerone-
mus outlined the study, which used the
Primos 3-D optical imaging system to as-
sess skin topography in 11 patients at

baseline, and at 1, 3, and 6 months after
their fifth and last laser treatment.

“One of the problems we face in der-
matology, and specifically in the area of
laser medicine, is that there is a tremen-
dous lack of objective evidence to sub-
stantiate the benefits, or lack thereof, of a
particular treatment,” Dr. Geronemus
said.

At midtreatment (1 month after the
third treatment), an 8.9% improvement in
patients’ Ra scores was seen. The Ra score
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DESCRIPTION:

PROTOPIC (facrolimus) Ointment contains_tacrolimus, a  macrolide
mmunosuppressan prodced by Steplomycs tukubagnss L s  tpeal
dematoge_use only. Chemiall tacmhmus is_desiqn:

[BRIELLS 35 AS 45" SR8 SEL2R" 14" 155" 16R, laswszsam]
5681112 13.14.1 a-hexadecalyoro 5 19-dhydrory 3

4,10.12,18-{etramethyl-8-(2-propeny))-15,19-epoxy-3H-pyrido2,1-
it Aoxaazacycltricosine-1,7,20.21(4H 23H)terone, monohycrate. It has the
following stuctural formua:

o1 10100125 0 5

H/ OCH,

H,cO

Tacrolimus has an empirical formula of C:HesNOy+H;0 and a formula weight of

822.03. Each gram of PROTOPIC Ointment contains (wiw) either 0.03% or 0.1%

of tacrolimus in a base of mineral oi, paraffn, propylene carbonate, white
petrlatum and whie wax.

CLINICAL PHARMACOLOGY:

Mechanism of Action

action While the

following have been nhservsd the clinical significance of these observations in
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ymphocyte acivation by fist bincing o an intracelar profein, FKEP-12. A
complex of tacrolimus-FKBP-12, calcum, camoduiin, and calcieurin is then
formed and the phospatase aciviy of calcieuin is inhibited. This eflect has
shoun o preverthe cephosphanyatn nd tansication ofrclar scx
of activated Tcells uclearcomponent thought to_iniate_gene
escrpion o e formaton of oknes suh e s
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Teell activation. Addiional, tacroiinus has been shown to inhibit the
release of pre-formed medators from skin mast cells and basophil, and to
g o ) on Langerhans celt

patents vere not olowed forlonger than 2 weeks affer enckof-reatment, s ot
knoun how many aditonal patents regressed at periods longer han 2 wees
afercessation of hera

In both PROTOPIC Gintment treatment groups in aduls and in the PROTOPIC
Oiniment 0.03% weament group in pedatnc patients, a signifcanty greater
improvement compared 10 Vefick (p < 0.001) was observed in the seconda
efcy endpons of percent by suface e mole, paent ikt of
piuius, erytherna, edema, excoriaton, oozing, scaing, and ichenficaton. The
Tlowing w0 aphs deici the tme ctrse of mproverentin e pren by
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The folowing two graphs depictth time course o improverment n enythema in
it and n pediac patnts as a resut of reament.

Figure 3~ Adult Patiens Mean Erythema Over Time
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Pharmacokmeﬂcs

19 adit
i e tat arolus s absorbed ae he oica appicalon f 1%
PROTOPIC Ointment. Peak tacrolimus biood concentrations ranged from
undaecte (20 ngm fer she or mitpe s of 1% PROTOPIC
Onim

g Tt Toma pharmacokinetc study of 0,19 PROTOPIC Oinment in
atc atopic dermalis patents (ages 6-13 years), show peak tacrolimus

blood concentrations below 16 ngimL in alpatents

There was 1o evidence based on Hood conceniations tha tacrlimus

1 year. The absolute bioavaiabilty of topical tacrolimus is unknown, Using IV
Historicaldata for comparison, the bioavailbilty of tacrolimus from PROTOPIC in
naduts with

treated, exposure (Le., AUC) of tacrolimus from PROTOPIC is approsimately 30-
ol less than that seen with oral immunosuppresswve doses in kidney and liver

be observed is not known.

CLINICAL STUDIES:
‘Three randomized, double-olind, vehicle-controlled, mult-center, phase 3 studies
TN

o dialric Patints Mean Erythema Over Time
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The time course of improvement in the remaining Secondary eficacy variables
was simiar to that o erythema, wih mprovement n chenificaton sighty sower.

A total of 571 patients applied PROTOPIC Ointment 0.1% in_lon

PIC Oiniment for patens vl e acl and pdic sty s for up oo yea. I the adul st 26
moderate One y icided 35 ptents mmm . nire
1 fage, and the ot alients  pedatic stdy s
15-79 years of age. Fity-ive percent (55%) of the pauensweremmen CPaTE s e on average, patints received treatment for §7% uismdy ey
were black. At baseline, 58% of the patients had severe disease and the mean
s INDICATIONS AND USAGE:

body surface area (BS) affcted was 46%. Over 80% of patents hed alopic
dermaiis affectng the face andior neck region. In these sludies, patients applec
either PROTOPIC Ointment 0. )TOPIC Ointment 0.1%, or vehicle
ointment twice daily to 10% - 100% of their BSA for up to 12 weeks.
In the pedialic study, a sigficanty grealer (p < 0.001) percentage of paients
achieved at least 90% improvement based on the physician's global evaluation of
clrical fesponse (e pre-defned prmary eficacy end poin) n the PROTOPIC
1t roup compared to the veficle reament group, but
there was insufficient evidence that PROTOPIC Ointment 0.1% provided more
efficacy than PROTOPIC Ointment 0.03%.
Inbth st s,  srfanty geter (p < 0001 percentage ofptens
achieved a east 90% mprovemment hogsians gl e of
clinical response in the PROTOPIC Ommem 0.03% and PROTOPIC Ointment

e
BROTOPIC ianen 0 Th e 1 ceny bobeen PROTORC
Oniment 0.1% and 0.035% was partculrly evident in adut patients with severe
disease al basene, aduls wih extensive BSA invoement, and biack aduls.
Response rales for each treament group are shown below by age groups
Because the tio adult stuies were identically designed, te results fiom these
studies were pooled i this tabe

Global Improvement over Baseine at the End-Of-Treaiment in Three
Phase 3 Studes

Physicans PasiSiuy Adut s
(2-15 Years of Age)
ofCindl  [Verick [PROTOPIC |Verick. | PROTOPTC | PROTOPC
Response | Oinmert| inment | Oinimen | Otment | inment
(% Improvement) 003% 003% | 01%
N=116 | N=117 [N=212 |N=211 |N-209
0% %) | 1020 | 20% | 21008 | 2000%)
2904 8% | 0% | 140 | s8e8Y | 76m)
2754 18(16%) | 65(56%) |a0(14%) 117(66%)
2504 stiere) | 8573 |20 152(73%)

A g percentag p >
improvement as achieved by week 1 for those teated with PROTOPIC Ointment
016 and by veek 3 o hose veed wih PROTOPIC, Onment 003%
A ststcaly signfcan diference in the percentage of peciatic patients wih
2 05 ottenent vas achie by week 3 o s e will SROTOPI
Ointment 0.03%
In aduk patents who had achieved > 90% improvement at the end of reatment,
ihose treated vith PROTOPIC Ointment 0.035% and 41% of those treated
with PROTOPIC Ointment 0.1%, regressed from his state of improvement at 2
el afer entofeament. n et palents uho i e » 0
improvemen, se leated vith PROTOPIC Ointment 0.03% regressed
T S of I a5 vesks ot ShaEseaen: Bhemcs

PROTOPIC Ojnmen, both 0.03% and 0.1% for aduts, and only 0.03% for

chidren aged 2 0 15 years is indcated fo shortterm and ntermitent long erm

therapy in the treatment of paients wih moderate (0 Severe alopic demnatis i

m the use of allernatve, conventonal therapies are deemed inadvsable

because of potental isks, o n the trealment o patients who are not adequately
are nolerant of alematie,

CONTRAINDICATIONS:
PROTOPIC Ointment is _contrindicated in_patients with a_history of
ypersensiivi o tacrolimus or any other component of the preparation

PRECAUTIONS:
General
Studies have not evaluated the salety and effcacy of PROTOPIC Ointment n the
veament ofcrcaly ced topc demats Beore commencing eaiment
with PROTOPIC Ointmen. ciical infectons at treatment stes shouid be cleared.
While patiens with atopic dermatts are predisposed to superfcal ski infections
indluding eczema herpeticum (Kaposis vericelliorm erupion), wreatment i
PROTOP(C Oitment may e assocled v an nreased ik vrola ot
hin zema
herpetcum n th presence ofthese fectons, the balnce o s and berefts
associated with PROTOPIC Ointment use shouid be ev
In ciical studies, 33 cases of ymphadenapathy (0.8%) were veponeu and were
usually related to infectons (partculary of the skin) and oted to resolve upon
appropriate antbiotc therapy. O these 33 cases, the majory had either a clear
etiology or were known o resolve. Transplant patients _receiving

The use of PROTOPIC Ointment in patients vith Netherton's Syndrome s not
fecommended e o the poentl ko noressed sysemic ahsopan, of
tactolimus, The safety of PROTOPIC Ointment has not been establshed in
patients with generalized erythroderma.

Information for Patients

(See patint package inser)

Palients using PROTOPIC Oiniment should receive the folowing information and

L Pallnts shoud use PROTOPIC Oinment s diected by the pysein

Incidence of Treatment Emergent Adverse Events
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is a measurement of skin smoothness and
is calculated by averaging the height of all
points of the topographic profile (Arch.
Dermatol. 2004;140:1337-41).

This improvement in Ra score increased
to 23% at 1 month after the last treatment
and to 32% and then 39% at 3 months and
6 months after the last treatment, said Dr.
Geronemus, who is in private practice in
New York.

“The continued incremental improve-
ments were an indication of ongoing der-
mal collagen remodeling long after the last
treatment session,” he explained at the

meeting.
He has no associations with any com-
pany involved in these treatments. [

Improvement in Ra Score
After Last Treatment

39%

32%

23%

1 Month 3 Months 6 Months
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(tanning beds or UVA'B realmen) whle using PROTOPIC Oinl g Reacton [ [
3. Patients should no use this medication fo any disorder o man that for [SHnEnen ECR IR M)
which twas prescried. T N i
4. Patients should report any signs of adverse reactions o their physician. Skin Infection X 1 ! 1
5. Belore applying PROTOPIC Oinment afer a bathor shower, urskin (oL R .
is comploil dy. fecion T i
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ased on s minimal extent of absorption, teractons of PROTOPIC
butcannotbe | fepteon | 0 2
uled ot YP3AA inhibitors in patents [Paryts 3 T 51
me  [neotarta oy |+ |
examples of such drugs are erythvomycin, iaconazole, ketoconazole,  [pustarfash | 2 5
fluconazole, cacium channel blockers and cimetine. Folloatet 0 i
Carcinogenesis, Mutagenesis, Impawmenl of Fertility |R:"‘"‘“3 4
No evidence of genotoxicity was seen in bacterial (Saimonella and Qs Meda ] 1
€ oo o mammalan (Ctinese Fanter g drved cl) i vto ssays of O
mutagenicit, the in viro CHOHGPRT assay of mutagenciy, o artes
Castgentiy aseays, peomed n . Taoimus i ot case uscheded [l
DNA synthesis in fodent hepaocytes. T [
Oral (feed) carcinogenicity studies have been caried out with systemically ~JBONENS H 3
adminisered tacrolimus in male and female rats and mice. I the 80-week mouse ~ [Von K 1
study and in the 104-week rat study no relaionship of tumor incidence to [Vaciopapuir
tacrolimus dosage was found at daily doses up to 3 mgkg [9X the Maximum  |-ASh. 21 2 z 3 LI S -
ased Smgkg [t [ I P T R P
@x U fespectiel boommarpan |51 1 [ 1 [ 2] 5 [ 1[5
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ointment (0.03% - 3%), equvalent to ol doses of 1.1-118 mokglday or  [osoenerts L 11 7 213l o lel2
33350 mg/m'/day In the study, e ncidence of skin tmors was minimaland he | Eebe 4 ol
topcal applcaton o tacroims was not associated wih Skin wmar formaton [0 T
under ambient room fighting. However, a statistcally significant elevation in the =
inci Enbwn [
(2710) and n the icdence of unifereicted hympfoma n high cose ferle  {SmDssr -
octts
malcarcinogenicit study i Pan T
(015 tacokmus onnen) (26X NRHD based on AL comparons) ot |V
related tumors were noted in the mouse dermal carcinogeniiy study at a daly 4
s of 11 Mg 005 i o (5% MRLD b ah Iy
AUC comparisons)
In & 52-veek photocarcinogenicl study, the median time to onset of skin tumor (S Tngingt
formation was decreased in hairless mice following chronic topical dosing with - Eﬂw'
sprosa
of bservaton) withtacroimus ontment at 20.1% tacroimus: Dy San T
Reprodictive toxicology studies were not performed vith topical tacroimus, In ~ [[preshesat [
studies of oral tacroimus no impaimen offrtlty was seen in male and female [Sn eopesm .
rats. Tacrolimus, given orally at 10 mghkg (0.12X MRHD based on bocly surface — — —
during gestaton and lactation, was associaled with embryolethalty and with [PeterdEiena [ 2 | ¢ | 5 | o | o [ 2] 1
adverse effects on female reproducton. Efects on female reproduciive function —[Varcea Zostr
(parturiion) and embryolethal efiecs viere inicated by a figher rate of pre- | Fes osertt
implantaton loss and increased numbers of undefvered and nonviabe pups
Wen gren ai 52 mgky (043X WRHD besed on BSA) tclmus s [jshrs
associated with matemal and patemal oty as wel as reproductve toxcty  [Poeunor
including marked adverse effcts on estus cycies, partuiion, pup viablty, and  [Eczma
pup malormatons. oz i
et
Pregnancy. Demais sl 3| 1ol ool
Teratogenic Effects: Pregnancy Category C ST I N N I A A
There are no adequate and wielcontolled studies of topicaly administered  [Ferodontl
tacrolimus in pregnant women. The experence wih PROTOPIC Ontment when | Ascs il ol v lol olsfo
ynant women is 100 fimted 10 permit assessiment of the saiety of ts ~[Walgat v s 2 [ ol o[ 1]
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Reproduction studies vere carried out with systemically administered tacrolimus

levels that were 1o to dams. Tacrolimus at oral doses of 0.32 and 1.0 mgky
(0.04X - 0.12X MRHD based on BSA) during organogeness in rabbits was

At the higher dose only, an increased incidence of mafformations and
developmentl vaiatons was also seen. Tacrolimus, at oral doses of 3.2 mglkg

increase in late resorptions, decreased numbers of ive biths, and decreased

pup weight and viabity. Tacroimus, gven orally at 1.0 and 3.2 mgfkg (0.04X -
12X MRHD based on BSA) (0 pregnant rats after organogenesis and during

Iactaton, was associated wit feduced pup weights.

No reducton in male or female fertity vas evident.

Thersare o adeqate an wekcontoledsudes ofsystenicaly adninsred

tarimus n rerant women Tacrlns s tnsired across e pcer

use of systemically_administered tacrolimus duringpregnant

associated with neonatal hyperkalemia and renal dysfunction PROTORC

Oimmen shouid be used durng pregnancy only if e potental benefi to the

mother ustfies a potental risk 1 te feus.

Nursing Mothers

Although systenic. absorption of tacrolimus folowing topical appications of
FROTGAC Qe | miina e o ysame dnnstain s oo
that tacrolimus is excreted in human mik. Because of the potental fo serious

e eacons i sy frt hom arobns, & con skl be nede

+ May be reasonably assocated with the use of tis drug product

 Four cases of chicken pox n the pediati 12-week stuy; 1 case of zoster of
e ip"in the adul 12:week sudy, 7 cases of cicken pox and 1 case of shingles
in the open-abel pedialric sty 2 cases of herpes zoster in the open-abel
adult study.

+ Generally wars'.

Other adverse events which occurted at an ncidence greater than or equal 10 1%
in any cliical study include: dopecia, ALT or AST increased, anaphyiacioid
teacton, angina pectors, angoedema, anorexia, aniiety, arhythia, artalga,
artits, biinubinemia, breast pai, cellits, cerebiovascular accident, cheilts,
chils, constpation, creatinine increased, dehydration, depression, Gizziess,
dyspnea, ear pan, ecchymosi, edema, epistaxis, exacerbation of nteated area,
o dsorder o pan, uunajoss, st e, e, e
tension, hypaglycenia, ypoxia. lryngits, leukocytosis,leukopenia, e functon
tests abnormal, ung disorder, malaise, migraine, neck pain, neuris, papiators,
paresthesa, peripheral vascilar disorder, photosensiiy reacion, procedural
complcatio, ouiine procedure, skin discoloration, swealig, tase perversion,
oot disorder, unintended pregnancy, vegnal monitasis, vesodataton, and
verigo

OVERDOSAGE:

PROTRIC Orier s 1ot o 0l s Ol gesion of PROTOPIC Onnent

o mqeslmn ‘occurs, medical advice should be sought.

1o discontiue the trug
nporace of e g 00 over.

Pediatric Use
PROTOPIC Ointment 0.03% may be used in pediaric patients 2 years of
age and older. Two phase 3 pediatic studies ere conducted invohing
606 patients 215 years of age: on randomized vemz\e
contoled sy and one cpeael, 1 year onglem sy
Three hundred and thiry (330) of these patints vere 2 {0 6 year
The most common adverse evenls  associated wih PROTOPIC Ointment
applcation_in_pediaic_patients were skin burning and _prurius
(6 ADVERSE REACTIONS) n a0t 10 skn buring and s, e s
events (< 5%) of variela zosler (mosty chicken pox),
00 vesubulous rash vere more feguent n patens eted i
vehice. In_the_long-term
involving 255 pediatic paients using PROTOPIC Ointmen.
jerse evens, mc\umr\g infecions, did not increase with
increased duraton of study chug exposure or amourt of cinment used. n 491
pedatc patens veted v PRGTOPIC e, 5064 cevlope eczema
rpetcn, e e sty nd afcayof PROTOPIC Ot ot een
below 2 years o age, s use in this age gioup s
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regmens (e, incre
developing ymphoma; therefore, patents who receive PROTOPIC Ointment and

mestgle, I the bsence of et et or e hmpradenopaly o e
yesence of acute infectous m s, disconinuation of PROTOPIC
B oo e tanaderel Paere who. dovt ymovatEopaty
should be monitored to ensuie that the ymphadenopafy resolves.
The enhancement o uivaviolet carcinogenciy is not necessariy dependent on
phototoxic mechanisms. Despite the absence of observed phototoicy in humans
(see ADVERSE REACTIONS), PROTOPIC Gintment shartened the ime 10 skin
tmor fomateninanarinal phccanagenkiy st (see Camogenes
jenesis, Impaiment of Fertity ). Thereor, it is prudent for patients to
inhzeof Ao naur of e Sught oSt

The use of PROTOP

not recommended.

Geriatric Use

“Twenty e (25) patents 65 years od eceived PROTOPIC Ointment i phase 3
studies. The adverse event pofle fo these patients was consitent it tat for
other adult patients.

ADVERSE REACTIONS:
No phatotoxicty and no photoallergenicty was detected in ciical studies of 12

and 216 normal voluneers, respeciively. One outof 198 normal volunteers showed
evdence ofsensiizaton i a conact sensiizaton study.

In three randomized vehicle-controlled studies and two long-term safety sudes,
655 and 571 patients respectively, were treated vith PROTOPIC Ointment

(burning sensation, Stinging, Soreness) o prurus. L

common during the firtfew days of PROTOPIC Ointment appication and typically

inproveas h esons o i dermauts el Wi PROTPIC Oment 015,
of the skin burning events had a duration between 2 minutes and 3 hour

oled ac
the 3 idencaly desned 12-yeek st o plets n e, PROTOPC
Ointment 0.03%, and PROTOPIC Ointment 0.1% treatment groups, and the
et Dines o AET, EvnS I o Gy Dg-EI S Sbes

(meman 15 minutes),
3 minutes and 10 hours (megian 20 minutes).

regarless o

DOSAGE AND ADI ION:

ADULT
PROTOPIC Ointment 0.03% and 0.1%

Apply a thin layer of PROTOPIC intment 0.03% or 0.19 to the affected skin
contined

plet
for one week aftr clearing of signs and symptoms of atopic dermaiis.
Th ey o PROTOPI Onaent et cclso i nay ot s
expostre, has ot been evaluated. PROTOPIC Oniment 0.03% and 0.1%
should not be used with occlusie dressings.

PEDIATRIC

PROTOPIC Oinment 0.03%

Agpy s i e ofPROTOPIC Ofiment 0.3 o the afced ok aras tice

p ne veel

OPIC

Ofmen derocksion, i may rfls Syseric osue s ot been

. PROTOPIC Ointment 0.03% shouid not be used vith occlusive

dvessmgs

HOW SUPPLIED:

PROTOPIC" (tacroimus) Ointment 0.03%

NDC 0469-5201-30 Product Code 520130

30 gram laminate tube:

NDC 0469-5201:60 Product Code 520160

60 gram laminate tube:

NDC 0469-5201-11 Product Code 520111

00 gram lamin

PROTOPIC' (',acmhmus) Ointment 0.1%

NDC 0469-5202:30 Product Code 520230

30 gram laminate tube:

NDC 0469-5202:60 Product Code 520260

60 gram laminate tube:
NDC 0469-5202-11
100 gram laminate tube
Store at room temperature 25°C (77°F); excursions  permitted to
15°30°C (59°86°F),

Rx only

Fujsawa Healthcare, Inc.

Deeriel, IL 600152548

whwprotopic.com

Product Code 520211
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Postop Radiation
Banishes Some
Keloids for Good

FLORENCE, ITALY — Complete re-
mission of nearly 90% of keloids followed
surgery and postoperative radiation, ac-
cording to a report at the 13th Congress
of the European Academy of Dermatol-
ogy and Venereology.

With her colleagues, Monica Bellinvia,
M.D., of the Institute of Dermatological
Sciences of the University of Milan’s Os-
pedale Maggiore, retrospectively analyzed
the charts of 152 patients with 187 keloids
treated with surgery and orthovoltage ra-
diotherapy over the past 22 years (follow-
up: 6 months to 18 years).

Complete remission occured in 166 le-
sions (89%), with a partial response in 21
lesions (11%). Relapses occurred in 17 le-
sions from 1 month to 6 years’ post treat-
ment, but the 5-year relapse-free rate was
85%, she said.

Excisional surgery was performed on all
patients, with care taken to minimize ten-
sion at the wound site. Radiation followed
within 48 hours in 48 lesions, within 3-7
days in 108 lesions, and within 8-23 days
in 31 lesions. Surrounding tissues were
protected from radiation.

Total radiation administered ranged
from 15 Gy to 40 Gy, although a sub-
analysis of the data determined that the
most therapeutic and cosmetically effec-
tive dose was between 25 Gy and 30 Gy.

—Betsy Bates



