Tuveaks in

By CHERYL GUTTMAN S1a CORRESPOHOENT

Sacramento, Callf, — A multipass tech-
nique using a longer interval butween
pulses may offer new opportunities for
therapeutic benefirs when treating vas-
cular lesions with a pulsed dye laser, Emil
A, Tangher, M.1,, said,

Dr. Tanghetti, clinical professor of
dermataiogy, University of Califarnia

at Davis, and a private practitioner in
Sacrzmento, reported the results of an
experiment where he evaluated the skin
effects resulting from pulsed dye faser
tregtment performed with a single pulse
ar dual pulses separated by varisble
interpitlse intervals. Using a 595nm
pulsed dye Jaser (V-5tar} ata 1 He pulse

i

o)

rate with adjunctive coeling {Smart-
Ceol}, normal buttacks skin in five sub-
jects was divided
into five areas and
treated to determine
the purpuric
thresheld using a
single pass or dou-
ble passes spaced
ape, three, five, or
19 seconds apart,
One side was Lreat-
ed with the pulse duration set at 0.5 msec
and the contralateral side was treated
with a pulse duration of 40 msec.

Dr. Tanghott:

Dertatelogy Tiroes FEIRUARY 2003

ar treatment of vascular lesions

Clinical assessments were performed
after 0.5 and 24 hours, and a biopsy was
obtained at 24 hours for histological
evaluation of the nature and extent af
vascular damage,

The results showed purpura was less
intense when treatment was delivered
with & 40-msec versys 0.5-msec pulse
duration and that the skin response was
enhanced by double passing, especially
in skin treated with the langer pulse
duration. In additian, when s doubie-
pass technique was used for the 40-msec
treatments, the degree of vascolar da-
mage increased as the pulse interval was
lengthened from one o 10 seconds, as
demonstrated by the findings of
increased histelegical depth of vascular
damage and lowering of the purpuric
threshokd.

Further Praof

Dr. Tanghetti observed the Intter findings
carroborate results from an earlier study
reported by Koster and colleagues
{ Lasers Surg Med 2001;28:176- 181} who
found pulsed dye laser treatment using
overlapping pulses spaced three seconds
apart could increase the depth of issue
injury relative to the effect of nonover-
lapping pulses, However, the relation-
ship between increased pulse interval
and greater vascular damage is incon-
sistent with thermal diffusion theory,
and so is likely accounted for by some yet
1o be explained biological phenomenon,
he said,

“The mantra for using pulsed dye
lasers is to perform only a single pass
treatment in order to avoid complica-
tions,” Dr. Tanghetti said,"However, our
results, consistent with the earlier find-
ings of Koster and colleagues, indicate
there may be a rele for multipassing and
that by vweaking the interpulse interval
carrectly, we can achieve betier results
with pulsed dye laser treatment af vas-
cular lesions.”

He added that he has begun to apply
that theary to develop new protocols for
treating snme sesistant potl-wine sains,
and he reported anecdotally, multi-
passing with one- to 10-second pulse
interval seems to be kelpful for clearing
thase iesions by increasing the depth of
injury.

"We believe, however, our study
resulis contain a message about strate-
gies for increasing depth of injury that
might be applicable 10 all lasers,” Dr.
Tanghetti said.

In the experiment performed with
the pulsed dye laser ser ata 4G msec pulse
duration, the purpuric threshold aver-
aged almost 13 [fem2 for gingle-pulse
treatments. That value was reduced siyg-
nificantly by nearly 3 Jfem?2 when two
passes were applied one secend apart,
and there was a trend for the purpuric
threshold to be even lower with 2 twa-
pass treatment performed witha 10-sec-
and interpulse interval.

"Our study only involved five sub-
jects, which might aceount for our
inability to detect n statistically signifi-
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Cutaneous Warts
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ing Medline, Embase, the Cochrang contrulled
trinls register, and ciled references, Dr. Gibbs
and colleagues selected 50 trials for their sys-
tematic review of local treatinents of extra-
genital warts. Criteria for triat selection includ-
ed concealment of allocation, blinding of out-
come evaluation, handling of patient with-
drawals, dropoults, sample size, matching of
treatment groups at baseline, data handling,
and overall reporting.

“Most trials we looked at weren't clear abous
how randomization was being done)” Dr. Gibbs
said."Many had a high dropous rie, the analy-
sis was done only on patients who finished the
trial, many were not properly blinded, and
many were too small,” Dr. Gibbs said, “We
looked atother types of studies, but Cochirane
doegina, which [ happen 1a agres with, is that
randomized trials are the anly anes worth look-
ingat” - .

Despite the heterogeneiry of the trials, Dr.
Gibbs and colleagues pooled some data and
cautiously surmmarized their findings,

Salicylic Acid

Thirteer trials investignted the efficacy of top-
ical saficylic acid at concentrations ranging
fiomy 16 pescent to 60 percent. Some prepara-
tinns contained lactic acid as well, Pooled data
from six placebo-cantralled trials showed a 75
percent cure rate compared ta 48 percent in
eantrols. In one trial, cellulitis was reported in
one of 29 patients receiving 60 percent sali-
cylic acid with menochloroacetic acid.

Cryetherapy

Sixteen trinls evatuated cryothiermpy. Four com-
pared cryotherapy with placebo, na treaiment,
or salicylic acid and nene found that cryather-
apy wis mare effective, Pooled data from four
other trials showed that“apgressive” cryother-
apy was more effective than“gentle" cryother-

apy {32 percent vs. 31 percent cure rates, respec-
tively). Blisters and pain were mare frequent ins
theagpressive therapy and five of 100 patiems
withdrew from the aggressive trentment group
because of these adverse effects,

Tapical mmuanntharapy with DRNCE

Pooled data from nwo trials showed cure rates
of 80 percent andl 3B percent for DNCB and
placeba, tespectively. Neitler trial provided
precise data on adverse effects, althaugh six of
20 patients treated with 3 percent DNCB
becarme sensitized afier anly two treatments

v

“If dermatologists
are keen on
procedures [other
than salicylic acid],
they should do a
trial because there
is no shortage of
patients.”

S

in one trial. Treatment of these same six paticnts
with 1 pereent DNCB produced majar local
irritation,

Intralesicnal Alecmycin

Amang five trials, cure rates ranged from 16
pereent 10 94 percent. In ane trial, the cure rte
with placebo excreded the rale with bleormycin,
No trial offered meaningful daia on adverse
cffects, although two patients reported pain
assaciated with the active treastment and two
reported using local anesthetic before antibi-
atic injection.

Fhotodynamic Therapy
One d0-patient trial showed i 56 percent cure
rate with aminalevulinic acid phatodynarmic

therapy compared ta 42 percent with placebo
photodymamic therapy. All patients involved
in this trial received topical salicylic acid in
addition to acid photodynamic therapy. Twa
other phioludynamic therapy trials reported
adverse effects such as itching, burning, or
severe pain during treatment with aminale-
vulinic acid photodynasmic therapy. Inane tri-
al, all patients with plantar warts could walk
after this treatment.

Gther Treatmenits

D Gihlsand colleapues found no randormized
trials investigating the efficacy of CO, laser,
cautery or curettage, surgical excision,
formaldelyde, podaphyliin, or podophylla-
taxin.

"We had a lot of angry responses to our
review, especiaily from dermatologists in the
United States," Dr. Gibhs said.“But this is what
the trials we looked a1 showed. Its a shame that
50 many trials were not done well beciuse warts
are very easy to do in randomized trinls. The
humble wart has defeated us”

Just Say Ko to Wary

Dr. Gibbs said that he tries not to treat warts
and urges other dermatologists to do the same,
“I eneourage rmy patients ta leave them and,
at mnst, to pui salicylic acid on them,” he said.
"If dermatologists are keen on other proce-
dures, they should do a trial because there is no
shortage of patients. We need benter trials with
cryotherapy if cryotherapy is ta rescue ftself ag
a respacted treatinent of warts”

According to Dr. Gibbs, his take-home mes-
sage 5 not very palatable for dermatologists in
private practice, “Doctors get paid for doing
cryotherapy or lasers, but they won't pet much
of & fee for ielling someone ta buy some sali-
cylicacid to paint an their warts;” he said. =7

For more information

Gibhs 5, Harvay 1, Sieing ), el &l. Lo reatments far
cutaneolus warts: systematic review. O Aed J
2602,325:461-464,

Laser Study Suggests New Strategy

PULSES from page 14

cant lawering of the purpuric threshold with lengthening of the
interpulse interval. However, we can see from our data that the
purpuric threshold was certainly not raised by spacing the puls-
es facther apart,” Dr, Tanghetti said.

Greater Depths
Results [rom histaiogical evaluation of biopsied tissue obtained
24 hours afier laser treatment showed that when perforining a dou-
ble-pass treatment, whether using the 0.5-msec or the 40-msec
pulse duration, average vasculitis depth increased as the interpulse
interval was lengthened from one to 10 secends, For skin treated
with a pulse duration of 0.5 msec, average vasculitis depth was
about 1.0 mm using a one-second interpulse interval compared
with 1.3 mm using a 10-second interval. Corresponding average
vasculitis depths for the 40-msec pulse disratian a those 1wo inter-
pulse intervals were 0,8 mm and 1.2 mm, respectively.
Discussing the mechanism for the obyerved increase in vascu-
lar dumage with lengthening of the interpulse interval, [, Tanghet-
ti ruted that, based on firsi-order thermadynamics and thermal dif-
fusion theory, one would expect to achieve the reverse effect because
the vessels would have more time to conl before being hit with the
second pulse. In fact, in their landmark study investigating ther-
mai selaxation of port-wine stnin vessels, Christine C. Diericks,
M.D., and colleagues | Invest Dermatol 1995;105:704-714] deter-
mined that the purpuric threshold increased with longer inter-
pulse intervals, However, the early generation pulsed dye Taser used

in that study had a much shorter pulse durstion than current tech-
nolagy, only 300 microseconds, and the longer pulse width of pres-
ent lasers along with their delivery of energy in several peaks might
result in differences in tissue response, Dr. Tanghetti said.

Greater Susceptibility

He proposed that the relationship ke found between lengthening
interpulse interval and increased vascular damage mighit be sccount-
ed for by a bialogical chiznge induced by the Frst laser pulse that
alters the target for the fallow-up pulse.

“Perhaps the first pulse partizlly damages the blood vessel and
causes the endothelisl cells to became anoxic. The degree of that
anoxiz might increase over the time interval — during which we
varied pulse delivery. Thus, when the second laser pulse is applied
Iater rather than sooner, the cells might be even mare susceptible
to damage,” Dr. Tengherti said.

His future plans are to continue studying the consequences of
altering interpulse interval and the mechanism for the effects
abserved. In his next experiment, Dr. Tanghetri will leagthen the
interpulse interval beyand 10 seconds, up 10 30, and perhaps 60
seconds 1o examine i the target changes,

“Ifthe findings of this initia! study can be explained by increased
susceplibility af un anoxic target, we arc interested in finding out
if there is threshold for the interpulse interval beyond whick the
cells begin to recover and the effect of lengthening pulse duration
is reversed,” Dr. Tanghetti said,

The V-Star laser used in this study is a produc of Cynosure. Dr.
Tanghetli has no financiad interest in the company, W

SKIN GRAFTING yse of (aser-
assisted autntogous skin gradt-
ing for the treztmeant o vitlligo
IppEIrs to achieve bittar results
than does conventlonal grafting
technigues, scocording Dr, 6.5, Pal
and eollpagues of Kasturba Med-
keatCollege, Manacfore, indla. The
researchers used an erblum YAG
fazat on 16 of 29 subjects with
stable vititigo. They reported tha
it tan three-guarters of the
subjects whowere punch graft-
ed using & laser showed replg-
mentation of mare than 15 per-

.cent. i contrast, only nalf of

those who underwent conven-
tonat punch grafting showed
such - replgmentstion. - ...
DEFECTIVE GENE A uni-
versity Hospitals of Cleveland der-
matologlst. whe spechalizes in
hair disorders, solved the mys-
tary of why one patlent didn't
have body halr and had bumps
b over his face. Paradl Mismisant,
K0, dlagnased the rare gengt-
fr disarcer as generiized aichla
with gaputes. When Or. Mirmlani
first lald eyes on the pationt, she
immieglately suspected that a
hiaywire hafrless gene was the
culprit. Bload tests results
showed the hairfass Bens was
Fine, but ancther geng, the vita-
min Dreceptor GEne, wasnat. it
will be years before a gene ther-
any Is available to cortect the
conglitinn. After she diagnosed
her patient, Dr. Mirmirani dis-
COVEred at dacris have linked
the teses Of threa marmbors of
antsrasl family to faulty vitamin
Dreceptor gengs, Repars o her
patient and the three lsmekis flke-
Iy wil gppear soon in a medieal
journgt, .. FDA APPROVAL
Tha Foud ind Drug Administra-
tion approved GlaxoSmithKling's
Zovirax facytiovir) ¢ream far the
trestment of coid sores |n

patlents 12 yaars-3neg older.

Approval was based an two
Phase iIf trizls that showed the
activecream resulted In greater
treatment benefit compared
with vehicle. The product , for
which Blova# Corp. has market-
ing rights, was deemed safe in
the rale . GRANTS
AWARDED the nNatlonat
Rosacea  Spciety (NRS)
anncunced that five new stud-

fes of rosaces have been award- - -

et funding. Becauso tho el
oy of rasacea Is unknown, prants
e given o stutlas refating to
its pathogenesls, progression,
methanizm of actian, cell biola
trv, atdd potential genetic Factars, ¢
Researchars |erested In appy-
Ing for grants shoul el BRS &t

'BEB-E82-5974. The deadling for

praposals is July 15, .. WART -
TREATMENT stive Fuchs, M.D.

.and German tolleages at the
_dena infersity dermistaiony cn-
'l reported that water-fllterad

Infrared fight is an effective and
palniess means of remaval warts.
Thefr study invoived BD patients
and showed that when Infrared
radlatton is conducted through
watar, it longwave ports are fil-
tered out in Favor of the short-
wive IR-A band. This is sald ta
result Inreduced risk of superfi-
cial bums and 2 better penetra-
tion i tissues,



