
The FDA, under panel recom-
mendation, has decided to
implement a national registry of

women of childbearing age who are pre-
scribed isotretinoin, to start in January of
2006. Although the exact details of the
program have yet to be finalized, only
registered physicians will be allowed to
dispense the drug. Furthermore, each
month a negative serum pregnancy test
must be recorded at the patient’s pharma-
cy before a 30-day prescription is filled.
Additionally, patients will have to fill out
questionnaires, deal with literature and
data, and mail the information in to the
registry on a monthly basis.  

These and other guidelines will likely
significantly impact how physicians pre-
scribe the drug and may lead dermatolo-
gists and patients to seek less restrictive
alternatives to combat cystic acne. Many
physicians speculate that these regulations
will lead to an increased use of laser and
light devices to combat moderate to
severe acne, as the isotretinoin candidate
has usually failed traditional therapy with
topicals, oral antibiotics and/or hormonal
manipulation in female patients. Some
national “laser experts” have gone so far
as to claim that adding  levulinic acid to
device therapy has made isotretinoin use
obsolete in their practices. 

As with many other medical device
claims, the scientific evidence and double
blinded clinical trials often lag behind the
anecdotal glowing reports. This can leave
the general dermatologist confused as to
whether to invest in something that may
or may not live up to his or her expecta-

tions. Further, one must also take into
account that ALA-PDT for acne is time-
consuming and will have an out of pock-
et cost to the
patient, as it is a
non-reimbursable
procedure. 

Some History
The first published
trial using blue
light was published
in 1999.
Endogenous por-
phyrins in the seba-
ceous gland are
most sensitive to
blue light (420nm).
The interaction of
the endogenous
porphyrin produc-
tion by P. acnes
interacts with light
in the blue spec-
trum, inducing a
photodynamic reac-
tion via the produc-
tion of excited protoporphyrin X(Pp1X).
Pp1X reacts with oxygen, producing sin-
glet oxygen which destroys the patho-
genic bacteria. Initial studies with 15-
minute treatment sessions performed
twice weekly for four months produced
good results with a mean decrease in
inflammatory lesions of  68 percent.
However, this is a short lived response,
and relapse rates over the following year
were high. In spite of the short term
response, these initial benefits paved the

way for almost every device to achieve
FDA approval to treat acne. Soon after,
many physicians who already owned

various lasers and
IPL’s became disen-
chanted with the
unpredictable
response and short-
lived clearance. 

The idea to add
an exogenous por-
phyrin to improve
outcomes began to
appear in the litera-
ture in scattered
case reports in
2003. These anec-
dotal reports were
based on an article
published in the
Journal of
Investigative
Dermatology in
April of 20001

using amino lev-
ulinic acid or ALA
(Levulan, DUSA

Pharmaceuticals) and red light on the
backs of 22 patients in an open label,
prospective study. Patients were treated
either once or four times in four sites
with amino levulinic acid plus red light,
amino levulinic acid alone, light alone,
and untreated control. Sebum excretion
rates and auto-flourescence from follicu-
lar bacteria at different time points up to
20 weeks were measured. Histologic
changes and protoporphyrin synthesis in
pilosebaceous units were observed from
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skin biopsies. Bacterial porphyrin fluo-
rescence and sebum secretion was elimi-
nated for several weeks, and decreased
for the 20 weeks after therapy with a
greater suppression in the multiple treat-
ment group. Sebaceous glands showed
acute damage and were smaller up to 20
weeks post treatment. Decrease in lesion
counts lasted 10 weeks for the single
treatment group and at least 20 weeks in
the multi-treated group. 

A late 20042 pilot study of 18 patients
showed an average acne grade improve-
ment of 1.75 (scale 0-4) after two to four
ALA-PDT treatments over eight weeks
using salicylic acid peels followed by blue
light or the Aurora DSR (Syneron
Medical LTD), which uses a combination
of optical and radiofrequency energy.
ALA remained in contact with the skin
for 15-30 minutes before light exposure
with either system. Average follow up was
four months with some recurrences and
some patients exhibiting persistent remis-
sion of their acne lesions. Another small
pilot study of 20 patients3 published in
the same journal used a different light
source. This trial utilized an IPL/heat
source called SkinStation LHE (Radiancy,
Inc.) which emits a 430-1100nm radia-
tion at 3-9J/cm2 fluences. Here, ALA
remained in contact with the skin for one
hour before irradiation. Patients were
treated once weekly for four weeks and
followed at four and 12 weeks post treat-
ment. Of the 15 patients that completed
the trial, 12 responded with an average
decrease of 50 percent at the end of the
four week treatment period, 68.5 percent
four weeks after the final treatment , and
71.8 percent 12 weeks after the final
treatment. 

These studies are slightly better than
those quoted without ALA but are closer
statistically to clearance rates induced by
oral tetracyclines rather than oral
isotretinoin.

Anecdotally, significant improvements
in short- and long-term clearance rates
can be achieved with longer ALA incuba-
tion periods (90-120 minutes) and multi-

ple treatments spaced three to four weeks
apart. I have found improved clearance
rates and longer remission periods over
the published figures utilizing these
slightly different parameters. 

Recent Developments
Another added benefit of most of these
devices is that they remodel scars and
cause neocollagenesis, which clinically
leads to improvement in skin texture
and a decrease in erythematous scarring.
In a poster presentation at the AAD this
spring, a group from Hammersmith
Hospital in London presented an alter-
native explanation for improvement in
acne using nonablative laser therapy.
Using a 585nm laser with a 2J/cm2 flu-
ence on the foreheads of 19 subjects,
they examined cytokine levels via punch
biopsies before and at three and 24
hours post treatment. After 24 hours, no
change in P. acnes colonization was
noted, but a five-fold increase in trans-
forming growth factor-B (TGF-B) was
found. There were no changes in other
cytokine profiles, and sebum excretion
rates at two, four, eight, and 24 weeks
after treatment lacked measurable
change. The authors hypothesize that
this dramatic increase in TGF-B

accounts for the decrease in inflammato-
ry lesion counts and skin texture
improvement. TGF-B is a potent anti-
inflammatory cytokine and an initiator
of neocollagenesis. Additionally, it
boosts its effects on collagen synthesis by
inhibiting matrix metalloproteinase
induced collagen degredation. 

The Future of Lights and Acne
Over the next year, more insights into the
underlying physiologic effects of laser and
light devices on the follicular unit will be
elucidated. As noted, I have found these
devices can be useful for certain patients
with some tweaking of the published pro-
tocols. Hopefully, optimal parameters for
ALA-PDT will be generated for success-
ful clinical use in our practices. Finally,
one hopes that more scientifically orient-
ed trials with long-term follow up will be
available on this new, exciting modality
to treat our patients with moderate to
severe inflammatory acne vulgaris. 

New In Your Practice
Clear One. A 10-week treatment with topical metronidazole1% gel (MetroGel, Galderma) is both effective

and safe for patients with papulopustular rosacea, according to a study presented at Academy ’05 in Chicago.
Of the 557 patients treated with the recently approved formulation, 41 percent in the intent to treat population
achieved clear or almost clear global assessment. The study noted a median 66.67 percent reduction in inflamma-
tory lesions in the intent to treat population and a median 70.29 percent reduction in the per protocol population.
Patients averaged a 3.5 point improvement in combined erythema severity score. 

Up for Review. By this time next year, Oracea (doxycycline, CollaGenex) may be available for your
rosacea patients. CollaGenex submitted a NDA for Oracea early last month and anticipates a 12-month

FDA review period. If approved, the company expects to launch Oracea in the third quarter of 2006. 

Double Duty. Clindamycin 1% foam with or without benzoyl peroxide wash/cleanser appears to be an
effective option  for patients with truncal acne of moderate severity and for patients with superficial staphy-

lococcal folliculitis, says a study presented at Academy ’05. All six patients with superficial folliculitis who applied
clindamycin 1% foam daily for two weeks experienced clearance, and at four to five-week post-therapy follow-
ups, none of the patients demonstrated relapses or new episodes. The study also notes 92.5 percent of patients
with truncal acne experienced moderate improvement to complete clearance after eight weeks of once-daily
treatment.
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