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Key to scratching cycle identified

TOP of
the MONTH

Surveying the current dermatologic
literature: Repeat photoexposure not
related to rates of thin melanoma
Other news of note include the
finding that histological examina-
tion is needed to confirm clearance
of BCCs treated with pulsed dye
laser, and research indicates that
hypertrophic scars and keloids may
be successive states of the same
fibroproliferative skin disorders . . 8

Protocol developed to help quantify
longitudinal burn scars
Beyond short-term treatment and
survival, assessment of burn scars
over time is an important considera-
tion in quality of life . . . . . . . . . . . . 13

High levels of mercury found in
some skin lightening products
Study reveals that more than 1,000
ppm of mercury has been found in
6% of skin lightening creams avail-
able in the U.S., so clinicians should
observe patients for signs of mer-
cury toxicity . . . . . . . . . . . .. . . . . . . 16

Chronicle Postgraduate 
Educational Supplement
In this month’s Chronicle Post -
graduate Educational Supplement,
researchers on a longitudinal study
investigating the predictors of func-
tional deterioration in Chinese
patients with psoriatic arthritis. The
researchers note that joint damage
and baseline physical function
were associated with poor physical
function over time  . . . . . . . . . . . 27

Scratching an itch really does make it
worse, researchers have found, and
the key to the cycle is serotonin. 

In a study published online in
Neuron (Oct. 30, 2014), researchers
from Washington University’s Center
for the Study of Itch explain that it has
been known for some time that
scratching temporarily alleviates the
sensation of itch—it co-opts the spinal
nerve cells transmitting the itch signal
to transmit a pain signal instead. 

“The problem is that when the
brain gets those pain signals, it
responds by producing the neurotrans-
mitter serotonin to help control that
pain,” study author Zhou-Feng Chen,
PhD, director of the Center said. “But
as serotonin spreads from the brain
into the spinal cord, we found the
chemical can ‘jump the tracks,’ mov-
ing from pain-sensing neurons to nerve
cells that influence itch intensity.” 

The study used a murine mouse
model engineered to lack the genes
for serotonin production. When
injected with a substance meant to
induce itching, the mice scratched
less than mice with normal serotonin
production. When the mice were
later injected with serotonin, scratch-
ing levels in the test mice rose to nor-
mal levels. Further testing found that
serotonin in the central nervous sys-
tem was activating itch-specific gas-
trin-releasing peptide receptor
(GRPR) neurons through a parallel
activation of the 5-HT1A serotonin
receptor. To confirm this, some mice
were injected with a compound that
blocked the 5-HT1A receptor, and
these mice scratched less.

“So this fits very well with the
idea that itch and pain signals are
transmitted through different but
related pathways,” said Chen in the
release.
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A Message from the
Medical Editor

I
n this issue of THE CHRONICLE OF

SKIN & ALLERGY, you will note a
psoriasis focus along with a num-

ber of other very interesting articles
that span the full
spectrum of our der-
matology practice.  

The concerns
regarding the use of
topical products from
unknown sources is
certainly confirmed by

Carsten Hamann’s data showing some
skin lightening products may contain
1,000 to 10,000 times the acceptable
mercury level (see page 16). 

From the CDA, our current presi-
dent, Dr. David Zloty, puts forward
the rationale for the herpes zoster
vaccine. It is great to see high quality
leadership in the area of patient care
coming from the Association. That
article begins on page 1.

We also highlight the very inter-
esting research coming out of McGill
in the area of burn scar measure-
ments and impact of burns on quality
of life (see page 13).

On the psoriasis front, Canada
continues to contribute on all levels.
Dr. Dafna Gladman’s rheumatology/
dermatology collaboration continues
to produce significant data, this time
in the area of inflammation and mood
disorders in patients with psoriasis
and psoriatic arthritis (see page 22). 

That is important data all derma-

Please turn to Message page 10à
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Introducing Epuris® (isotretinoin):

References: 1. Cipher Pharmaceuticals Inc. Epuris® Product Monograph. March 14, 2013.  2. Cipher Pharmaceuticals Inc. Data on fi le, 2013. 

Refer to the page number on the bottom right for additional safety information and for a web link to the product monograph.

Indications and clinical use: Because of signifi cant side effects associated with its use, Epuris® should be 
reserved for patients where the conditions listed above are unresponsive to conventional fi rst-line therapies. 
Epuris® should only be prescribed by physicians knowledgeable in the use of retinoids systemically, who understand the 
risk of teratogenicity in females of child bearing age and who are experienced in counselling young adults for whom 
isotretinoin is generally indicated. Epuris® should not be substituted with other marketed formulations of 
isotretinoin. Use of isotretinoin in pediatric patients aged 12–17 years should be given careful consideration, especially 
those with a known metabolic or structural bone disease. Contraindications: pregnancy; breastfeeding women; 
hepatic and renal insuffi ciency; hypervitaminosis A; patients with excessively elevated blood lipids; patients taking 
tetracyclines. Most serious warnings and precautions: Pregnancy prevention: Isotretinoin is a known teratogen 

contraindicated in pregnancy. Epuris® is also contraindicated in females of childbearing potential and should only be 
prescribed if ALL the conditions described in the Product Monograph under “Conditions of use” are met. Physicians 
MUST use the Epuris® Patient Engagement and Education Resource (PEER™) Program when prescribing this drug to 
female patients of childbearing potential. Psychiatric: Some patients treated with isotretinoin have become depressed 
and some attempted or committed suicide. Although a causal relationship has not been established, all patients should 
be screened and monitored for signs of depression during therapy. Neurologic: Isotretinoin use has been associated with 
a number of cases of pseudotumor cerebri (benign intracranial hypertension), some of which involved concomitant use 
of tetracyclines. Other relevant warnings and precautions: The most common reported side effects are mucocutaneous 
or dermatologic. However, serious skin reactions including erythema multiforme, Stevens-Johnson syndrome and toxic 
epidermal necrolysis have been reported.

* Open-label, single-dose, randomized, crossover pharmacokinetic study of 60 healthy volunteers (aged 18–55 years). Participants 
randomized to receive Epuris® (2 x 20 mg) or Accutane® (1 x 40 mg) after an overnight fast or high-fat, high-calorie breakfast over four 
periods with a 21 day washout period in between.

† Double-blind, randomized, Phase 3, parallel-group study of Epuris® vs isotretinoin (reference product) under fed conditions in 925 
patients with severe recalcitrant nodular acne randomized to Epuris® or isotretinoin (0.5 mg/kg/day for the fi rst 4 weeks; 1 mg/kg/day 
for the following 16 weeks). The isotretinoin reference product was a generic formulation.

Epuris® and PEER™ are trademarks of Cipher Pharmaceuticals Inc. 
© 2014 Cipher Pharmaceuticals Inc. 

Cipher Pharmaceuticals Inc.
5650 Tomken Rd., Unit 16
Mississauga, ON L4W 4P1

Tel: 1-855-4-EPURIS (1-855-437-8747)
Fax: 1-855-3-EPURIS (1-855-337-8747)
Email: doctor@epuris.ca 
www.epuris.ca

Epuris® (isotretinoin) is indicated for the treatment of severe nodular and/or infl ammatory acne, acne conglobata and recalcitrant acne in 
patients aged 12 years or older who are unresponsive to fi rst-line therapies. Epuris® is contraindicated in pregnancy. 
Epuris® is NOT INTERCHANGEABLE with other isotretinoin-containing products. 

  The effi cacy and safety profi le of Epuris® were 
consistent with that of other isotretinoin-containing 
products under fed conditions.1†

  Available in four strengths, taken once daily or in 
two divided doses, for individualized dosing.1

The well-established clinical 
benefi ts you know plus the reliable 
absorption and fl exible dosing 
you need

Plasma concentration of Epuris® vs Accutane® 
over time in fasted and non-fasted states in 
healthy volunteers (N = 60)2*

In the fasted state, the absorption of 
Epuris® was approximately 83% greater 
than Accutane®.1

   When taken with a high-fat meal, Epuris® 
was equivalent in absorption to Accutane®.1

  Pharmacokinetic studies have shown that 
Epuris® is reliably absorbed in the fasted 
and non-fasted state.1
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The next generation in 
severe acne treatment

See prescribing summary on page xxx
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C l i n i c a l  p r a c t i c e

n Therapeutic advances in rosacea, onychomycosis, psoriasis, other conditions, introduced in 2014

B
reakthroughs in
small studies
suggesting pos-
sible therapies
for alopecia, un -

derstanding the connec-
tion between diet and
acne, reports of success
with biologic treatment for
severe conditions like
toxic epidermal necrolysis
(TEN), and progress in the
treatment of advanced
mel anoma represent
some of the highlights in
dermatology in 2014, acc -
ording to leading Can ad -
ian dermatologists.

“The trend in treating [non-
resectable] melanoma is to try to
combine therapies,” says Dr. Jennifer
Beecker, assistant professor, Uni -
versity of Ottawa, Division of Derm -
atology, the Ottawa Hospital.
“Researchers are focusing on getting
a more durable response.”

Nivolumab and pembrolizumab
are some of the agents being added
to the melanoma armamentarium,
says Dr. Beecker, although not
approved in Canada yet.

Not only are Janus kinase
inhibitors like tofacitinib being used
to treat psoriatic arthritis and psoria-
sis, but the treatment may also repre-
sent therapy for patients with alope-
cia in the future, says Dr. Marlene Tan

Dytoc, a dermatologist in Edmonton
and associate clinical professor of
medicine in the Division of
Dermatology and Cutaneous Sci -
ences of at the
University of
Alberta in Ed -
monton.

“Bigger con-
trolled studies
need to be done
to situate it
[tofacitinib] in
the therapeutic
ladder [to treat
alopecia],” says
Dr. Dytoc.

A case re port
of one pat ient
found that
patient experi-
enced hair re-
growth with
tofacitinib, notes
Dr. Dytoc (J In -
vest Dermatol 2014 Jun 18).

New approach to alopecia
Still another therapy that is being
studied to treat alopecia, particularly
androgenetic alopecia, is platelet-rich
plasma (PRP) injected in the scalp
(Br J Dermatol 2013; 169(3):690-694).
“It’s another way to stimulate re-
growth [of hair],” says Dr. Dytoc.

Results of a small study pub-
lished this year found a significant
decrease in hair loss observed
between the first and fourth PRP
injections (J Cutan Aesth Surg 2014
Apr; 7(2):107–111). A Vancouver-
based study is being planned to look
at the safety and effectiveness of PRP

in androgenetic alopecia in a double-
blind, randomized controlled trial.

Clinicians agree that there is
raised awareness about curbing the

use of antibi-
otics, both topi-
cal and oral, in
medicine. U.S.
president Barack
Obama issued
an executive
order in Sept.
2014, aimed at
c o m b a t i n g
antibiotic-resis-
tant bacteria.
The strategy
called for the
creation of a
task force for
c o m b a t i n g
antibiotic resis-
tance, amongst
other initiatives.

“There is a
big shift going on with the use of
antibiotics,” says Dr. Sandy Skotnicki,
assistant professor, University of
Toronto  and medical director at Bay
Dermatology Centre in Toronto. “It’s
not acceptable to prescribe antibiotic
monotherapy for an extended period
such as six months.”

Dr. Skotnicki notes that methi-
cillin-resistant Staph aureus is not
prevalent in Europe, and postulated
that its decreased prevalence there
could be attributed to the use of pan-
thenol rather than polymyxin B, baci-
tracin, and lidocaine therapies.

The availability of brimonidine in
2014 for rosacea patients has been of

Dr. Jennifer
Beecker

Dr. Sandy
Skotnicki

Dr. Benjamin
Barankin

Dr. Marlene 
Tan Dytoc

Please turn to Breakthroughs page 10à

ONRELTEA™ – For the topical treatment of facial erythema, 
the most common sign of rosacea in adults.1 

D E M O N S T R AT E D  R A P I D  A N D  S U S TA I N E D 
E R Y T H E M A  R E D U C T I O N  I N  R O S A C E A  PAT I E N T S

 Demonstrated rapid erythema reduction in as early as 30 minutes 
•   Signifi cantly faster onset of clinically meaningful effect (1-grade composite success on CEA and PSA) 

was demonstrated with ONRELTEA™ 30 minutes after the fi rst application on Day 1 vs. vehicle (28% vs. 6%, 
respectively; P<0.001; secondary endpoint)2, 3

Sustained erythema improvement for up to 12 hours 
•   Signifi cantly greater 2-grade composite success* was achieved after application with ONRELTEA™ at hours 3, 6, 9, 

and 12 on Day 29 vs. vehicle (32% vs. 11%, 31% vs. 9%, 26% vs. 10%, 23% vs. 9%, respectively; P<0.001)2, 3† 

Convenience of once-daily application to the face
•   Apply a small, pea-size amount to each of the fi ve areas of the face (i.e., forehead, chin, nose, and each cheek, 

avoiding the eyes, eyelids, lips, mouth, and inner nose) 
•   Spread smoothly and evenly across all application areas

Model used for illustrative purposes only. Results are simulated to show a 1-grade and 2-grade improvement of erythema. 

ONRELTEA™ (brimonidine) Gel, 0.33% is indicated for the topical treatment of facial erythema of rosacea in adults 18 years of age or older.

Refer to the page in the bottom right icon for additional safety information and for a web link to the Product Monograph discussing:

•  Contraindications in neonates and infants (under the age of 2 years)

•   Relevant warnings and precautions regarding oral, ophthalmic, or intravaginal use; application to irritated skin or open wounds; patients with depression, cerebral or 
coronary insuffi ciency, Raynaud’s phenomenon, orthostatic hypotension, thrombangiitis obliterans, scleroderma, or Sjögren’s syndrome; patients with severe, unstable, or 
uncontrolled cardiovascular disease; patients with renal or hepatic impairment; use in pregnant women; and risk of serious adverse reactions in nursing infants 

•  Conditions of clinical use, adverse reactions, drug interactions, and dosing/administration instructions

The additional safety information page contains the reference list and study parameters relating to this advertisement.

*2-grade composite success on CEA and PSA. 
† Results refl ective of a single study. In a second study, the following results were achieved after application with ONRELTEA™ 
at hours 3, 6, 9, and 12 on Day 29 vs. vehicle (25.4% vs. 9.2%, 25.4% vs. 9.2%, 17.6% vs. 10.6%, 21.1% vs. 9.9%, 
respectively;  P<0.001). 

  CEA: Clinician Erythema Assessment; PSA: Patient Self-Assessment.

ONRELTEA™ is a trademark of Galderma Canada Inc. 
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great benefit, notes Toronto dermatolo-
gist Dr. Benjamin Barankin, co-founder
of the Toronto Dermatology Centre.

“It’s a terrific product,” says Dr.
Barankin. “It is the first-ever, true
anti-redness, vasoconstrictive agent.
In terms of the effect, it kicks in
quickly, and it lasts the whole day.
Patients occasionally experience
some mild irritation, but it’s generally
well-tolerated.”

New understandings of allergies
Awareness about consumer and
industrial products as a source of
allergy is on the radar for dermatolo-
gists. Benzophenones, ultraviolet light
absorbers found in sunscreens, hair
sprays, hair dyes, perfumes, sham-
poos, nail polish, as well as paints and
varnishes, were named the 2014
Contact Allergen of the Year.

“They [benzophenones] are
found in many products,” says Dr.
Barankin. “It is important to bring that
fact to our attention.”

Genital warts can be challenging
to manage, and a new topical thera-
py introduced in 2014, sinecathechins
10% ointment has been a useful addi-
tion to clinical treatment choices,
notes Dr. Barankin.

“We are lacking in options for
genital warts,” says Dr. Barankin. “The
clearance rate is about 50 per cent,
more effective in women than in men,
and it’s generally well-tolerated.”

A practical tip for dermatologists
who perform Mohs surgery is that
they do not need to use surgical/ster-
ile gloves to avoid the risk of infec-
tion, according to Dr. Beecker.

A study published earlier this year
found no difference in the prevalence
of surgical site infection with the use
of sterile and non-sterile gloves for
resection and reconstruction during

Mohs surgery (Derm Surg 2014 Mar;
40(3):240).

“It’s significant because there is a
big cost savings to the public health-
care system [in using non-surgical
gloves], and we are not putting our
patients at risk or doing harm,” says
Dr. Beecker. “The savings could be
spent on something
else in medicine.”

It’s a rare
adverse event, but
when toxic epider-
mal necrolysis (TEN)
occurs, a potentially
lethal drug reaction
causing the epider-
mis to detach from
the dermis, there
are no effective ther-
apies to treat it, and
clinicians to date
have turned to
avenues like intravenous
immunoglobulin or supportive care,
but a report published this year high-
lighted that tumour necrosis factor-
alpha can be a target, according to
Dr. Beecker.

“It’s a very severe reaction, and
there is no gold standard for treat-
ment,” explains Dr. Beecker. “What
we are seeing that is novel is that bio-
logics are being used to treat the
severe burn-like reaction.”

A small, uncontrolled case series
of patients with TEN showed that
with a single subcutaneous injection
of etanercept, patients responded
and reached complete re-epithelial-
ization without any side effects, with
the median time to healing being 8.5
days (J Am Acad Dermatol 2014 Aug;
71(2):278–283).

“It [use of the TNF-alpha
inhibitor] has not been proven, but it
represents a promising concept,”

notes Dr. Beecker.
The availability of adapalene

0.1%/benzoyl peroxide 2.5% topical
gel in a pump dispensing system in
2014 made delivery of the product
more convenient for patients with
acne. In addition, a modification in
the indication of the therapy, so that

it can now be prescribed in children
aged nine and older, widens the pool
of available patients.

“Many therapies that we use for
pediatric patients are off-label, so it’s
nice to have an option that is on-
label,” says Dr. Beecker. “We notice
that some children are going through
puberty earlier, and so they are get-
ting acne earlier.”

It’s premature to offer a biologic
therapy to children with atopic der-
matitis, but clinicians are enthused
about the prospect of having a biolog-
ic therapy in their tool kit for their
adult patients in the near future.

“I think dupilumab will be a
game changer for atopic dermatitis,”
says Dr. Dytoc. “There are many bio-
logics for psoriasis, so it will be nice
to have one for atopic dermatitis.”

Research is also looking at
apremilast, an oral phosphodi-
esterase 4 inhibitor recently approved

in Canada for moderate to severe
psoriasis, in the management of
atopic dermatitis.

Another advance in 2014 was the
availability of a new topical therapy,
efinaconazole 10%, for onychomyco-
sis. It can act as an alternative for
patients who don’t want to take an
oral therapy such as itraconazole or
terbinafine or for whom oral thera-
pies are contraindicated because of
possible drug interactions.

“The mycologic cure rates are
better than oral itraconazole but less
than oral terbinafine,” says Dr. Dytoc,
noting the condition can be persis-
tent and recurrent. “It’s more effec-
tive than ciclopirox lacquer and other
topical anti-fungal solutions.”

Dr. Skotnicki says patients
express a preference for using efina-
conazole over ciclopirox lacquer
because they can continue to apply
and wear nail polish while using efi-
naconazole because the topical ther-
apy can penetrate through nail polish.

“Women want to be able to
cover up their nails, and that was a
problem with [ciclopirox lacquer],”
says Dr. Skotnicki in an interview.
“The percentage of improvement is
higher with [efinaconazole] than
with [ciclopirox lacquer]. It’s an alter-
native [treatment] for people who
don’t want to take oral therapies.”

Modifications to diet in acne
New pathways are suggesting that for
a condition such as acne, modifica-
tions to diet can make a difference,
notes Dr. Skotnicki.

A study published this year linked
a typical Western diet, characterized
by a high glycemic load, as possibly
playing a role in acne pathogenesis (J
Clin Aesth Dermatol Jul 2014;
7(7):46–51).

“Acne is more of a Western dis-
ease,” explains Dr. Skotnicki. “We are
really starting to look at the link with
diet. The answer is no longer that there
is no link between diet and acne.”

Dr. Skotnicki says patients can
make a choice to follow a low
glycemic index to influence the
pathogenesis of their acne.

Non-proprietary and brand names of
therapies: nivolumab (not available
in Canada); pembrolizumab (not
available in Canada); tofacitinib
(Xeljanz, Pfizer Canada Inc.); brimoni-
dine (Onreltea, Galderma); since-
catchins 15% (Veregen, Paladin Labs);
etanercept (Enbrel, Amgen); adapa-
lene 0.1%/benzoyl peroxide 2.5% topi-
cal gel (TactuPump, Galderma);
dupilumab (not available in
Canada); apremilast (Otezla, Celgene
Corp.); sincecatchins 10% (Veregen,
Paladin Labs);  efinaconazole (Jublia,
Valeant).

Breakthroughs in therapy in 2014 include brimonidine
Continued from page 4
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New options
in the 
treatment
of rosacea

Rosacea presents in sev-
eral different ways in pa-
tients, and its etiology is

complex and not entirely under-
stood, but in recent years there
have been significant advances
in understanding the pathogene-
sis of the condition, and the de-
velopment of new treament
options. These new tools can im-
prove patient outcomes, says Dr.

Chih Ho
Hong, a Clin-
ical Assistant
Professor in
the Depart-
ment of Der-
matology and
Skin Science
at the Univer-
sity of British
Columbia,

Vancouver.
Rosacea occurs in several

different forms, but the basics of
care are universal, says Dr.
Hong. All patients with rosacea
should be using cleansers,
moisturizers, and broad-spec-
trum, high SPF sunblocks in as
mild a formulation as they can
find, he says, in order to main-
tain the barrier function of their
sensitive skin as much as possi-
ble.

Beyond the importance of
basics such as protecting the
skin, the different types of
rosacea do require different ap-
proaches to treatment, says Dr.
Hong.

Papulopustular rosacea
Inflammatory, papulopustular
rosacea is generally treated
with topical or oral agents, Dr.
Hong says. “Within the topical
agents, I think the most com-
monly utilized ones currently
are the metronidazole prod-
ucts.” Other topical treatments
such as sulphacetamide sul-
phur and azaleic acid may be
second-line treatments, and he
says that a few patients with
rosacea may respond to ben-

The results of three pivotal Phase III clinical trials
using ivermectin, a new topical cream for patients

with papulopustular rosacea, may
lead to changes in the current ther-
apeutic approach to the disease,
according to Dr. Linda F. Stein
Gold, a board-certified dermatolo-
gist and director of clinical research
at Henry Ford Hospital in Detroit.

“Ivermectin has two different
possible mechanisms of action for
rosacea,” she told a plenary ses-
sion during Dermatology Update
2014 in Vancouver.

“It has inflammatory properties—and we know
rosacea involves pro-inflammatory cytokines—and it’s also
antiparasitic, and kills Demodex fulliculorum which may
play a fairly important role in the pathogenesis of rosacea.”

She noted that previously the parasitic/commensal face
mite was thought to be a peripheral factor in the pathogen-
esis of rosacea, but the Phase III results of ivermectin cream
1% will likely lead to a fresh reconsideration of that view.

The first trial, a vehicle-controlled study, compared
once-daily ivermectin 1% cream to vehicle in patients with
moderate to severe rosacea who were treated for 12
weeks. Each arm of the trial included subjects age 18
years or older, and most were Caucasian women with an
approximate age of 50 years.

Subjects were excluded if they had more than two
nodules or when laboratory values were abnormal.

“Moderate to severe means they had between 15 and
70 inflammatory lesions, and they had about 30 to 32
bumps at baseline, which means they really did have a
face full of inflammatory lesions,” Dr. Stein Gold said.

“Seventy-five to eighty-five per cent [of the patients]
were characterized as moderate, the rest were severe.”

A significant improvement in the lesion counts of pa-
tients using the ivermectin 1% cream was evident at four
weeks, and continued through to the end of the 12-week trial. 

Treatment success was measured by the Investigator
Global Assessment (IGA) rating of clear skin and change
in the count of inflammatory lesions.

“At the end of 12 weeks 38 per cent to 40 per cent of
patients on ivermectin, having started out with moderate
to severe disease, were clear or almost clear,” Dr. Stein
Gold reported.

“There was also a statistically significant reduction in
the lesion count in these actively treated patients, beginning
as early as week two, which continued over the course of
the study. At the end of 12 weeks there was a reduction of
20 to 22 lesions from the baseline number of 30.”

The number of lesions in the vehicle group, she
added, fell by about 13.

One patient, whose ‘before’ and ‘after’ facial images
are shown above, entered the trial with 63 lesions at base-
line, but finished her 12 weeks of therapy with just two le-
sions. Another severely affected female patient saw the 45
lesions on her face at baseline reduced to two at the end
of the treatment program with ivermectin.

Dr. Stein Gold noted that the skin of rosacea pa-
tients is exquisitely sensitive to any kind of topical ap-
plication, and the safety data in this Phase III trial was
reassuring.

“The instances of local irritation and other side effects
was significantly less in those patients on ivermectin one
per cent cream as compared with patients in the vehicle
group,” she said. In the ivermectin group, 3.4% of patients
had local irritation or other side effects versus 7.4% in the
vehicle-alone group.

“How is it that in terms of irritation the patients on iver-
mectin did better than those on vehicle? The anti-inflam-
matory properties of ivermectin one per cent cream really
calmed those patients down,” Dr. Stein Gold said.

Patients in this head-to-head ivermectin-vehicle trial
were then enrolled into a long-term, investigator-blinded
safety study of 52 weeks, with the actively treated group
continuing with ivermectin once daily while the vehicle pa-
tients were switched to azelaic acid b.i.d.

A four-week follow-up with no drug treatment followed
at the close of this trial.

“Basically the patients did quite well in this trial,” Dr.
Stein Gold said. “Both drugs were well tolerated over the
course of the full year.

“The adverse events were similar between the ivermectin
and the azelaic acid. Most were mild to moderate, and they
didn’t require any of the patients to discontinue the study.

No tachyphyaxis
Ivermectin did not induce tachyphylaxis, she added, and
patients tended to do well the longer they were treated with
the medication. Between 75% and 80% became ‘clear’ or
‘almost clear’ over the long term study.

A third and separate multi-center Phase III trial in Eu-
rope and Russia compared ivermectin once daily with
metronidazole 0.75% cream b.i.d. for safety and efficacy.

At the close of this 16-week study, an 83% reduction in
the lesion count was noted among patients in the ivermectin
arm of the trial, compared to a 73% reduction among those
who were given metronidazole, with a statistically significant
difference observed as early as week three.

The time to relapse after halting treatment with either
drug was also noteworthy, Dr. Stein Gold said.

“We noticed that 37 per cent of patients had absolutely
no relapse over the course of time when they were taken
off ivermectin, compared with 31.6 per cent on metronida-
zole.”
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