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MIRVASO (brimonidine) topical gel, 0.33%
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1) Fowler J Jr, Jackson M, Moore A, Jarratt M, Jones T, Meadows K,
Steinhoff M, Rudisill D, Leoni M. Efficacy and safety of once-daily
topical brimonidine tartrate gel 0.5% for the treatment of moderate to
severe facial erythema of rosacea: results of two randomized,
double-blind, and vehicle-controlled pivotal studies. J Drugs
Dermatol. 2013 Jun 1;12(6):650-6.
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Fowler J, Jarratt M, Moore A, Meadows K, Pollack A, Steinhoff M,
Liu Y, Leoni M; Brimonidine Phase II Study Group. Once-daily
topical brimonidine tartrate gel 05% is a novel treatment for
moderate to severe facial erythema of rosacea: results of two
multicentre, randomized and vehicle-controlled studies. Br J
Dermatol. 2012 Mar;166(3):633-41.
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1) Schéfer H. [Topical therapy of rosaceal. Hautarzt. 2013 Jul;64(7):494-9.
(German)
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2) Fallen RS, Gooderham M. Rosacea: update on management and
emerging therapies. Skin Therapy Lett. 2012 Dec;17(10):1-4.
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@O Fowler J Jr, Jackson M, Moore A, Jarratt M, Jones T, Meadows K,
Steinhoff M, Rudisill D, Leoni M. Efficacy and safety of once-daily topical
brimonidine tartrate gel 0.5% for the treatment of moderate to severe facial
erythema of rosacea: results of two randomized, double-blind, and
vehicle-controlled pivotal studies. J Drugs Dermatol. 2013 Jun
1;12(6):650-6.

Abstract:

BACKGROUND:

Brimonidine tartrate, a highly selective a2-adrenergic receptor agonist with
potent vasoconstrictive activity, was shown to reduce erythema of rosacea.
OBJECTIVE:

To assess the efficacy and safety of topical brimonidine tartrate gel 0.5% for
the treatment of erythema of rosacea.

METHODS:

Both studies were randomized, double-blind, and vehicle-controlled, with
1dentical design. Subjects with moderate to severe erythema of rosacea
were randomized 1:1 to apply topical brimonidine tartrate gel 0.5% or
vehicle gel once-daily for 4 weeks, followed by a 4-week follow-up phase.
Evaluations included severity of erythema based on Clinician's Erythema
Assessment and Patient's Self-Assessment, as well as adverse events.
RESULTS:

Topical brimonidine tartrate gel 0.5% was significantly more efficacious
than vehicle gel throughout 12 hours on days 1, 15, and 29, with significant
difference observed as early as 30 minutes after the first application on day
1 (all P<.001). No tachyphylaxis, rebound or aggravation of other disease
signs were observed. Slightly higher incidence of adverse events was
observed for topical brimonidine tartrate gel 0.5% than for vehicle;
however, most of the adverse events were dermatological, mild, and
transient in nature.

LIMITATIONS:

These data generated in controlled trials may be different from those in




clinical practice.

CONCLUSIONS:

Once-daily brimonidine tartrate gel 0.5% has a good safety profile and
provides significantly greater efficacy relative to vehicle gel for the
treatment of moderate to severe erythema of rosacea, as early as 30
minutes after application.

@Fowler J, Jarratt M, Moore A, Meadows K, Pollack A, Steinhoff M, Liu Y,
Leoni M; Brimonidine Phase II Study Group. Once-daily topical
brimonidine tartrate gel 0-5% is a novel treatment for moderate to severe

facial erythema of rosacea: results of two multicentre, randomized and
vehicle-controlled studies. Br J Dermatol. 2012 Mar;166(3):633-41.

Abstract:

BACKGROUND:

Erythema of rosacea is thought to result from abnormal cutaneous
vasomotor activity. Brimonidine tartrate (BT) is a highly selective a(2)
-adrenergic receptor agonist with vasoconstrictive activity.

OBJECTIVE:

To determine the optimal concentration and dose regimen of topical BT gel
for the treatment of erythema of rosacea and to evaluate its efficacy and
safety.

METHODS:

In study A, 122 subjects were randomized to receive a single application of
BT 0-07%, 0-18%, 0 5% or vehicle. In study B (4-week treatment and 4-week
follow-up), 269 subjects were randomized to receive BT 0 5% once daily, BT
0-18% once daily, vehicle once daily, BT 0-18% twice daily or vehicle twice
daily. Evaluations included Clinician's Erythema Assessment (CEA),
Patient's Self-Assessment (PSA), Chroma Meter measurements and
adverse events.

RESULTS:

In study A, a single application of topical BT gel reduced facial erythema in
a dose-dependent fashion. A significant difference between BT 0-5% and
vehicle in Chroma Meter redness value was observed from 30min to 12h
after application. In study B, BT 0:5% once daily had a statistically
superior success profile (defined as a two-grade improvement on both CEA
and PSA over 12h) compared with vehicle once daily on days 1, 15 and 29
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(all P<0-001). No tachyphylaxis, rebound of erythema or aggravation of
other disease signs (telangiectasia, inflammatory lesions) was observed. All
regimens were safe and well tolerated with similarly low incidence of
adverse events.

CONCLUSIONS:

Once-daily BT gel 0-5% is well tolerated and provides significantly greater
efficacy than vehicle gel for the treatment of moderate to severe erythema
of rosacea.

@ Schofer H. [Topical therapy of rosaceal. Hautarzt. 2013 Jul;64(7):494-9.
(German)

Abstract

Metronidazole and azelaic acid are the only topical medications approved
for rosacea. All other topical treatments for rosacea and its special forms
are used off-label. Topical steroids are not indicated in rosacea, because of
their side effects (induction of steroid rosacea, high risk of facial skin
atrophy, and high risk of rebound after cessation of therapy). Topical as well
as systemic steroids are allowed only as initial and short term therapy for
acute forms of rosacea (e.g. rosacea fulminans). Papular and pustular
rosacea is the major indication for topical therapy. Sebaceous gland and
connective tissue hyperplasia in glandular-hypertrophic rosacea as well as
erythema in erythematous rosacea do not respond well to topical measures.
A new active substance, the alpha-2-adrenoreceptor agonist brimonidine,
will be approved soon for the topical treatment of erythema in rosacea. All
severe forms of rosacea should initially be treated with a combination of
topical and systemic agents. After improvement of the clinical symptoms,
topical treatment alone is usually adequate to maintain the control.

@Fallen RS, Gooderham M. Rosacea: update on management and emerging
therapies. Skin Therapy Lett. 2012 Dec;17(10):1-4.

Abstract

Rosacea is a common chronic skin disorder that has significant impact on
the self-esteem and quality of life of affected individuals. Currently
understood as an inflammatory condition that occurs in the context of an
altered innate immune response, the available topical and systemic
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therapies function as immunomodulators to restore cutaneous homeostasis.
The goals of therapy include reduction of papules, pustules, erythema and
physical discomfort with improvement in quality of life. Standard topical
treatments include metronidazole and azelaic acid, although many other
agents and regimens have been presented.
Subantimicrobial/antiinflammatory dose oral doxycycline was US FDA
approved in 2006 for the management of rosacea, but Health Canada
clearance was only recently granted for this indication. Furthermore,
renewed research interest has led to the development of other emerging
therapies including topical ivermectin, brimonidine and oxymetazoline that
hold promise for patients suffering from this condition.
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