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Clascoterona

Nova alternativa terapéutica para
ache e alopecia

DOSE USUAL

A recomendacido de uso tépico da clascoterona para o tratamento de acne é de 1% e
para o tratamento da alopecia androgenética

é de 2,5% a 7, 5%.

Obs. 1: Baseado em estudos.

Obs. 2: Estudo clinico relata que doses mais baixas de 0,1% e 0, 5% duas vezes ao dia,
promoveram mudancas signifi cativas em lesdes infl amatérias e

ndo infl amatoérias de acne.

DESCRICAO

A clascoterona é um antagonista do receptor androgénico usado para o tratamento
topico da acne vulgar. Mais recentemente vem

sendo investigada para o tratamento de alopecia androgenética.

MECANISMO DE ACAQ

A clascoterona é um potente antagonista nos receptores androgénicos e compete
com a testosterona e a diidrotestosterona na |igacéo

ao receptor, inibindo, assim, a sinalizacdo que promove o aumento da oleosidade
da pele e o aumento da producdo de citocinas

infl amatérias que culminam com a acne. A alopecia androgenética também é uma
condicdo androgeno—dependente e altamente

genética. A diidrotestosterona (DHT) se liga aos receptores expressos nas
células da papila dérmica (DPC) no couro cabeludo para

induzir genes que estdo associados a alopecia. Ao bloguear essa interacdo, a
clascoterona inibe a transcricdo genética e a sintese de

[L-6 induzida por DHT, reduzindo a queda capilar.

INDICACOES
- Acne
- Adjuvante no tratamento da alopecia androgenética 'H\__
¥ ]
Sugestdes de Formulas
ClaSCOLEIONA ..ottt 1%
CIEIME SP veveveveverereeeeeeeeeeesesesesese ettt ese et s st s s s s s s s 30¢g Comprar
Modo de uso: aplicar nas regides afetadas, duas vezes ao dia.
Indicag&o: acne vulgar. AGORA!
ClaSCOEIONA ......eiiiiiiie et 5%
Solugéo capilar alcodlica ........cccceevviiiiiiiiiieeiiiieeeeen 100 m

Modo de uso: aplicar nas regides afetadas, duas vezes ao dia.
Indicacao: alopecia androgenética.
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Clascoterona
ESTUDOS

Efficacy and Safety of Topical Clascoterone Gream, 1%, for Treatment in Patients
With Facial Acne: Two Phase 3 Randomized Clinical

Trials.

Acne is a common, multifactorial skin condition, and treatments with novel
mechanisms have been elusive. To assess the safety

and efficacy of clascoterone cream, 1% a novel topical androgen receptor
inhibitor, in 2 phase 3 randomized clinical trials (CB-03-

01/25 and CB-03-01/26). Two identical, multicenter, randomized, vehicle—
control led, double-blind, phase 3 studies conducted from

November 2015 to April 2018 evaluated the efficacy and safety of use of
clascoterone cream, 1% in males and nonpregnant females

9 years and older with moderate or severe facial acne as scored on the
Investigator’ s Global Assessment scale. Participants were enrolled

if they had 30 to 75 inflammatory lesions and 30 to 100 noninflammatory lesions
Patients were randomized to treatment with

clascoterone cream, 1%, or vehicle cream and applied approximately 1 g to the
whole face twice daily for 12 weeks. Treatment success

was defined as an Investigator’ s Global Assessment score of 0 (clear) or 1
(almost clear), and a 2-grade or greater improvement from

baseline and absolute change from baseline in noninflammatory and inflammatory
lesion counts at week 12. Safety measures included

adverse event frequency and severity. A total of 1440 patients were randomzied
in 2 studies. In CB-03-01/25, 353 participants

were randomized to treatment with clascoterone cream, 1% (median [range] age
18.0 [10-58] years; 221 [62.6%] female), and

355 participants were randomized to treatment with vehicle cream (median [range]
age, 18.0 [9-50] years; 215 (60.6%) female); in

CB-03-01/26, 369 participants were randomized to treatment with clascoterone
cream, 1% (median [range] age, 18.0 [10-50] years;

243 [65.9%] female), and 363 participants were randomized to treatment with
vehicle cream (median [range] age, 18.0 [range, 11-

42] years; 221 [60.9%] female). At week 12, treatment success rates in CB-03-
01/25 and CB-03-01/26 with clascoterone cream, 1%,

were 18.4% (point estimate, 2.3; 95% CI, 1.4-3.8; P < .001) and 20.3% (point
estimate, 3.7; 95% CI, 2.2-6.3; P < .001) vs 9.0% and

6.5% with vehicle, respectively. At week 12, in both CB-03-01/25 and CB-03-
01/26, treatment with clascoterone cream, 1% resulted
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in a significant reduction in absolute noninflammatory lesions from baseline to
-19.4 (point estimate difference, —-6.4; 95% CI, -10.3 to

-2.6; P <.001) and -19.4 (point estimate difference, —8.6; 95% CI, -12.3 to -
4.9; P < .001) vs -13.0 and -10.8 with vehicle, respectively

as well as a reduction in inflammatory lesions from baseline to —-19.3 (point
estimate difference, -3.8; 95% CI, -6.4 to -1.3; P < .001)

and -20.0 (point estimate difference, -7.4; 95% CI, -9.8 to -5.1; P < .001) vs -
15.5 and -12.6 with vehicle, respectively. Adverse events

rates were low and mostly mild; the predominant local skin reaction was trace or
mi ld erythema.

Cortexolone 17a-Propionate (Clascoterone) is an Androgen Receptor Antagonist in
Dermal Papilla Cells In Vitro.

Cortexolone 17a-propionate (clascoterone) is a novel androgen antagonist that is
currently being analyzed in a large phase 2 clinical

trial for the topical treatment of androgenetic alopecia (AGA). While the
pathogenesis of AGA is still debated, the consensus is that

AGA is an androgen—dependent hair disorder with strong genetic |inks, and that
the testosterone metabolite, dihydrotestosterone

(DHT), plays a causal role in its development. DHT binds to the androgen
receptor (AR) in scalp dermal papilla cells (DPC) to induce

AR-mediated transcription of genes that contribute to AGA in genetically
predisposed individuals. Several studies have established

that clascoterone is a potent antiandrogen that is well tolerated and has
selective topical activity. The study described herein elucidates

a potential mechanism of clascoterone in AGA. Clascoterone was found to inhibit
AR-regulated transcription in a reporter

cell line with similar efficacy to the ba-reductase inhibitor, finasteride. More
importantly, when compared with another direct AR

antagonist, enzalutamide, clascoterone was significantly better at inhibiting
[IL-6 synthesis from DHT-stimulated primary cultures of

human scalp DPC. Therefore, clascoterone may be an excellent candidate to be the
first topical antiandrogen for treating AGA. J

Drugs Dermatol. 2019;18(2) :197-201.

A Phase 2b, Randomized, Double-Blind Vehicle Controlled, Dose Escalation Study
Evaluating Clascoterone 0.1%, 0.5% and 1%

Topical Cream in Subjects With Facial Acne.

Androgens play a key role in acne pathogenesis in both males and females
Clascoterone (CB-03-01, Cortexolone 17a propionate)

cream is a topical anti—-androgen under investigation for the treatment of acne
The results from a phase 2b dose escalating study

are discussed. Methods: Primary objective: to compare the safety and efficacy of
topical creams containing clascoterone 0.1% (twice

daily [BID]), 0.5% (BID), or 1% (daily [QD] or BID) versus vehicle (QD or BID)
in male and female subjects 212 years with facial acne

vulgaris. Efficacy was assessed by: Investigator’ s Global Assessment (IGA)——the
overall severity of acne using a five-point scale (from

O=clear to 4=severe); inflammatory and non-inflammatory acne lesion counts
(ALC) ; and subject satisfaction with treatment——subjects

assessed overall| treatment satisfaction using a 4-point scale. Safety
assessments: local and systemic adverse events (AEs), physical
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examination/vital signs, laboratory tests, local skin reactions (LSRs), and
electrocardiograms (ECGs). Treatment success required

a score of “clear” or “almost clear” (IGA score of 0 or 1) and a two or
more—grade improvement from baseline. 363 subjects (N=72,

0.1% BID; N=76, 0.5% BID; N=70, 1% QD; N=70, 1% BID; and N=75, vehicle QD or
BID) enrolled. 304 subjects (83.7%) completed

the study. Intention to Treat (ITT) population: 196/363 (54.0%) females; 167/363
46.0%) males; (257/363 (70.2%) were white;

average age=19.7 years. Demographic and baseline characteristics were similar
across all groups. Treatment success at week 12 were

highest for the 1% BID (6/70, 8.6%) and 0.1% BID (6/72, 8.3%) groups versus
vehicle (2/75, 2.7%). Absolute change in inflammatory

(P=0.0431) and non-inflammatory (P=0.0303) lesions was statistically significant
among the treatment groups. The median change

from baseline at week 12 in inflammatory and non-inflammatory lesions was
greatest in the 1% BID group -13.5 and -17.5, respectively

Similar results were observed for the secondary efficacy endpoints whereby the
highest success rate and greatest reduction in lesion

counts from baseline to week 12 occurred with 1% BID. 93/363 subjects (25.6%)
reported 21 AEs; total number of AEs=123 with 2

probably/possibly related to treatment (N=1, 1% QD group). Subjects with >1AEs:
0. 1% BID=25.0% 0.5% BID=38.2%, 1% QD=22. 9%,

1% BID=18.6%, and vehicle=22.7%. AEs were mostly mild in severity and similar
across all groups. Most AEs (93/121 76.8%) resolved

by the end of the study. Erythema was the most prevalent LSR; 36.8% had at least
minimal erythema at some point during the study.

Conclusions: All clascoterone cream concentrations were well tolerated with no
clinically relevant safety issues noted. Clascoterone

1% BID treatment had the most favorable results and was selected as the best
candidate for further clinical study and development.

Two Phase 3 investigations of clascoterone topical cream, 1% for the treatment
of moderate-to—severe acne vulgaris in individuals 29

years recently concluded. J Drugs Dermatol. 2019;18(6) :570-575.

Clascoterone: First Approval.

Clascoterone (Winlevi®) is an androgen receptor inhibitor being developed as a
topical cream and solution by Cassiopea (a

spin-out company of Cosmo Pharmaceuticals) for the treatment of androgen-
dependent skin disorders, including androgenetic

alopecia and acne vulgaris. Although the exact mechanism of action of
clascoterone for the topical treatment of acne vulgaris

is unknown, the drug is believed to compete with the androgen
dihydrotestosterone for binding to androgen receptors in the

sebaceous gland and hair follicles to attenuate signalling necessary for acne
pathogenesis. In August 2020, clascoterone

cream 1% received its frst approval in the USA for the topical treatment of acne
vulgaris in patients 12 years of age or older.

Clinical studies of a diferent formulation of clascoterone (a solution
containing a higher concentration of the drug) for the

treatment of androgenetic alopecia are underway in Germany and the USA. This
article summarizes the milestones in the
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development of clascoterone leading to this frst approval for the topical
treatment of acne vulgaris
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