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Neonatal Acne
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Infantile Acne
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Mid-childhood Acne
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Pre-adolescent Acne
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Acne Treatment Tips

e Mild acne — topicals
may suffice

e Benzoyl Peroxide or

Retinoid

e Combination Products

possibly including
topical antibiotic

Start with a
combination therapy

Use oral antibiotics

Consider oral
isotretinoin

Hormonal therapy
rarely

e Use combination

therapy AND systemic
medications (oral
antibiotics and/or
hormonal therapy,
rarely)

e Consider Isotretinoin

Jonette E. Keri, M.D., Ph.D.



>9 Years of Age
with Facial Acne
(N=1640)

Moderate to Severe
Acne at Baseline

Two Randomized (1:1) Controlled

Studies

Greater Improvements in Skin
Oiliness, Patient Satisfaction and QoL
with active vs vehicle
(Week 12 vs Baseline)

Del Rosso JQ, Pariser D, et al. Poster presentation, SCALE

Meeting, Nashville, TN, May 2018

Harper JC, et al. J Dermatolog Treat. 2019 Apr 2:1-8.

TOPICAL RETINOIDS

Tretinoin 0.05% Lotion in Acne Vulgaris
Once Daily - 12-Week Phase Il Monotherapy Studies

Figure 1: Percent Change in Mean Inflammatory Lesions from Baseline to Week 12 (ITT
Population, LS Mean data). Study 301in blue and 302 in red; vehicle data shown in
corresponding dotted lines)

Study Visit

Figure 2: Percent Change in Mean Noninflammatory Lesions from Baseline to Week 12

WEEK 12

Mean % Reduction
Inflammatory Lesions

50.9% - 53.4%
(Tretinoin) vs
40.4% - 41.5%
(Vehicle)

Mean % Reduction

(ITT Population, LS Mean data). Study 301 in blue and 302 in red; vehicle data shown COmedonaI LeS|OnS

in corresponding dotted lines)

47.5% - 45.6%
(Tretinoin) vs
27.3% - 31.9%
(Vehicle)

All Comparisons
P<0.001

JAMES Q. DEL ROSSO, DO



PREADOLESCENT

POPULATION (N=154)
AGE <13 YRS
EFFICACY AND
TOLERABILITY CONFIRMED

Eichenfield L et al. Ped Dermatol.
2019;36(2): 193-199

TOPICAL RETINOIDS

POST HOC ANALYSES FROM PIVOTAL TRIALS

ASIAN POPULATION (N=69)
AGE 12-48 YRS

EFFICACY AND TOLERABILITY CONFIRMED
Han G, et al. J Drugs Dermatol. 2019;18(9):910-916

TRETINOIN 0.05% LOTION
ONCE DAILY
MODERATE-SEVERE
ACNE

HISPANIC POPULATION (N=766)
AGE 11-50 YRS

EFFICACY AND TOLERABILITY CONFIRMED
Cook-Bolden F, et al. J Drugs Dermatol. 2019;18(1):32-38

ADULT AND
ADOLESCENT
FEMALE
POPULATION (N=909)
AGE 9-58 YRS
EFFICACY AND
TOLERABILITY
CONFIRMED

Kircik L, et al. J Drugs Dermatol.
2019;18(2): 178-188

JAMES Q. DEL ROSSO, DO



TOPICAL RETINOIDS

Trifarotene Cream
Phase 3 Studies in Moderate Facial AND Truncal Acne

Trifarotene is a RARy-selective topical retinoid in a cream (50 pg/g)

Development program evaluated efficacy and safety in both
FACIAL and TRUNCAL ACNE
Two 12-week, double-blinded, multicenter, vehicle-controlled studies

Once daily trifarotene cream (n=1209) or vehicle cream (n=1183)
Randomization pattern 1:1

TRUNCAL ACNE (Data at 12 Weeks)
Mean % Change Inflammatory Lesions
Mean % Change Non-Inflammatory Lesions  49.1% vs 40.3%

Study 1 Study 2
57.4% vs 50.0% 65.4% vs 51.1%

55.2% vs 45.1%
Maijority of adverse events local tolerability reactions early in therapy

Consistent with topical retinoid therapy — managed with proper skin care
Fewer reactions on trunld

JAMES Q. DEL ROSSO, DO



TOPICAL CLASCOTERONE

Clascoterone Targets Multiple Pathways
Operative in Acne Pathophysiology
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1. Dataon File. Clinical Study Report. Cassiopea SpA & Submitted manuscript to Investigative Derm.
2. LaiJJetal. Arch Dermatol Res. 2012;304(7):499-510

Image from : Tuchayi SM et al. Acne Vulgaris. Nature Reviews: Disease Primers.2015; Sept.
https://lwww.nature.com/articles/nrdp201529?WT.mc_id=TWT_NRDP JAMES Q. DEL ROSSO, DO




TOPICAL CLASCOTERONE

Topical Clascoterone Phase l/ll Studies
Top Line Outcomes

First topical anti-androgen + anti-inflammatory properties

New Chemical Entity ~ New Mode of Action

Previously referred to as CB-03-01 and/or cortexolone 17-a propionate
Safety profile similar to vehicle (>1300 exposed in Phase l/ll studies)
Statistical significance in Phase Il primary end-points

35.7% Total Lesion Count reduction vs 13% with vehicle

Clinically superior / better tolerated than topical tretinoin (Phase lla trial) 22%
IGA improvement vs 11.5%, 66% Total Lesion Count reduction vs 52%

Anticipate use in combination with other acne therapies

JAMES Q. DEL ROSSO, DO



Cannabidiol (CBD) [BTX 1503}

Mechanism of Action in Acne
BTX 1503 (Cannabidiol) Effects on Acne Pathophysiologic Factors

1. Olah etal. J Clin Invest. 2014:124(9):3713-372;
2. Wilkinson & Williamson. J Derm Sci. 2007;45:87-92
3. Appendino et al. J Nat/ Prod. 2008;71:1427-1430;.

JAMES Q. DEL ROSSO, DO



TOPICAL MINOCYCLINE FORMULATIONS

% INFLAMMATORY LESION
REDUCTION

Baseline to Week 12 58.5% lesion reduction at Week 12 (2% dose)

2% vs 1% vs Vehicle _ .
43.3% lesion reduction at Week 4 (2% dose)

25% with >2-grade reduction in IGA + Clear or
Almost Clear (2% dose)

25% lesion reduction at Week 4 (Time to
Onset)

(P=0.0256)

25% IGA “SUCCESS” 58.5%

Baseline Week 2 Week 4 Week 8 Week 12
BPX-01 2% BPX-01 1%

JAMES Q. DEL ROSSO, DO



1.
2.

MINOCYCLINE 4% FOAM ONCE DAILY

PHASE 3 12-WEEK STUDIES - MODERATE/SEVERE ACNE
>9 YEARS OF AGE - CHANGE IN INFLAMMATORY LESIONS (ILs)

Study 22 - IL Count % Change

0%
N = 1507

BASELINE TOTAL
LESIONS ~80

% Reduction
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Raoof TJ et al. J Am Acad Dermatol. 2019; doi: 10.1016/j.jaad.2019.05.078. [Epub ahead of print]

Gold LS et al. J Am Acad Dermatol. 2019;80(1):168-177.

JAMES Q. DEL ROSSO, DO



TOPICAL VS ORAL ANTIBIOTIC USE

IMPLICATIONS FOR MINOCYCLINE 4% FOAM

Competitive release of resistance

Probability resistant mutation happens

In the body In the skin

Drug Pressure

Pla Skin [epl dermis) Skin/Plasma
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Therapeutic options for Moderate to Severe
Acnhe

Therapy Notes
Combination therapy Oral antibiotics + topical retinoids £ BPO
First line

Hormonal therapy Women with moderate to severe acne, especially if
contraception is desirable

LUsed in combmation with other modalities
Isotretinoin Severe andfor recalcitrant acne

Teratogenic, stringently regulated for women with
childbearing potential

Gollmick H et al. J Am Acad Demrnalod, 20034801 suppl):S51-537. JAMES Q. DEL ROSSO, DO



Acne Treatment Algorithm

Acne treatment algorithm

y

.
-

(RELS (5] Yo |

Moderate Severe

First choice?

Alternatives!

Alternatives for
females*"

Maintenance
therapy

Comedonal

Topical retinoid

Azelaic acid
or salicylic acid

See first choice

Papular/pustular

Topical retinoid
+ topical antimicrobial

Alt. topical
antimicrobial agent
+ alt. topical retinoid
or azelaic acid"

See first choice

Topical retinoid

Papular/pustular

Oral antibiotic
+ topical retinoid
+/- BPO

Alt. oral antibiotic
+ alt. topical retinoid
+/- BPO

Oral anti-androgent!
+ topical retinoid/
azelaic acid"

+/- BPO

Nodular!

Oral antibiotic
+ topical retinoid
+/- BPO

Oral isotretinoin

or

alt. oral antibiotic

+ alt. topical retinoid
+/- BPA/azelaic acid’

Oral antiandrogen'!
+ topical retinoid
+/- oral antibiotic
+/- alt. antimicrobial

Topical retinoid +/- BPO

Nodular/conglobate

Oral isotretinoin®

High-dose oral
antibiotic

+ topical retinoid
+ BPO

High-dose oral
anti-androgent!
+ topical retinoid
+/- alt. topical
antimicrobial

Source: Expert Rev Clin Pharmacol © 2010 Expert Reviews Ltd

JAMES Q. DEL ROSSO, DO



Sarecycline vs Placebo in Acne Vulgaris
Inflammatory Lesion Count Reduction (%)

Sarecycline 1.5 mg/kg/day QD (n=1002) vs Placebo - 12-Weeks
Age Range 9-45 Years /| ~25% Non-White Skin / 85% Moderate Severity

Mean Percent Change in Inflammatory Lesion Count from Baseline to Week 12

SC1401 SC1402
0 - 0
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« Mean absolute reduction in lesion count was statistically significant at Week 12 and as early as Week 3

Moore A et al. J Diugs Dermatol. 2018,17(9):987-996.

MAY BE TAKEN WITH OR WITHOUT FOOD

JAMES Q. DEL ROSSO, DO



Practical Considerations with Sarecycline

Concept of Narrow Spectrum Tetracycline

POTENTIAL CONSIDERATIONS
RELEVANT TO CLINICAL PRACTICE

EFFICACY FOR ACNE VULGARIS
Inflammatory AND Comedonal Lesions
Face & Trunk

ADVERSE REACTION PROFILE
Gl Side Effects / Photosensitivity /
Vaginal Candidiasis

ANTIMICROBIAL SPECTRUM

Reduced Risk of Antibiotic Resistance vs Some
Organisms (especially Gram =)

REDUCE SELECTION OF GRAM (-) BACTERIA AND MULTI-DRUG RESISTANCE

Zhanel, George, et al. "Microbiological profile of sarecycline, a novel targeted spectrum tetracycline for the treatment

of acne vulgaris." Antimicrobial agents and chemotherapy 63.1 (2019). JAMES Q. DEL ROSSO, DO



Optimizing Use of
Oral Antibiotic Therapy in Ache

1 Del Rosso JQ, Kim G. Derm Clinics. 2 Zanglein A, et al. ) Am Acad Dermatol. 2016;74:945-973. Del Rosso JQ. Sem Cut Med Surg.
JAMES Q. DEL ROSSO, DO



Adult Female Acne

Trigger Factors

Williams C, et al. Am J Clin Dermatol. 2006;7:281-290.. Diane S. Berson, M.D.



reno B,
Williams

Patient Factors to Consider when Treating
Adult Female Acne

e . ;27: - .
C, et al. Am J Clin Dermatol. 2006;7:281-290 Diane S. Berson, M.D
. , VILD.



Adult Female Acne

Topical Treatments

Diane S. Berson, M.D.



Adult Female Acne

Oral
Treatments

Spironolactone <

Diane S. Berson, M.D.



Acne Laser & Light Therapy

Michael H. Gold, MD



