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FROM THE ACADEMY

Guidelines of care for the management
of acne vulgaris

Rachel V. Reynolds, MD (Co-Chair),” Howa Yeung, MD, MSc,” Carol E. Cheng, MD,*

Fran Cook-Bolden, MD,” Seemal R. Desai, MD,“" Kelly Druby, BS,® Esther E. Freeman, MD, PhD,"
Jonette E. Keri, MD, PhD,"” Linda E Stein Gold, MD.* Jerry K. L. Tan, MD,"™ Megha M. Tollefson, MD,”
Jonathan S. Weiss, MD,”” Peggy A. Wu, MD, MPH,” Andrea L. Zaenglein, MD,?

Jung Min Han, PharmD, MS,” and John S. Barbieri, MD, MBA (Co-Chair)*

Background: Acnc vulgaris commonly affects adults, adolescents, and preadolescents aged 9 years or older.

Objective: The objective of this study was to provide cvidence-based recommendations for the
management of acne.

Metbods: A work group conducted a systematic review and applied the Grading of Recommendations,
Assessment, Development, and Evahiation approach for assessing the certainty of cvidence and
formulating and grading recommendations.

Results: This guidcline presents 18 evidence-based recommendations and 5 good practice statements.
Strong recommendations are made for benzoyl peroxide, topical retinoids, topical antibiotics, and omal
doxycycline. Oml isotretinoin is strongly recommended for acne that is scvere, causing psychosocial
burden or scaming, or failing standard omal or topical therapy. Conditional recommendations are made for
topical clascoterone, salicylic acid, and azclaic acid, as well as for oral minocycline, sarecycline, combined
oral contraceptive pills, and spironolactone. Combining topical therapies with multiple mechanisms of
action, limiting systemic antibiotic use, combining systemic antibiotics with topical therapics, and adding
intralesional conticosteroid injections for larger acne lesions are recommended as good practice statements.

Limitations: Analysis is bascd on the best available evidence at the time of the systematic review.

Conclusions: These guidelines provide evidence-based recommendations for the management of acne

vulgaris. (J Am Acad Dermatol https://doiorg/10.1016/j.jaad.2023.12.017.)

Key words: Acnc; acne vulgaris; ada palenc; antiandrogens; antibiotics; azelaic acid; azithromycin; benzoyl
peroxide; clascoterone; clindamycin; contraceptives; corticosteroids; Cuti bacterium acnes; dict and acnc;
doxycycling; erythromycin; grading and classification of acne; guidelines; hormonal therapy; isotretinoin;
light themapies; microbiological and endocrine testing; minocycling; retinoids; salicylic acid; sarccycline;
spimnolactonc; tazarotenc; treatment; tretinoin; trifarotenc.
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Acne Guidelines

* The American Academy of Dermatology’s 2016 guidelines were
updated which resulted in 18 evidence-based recommendations and
5 good practice statements.

Guidelines of care for the management of acne vulgaris.
Reynolds RV, Yeung H, Cheng CE, Cook-Bolden F, Desai SR, Druby KM, Freeman EE, Keri JE, Stein Gold LF, Tan JKL, Tollefson MM, Weiss JS, Wu PA, Zaenglein AL, Han JM,
Barbieri JS. ] Am Acad Dermatol. 2024 May;90(5):1006.e1-1006.e30. doi: 10.1016/j.jaad.2023.12.017. Epub 2024 Jan 30



Acne Guidelines

e Strong recommendations were made for:

» Topical benzoyl peroxide, retinoids, and/or antibiotics and their fixed-
dose combinations

* Oral doxycycline

* Oral isotretinoin is strongly recommended for severe acne, acne
causing psychosocial burden or scarring, or acne failing standard
treatment with oral or topical therapy

Guidelines of care for the management of acne vulgaris.
Reynolds RV, Yeung H, Cheng CE, Cook-Bolden F, Desai SR, Druby KM, Freeman EE, Keri JE, Stein Gold LF, Tan JKL, Tollefson MM, Weiss JS, Wu PA, Zaenglein AL, Han JM,
Barbieri JS. ] Am Acad Dermatol. 2024 May;90(5):1006.e1-1006.e30. doi: 10.1016/j.jaad.2023.12.017. Epub 2024 Jan 30



Acne Guidelines

* Conditional recommendations are made for:
* Topical clascoterone, salicylic acid, azelaic acid
* Oral minocycline

* Oral sarecycline

* Combined oral contraceptives

* Oral spironolactone

Guidelines of care for the management of acne vulgaris.
Reynolds RV, Yeung H, Cheng CE, Cook-Bolden F, Desai SR, Druby KM, Freeman EE, Keri JE, Stein Gold LF, Tan JKL, Tollefson MM, Weiss JS, Wu PA, Zaenglein AL, Han JM,
Barbieri JS. ] Am Acad Dermatol. 2024 May;90(5):1006.e1-1006.e30. doi: 10.1016/j.jaad.2023.12.017. Epub 2024 Jan 30



Acne Guidelines

* Good clinical practice recommendations include:

* Using topical therapies combining multiple mechanisms of action
* Limiting systemic antibiotic use

* Combining systemic antibiotics with benzoyl peroxide and other
topical therapies

* Adjuvant intralesional corticosteroid injections

Guidelines of care for the management of acne vulgaris.
Reynolds RV, Yeung H, Cheng CE, Cook-Bolden F, Desai SR, Druby KM, Freeman EE, Keri JE, Stein Gold LF, Tan JKL, Tollefson MM, Weiss JS, Wu PA,
Zaenglein AL, Han JM, Barbieri JS. ] Am Acad Dermatol. 2024 May;90(5):1006.e1-1006.e30. doi: 10.1016/j.jaad.2023.12.017. Epub 2024 Jan 30



Management of Acne Vulgaris

Adults, adolescents, and preadolescents (> 9 years) with acne vulgaris

c

2 SEVERITY ASSESSMENT: Routine
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Fig 1. Management of acne vulgaris.



Topical therapies combining
multiple mechanisms of action



Fixed-Dose Clindamycin Phosphate 1.2%, Benzoyl
Peroxide 3.1%, and Adapalene 0.15% Gel

(Cabtreo™)
* Triple drug combination

* Approval by FDA in October 2023
 Study looked at all double combinations versus triple combination

* Triple combination did the best

* Linda Stein Gold, Hilary Baldwin, Leon H Kircik, Jonathan S Weiss et al. Efficacy and Safety of a Fixed-Dose Clindamycin Phosphate 1.2%, Benzoyl Peroxide 3.1%, and
Adapalene 0.15% Gel for Moderate-to-Severe Acne: A Randomized Phase Il Study of the First Triple-Combination Drug. Am J Clin Dermatol. 2022 Jan;23(1):93-104.



Fixed-Dose Clindamycin Phosphate 1.2%, Benzoy!
Peroxide 3.1%, and Adapalene 0.15% Gel

13-Year-Old Female - Black 14-Year-Old Male - Asian

Baseline: EGSS 3 Week 12: EGSS 1 Baseline: EGSS 3 Week 12: EGSS 0

Linda Stein Gold,
Hilary Baldwin,
Leon H Kircik,
Jonathan S Weiss
et al. Drug. Am J
Clin Dermatol.
2022
Jan;23(1):93-104.

26-Year-Old Female - White 27-Year-Old Female - Black/White
Baseline: EGSS 3 Week 12: EGSS 1 Baseline: EGSS 3 Week 12: EGSS 1




Fixed-Dose Clindamycin Phosphate 1.2%, Benzoyl
Peroxide 3.1%, and Adapalene 0.15% Gel
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lpledge Program Changes




lpledge Changes Now

A Important — Changes to the iPLEDGE REMS

Changes to the iPLEDGE REMS have been implemented. These changes
include:

* Designees can now initiate Patient Enrollment.

* A Patient Calendar will display the patient’s program status for patients,

prescribers, and designees. The calendar will also display the required
actions to be completed in order for the patient to become Qualified to

Receive Drug.

All iPLEDGE REMS materials have been updated to align with these changes.




lpledge Changes Now

Important — Effective November 8, 2023, all pre-treatment
A pregnancy tests must be completed in a medical setting (e.g.,
prescriber’s office, laboratory)

Per the FDA’s iPLEDGE REMS Enforcement Discretion communication, the

Agency will continue to exercise flexibility and allow prescribers to:

» Assess a patient’s pregnancy status using pregnancy tests that are not
performed in a CLIA-certified laboratory.

* Rely on the patient to perform home pregnancy tests and report the dates
and results of these tests to the prescriber during and after isotretinoin
treatment.

Prescribers will continue to be responsible for interpreting and documenting all
pregnancy test results in the iPLEDGE REMS system. Prescribers who rely on the
patient to perform a home pregnancy test need to take steps to minimize
patients falsifying the results of these tests. All other iPLEDGE REMS
requirements are in effect.




lpledge Changes Coming

* Remove the "19-day lockout" for patients if they do not obtain
isotretinoin within the first 7-day prescription window. Before
initiating isotretinoin treatment, a repeat confirmatory pregnancy test
must be completed in a medical setting (as described above) without
any required waiting period.

* Revise the pregnancy registry requirement to remove the objective to
document pregnancy and fetal outcomes (and associated data
collection) for each pregnancy.



Ipledge Changes coming

* Revise the requirement for prescribers to document patient counseling in
patients who cannot become pregnant from monthly to only at
enrollment.

 Remove the requirement that pregnancy tests must be performed in a
CLIA-certified laboratory; however, all pregnancy testing before
isotretinoin treatment initiation must be completed in a medical setting
(e.g., prescriber's office, clinic laboratory).

* Allow prescribers the option of using home pregnancy testing for their
patients during and after isotretinoin treatment. Prescribers who rely on
the patient to perform a home pregnanc}y test need to take steps to
minimize patients falsifying the results of these tests. As of November 7,
2023, all pre-treatment pregnancy tests must be performed in a medical
setting (e.g., office, laboratory).




New ideas in Ache

* Demodex mites, in acne?

* Most people have demodex mites but when the numbers become
abnormally high they contribute to:

* Rosacea
e Perioral Dermatitis
e Folliculitis

* Anon Paichitrojjana, Anand Paichitrojjana. Case Series of Demodicosis in Acne Vulgaris Patients. Clin Cosmet Investig Dermatol. 2023 Nov
18:16:3363-3368.



Acne patient with Increased Demodex mites

Anon Paichitrojjana,
Anand Paichitrojjana.
Case Series of
Demodicosis in Acne
Vulgaris Patients. Clin
Cosmet Investig
Dermatol. 2023 Nov
18:16:3363-3368.




Same acne patient’s Demodex mite scraping

Anon Paichitrojjana,
Anand Paichitrojjana.
Case Series of
Demodicosis in Acne
Vulgaris Patients. Clin
Cosmet Investig
Dermatol. 2023 Nov
18:16:3363-3368.




Skin Care for Acne Patients



Barrier Is iImportant in acne

* Patient with acne (before any treatment) have increased
transepidermal water loss versus than those without acne

* Schachner LA, Alexis AF, Andriessen A, Berson D, Gold M, Goldberg DJ, Hu S, Keri J, Kircik L, Woolery-Lloyd H. Insights into acne and the skin barrier:
Optimizing treatment regimens with ceramide-containing skincare. J Cosmet Dermatol. 2023 Nov;22(11):2902-2909.



Transepidermal Water Loss in Acnhe Patients

(B) Mean Transepidermal Water Loss
(g/m?/h)

* Schachner LA, Alexis
AF, Andriessen A, NVRINOUE ictve
Berson D, Gold M,
Goldberg DJ, Hu S,
Keri J, Kircik L,
Woolery-Lloyd H.
Insights into acne
and the skin barrier:
Optimizing
treatment regimens
with ceramide-
containing skincare. SRR A
J Cosmet Dermatol.
2023
Nov;22(11):2902-
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Barrier Is iImportant in acne

* Inflammation plays an important role in acne
* Educate patients and clinicians about inflammation and acne.

* Schachner LA, Alexis AF, Andriessen A, Berson D, Gold M, Goldberg DJ, Hu S, Keri J, Kircik L, Woolery-Lloyd H. Insights into acne and the skin barrier:
Optimizing treatment regimens with ceramide-containing skincare. J Cosmet Dermatol. 2023 Nov;22(11):2902-2909.



Barrier Is iImportant in acne

* Daily skin care regimens should be used to treat skin irritation and
xerosis from acne and acne treatments.

* Goal to improve adherence.

* Schachner LA, Alexis AF, Andriessen A, Berson D, Gold M, Goldberg DJ, Hu S, Keri J, Kircik L, Woolery-Lloyd H. Insights into acne and the skin barrier:
Optimizing treatment regimens with ceramide-containing skincare. J Cosmet Dermatol. 2023 Nov;22(11):2902-2909.



Sunscreen and acnhe

* The use of specifically formulated sunscreens could enhance
adherence to topical or systemic therapy, camouflage lesions (tinted
sunscreens), decrease inflammation, and reduce the incidence of
post-inflammatory hyperpigmentation/erythema.

* J Piquero-Casals , D Morgado-Carrasco , E Rozas-Mufioz, J F Mir-Bonafé, C Trullas, E Jourdan, J Piquero-Martin, C Trull's Zouboulis, ] Krutmann. Sun
exposure, a relevant exposome factor in acne patients and how photoprotection can improve outcomes. Cosmet Dermatol. 2023 Jun;22(6):1919-1928



Clay mask for oily skin and acne?

* Clay mask with kaolin and bentonite
* La Roche-Posay Effaclar Sebo-Controlling Mask
* Looked at reducing skin oiliness and acne

* Xianghua Zhang, Zhongxing Zhang et al. Comprehensive assessment of the efficacy and safety of a clay mask in oily and acne skin.
Skin Res Technol. 2023 Nov;29(11):e13513.



Results

* Number of acne lesions decreased
e Sebum content decreased
* Transepidermal water loss decreased

 Skin hydration increased

* Xianghua Zhang, Zhongxing Zhang et al. Comprehensive assessment of the efficacy and safety of a clay mask in oily and acne skin.
Skin Res Technol. 2023 Nov;29(11):e13513.



Results of the study

(A) Skin hydration (B) TEWL
»
% 23 -
S0 20 Cr
a8 N 19 soe
45 18
44 17
42 i 16
40 15
wo Tim w1 w2 w4 NO Tim w1 w2 N4
B Test time B Test ime
(C) Sebum content (D) Skin Evenness
150 1.7 -
130 e e . 1.65
110 NS
- e :
155
30 145
wo Tim w1l w2 w4 wo Tim w1 w2 w4
W Test time W Test ime
(E) Porphyrin counts (F) Acne number Xianghua Zhang, Zhongxing Zhang et al.

14

- Comprehensive assessment of the efficacy

i T - and safety of a clay mask in oily and acne
" skin. Skin Res Technol. 2023

. I ' Nov;29(11):e13513.

" [

4

W Test time W Test time

FIGURE 1 Changes frombaselineinir igator global it (IGA) score of acne severity (A), Skin hydration (B), TEWL (C), Sebum
content (D), Skin evenness (E), Porphyrin counts (F), Acne number.




Benzene Controversy

* Benzene, a known carcinogen, has become a more
recent focus of attention related to safety concerns.?

* 1. Guidance for Industry, Reformatting drug products that contain carbomers manufactured with benzene. US Department of Health and Human
Services (Food and Drug Administration, Center for Drug Evaluation and Research), December 2023.



Benzene Controversy

 On March 5, 2024, Valisure, an independent analytical laboratory, filed a
Citizen Petition on benzene in BPO drug products.

* The petition states:

e “Valisure has tested and detected high levels of benzene, a known human carcinogen,
in many specific batches of benzoyl peroxide (BPO) products, and the current evidence
suggests that on-market BPO products could produce substantial amounts of benzene
when stored at above-ambient temperatures.” %3

* This problem does not appear to be a contamination issue from a specific
ingredient, but instead due to the inherent instability.?>

e 2.Valisure Citizen Petition on Benzene in Benzoyl Peroxide Products (March 5, 2024), www.valisure.com.

* 3. KuceraK, Zenzola N, Hudspeth A, et al. Environ Health Perspect. 2024 Mar;132(3):37702. doi: 10.1289/EHP13984. Epub 2024 Mar 14. PMID: 38483533; PMCID: PMC10939128.



Anything new for scarring
that is not a procedure?




Trifarotene for Scarring

 Trifarotene was effective reducing atrophic acne scars, with
reduction of total atrophic scar count as early as week 2.

* Schleicher S, Moore A, Rafal E, Gagne-Henley A, Johnson SM, Dhawan S, Chavda R, York JP, Sforzolini B, Holcomb K, Ablon G, Del Rosso J, Dreno B. Trifarotene
Reduces Risk for Atrophic Acne Scars: Results from A Phase 4 Controlled Study. Dermatol Ther (Heidelb). 2023 Dec;13(12):3085-3096.



Acne scarring review

 Sushil Tahiliani, Venkatraman Mysore, et al. Practical Aspects of Acne
Scar Management: ASAP 2024. Cureus 2024 Mar 10;16(3):e55897.

doi: 10.7759/cureus.55897. eCollection 2024 Mar.



Conclusion

* Guidelines are here to help our care of patients, but they are not
rules.

* Look for new products, use them and see how they work in your
hands

* Ipledge changes are coming to make our lives easier
* Incorporate skin care concepts in the care of the acne patient

* Be aware the controversies that patients may bring up
* ...One more thing



Thank you!



