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Tretinoin/benzoyl peroxide (Twyneo®) Drug Bulletin 
August 2021 

Nonproprietary Name Tretinoin/benzoyl peroxide 
Brand Name Twyneo 
Manufacturer Sol-Gel Technologies 
FDA Approval Date July 26, 2021 
Market Availability Date  To be determined 
Indication Treatment of acne vulgaris in adults and pediatric patients ≥ 9 years old  
Dosage Form  Topical cream (tretinoin 0.1%/benzoyl peroxide 3%) 
Dosage Apply a thin layer of cream to the affected areas once daily to clean and 

dry skin, avoiding contact with the eyes, lips, paranasal creases, and 
mucous membranes 

CLINICAL CONSIDERATIONS  
 Approved via the 505(b)(2) pathway, tretinoin/benzoyl peroxide (Twyneo) is a first fixed-dose 

combination product (0.1%/3%) of these agents. It is formulated using microencapsulation 
technology that allows inclusion of these 2 active ingredients in a cream.1,2   

 Safety3 

− Contraindications – known hypersensitivity reaction to benzoyl peroxide or any components of 
this product 

− Warnings/Precautions – hypersensitivity reactions (e.g., angioedema, urticaria), skin irritation 
(e.g., skin dryness, pain, exfoliation, erythema, dermatitis, pruritis), and photosensitivity 

− Common adverse reactions (incidence ≥ 1%) – pain (10.6%), dryness (4.9%), exfoliation (4.1%), 
erythema (4%), dermatitis (1.3%), pruritis (1.3%), and irritation (1.1%) 

 Special Populations4 

− Pregnancy – There are no data on the use of tretinoin/benzoyl peroxide (Twyneo) in pregnant 
women; however, based on published studies of topical tretinoin in pregnant women, there is no 
established drug-associated risk of major birth defects, miscarriage, or adverse fetal or maternal 
outcomes. Studies of topical benzoyl peroxide also have not demonstrated systemic absorption. 
Therefore, maternal use is not expected to result in fetal exposure.  

− Pediatrics – Safety and effectiveness have not been established in those < 9 years of age. 

− Geriatrics – The safety and effectiveness in those ≥ 65 years of age compared to those who are 
younger is not known. 
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 Clinical Trials5,6,7 

− Two replicate, multicenter, randomized, double-blind, vehicle-controlled trials (NCT03761784 
and NCT03761810) were conducted to evaluate the safety and efficacy of tretinoin/benzoyl 
peroxide (Twyneo). A total of 858 participants aged ≥ 9 years old with facial acne vulgaris were 
randomized to once daily treatment with tretinoin 0.1%/benzoyl peroxide 3% (Twyneo) or 
vehicle for 12 weeks. All subjects were required to have an Investigator Global Assessment (IGA) 
score of moderate (3) or severe (4), 20 to 100 inflammatory lesions (papules, pustules, and 
nodules), 30 to 150 non-inflammatory lesions (comedones), and ≤ 2 facial cysts/nodules. 
Participants were excluded if they had acne conglobata/acne fulminans/secondary acne, a 
history of blood dyscrasias, underlying disease that required topical or systemic therapy, or other 
dermatological conditions (e.g., atopic dermatitis, perioral dermatitis, rosacea) that required 
interfering topical or systemic therapy. At baseline, 55% of participants were aged ≥ 18 years, 
followed by 43% ages 12 to 17 years, and 2% age 9 to 11 years; 91% of subjects had a moderate 
IGA score of 3, with a mean inflammatory lesion count of 30.7 and non-inflammatory lesion count 
of 46.4. The primary efficacy endpoints were the absolute change from baseline in non-
inflammatory and inflammatory lesions at week 12 and IGA success (defined as the proportion 
of subjects who had an IGA score of clear [0] or almost clear [1] with ≥ 2-grade improvement of 
the baseline IGA). At 12 weeks, there was a 25.7% difference from vehicle in trial 1 (95% 
confidence interval [CI], 17.1 to 34.2) and a 11.6% difference from vehicle in trial 2 (95% CI, 3.6 
to 19.7) in IGA success. For non-inflammatory lesions, the mean absolute change from baseline 
was -9.9 in trial 1 (95% CI, -13 to -6.8) and -6.8 in trial 2 (95% CI, -9.9 to -3.7). Those with 
inflammatory lesions also had a favorable mean absolute change from baseline in comparison to 
vehicle with -6.8 in trial 1 (95% CI, -9.1 to -4.6) and -2.1 in trial 2 (95% CI, -3.9 to -0.4).  

 Acne vulgaris is a common cutaneous disorder affecting nearly 85% of teenagers but can also persist 
into adulthood, with over 50 million Americans having this condition. Acne can result in permanent 
scarring, poor self-image, and can lead to depression and anxiety. Pathogenesis involves a 
combination of factors such as diet, genetic factors, follicular hyperkeratinization, colonization of 
Propionibacterium acnes, sebum production, and inflammatory mechanisms.8  

 The American Academy of Dermatology Association (AAD) guidelines for the treatment of acne 
recommend that combination therapy should be used in most patients to target different aspects 
of acne pathogenesis. The guidelines note that combination therapy of benzoyl peroxide, which 
provide bactericidal and keratolytic effects, should be used with topical retinoids, which increase 
turnover of epithelial cells, or systemic antibiotic therapy for treatment of moderate to severe 
acne.9 Similarly, the American Acne and Rosacea Society’s (AARS) clinical guidelines for the 
management of pediatric acne note that benzoyl peroxide as well as tretinoin can be used as 
monotherapy or in topical combination products for mild acne or in regimens of care for all severity 
types. The AARS also notes that fixed-dose combination topical therapies are useful in regimens of 
care for all acne severities, and these products provide convenience and may improve adherence.10  

 Tretinoin/benzoyl peroxide (Twyneo) provides an additional treatment option for patients ≥ 9 years 
of age with acne vulgaris. As the first co-formulated tretinoin/benzoyl peroxide cream, it combines 
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an over-the-counter (OTC) product (benzoyl peroxide) with tretinoin and provides the convenience 
of a single application over application in succession as part of acne therapy.      

SUGGESTED UTILIZATION MANAGEMENT 
Anticipated Therapeutic Class Review 
(TCR) Placement 

Acne Agents, Topical  

Clinical Edit Initial Approval Criteria 
 Patient is ≥ 9 years old; AND 
 Patient has a diagnosis of moderate to severe acne vulgaris; AND 
 The patient has had a trial (sufficient duration) and failure of ≥ 1 of 

the preferred agents for the treatment of moderate to severe acne 
(e.g., adapalene, adapalene/benzoyl peroxide, tretinoin cream). 

 
Renewal Approval Criteria 
 Patient continues to meet initial criteria; AND 
 Absence of unacceptable toxicity from the drug. Examples of 

unacceptable toxicity include hypersensitivity reactions, skin 
irritation, and photosensitivity; AND 

 Response with treatment, defined by a decrease in inflammatory 
(papules, pustules, and nodules) and non-inflammatory lesions 
(open and closed comedones), and nodules.  

Quantity Limit One 50-gram bottle per 30 days 
Duration of Approval Initial and Renewal: 1 year 
Drug to Disease Hard Edit Known hypersensitivity  
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