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Tretinoin 

 

Tretinoin, also known as all-trans retinoic acid (ATRA), is a synthetic derivative of vitamin A. It is 
commonly used in dermatology for the treatment of various skin conditions due to its potent 
effects on cell turnover and differentiation. As a member of the retinoid family, tretinoin has been 
extensively studied and widely used for its therapeutic benefits in acne, photoaging, and certain 
hyperpigmentary disorders.  

Pharmacology and Mechanism of Action 

Tretinoin acts by binding to nuclear retinoic acid receptors (RARs), which are found in various 
tissues, including the skin. It primarily exerts its effects by binding to RAR-alpha, RAR-beta, and 
RAR-gamma, initiating the transcription of genes involved in cell differentiation, apoptosis, and 
growth. By stimulating epidermal turnover, tretinoin accelerates the shedding of keratinocytes, 
which helps in the prevention of clogged pores—a key contributor to acne formation. Additionally, 
tretinoin enhances collagen synthesis and decreases the breakdown of collagen, making it useful 
in the management of photoaging and wrinkles. 

Tretinoin also reduces the formation of comedones (microcomedones) by inhibiting the formation 
of keratin plugs that can block hair follicles, contributing to the development of acne. Moreover, it 
has anti-inflammatory effects that reduce the inflammatory component of acne vulgaris. 

Indications for Use 

➢ Acne Vulgaris: Tretinoin is a first-line treatment for acne vulgaris, particularly for patients 
with comedonal acne. It helps to reduce the number of non-inflammatory lesions, such as 
blackheads and whiteheads, and inflammatory lesions like papules and pustules. Tretinoin 
is often used in combination with other topical or systemic therapies, such as benzoyl 
peroxide, antibiotics, or oral contraceptives, depending on the severity of acne. 

➢ Photoaging (Wrinkles and Skin Aging): Chronic sun exposure can result in photoaging, a 
process characterized by wrinkles, fine lines, and skin discoloration. Tretinoin is 
FDA-approved for the treatment of these signs of aging. By stimulating collagen production 
and promoting the turnover of skin cells, tretinoin can improve skin texture, reduce 
wrinkles, and even out pigmentation. Long-term use is necessary to see significant benefits, 
with improvements becoming evident after 6-12 months of consistent treatment. 

➢ Hyperpigmentation and Skin Discoloration: Tretinoin is frequently used to treat various 
forms of hyperpigmentation, including melasma and age spots. Its ability to accelerate skin 
cell turnover helps to fade hyperpigmented lesions over time. The use of tretinoin in 
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combination with other agents like hydroquinone or corticosteroids is common for 
enhancing its effect on pigmentation disorders. 

➢ Acute Promyelocytic Leukemia (APL): Tretinoin is also utilized in the treatment of APL, a 
subtype of leukemia characterized by a chromosomal translocation that produces a fusion 
gene (PML-RARα). Tretinoin binds to this fusion protein, promoting the differentiation of 
the leukemic cells into mature granulocytes, thus helping to manage this hematologic 
malignancy. This use of tretinoin is considered a standard part of APL treatment, often in 
combination with chemotherapy. 

Administration and Dosage 

Tretinoin is available in various formulations, including topical creams, gels, and oral forms. The 
topical formulations typically range from 0.01% to 0.1%, and are applied once daily, usually at 
night due to its photosensitivity. For acne treatment, it is important to start with a lower 
concentration to minimize irritation and gradually increase the strength as tolerated. Oral 
tretinoin is typically reserved for severe nodulocystic acne or if other topical medications are not 
effective and is dosed based on weight.  

Side Effects and Treatment Considerations 

➢ Topical Side Effects: Common side effects of topical tretinoin include skin irritation, 
dryness, redness, and peeling, particularly during the initial stages of treatment. This is 
often referred to as the "retinoid irritation syndrome" and may improve with continued use 
or by reducing the frequency of application. Patients are typically advised to start with a 
lower strength or frequency and to use a moisturizer to alleviate dryness. It is also 
important to emphasize the use of sunscreen, as tretinoin can increase the skin's sensitivity 
to UV radiation, heightening the risk of sunburn. 

➢ Systemic Side Effects: When used systemically, retinoids can lead to significant side effects 
such as hyperlipidemia, liver toxicity, and teratogenicity, making pregnancy contraindicated 
during treatment. Oral retinoids are associated with a risk of depression and mood 
changes, although these are rare. Regular monitoring of liver function and lipid profiles is 
recommended when using systemic retinoids. 

➢ Photosensitivity: One of the most important treatment considerations for patients using 
topical tretinoin is the potential for increased photosensitivity. Sun exposure should be 
minimized, and patients are advised to apply sunscreen daily to protect the skin. The risk of 
phototoxicity is especially pronounced with higher concentrations of tretinoin or when 
used in combination with other photosensitizing agents. 

Recent Advances and Combination Therapies 

Recent studies have focused on improving the tolerability of tretinoin by formulating more stable 
or slow-release versions, which reduce irritation while maintaining efficacy. For example, 
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microencapsulated or sustained-release formulations of tretinoin have been shown to offer similar 
efficacy to traditional tretinoin creams but with less irritation. 

In the context of acne treatment, combination therapy is increasingly common. Tretinoin is often 
used with topical antibiotics like clindamycin or benzoyl peroxide to enhance effectiveness while 
reducing the risk of antibiotic resistance. Moreover, the combination of tretinoin with other 
therapeutic agents such as azelaic acid and oral contraceptives has shown promising results for 
treating more resistant cases of acne vulgaris. 

Conclusion 

Tretinoin remains a cornerstone in dermatology for the treatment of acne, photoaging, and 
hyperpigmentation disorders. Its efficacy in promoting cellular turnover, improving skin texture, 
and reducing wrinkles is well established, although its potential for irritation must be carefully 
managed. Ongoing advances in formulation technology continue to improve its tolerability, and 
combination therapies offer enhanced treatment outcomes. Clinicians must consider individual 
patient needs, skin type, and potential side effects when prescribing tretinoin to optimize 
treatment success. 
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