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Oral isotretinoin: ensuring 
safe use while not limiting 
access to those who need it

In a Canadian study published in CMAJ, the 
finding of 3.1 pregnancies per 1000 female 
isotretinoin users between 1996–2011 is 
cause for concern for all prescribers of this 
medication.1 The authors proffer potential 
reasons for inadvertent fetal exposure to 
oral isotretinoin, including marketing of 
generic versions that may have fewer con-
sumer educational resources than the orig-
inal, online availability without prescrip-
tion or appropriate risk information, and 
increased use for milder forms of acne.1 
The latter requires response from a derma-
tologic perspective.

The designation of clinical severity is 
problematic. Acne severity is multidimen-
sional, comprising primary acne lesions 
(type, lesion intensity, extent and distribu-
tion), scarring and psychosocial impact. 
However, acne guidelines typically refer to 
clinician assessments based on a static eval-
uation of primary acne lesions.2 Further-
more, acne is a chronic condition with a 
potential for adverse psychosocial conse-
quences — an impact not directly correlated 
with clinical severity as judged by clinicians.3 
Psychosocial impact may be severe despite 
acne being mild or moderate on clinical 
examination, while severe acne increases 
the risk of attempted suicide. In patients 
requiring oral isotretinoin for severe acne, 
increased suicide risk was observed even 
before institution of this medication.4 

Furthermore, post-acne scarring is not 
included as a dimension in current acne 
severity scales. Scarring has been observed 
in those clinically assessed with mild-to-
moderate as well as severe acne. This 
reflects fluctuation in severity and intense 
inflammation leading to dermal damage. 
Post-acne scarring is a marker for more 
severe acne with its own psychosocial 
effects and treatment consequences, typ-
ically invasive and costly.

Although oral isotretinoin has been 
the standard of care for severe acne,2 the 
management of moderate acne has 
evolved with increasing recognition of the 

public health consequences of prolonged 
antibiotic use.

Current guidelines recommend limiting 
the use of oral antibiotics to three to four 
months to mitigate this risk.5 These agents 
are unlikely to lead to remission and their 
discontinuation generally leads to acne 
recurrence, and consequently, the need for 
an alternative systemic option such as oral 
isotretinoin. The latter remains the sole 
agent with the potential for inducing 
remission in acne.6

Pregnancy prevention programs have 
developed in parallel with the availability of 
oral isotretinoin in the United States and 
Canada over the past three decades. In the 
US, these have evolved through warnings on 
labels; addition of red label stickers to phar-
macies; addition of “avoid pregnancy” icons; 
patient consent forms; pregnancy testing 
before start of treatment; selection of two 
forms of birth control (Pregnancy Preven-
tion Program [PPP], 1988); two pregnancy 
tests before starting treatment and pharma-
cist provision of a medication guide with 
prescriptions; dispensing limited to 30-day 
supply with no refills (SMART, 2001); 
monthly pregnancy tests; a registration 
database for patients, prescribers, pharma-
cists and wholesalers; qualifying questions 
for patients and monthly identification of 
contraceptive methods by patients and doc-
tors (iPLEDGE, 2006).7 

Despite these increasingly stringent 
pregnancy risk-management approaches, 
no significant reduction in pregnancies has 
been shown with SMART8 or iPLEDGE.9 A 
consequence of each, however, has been a 
sequential reduction in the number of 
isotretinoin treatment courses and the 
number of patients treated, with females 
being disproportionately affected. In Can-
ada, the current program is similar to PPP, 
but with the addition of two pregnancy 
tests before starting treatment and 
monthly pregnancy tests, including one 
month after discontinuation.

The conclusion stated by the authors, 
that medical practitioners and female 
patients must be reminded of fetal risks 
of this medication — including adherence 
to pregnancy prevention program mea-

sures1 — is well founded and timely. Addi-
tional considerations are the multidimen-
sional nature of acne severity and the 
potential for morbidity and mortality in a 
subgroup of patients. The ongoing chal-
lenge with oral isotretinoin in Canada is 
safe and appropriate use while not limiting 
access to those who need it.
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