
 
 

CANADIAN DERMATOLOGY ASSOCIATION POSITION STATEMENT 

ISOTRETINOIN 

 

Isotretinoin has been available in Canada since 1983. It has shown efficacy in cystic and recalcitrant 
acne, as well as the prevention of acne scarring. Because of isotretinoin’s teratogenicity and other 
potential adverse effects associated with its use, it was traditionally considered most appropriate to 
reserve its use for patients with severe nodular and/or inflammatory acne, acne conglobata, or 
recalcitrant acne, who are unresponsive to conventional therapy, including systemic antibiotics.1 

In the years since its approval, the use of isotretinoin in the hands of many dermatologists has evolved 
for many reasons. Given the increasing occurrence of antibiotic resistant bacteria and a heightened 
focus on appropriate antibiotic stewardship, many dermatologists are now positioning isotretinoin as an 
earlier intervention in their treatment paradigm.   Further, of all available therapies, only isotretinoin 
has been demonstrated to be remittive, rather than merely suppressive, of acne in a significant 
proportion of appropriately treated patients.  Also, acne, especially when it leads to scarring, can have a 
significant and lifelong negative emotional and psychosocial impact on affected individuals and its 
occurrence is to be aggressively avoided where possible.  

For these reasons among others, isotretinoin is more likely to be considered earlier in the treatment 
paradigm in the hands of providers who are experienced in its use and fully aware of its associated 
adverse effects. Specific strategies must be employed to mitigate potential concerns.  As with any 
medication, a thorough assessment of risks and benefits must be undertaken in the context of a specific 
patient’s situation prior to prescribing isotretinoin.  Physicians unfamiliar with the appropriate use of 
isotretinoin would be well served to refer patients who may benefit from its use to a provider more 
familiar with its use, concomitant monitoring and appropriate counselling.  

In addition, any acne treatment paradigm will include multiple facets.  This may include dietary 
modification, procedural therapies, a focus on skin care and the avoidance of comedogenic products and 
practices. 

Physicians prescribing isotretinoin must, of course, be aware of all the potential adverse effects that 
may occur with its use including, but not limited to, mucocutaneous dryness, musculoskeletal pain & 
headache. They must also have in place appropriate laboratory monitoring plans including the regular 
monitoring of beta-HCG in female patients. In addition, physicians prescribing isotretinoin need to be 
particularly aware of several specific management considerations: 

Teratogenicity 

Isotretinoin’s teratogenicity has been well established and documented since before its approval by 
Health Canada2.  As such, it is of tantamount importance that pregnancy be assiduously avoided in any 
patient of child-bearing potential who is to be prescribed isotretinoin.  Extensive counselling about these 
risks coupled with concomitant use of appropriate primary and secondary contraceptive methods in 
female patients of child-bearing potential is the minimum recommended precaution recommended of 
prescribing physicians.  This may be accompanied by contraception agreements and consent forms 



 

signed by prescribers and patients with copies provided to the patient and retained in the medical 
record.  Some authors have suggested consideration of patient-independent contraceptive methods and 
restricting abstinence only to women who have never been sexually active to reduce isotretinoin-
exposed pregnancies.3 

It remains the position of the Canadian Dermatology Association (CDA) Pharmacy and Therapeutics 
Advisory Board that Canada does not need to follow in the footsteps of the US and create a registry of 
patients taking this medication4. Registries of this nature in the US, for example, have not produced 
meaningful harm reduction and may, in fact, have put this potentially beneficial medication out of reach 
for many patients due to the complexities of prescribing it, which in turn could have serious psychosocial 
consequences. 

Canada has instituted a pregnancy prevention program and requires isotretinoin manufacturers to 
provide comprehensive information about the potential risks of isotretinoin, information on birth 
control options, the Pregnancy Prevention checklist for patients, patient consent form, and a treatment 
checklist for physicians. 

Based on recommendations made by the Canadian Science Advisory Panel on isotretinoin,4 the CDA 
Pharmacy and Therapeutics Advisory Board continues to recommend that current risk management 
programs contain: 

1. An expansion of the physicians' checklist to include the lists of potentially interacting 
medications and herbal therapies; 

2. An update to the current consent forms; 
3. A toll-free number that both patients and healthcare providers can contact for information; 
4. A website with particular attention to making sure that there is information available on 

isotretinoin and contraception; 
5. An education program for family doctors and pharmacists; 
6. Pregnancy testing at or shortly preceding patient visits (schedule of testing may need to be 

revised); 
7. As generic versions of isotretinoin get introduced, the generic companies should be 

obligated to have equivalent risk management programs (RMPs); furthermore, all drug 
companies should continue to provide the RMPs. 

The need for such stringent measures has been reinforced by a recent study published in CMAJ 
suggesting adherence to the isotretinoin pregnancy prevention program in Canada was poor during the 
15-year period studied.5 

Health Canada’s Scientific Advisory Panel on Isotretinoin Risk Management recently (Nov. 2017) met to 
re-examine the effectiveness of the current Canadian pregnancy prevention measures implemented to 
mitigate the serious risk of birth defects associated with isotretinoin use in women of childbearing age. 

With Canadian patients now having access to generic isotretinoin, it is even more important that in 
addition to the physicians and pharmacists, it should also be the responsibility of the manufacturer to 
ensure that the risk management programs for isotretinoin be appropriately implemented and 
maintained. 



 

Depression and Suicidality 

Isotretinoin’s purported potential to induce or worsen depression and suicidal ideation and behaviour 
(SIB) have been a concern for many years.  However, there is now a significant body of medical literature 
that shows that there is no causal relationship between isotretinoin use and the development of 
depression or suicidality.  Of course, prescribers should be aware that incidence of depression and of 
acne may coincide in patients, particularly as both of those conditions show increasing incidence during 
adolescence and young adulthood. A recent Calgary-based analysis of one of the largest electronic 
medical records databases in the world, found that patients with acne had a significantly increased risk 
of developing major depression, but only in the first 5 years after being diagnosed.6 There is specific risk 
of concomitant depression and suicidality in young females with acne that may not be correlated to 
disease severity.  Numerous robust studies indicate that effective management of acne yields reduced 
scores on depression rating scales. Given the foregoing, it is therefore the position of the CDA Pharmacy 
and Therapeutics Advisory Board that aggressive management of acne, including the use of isotretinoin 
where appropriate should be the standard of care.  It has not been shown to have a causal relationship 
to depression or SIB and may, in fact, contribute to improving these symptoms in affected individuals    

Laboratory testing 

Serum cholesterol and triglycerides, as well as transaminases have been known to rise in some patients 
taking oral isotretinoin. While there is no proof of long-term cardiovascular risk from short-term 
elevation of triglycerides and cholesterol during short-term isotretinoin therapy, routine monitoring of 
serum lipid profiles and liver function studies should continue.7 

The best available data suggest that laboratory monitoring should be performed at baseline, prior to 
initiation of therapy and after the second month of therapy.  In patients who are on a stable dose and 
whose laboratory values are stable, testing can then be curtailed.  If dosing is being escalated or there is 
any clinically significant change in lab values between these two time points, continued monitoring is 
advocated.  Of course, pregnancy testing must be continued monthly for women of child-bearing 
potential for the duration of their isotretinoin course independent of whether other laboratory testing is 
performed. 
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