Anti-Acne Medication and Suicide: A Review of the Literature

Anti-Acne Medication

Isotretinoin was granted FDA approval in 1982 following clinical trials which showed it effectively treated acne. It was marketed by Pharmaceutical Company Roche under the trade name Accutane in the United States and RoAccutane in the UK.

Roche was able to market the drug exclusively until 2002 when, on expiry of its patent, generic drugs containing Isotretinoin were produced by rival pharmaceutical companies. The FDA extended Roche's patent for 6 months after submitting clinical trial data showing the drug's effectiveness in children. 

On June 29, 2009 Roche officially discontinued both the manufacture and distribution of their Accutane brand in the United States due to what the company described as business reasons related to low market share coupled with the high cost of defending personal-injury lawsuits brought by some patients prescribed the drug.

In New Zealand, Isotretinoin was marketed under the trade name Isotane
 until Feb 2010 when an alternative brand, Oratane
 replaced Isotane on pharmacs drug schedule.

Side Effects of Isotretinoin

In March 2010 the British Association of Dermatologists published guidelines on the use of Isotretinoin.
 They noted that the well documented evidence that the drug causes severe birth defects had resulted in the FDA inplementing compulsory registration of all patients prescribed Isotretinoin. The guidelines state that recent concerns over the potential development of mood change with Isotretinoin use have led to further evaluation both of the use of isotretinoin and of the necessary pretreatment evaluation and further monitoring. They define mood change as “depression, psychosis, suicidal ideation, or other deleterious effect on mood or sleep.” 

The FDA also require all patients to sign a consent form confirming they have been advised of, and understand, the risks and side effects of Isotretinoin. Section 4 of the consent form reads:


 I understand that some patients, while taking isotretinoin or soon after stopping


isotretinoin, have become depressed or developed other serious mental problems.


Symptoms of depression include sad, “anxious” or empty mood, irritability, acting on


dangerous impulses, anger, loss of pleasure or interest in social or sports activities,


sleeping too much or too little, changes in weight or appetite, school or work


performance going down, or trouble concentrating. Some patients taking isotretinoin



have had thoughts about hurting themselves or putting an end to their own lives


(suicidal thoughts). Some people tried to end their own lives. And some people have


ended their own lives. There were reports that some of these people did not appear


depressed. There have been reports of patients on isotretinoin becoming 
aggressive or violent. No one knows if isotretinoin caused these behaviors or if they 
would have happened even if the person did not take isotretinoin. Some people have had other signs of depression while taking isotretinoin.

The manufacturers of anti-acne medications containing Isotretinoin have put forward three arguments against a causal link that depression and the drug. First they argue that the reports of suicidal thinking and behaviours arise from depression caused by the social impact of acne itself. Their second argument is that no mechanism has been identified by which the drug could cause changes in brain functioning which would cause mood or behaviour changes. Thirdly, the companies argue that no clinical study has been able to prove a causal link between the drug and psychiatric side effects. 

The British Guidelines refute these arguments. They note that depression, psychosis and suicidal thinking and behaviour have been reported in the treatment of patients with cancer and other medical conditions treated with Isotretinoin whose symptoms cannot be blamed on acne-related depression. They further report that there is evidence that Isotretinoin causes changes in the brain which also occur in depression and which correlate with changes observed with antidepressant treatment. Finally they conclude that the majority of studies conducted to explore the linke between Isotretinoin and depression have serious methodological flaws and that “The most recent independent and thorough review concludes that the evidence strongly supports a link between isotretinoin and psychopathology.” 

Adverse Reaction Reports

According to an FDA alert in May 2005 from isotretinoin’s initial marketing in 1982 through August 2004, 4,992 spontaneous reports of psychiatric disturbances associated with using isotretinoin in patients in the USA were reported to the FDA. 

Roche revealed a total of 170 cases of suicide, suicide attempt or suicide ideation were reported as associated with the drug as of December 1997. Roche also stated that they had 40,000 adverse drug reactions on their database.

From 1982 to May 2000, FDA received reports of 37 American Accutane patients who committed suicide, 24 while on the drug and 13 after stopping the drug. In addition to suicides, FDA received reports of 110 American Accutane users hospitalized for depression, suicidal ideation, and suicide attempt during the same time period. As of May 2000, FDA had received reports of 284 Accutane users with non-hospitalized depression.

It is expected these figures represent a fraction of adverse effects. In 2001, Medsafe, New Zealand's Medicines Regulatory Body reported that an estimated 5% of all adverse reactions were reported in New Zealand giving it one of the highest rates in the world.
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The table above shows there were more reports of psychiatric adverse effects associated with Isotretinoin in the United States than with the other five most commonly prescribed acne treatments combined.
 The study found that Accutane/Roaccutane was 900 times more likely to cause depression than the 5 other acne medicines reviewed. A 2005 review identified that depression was the most frequently reported adverse event for Isotretinoin.

Regulatory Warnings

Medafe advises, in its data sheet on Isotretinoin, for health professionals that:


depression, psychotic symptoms and rarely suicide attempts and suicide have 
been reported in patients treated with isotretinoin. Although a causal relationship 
has not been established particular care needs to be taken in patients with a history 
of depression and all patients should be monitored for signs of depression and 
referred for appropriate treatment if necessary.
 

The patient information sheet advises:

________________________________________________________________________

Stop taking ORATANE capsules and contact your doctor immediately if you experience any of the following:

· Vomiting

· Nausea 

· Persistent headache 

· Blurred vision or visual disturbances 

· Feeling depressed with or without suicidal thoughts 

· Start to feel sad or have crying spells 

· Lose interest in activities you once enjoyed 

· Sleep too much or have trouble sleeping 

· Become more irritable, angry or aggressive than usual (eg: temper outbursts, thoughts of violence) 

· Have in change in appetite or body weight 

· Have trouble concentrating 

· Withdraw from family or friends 

· Feel like you have no energy 

· Have feelings of worthlessness or inappropriate guilt

· Start having thoughts about hurting yourself or taking your own life (suicidal thoughts) 

These may be serious side effects and may require urgent medical attention. Serious side effects are rare.

________________________________________________________________________

New Zealand requires none of the patient registration or consent procedures required in other countries. Medsafe does not recommend, as is the case in other jurisdictions, that families be advised of the risks and encouraged to monitor patients for changes in mood or behaviour. 

In 2009 Pharmac widened prescribing rights for Isotretinoin to allow GPs  

to prescribe the drug where previously only specialist dermatologists were authorised to do so. The rationale behind this decision was that teenagers from lower socio-economic groups were being denied access to the medication by virtue of being unable to afford a consultation with a dermatologist. 
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