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Acne vulgaris is a chronic inflammatory condition of the pilosebaceous unit. It is estimated that over 80% of adolescents 

and young adults in Portugal have acne vulgaris. Isotretinoin is indicated for the more severe cases and can cause 

various adverse effects including psychiatric reactions such as depression and suicidal ideation.

The Infarmed Information Circular nr. 052/CD/550.20.001 from 27th March 2018 highlights the inclusion in the 

information of isotretinoin-containing products of the risk of psychiatric disorders. The circular notes the fact that 

evidence for this association is limited and even contradictory, since psychiatric problems are often potentiated by the 

appearance or worsening of acne. The need for further updated evidence was the drive for the present study. 

The first case of possible induction of depressive symptoms by isotretinoin was reported in 1983. The US Food and 

Drug Administration (FDA) published a warning on a possible association in 1998. According to the FDA, isotretinoin 

comes in fourth place in the list of drugs that are most frequently associated with the appearance of depressive 

symptoms; this association requires further investigation. 

In March 2018, the European Medicines Agency (EMA) decided that prescribing guidelines for oral retinoids needed 

to include an alert on the possible occurrence of neuropsychiatric conditions, namely depression, anxiety and mood 

disorders.

Systematic Literature Review

A systematic literature review was conducted to answer the following research question: what is the relation between 

isotretinoin therapy in patients with a diagnosis of acne vulgaris and the appearance of pathological disorders such as 

depression and/or suicidal ideation?

A search in the PubMed database yielded 206 results, of which 35 were included in the review after filtering by 

predefined selection criteria. An analysis of the selected articles/studies concluded that in no case was there a definitive 

conclusion regarding an association between isotretinoin and depression and/or suicidal ideation. Given that most 

studies looked at this association by using questionnaires applied to patients undergoing treatment, their results can 

be fraught with a high degree of subjectivity and risk of bias. Moreover, few studies look at the biological viewpoint for 

this potential association, which makes it difficult to anticipate any mechanisms that may be at the origin of symptoms.
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For a more in-depth discussion of the results obtained in our review, data from adverse drug reaction (ADR) reports 

in the WHO (World Health Organization) Uppsala Monitoring Centre (UMC) database was consulted. A search for 

drug-ADR pair reports in Portugal and worldwide was undertaken on the VigiLyze database using the International 

Nonproprietary Names of the active ingredients and the Medical Dictionary for Regulatory Activities (MedDRA) terms.

In order to analyze the relation between isotretinoin, suicidal ideation and depression, the HLT Suicidal and 

selfinjurious behaviour and the HLGT Depressed Mood Disorders and Disturbance were selected. Drug-

reaction disproportionality measures are presented on the table below.

In conclusion, the results from our systematic review of the literature do not match the quantitative data obtained, the 

latter seeming to support a causal relation as listed in the Summary of the Product’s Characteristics (SPC).

Safety studies are needed that should be specifically designed to look at the various possible dimensions of a 

causal nexus between isotretinoin and depression/suicidal ideation, namely the biological/biochemical (especially 

mechanistic and pharmacogenomic) dimension, the psychological dimension and the social dimension. Awareness 

of patients on risks associated with isotretinoin is paramount, as well as monitoring by healthcare professionals of their 

mental health status throughout the course of treatment.
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Disproportionality measures for HLT Suicidal and Self-Injurious Behaviour and for HLGT Depressed Mood Disorders and Disturbance, at national and 

global levels.

Joana Barradas,  Margarida Perdigão, Ana Margarida Adivinha

Disproportionality 
Measures

HLT Suicidal and Self-Injurious 
Behaviour (national)

3

Nobserved

0 69 248 0,3 2,4

3974 465 72 848 194 759 3,0 3,1

10 0 69 547 2,6 3,6

9228 760 72 848 318 442 3,6 3,6

Nexpected Ndrug Nreaction CI025 CI

HLT Suicidal and Self-Injurious 
Behavior (global)

HLGT Depressed Mood Disorders 
and Disturbance (national)

HLGT Depressed Mood Disorders 
and Disturbance (global)
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Patients
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Guides – loss of vision due to:
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Pathological myopia associated 
choroidal neovascularization 
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degeneration 
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Prescriber’s guide Cladribin
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family medicine physicians who undertake family 
planning clinics  

14-04-2022

Pharmacists:  hospital (directors or pharmacists in 
charge)
Patients

GuideFentanyl
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sublinguais

Physicians:  pain treatment, palliative care and 
oncology units

21-05-2022

Guide

Patient and caregiver guide

Pharmacists:  community and hospital 
units with oncology, pain or palliative care 
services 

Patients

Patients
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https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/4/24221/47abd87064fe4d28b7ba2eff6d0ba4c0_Lemtrada_guia_prof_saude_versao_5_17-03-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/4/24221/3bd15a5fc1b343bdadee4c306d0b7fc4_Lemtrada_lista_verificacao_prescritor_versao_5_17-03-2022.pdf
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Administration guide Fluocinolone acetonide
Iluvien

Physicians:  ophthalmologists

Patients

05-05-2022

Safety information 

Audio with safety information 

Safety information Lenalidomide
Lenalidomida Grindeks

Healthcare professionals:  haematologists and 
hospital pharmacy services
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Advice list for patients:

Females of child-bearing potential
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Pregnancy

Patient booklet:
Females of child-bearing potential 
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potential

Males

Patients
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https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/4/24981/9a480aee6aef475392105c247b803183_Lista_verificacao_prescritor_versao_1_29-10-2021.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/4/24981/0dfdf2f65433424c8bfca1a151115d95_Guia_doente_versao_1_29-10-2021.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/4/24981/2dc5a745d0d24b159c67a7e43a6b0bcf_Cartao_gravidez_versao_1_29-10-2021.pdf
https://extranet.infarmed.pt/INFOMED-fo/
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/5/26141/4c0de3dfbdab48e1a848322a1af93a89_Iluvien_Guia_administracao_medico_versao_3_20-01-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/5/26141/df1ed322298542a885b434df3b369bb8_Iluvien_Informacao_seguranca_doente_versao_2_20-01-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/5/26141/71e6a0b0f97b4748a10a696daae524cb_Iluvien_Audio_informacao_seguranca_doente_versao_2_20-01-2022.mp4
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/5/27901/0ec2f41e3e354b6a8e84f2805dd6119a_Lenalidomida_Informacao_seguranca_profissional_saude_versao_1_13-05-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/5/27922/1b1195e0d8d8475e9e7c2e2898171c4f_Lenalidomida_Lista_Aconselhamento_doente_sexo_feminino_com_potencial_engravidar_versao_1_13-05-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/5/27922/9067850ec8f346a6a213d5bfdbcabfb4_Lenalidomida_Lista_Aconselhamento_doente_sexo_feminino_sem_potencial_engravidar_versao_1_13-05-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/5/27922/9067850ec8f346a6a213d5bfdbcabfb4_Lenalidomida_Lista_Aconselhamento_doente_sexo_feminino_sem_potencial_engravidar_versao_1_13-05-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/5/27921/9b3d7265d6154314a1310108d361cab8_Lenalidomida_Lista_Aconselhamento_doente_sexo_masculino_versao_1_13-05-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/5/27901/ece4f1019fd94a4e88fe0d3dc21e9b01_Lenalidomida_Formulario_Notificacao_Evento_Adverso_versao_1_13-05-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/5/27901/41af6363e0f54435911dd038c08baf37_Lenalidomida_Formulario_Notificacao_Gravidez_versao_1_13-05-2022.pdf
https://extranet.infarmed.pt/web/fl/matedu/SEGURANCA/2022/5/27922/911d8436312a4bd49d66d7728744f178_Lenalidomida_Livro_doente_sexo_feminino_com_potencial_engravidar_versao_1_13-05-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/5/27922/1b5b4bb2572648b988af95b8f11c8303_Lenalidomida_Livro_doente_sexo_feminino_sem_potencial_engravidar_versao_1_13-05-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/5/27922/1b5b4bb2572648b988af95b8f11c8303_Lenalidomida_Livro_doente_sexo_feminino_sem_potencial_engravidar_versao_1_13-05-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/5/27921/6018ee60853e4a52b0cf827b47b6f39e_Lenalidomida_Livro_doente_sexo_masculino_versao_1_13-05-2022.pdf
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Pre-prescription checklist  Lisdexamfetamine 
dimesylate
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Physicians:  child psychiatrists, psychiatrists, 
neuropaediatricians and paediatricians
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checklist  

05-05-2022
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table  

Patients
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Zoledronic acid
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Patients

22-04-2022

https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/4/25721/d2e6c3dce60944feb1fed0a57208bb58_Levosert_One_Guia_Profissionais_Saude_V1_07-03-2022.pdf
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