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Abstract
Background
Isotretinoin is the most effective treatment for moderate to severe acne. However, isotretinoin has many
side effects related to its use. Since 1983, when Hetzen reported the first occurrence of new depressive
symptoms in patients treated with isotretinoin, a lot of controversies emerged regarding the causal
relationship between isotretinoin and depression.

Objective
To evaluate depression among acne patients treated with isotretinoin versus doxycycline at King Fahad
Hospital of the University between December 2019-March 2020.

Methods
Using the Global Acne Grading System, patients aged 18 - 30 years old with moderate to severe acne vulgaris
who have not received isotretinoin previously and has no personal or family history of any psychiatric
illnesses, were evaluated for depression using the patient health questionnaire-9 before starting treatment
and 8 weeks after. Twenty-nine patients had met the inclusion criteria and were included in the study.

Results
Of the 29 patients included, 18 patients completed the study (nine males, nine females). Twelve patients
received isotretinoin 0.5mg/kg (study group) and six patients received doxycycline 100mg (control group).
The mean depression score for the isotretinoin group has decreased from (4 ± 2.48) to (3.08 ± 2.84) but the
result was statistically insignificant with a p-value of 0.19, CI (-5.28, 2.36). For the doxycycline group, the
mean depression score has decreased from (5.5 ± 2.5) to (2.83 ± 0.75) with a p-value of 0.043, CI (0.12, 5.21).
There was no statistically significant difference in the mean depression score between the two groups after 8
weeks of starting treatment [p-valve 0.837, CI (-2.28, 2.78)].

Conclusion
This study showed that, after 8 weeks of starting treatment, isotretinoin at 0.5 mg/kg has no risk of
developing depression. The results of this study did not reveal a direct relationship between the use of
isotretinoin and the development of depression. Furthermore, optimum control and treatment of acne
vulgaris have shown to improve depression scores.

Categories: Dermatology, Psychiatry
Keywords: acne vulgaris, isotretinoin, depression

Introduction
Acne Vulgaris is a disease of the pilosebaceous units of skin, affecting around 85% of adolescents and young
adults globally [1,2]. It is characterized by the development of multiple comedones, papules, pustules, and
nodules, which can be occasionally complicated by scarring. These lesions appear on the face, the upper
trunk, or the proximal upper extremities and can lead to psychological disturbances in some patients [3-5].

Isotretinoin is the most effective treatment for moderate to severe acne. However, isotretinoin has many
side effects related to its use. Since 1983 when Hetzen reported the first occurrence of new depressive
symptoms in patients treated with isotretinoin, a lot of controversies emerged regarding the causal
relationship between isotretinoin and depression [4]. In their study, Schaffer et al. confirms that patients
with a history of bipolar disease are at higher risk of developing depression induced by isotretinoin [6].
However, a systematic review and meta-analysis done by Huang and Cheng concluded that no association
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between using isotretinoin and increased risk of depression exists, moreover symptoms of depression had
improved by isotretinoin [7]. To date, no evidence-based study confirms a positive relationship between
depression and isotretinoin [8].

The aim of this study is to evaluate depression among patients with moderate to severe acne vulgaris who
are treated with isotretinoin compared with doxycycline by conducting a questionnaire-based prospective
cohort study at King Fahad Hospital of the university in Khobar, Saudi Arabia.

Materials And Methods
Subjects
This study has been approved by Imam Abdulrahman Bin Faisal University IRB (IRB -UGS-2019-01-372) in
December 2019 and was conducted at the dermatology outpatient clinic in King Fahd Hospital of the
University, Khobar, Saudi Arabia, from November 2019 to March 2020. All participants have signed informed
consent of voluntary participation and have informed that this study will not affect their treatment plan and
that they have the right to withdraw from the study at any time with no consequences. Male and female
patients aged 18 to 30 years old who were diagnosed with moderate to severe acne vulgaris were included in
the study. A personal or family history of psychiatric illness, a history of using antipsychotic or
antidepressant drugs, and a history of receiving a previous course of isotretinoin or using recreational drugs
were considered as exclusion criteria.

Study design
This is a cohort prospective, questionnaire-based study evaluating depressive symptoms among two groups
of patients with moderate to severe acne vulgaris. The first group included patients who will be started on
isotretinoin 0.5 mg/kg (study group), while the second group included those who will receive 100 mg
doxycycline (control group). Patients were not randomized to these groups as their treatment plan was based
on the severity of the lesions, previous treatments, general health, and patient preference. Both groups were
evaluated for depressive symptoms at baseline before starting the treatment, and then after 8 weeks.

Materials
Acne severity was evaluated using the Global Acne Grading System (GAGS). A total score of 18 and lower was
considered mild acne, 19-30 moderate acne, 31-38 severe acne, and 39 or more was considered very severe
[9]. Depressive symptoms were self-reported by the patients using the Patient Health Questionnaire 9 (PHQ-
9) and a cut-off point of 10 (as recommended) was used [10].

Procedure
All patients who met the inclusion criteria were offered to voluntarily participate in the study. Those who
agreed were asked to sign an informed consent before their enrollment in the study. Each patient was given
a code number to ensure the confidentiality of their information and was asked to fill the PHQ-9 by him/her
self. After 8 weeks of starting the treatment, they were asked to fill the PHQ-9 again. 

Data analysis
SPSS version 25 was used. The depression score for each group was analyzed by the paired t-test. The
difference between isotretinoin and doxycycline on depression scores after 8 weeks of treatment was
analyzed by the independent student`s t-test. A p-value < 0.05 was considered significant.

Results
A total of 29 patients had met the inclusion criteria and were included in the study. Eleven patients were
later excluded because they lost to follow up (Table 1).

 N       Gender Mean age Acne severity Mean

All patients included 29
17 Males
(58%)

12 Females
(42%)

21.62 ± 2.9 years
old

22 Moderate
(75%)

7 severe
(25%)

Mean 26.48 ±
5.3

Patients completed
study

18 9 Males (50%) 9 Females (50%) 21.7 ± 2.7 years old
13 Moderate
(72%)

5 severe
(28%)

Mean 26.5 ± 5.2

TABLE 1: Demographic characteristics for all patients

The remaining 18 patients who completed the study were nine males (50%) and nine females (50%) with a
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mean age of (21.7 ± 2.7). 13 patients (72%) had moderate acne severity while five patients (28%) had severe
acne, and the mean acne severity score was 26.5 ± 5.2 (Table 2).

 N       Gender Mean age          Acne severity

Isotretinoin 12 5 Males (42%) 7 Females (58%) 21.6 ± 2.5 years old 9 Moderate (75%) 3 severe (25%)

Doxycycline 6 4 Males (67%) 2 Females (33%) 21.8 ± 3.6 years old 4 Moderate (67%) 2 severe (33%)

TABLE 2: Demographic characteristics for both groups.

Twelve patients were started on 0.5 mg/kg of isotretinoin (67%) and six patients were on 100 mg doxycycline
(33%). At baseline, the mean depression score for patients on isotretinoin was (4.00 ± 2.48) and was (5.5 ±
2.50) for the doxycycline group. In both groups, none of the patients had a depression score of 10 or more.
After 8 weeks of follow-up, patients on isotretinoin and doxycycline had a mean depression score of (3.08 ±
2.84) and (2.83 ± 075) respectively (Table 3).

 Drug used N Mean SD

At base line
Isotretinoin 12 4 2.48

Doxycycline 6 5.5 2.51

After 8 weeks of starting treatment
Isotretinoin 12 3.0833 2.84

Doxycycline 6 2.8333 0.75

TABLE 3: The depression score of the PHQ-9 scale for both groups

We found that the mean depression score had decreased in both the isotretinoin and the doxycycline groups
with a p-value of (0.190) and (0.043) respectively (Table 4). When comparing the two groups there was no
statistically significant difference between isotretinoin and doxycycline after 8 weeks of treatment with a p-
value of 0.837 (Table 5).

 mean  SD     t df    p        CI

Isotretinoin 0.92 2.27 1.396 11 0.19 -5.28,2.36

Doxycycline 2.67 2.42 2.697 5 0.043 0.12,5.21

TABLE 4: Paired t-test for each group comparing between baseline and 8 weeks of starting
treatment

 t df p CI

After 8 weeks 0.209 16 0.837 -2.28,2.78

TABLE 5: Independent Student`s t-test for comparing isotretinoin with doxycycline after 8 weeks
of starting treatment.

Discussion
In our study, no increase in depression score was observed among the two groups. Rather, there was a
decrease in the score, although it was statistically insignificant for the isotretinoin group. The results of this
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study did not reveal a direct relationship between the use of isotretinoin and the development of
depression. These findings are in agreement with other studies [7,11,12]

A metanalysis done by Huang et al. illustrated that isotretinoin therapy for acne at the recommended doses
(0.5-1 mg/kg) was not associated with an increased risk of depression. Moreover, symptoms of depression
showed marked improvement in most of the patients [7]. Another metanalysis done by Li et al. concluded
that the use of isotretinoin in acne patients might be associated with improvement of depressive symptoms
[11].

A prospective study by Gnanaraj et al. concluded that the depression score was higher before the initiation
of isotretinoin therapy. However, during therapy, the depression score was shown to decrease steadily and
the reduction at the end of three months of therapy was statistically significant. Furthermore, during the 6
months follow-up period, there was no worsening of depression score nor the development of suicidal
thoughts in any patient [12].

The effect of isotretinoin on depression remains unclear. Theoreticality, isotretinoin is a fat-soluble
compound and can cross the blood-brain barrier causing changes through the retinoid receptors [13]. This
was emphasized by Schaffer et al. in their study where they found that patients with a history of bipolar
disease are at higher risk of developing depression induced by isotretinoin [6]. Likewise, acne itself can lead
to an increased risk of psychological disturbance due to its apparent disfigurement [5,11]. Thus, the
appropriate treatment of acne may have contributed to a lower depression score observed in this study.

To prove the exact relation between isotretinoin and depression a placebo-controlled prospective study is
needed [5].

Conclusions
This study showed that, after 8 weeks of starting treatment, isotretinoin at 0.5 mg/kg has no risk of
developing depression. The results of this study did not reveal a direct relationship between the use of
isotretinoin and the development of depression. Furthermore, optimum treatment of acne vulgaris has
shown improvement of depression score. Additionally, patients on isotretinoin should be educated
regarding the possible symptoms of depression and the need to report it.

No conclusion can be made regarding the use of isotretinoin in patients with a history of psychiatric illness.
However, if isotretinoin was needed in such patients, we recommend a multidisciplinary approach by
involving a psychiatric physician to evaluate and regularly follow up with these patients.
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