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Introduction
Depression in a frequent mental disease and cause high debilitating psychiatric disorder 

[1] it characterized by insomnia, depressed mood and memory and cognitive problems [2] 
and evidences revealed depression has increased by last year’s [3], women have double risk 
for suffering depression [4] that declare importance of research about finding risk factors for 
affection of women. Use of oral contraceptive drugs is very common between women and have 
frequently prescribe for prevention of unwanted pregnancy, menstrual cycle disturbances and 
hormonal replacement therapy [5], because of global use of contraceptive drugs even minor 
side effect can cause widespread medical impression.

Recently epidemiologic studies argued that oral contraceptive drugs are associated 
with depression disease, Cecilia Lundin et al. [6] in study of 184 women aged over 18 years 
old found women were sooner started contraceptive drugs more often suffered depressive 
symptoms, Khafagy et al. [7] in study of 124 female between 18-45 years found 27.5 percent 
increase in experience depression in women used contraceptive drugs, Anderl et al. [8] in 
a prospective case control cohort study of 534 contraceptive drug user and 191 non user 
found contraceptive drugs are associated with increased risk of experience major depressive 
disorder. Early studies declare vitamin b6 deficiency among contraceptive drug users and 
needs for supplement therapy [9], Vitamin b6 is an essential nutrient and have important role 
in synthesis and catabolism of neurotransmitters. Recent data declare vitamin b6 deficiency 
is associated with depressive symptoms, Merete C et al. [10] in study of 618 old person found 
vitamin b6 deficiency is associated with twisted depressive symptoms, Anne Mette Hvas [11] 
in study of 140 person found lower vitamin b6 serum concentration significantly associated 
with depressive score among participant, Curtin AC et al. [12] in a double blinded study found 
oral vitamin b6 supplement therapy reduce symptoms of depression among oral contraceptive 
drug users. Contraceptive drugs also have interference with serotonin metabolisms in brain, 
high concentrated progesterone containing contraceptive drugs can increase level of serotonin 
breakdown in brain [13].

Conclusion
Based on recent studies contraceptive estrogen-progesterone containing drugs can cause 

depressive disorders with two mechanism:
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Abstract
Between contraceptive methods, estrogen- progesterone containing contraceptive drugs are fre-

quently prescribed for prevention of unwanted pregnancy and menstrual cycle disturbances with wide-
spread use of these drugs side effects become important, recent data declare association between use 
of contraceptive drugs and debilitating depression disorder that can have financial and medical harms, 
clarifying probable mechanisms of experiencing depression among contraceptive drug users will help us 
to reduce and controlling side effect of these drugs. 
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First vitamin b6 is an essential co-factor in tryptophan 
serotonin pathway, with lack of sufficient vitamin b 6 tryptophan’s 
other metabolites such as 3-Hydroxykynurenine increase in brain 
that have neurotoxic effect and based on studies increased in major 
depressive disorders and also level of serotonin decrease [14,15].

Second, oral contraceptive drugs can change brain normal 
hormonal physiology, it can change gene expression of serotonin 
transporter [16], serotonin 4 receptor is one of serotonin receptors 
families and have a key operation in executive and reward related 
functions in brain and its down regulation is correlated with 
depressive like behaviors [17], recent studies demonstrated oral 
contraceptive drug users have dramatically decreased amount 
of serotonin 4 receptor [18]. Overall, for recommendations or 
restriction of contraceptive drugs we still need more sufficient, 
subtle and large population based studies.
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