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ABSTRACT… With recent availability of Sofosbuvir, Chronic Hepatitis C treatment paradigm 
has changed considerably. However for a resource constrained country like Pakistan, still the 
standard treatment of Chronic Hepatitis C remains the combination of Interferons and Ribavirin. 
Depression, sometimes major, is a recognized side effect of this combination. Objective: The 
objective of our study was to analyze the prevalence of depression during treatment with pegylated 
interferon and ribavirin in patients infected with Hepatitis C at two tertiary care hospitals Lahore. 
Setting: All these patients were selected randomly from outpatient departments at Fatima 
Memorial Hospital and Alshafi Hospital Lahore. Duration of study: Duration of our study was 
two years and 3 months from January 2010 to April 2012. Patients and Method: We included 
180 patients in our study. We confirmed the diagnosis of chronic hepatitis C in all these willingly 
participated patients. All these participants were put on combination of pegylated interferon 
and ribavirin. Serial follow ups were done for the assessment of development of depression 
during the treatment of Hepatitis C. Results: 46.8 (26%) patients developed depression during 
treatment. Depression was more common in the middle of treatment which gradually improved 
near the end of treatment. Conclusion: We reached at a conclusion in our study that there is 
definite correlation of depression with pegylated interferon and ribavirin therapy in hepatitis C 
patients.
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INTRODUCTION
Hepatitis C infection is worldwide health problem 
with estimated 130-170 million people infected 
and approximately 4 million new cases each 
year.1 Hepatitis C, which is now the leading 
cause of cirrhosis of liver and eventually liver 
transplantation all over the world.2,3 This infection of 
hepatitis C leads to a number of deaths exceeding 
to more than 350,000 per year.4 Pakistan is one 
the countries where the prevalence of hepatitis 
C is still at peak. The pharmacological advances 
in HCV treatment is gradually progressing for 
better and easy treatment. As sofosbuvir is the 
latest advancement for the treatment of hepatitis 
C now a days. Our study was conducted three 
years ago when the best available treatment 
was combination of pegylated interferon and 
ribavirin at that time. As we know that pegylated 
interferon has extended half-life and increased 

rate of sustained virological response with once 
weekly dosage as compared to conventional 
interferon, given three times per week along with 
ribavirin. Pegylated interferon plus ribavirin was 
considered the back bone to antiviral therapy for 
patients infected with chronic hepatitis C. As we 
know that combination of this therapy is poorly 
tolerated by patients due its side effects profile, 
which include many side effects but depression is 
one of the side effects which is considered more 
embarrassing for patients.5 Recent data suggest 
that decreased occurrence of depression with 
pegylated interferon as compared to conventional 
interferons.6

It has been proven as the best efficacy of pegylated 
interferon and ribavirin in chronic active hepatitis 
C treatment even then this combination may 
lead to the development of depression in certain 

DOI: 10.17957/TPMJ/16.3271

mailto:dr.muhd.ib@gmail.com


Professional Med J 2016;23(6): 750-755. www.theprofesional.com

PREVALENCE OF DEPRESSION

751

2

patients during therapy.7 Mental health issues 
may also reduce quality of life and interfere with 
treatment compliance8 and are among the most 
frequent reason for premature discontinuation 
of therapy.9,10,11 It has been proven that even with 
the development of these depressive episodes, 
it would not had any effect on End of Treatment 
Response (ETR).12,13

Depression as a complication of this regimen, 
with peak of symptoms commonly during mid-
treatment period.14 Upto 50% of all treatment of 
hepatitis C results leading to failure and the most 
important factor of this treatment is depression.15

It has been shown that many patients develop 
depression as a side effect of this combination 
during the course of treatment, most of these 
affected patients did not have any history of 
depressive episode in the past.16 Those patients 
who already had some depression, they showed 
the increased chance of worsening of already 
existing depression.17 Even with the start of 
antidepressants to reduce this complication 
still about 10% of patients stop their treatment 
prematurely.18 We tried to evaluate the element of 
depression subjective to signs and symptoms in 
patients infected with hepatitis C and also during 
the treatment with pegylated interferon and 
ribavirin. 

Aims of study
To assess the prevalence of depression during 
pegylated interferon and ribavirin treatment in 
patients with chronic active hepatitis C in our 
population.

MATERIAL AND METHOD
We enrolled 180 patients from Out Patient 
Departments of Fatima Memorial Hospital and 
Alshafi Hospital from January 2010 to April 2012.  
All these patients were HCV positive confirmed 
by ELISA and by PCR HCV RNA was detected. 
All subjects had chronic active hepatitis C with 
compensated liver disease. These participants 
volunteered for participation for their clinical 
assessment and follow up.  A written consent 
was taken from all patients and consent from 

ethical research committee of Fatima Memorial 
Hospital was also taken. These patients were 
treated as outdoor patients. These patients were 
assessed for their treatment eligibility. Symptoms 
of depression were assessed by using DSM-IV 
latest guidelines having 9 points scale. Following 
this scale <6 is considered mild, 6-8 moderate 
and > 8 points is considered as having severe 
depression. We assessed each patient for his/her 
any symptom of depression before the start of 
treatment. This assessment was done according 
to the new guidelines of DSM-IV.19

Total  Number of Patients 
(N): 180

Gender Distribution Males: 110 (61.1%) .
Females: 70 (38.8%)

Mean Age (years) ? (24 -65)
Follow Up Frequency of Depression

4 weeks
16 (8.9%)
♂: 10
♀: 6

8 weeks
28 (15.5%)
♂: 12
♀: 16

12 weeks
47 (26.1%)
♂: 21
♀: 26

24 weeks
40
♂: 16
♀: 24

We downloaded standard performa which was 
elaborated in English and urdu for the convenience 
of our patients, so that they can understand the 
questionnaire and can answer them accurately. 
After proper surveillance of this performa and 
detailed history of all these participants, we 
started the combination of therapy with pegylated 
interferon and ribavirin. We discussed the possible 
side effects of this regimen to all our patients. A 
dose of 180 microgram of pegylated interferon 
and 800-1200 mg adjusted according to the 
weight of patients. These patients were assessed 
repeatedly with follow up at 4, 8, 12, and 24 weeks 
and even 12 weeks after completion of therapy. 
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Inclusion Criteria
All patients of both genders more than 18 years 
of age who were anti-HCV positive by ELISA, 
and HCV-RNA PCR positive were included in this 
study. 

Exclusion Criteria
Patient who were already known cases of some 
psychiatric illness, alcoholics, intravenous drug 
abusers, previous history of interferon therapy, 
pregnancy, decompensated liver disease and 
non-responders of interferon treatment. 

RESULTS
A total of 180 patients volunteered to participate 
in our study and completed their psychiatric 
assessment during pegylated interferon and 
ribavirin treatment. Out of 180 patients 110 were 
males and 70 were females. Basic demographic 
data is presented in Table I. All patients in our 
study received pegylated interferon alpha 2a 
180mcg and ribavarin 800 to1200 mg depending 
on the weight of patient. These patients were 
frequently assessed for mental health changes on 
4, 8, 12, and 24 weeks during treatment and also 
that follow up continued 12 weeks after treatment 
completion. 

Among all enrolled patients, 7 (3.88%) patients 
withdrew treatment due to severe depression and 
these patients were referred to psychiatrist, these 
patients were started on SSRIs. And these patients 
were counseled for continuation of therapy after 
improvement of depressive symptoms.

12 weeks after completion of therapy
Patients who had developed depressive 
symptoms during the course of treatment only 
50% had follow up for assessment of their 
depressive symptoms 12 weeks after completion 
of treatment. It was found that 60% of patients 
who had depression had marked improvement 
and most of them left anti- psychiatric medication 
by their own. Patients in which there was major 
depression continued their medication for 
further 6 months and remained with follow up 
with psychiatric department and other patients 
in which mild to moderate depression left 

medication earlier.

By having these results, it was found that 26% 
patients developed depressive symptoms 
fulfilling the criteria of DSV-IV. In our study it was 
also found that female patients developed more 
depression as compared to male patients.

DISCUSSION
Psychiatric disorders are frequently associated 
with treatment of chronic hepatitis C with 
combination of pegylated interferon and ribavirin. 
Most of treated patients continue treatment, 
some of them need antidepressants, and few of 
them are unable to tolerate these side effects and 
leave treatment without completing the required 
duration of therapy. So it is better to understand 
the depression during pegylated interferon and 
ribavirin therapy to identify patients early in the 
treatment who may be at risk of adverse and 
sometimes treatment limiting side effects. During 
HCV treatment with IFN-based regimens the 
prevalence of depression has been reported to be 
between 10%–40% depending on the screening 
method used.20

No significant association of depression was 
found in the first week of treatment but as the 
time of treatment progressed the development 
of depressive symptoms increased. In one study 
which compared the depressive disorder in 
treated and untreated groups of patients, it was 
found that 37.9% of hepatitis C treated group 
developed major depression.21 In another study 
done as systematic review and meta-analysis in 
which it was shown that 1 in 4 chronic hepatitis 
C patients who started interferon plus ribavirin 
treatment developed major depression.22 

Depressive symptoms occur mostly in the early 
stages of treatment and reach at peak between 4 
to 16 weeks.23 In concordance with other relevant 
researches, majority showed the peak depressive 
symptoms during the mid of treatment period as 
we also found that worsening of symptoms near 
the middle of treatment in our study. The results 
of Date study proved a significant increase in 
depression due to the combination of pegylated 
interferon and ribavirin therapy and these 
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symptoms started as early as 4 weeks after the 
initiation of therapy which also favored our study 
results.  

In our country with various studies that proved 
strong association of major depressive disorder 
with this combination of treatment. In one 
study done locally in our country, prevalence of 
depression was more frequent in females than 
males having results of 44.4% in females and 
28.7% in males.24,25 Which is quite similar to our 
study as we also concluded that our females are 
more prone to depression with this combined 
therapy.

The conclusion in the following study that 39% 
patients developed depression of moderate to 
severe intensity (i-e; SDS index score > 6) during 
the treatment with combination of pegylated 
interferon and ribavirin.26 29% of patients who 
were put on lower dosage regimen once weekly, 
also reported depression by themselves, proven 
by study, which is quite similar to our study.27

New onset depression was also noted in 35% of 
patients 12 weeks after the start of treatment, the 
results of this study were slightly higher than our 
study. In this respective study 7 patients stopped 
treatment prematurely due to psychiatric reasons 
which was quite in concordance to the study done 
by Alavi et al in which 6% participant discontinued 
therapy prematurely due to side effects.28,29

In clinical trials excluding intravenous drug users, 
approximately 10% of patients discontinued 
required treatment due to depressive side effects, 
compared to our study we found lesser number of 
patients who stopped treatment prematurely.30,31

It has been proven that depression has no effect on 
treatment outcome i-e End of Treatment Response 
(ETR) but definitely impair the psychological 
wellbeing of patients. Psychological health and 
willing for treatment is an important factor for the 
continuation of therapy for required duration.

CONCLUSION 
We concluded in our study that some patients do 

develop depression during hepatitis C treatment 
with pegylated interferon and ribavirin.
  
It is necessary to rule out the already existing 
psychiatric disorder before the start of treatment 
of hepatitis C to prevent further worsening of 
depression and discontinuation of treatment.

Inference
It has been observed that those patients who 
had proper and repeated counseling about the 
expected side effects of hepatitis C treatment, 
they were more in a position to tolerate these side 
effects and continue the standard treatment for 
the required period of duration. 
Copyright© 15 Apr, 2016. 
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