
 
Depression in HCV Patients                            Pak Armed Forces Med J 2013; 63 (2): 216-219 
 

216 

 

IINNTTEERRFFEERROONN  AANNDD  RRIIBBAAVVAARRIINN  AASSSSOOCCIIAATTEEDD  DDEEPPRREESSSSIIOONN  IINN  HHCCVV  PPAATTIIEENNTTSS    

AANNDD  RROOLLEE  OOFF  SSEELLEECCTTIIVVEE  SSEERROOTTOONNIINN  RREEUUPPTTAAKKEE  IINNHHIIBBIITTOORRSS 

Khalid Bashir, Chaudhry Altaf Hussain*, Khan Amer** 

Military Hospital Rawalpindi, *Combined Military Hospital Quetta, **Combined Military Hospital Sialkot  

ABSTRACT 

Objective: To determine the frequency and severity of depression associated with antiviral therapy of Hepatitis C 
Virus (HCV) infection and effect of selective serotonin reuptake Inhibitors (SSRIs) to treat these depressive 
symptoms. 

Type of Study: Observational Analytical study. 

Place of Study and Duration: The study was conducted at Psychiatry, Medicine and Pathology department of 
Combined Military Hospital Sialkot Pakistan from February 2009 to July 2010. 

Subjects and Methods: All the patients in this study were suffering from HCV infection and were managed with 
Interferon (3 m.i.u. s/c thrice weekly) and Cap Ribavirin (400 mg bid) for six months. Patients were assessed by 
Hospital Anxiety and Depression Scale (HADS) - Urdu Version and Beck’s Depressive Inventory (BDI) Scores 
after twelve weeks of antiviral therapy. Depressed patients were managed with selective serotonin reuptake 
inhibitors (SSRIs) for six weeks and again evaluated on HADS & BDI Scores. Response to SSRIs was defined as 
complete response, partial response and no response.  

Results:  A total of 105 patients were studied out of which 75 were male and 30 were female with mean age 29.4 
years. Out of these 54 (51.43%) patients developed depression and this tendency to develop depression was not 
related with the age and sex of the patients. The mean HADS and BDI scores before and after treatments with 
SSRIs were compared for significance and it was quite significant. There was not a single patient who did not 
show response to SSRIs. 

Conclusion: Depression is frequently associated with antiviral therapy of HCV RNA viraemia with interferon and 
SSRIs have proved an effective and safe remedy in these patients.  
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INTRODUCTION  

Globally about 340 million people suffer 
from depression. Similarly Hepatitis C is one of 
the major health related problems being faced by 
Pakistan with prevalence as high as 16% in 
certain localities1. The prevalence of depression 
amongst different communities in Pakistan, 
varies from 25-57.5% (females) and 10-25.5% 
(males)2-8. Significant depressive symptoms are 
seen in 36% of medically ill patients and is 
reported as third most common adverse effect in 
HCV infection9. These depressive symptoms are 
identified by using Self Rating Scales like 
Hospital Anxiety and Depression Scale (HADS) 

and rated on Beck’s Depressive Inventory (BDI), 
and are used worldwide for screening 
depression10,11. 

The prevalence of depression varies from 35 
to 58% in HCV patients12-14. However there is 
conflicting data about the frequencies of 
interferon/ribavirin therapy associated 
depression15-18. Some studies had shown no 
association but others had reported a mild and 
reversible depressive symptoms 10% to 45% of 
HCV patients19-21. The possible reason of 
depression with antiviral therapy in these 
patients is the anti-serotonergic effects of 
interferon and this also explains why these 
patients’ symptoms are profoundly improved 
with selective serotonin reuptake inhibitors 
(SSRI)19. 

In modern days medicine, counseling and 
psychotherapy is an important aspect of overall 
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management of any patient even of organic 
disorders but is more relevant in psychiatric 
patients.  However the role of psychotherapy 
alone to treat depressive symptoms in HCV 
patients remains controversial22. Various 
psychotherapy models including supportive 
psychotherapy, cognitive behavior therapy and 
psychodynamic psychotherapy models have been 
used to treat depression alone or as an adjunct to 
drug treatment but with variable success 
rates23,24. Therefore the mainstay to manage HCV 
associated depression remains the drug 
treatment. The possible drugs included 
monoamine oxidase inhibitors (MAOIs), tricyclic 
antidepressants (TCAs) and selective serotinin 
reuptake inhibitors (SSRIs). As the major benefits 
of SSRIs are faster onset of action and minimum 
side effects therefore SSRIs have become the 
mainstay of therapy for depressive disorders 
today25,26. 

In Pakistan although there are few studies 
on the frequency of hepatitis in depression but 
there is dearth of literature on this aspect of 
frequency of depression in hepatitis especially 
associated with treatment of HCV viraemia. 
Therefore this study was conducted to assess the 
frequency of depression in HCV patients and the 
role SSRIs in interferon/ribavirin therapy related 
depression in our setting. 

MATERIAL AND METHODS  

   This is a non interventional observational 
study carried out at Psychiatry, Medicine and 
Pathology department of Combined Military 
Hospital Sialkot Pakistan from February 2009 to 
July 2010. All the patients who reported to 
Combined Military Hospital Sialkot Pakistan for 
treatment of Hepatitis C viraemia during the 
study period were included in this study. 
However the patients who had a past and or 
family history of psychiatric illness or were using 
medication for any chronic medical or surgical 
illness were excluded from the study. The 
patients were managed with Interferon (3 m.i.u. 
s/c thrice weekly) and Cap Ribavirin (400 mg 
bid) for six months. Basic demographic data 

including age, sex, education, and occupation 
were recorded. A written or verbal informed 
consent was obtained from all participants. 
Hospital Anxiety and Depression Scale (HADS)- 
Urdu Version and psychiatric interview based on 
Present State Examination (PSE) were used to 
establish the diagnosis of depression according to 
International Classification of Diseases. The 
HADS consists of 14 items; 7 items of anxiety and 
7 for depression. Scores of 0-7 in respective 
subscales were considered normal, 8-10 as 
borderline and 11 or above indicated clinical 
'caseness'. The severity of depression was 
assessed by Beck’s Depressive Inventory (BDI). It 
consists of 21 set of “yes” and “no” questions 
rated from 0 to 3 to obtain a maximum score of 
63. A score of 0-13 showed absent or minimal 
depression, 14-19 indicated mild depression, 20– 
28 was consistent with moderate depression 
while 29–63 score was used to label as severe 
depression.   

All the patients in this study were assessed 
by HADS and BDI Scores after twelve weeks of 
antiviral therapy. Patients who were found 
depressed on HADS and BDI Scores were 
confirmed by psychiatric interview based on 
present state examination before starting the anti 
depressant therapy. The depressed patients were 
managed with Selective Serotonin Reuptake 
Inhibitors (SSRIs) after informed consent for six 
weeks and again evaluated on HADS and BDI 
scores. The response to SSRIs was defined as 
complete response, partial response and no 
response as per following criteria: 

Complete Response = HADS Score ≤ 10, and 
BDI Score ≤ 13 

Partial Response = Improvement in severity 
of depression as per BDI score 

No Response = No improvement in severity 
of depression as per BDI Score 

The data was entered and analyzed using 
Special Package for Social Sciences (SPSS) version 
10.0 computer software using standard statistical 
tests for significance. 
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RESULTS 

During the study period a total of 105 
patients were registered who had HCV viraemia 
for antiviral treatment. The mean age and sex 
distribution of these patients is given in table 1. 
Out of these 54 (51.43%) patients developed some 
degree of depression after twelve weeks of 
treatment with Interferon and Ribavirin. This 
tendency to develop depression was not related 
with the age and sex of the patients as mean age 
and male to female ratio are similar as is evident 
from table 1. The table 1 also shows the 
comparison of HADS and BDI scores after anti 
viral and antidepressants treatment.  The mean 
HADS and BDI scores before and after treatments 
with SSRIs were compared for significance by 
ANOVA and there was a significant decrease in 
HADS score after SSRIs treatment (p value 0.013). 
Similarly the improvement in BDI score both 
between and within groups was highly 
significant (p values 0.001 and 0.000). Figure 
shows the response rates in management of 
depression to SSRIs. 

DISCUSSION 

During the study period a total of 105 
patients were registered with HCV viraemia for 
antiviral treatment. After twelve weeks of 
antiviral therapy for HCV RNA viraemia 54 
patients were having depression with a frequency 
of interferon associated depression as 51.43% in 
this set of population. Our results are comparable 
with most of the published data on the subject19-

21. Nerves et al had reported a frequency of 
depression in HCV patients as 35 to 58%. 
Although there was a male preponderance in 
HCV patients (male 1.4 : female 1) but there was 
no difference in sex as regard the development of 
depression is concerned as the male to female 
ratio in depressed patients remained same 
(1.38:1). Similarly the tendency to develop 
depression was not related with the age as mean 
age of total population (29.4 years) and of 
depressed population (30.7) were comparable. 
These findings are in consent with most of the 
international studies and possibly reflect that 

mechanism of development of depression is more 

related to presence of interferon in the tissues 
rather than other confounders. 

In psychiatric practice SSRI’s (Citalopram, 
Fluoxetine, Paroxetine and Sertraline) are the 
most commonly used drugs to treat depression. 
The choice among these is usually based on the 
side-effect profile, or addressing a particular 
depressive symptom25. Patients experiencing 
fatigue benefit more from activating agents like 
Fluoxetine and similarly patients with primary 
sleep disturbance benefit from agents like 
Paroxetine that promote sleep26.  

Table-1: Comparison of basic demographic data, 

HAD and BDI Scores of Hepatitis C patients who 
received antiviral therapy and patients who 
developed depression and managed with SSRIs. 

Characteristics Patients of 
hepatitis C 
treated with 
antiviral 
therapy 
 (n = 105) 

Patients who 
developed 
depression with 
antiviral therapy  
(n = 54) 

Male 75 39 

Female 30 15 

Male : Female 1:04 1:038 

Mean age 29.4 years 30.7 years 

 
HAD 
Score 

Mean 15.96 9.8 

Max 20 17 

Min 11 1 

 
BDI 
Score 

Mean 22.52 16.57 

Max 32 27 

Min 13 2 

 

 
Figure-: Showing response rate to SSRIs (n=54). 
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All the 54 patients with depression showed 
some degree of response to SSRIs, as is evident 
from Fig 1, twenty (37%) patient became 
completely disease free while 34 (63%) had 
shown partial response as they had shown 
improvement in severity of depression. At the 
start of treatment with SSRIs there were six 
patients with severe depression but after SSRIs 
treatment there was not a single patient in this 
group. This observation is also supported by the 
statistical analysis of HADS and BDI scores 
before and after treatment with SSRIs. Mean 
HADS and BDI Scores improved from 15.96 to 
9.81 and from 22.52 to 16.67 respectively. Mean 
HADS and BDI scores before and after treatments 
with SSRIs were compared for significance by 
ANOVA and the values were significant (p value 
0.013). Similarly the improvement in BDI score 
both between and within groups were highly 
significant (p values 0.001 and 0.000). This 
response rate observed in our study is in line 
with the published international data.  Weinrieb 
et al had shown a response rates of 78-88% and 
because of this excellent response rate SSRIs are 
being increasingly used as prophylaxis therapy in 
this group of patients20. One drawback of this 
study is that although counseling sessions were 
conducted by the physicians at the time of 
diagnosis but psychotherapy was not included as 
an arm of therapeutic management. 

CONCLUSION 

Depression is frequently associated with 
antiviral therapy of HCV RNA viraemia with 
interferon.  Therefore routine mental health 
screening and appropriate intervention in these 
patients is the need of the hour. SSRIs have 
proved an effective and safe remedy in these 
patients.  

REFERENCES 
1. Faiyz BZ. Hepatitis C and Depression. Editorial in JLUMHS. 2009; 8: 190 

- 91. 

2. Dodani S, Zuberi RW. Psychiatric disorders in the northern areas of 
Pakistan. J Pak Med Assoc. 2000; 50:137. 

3. Mumford DB, Nazir M, Jilani FU, Baig IY. Stress and psychiatric 
disorder in Hindukush: a community survey of mountain village. Br J 
Psychiatry. 1996; 168:299 - 307. 

4. Mumford DB, Saeed K, Ahmad I, Latif S, Mubbashar MH. Stress and 
psychiatric disorder in rural Punjab: a community survey. Br J 
Psychiatry. 1997; 170:473 - 78. 

5. N. Hussain, F. Creed, B. Tomenson. Depression and social stress in 
Pakistan. Psychological Medicine. 2000; 30: 395-402.  

6. Mumford DB, Minhas FA, Akhtar I, Akhtar S, Mubbashar MH. Stress 
and psychiatric disorder in urban Rawalpindi: a community survey. Br J 
Psychiatry. 2000; 177:557-62. 

7. Ali BS, Amanullah S. Prevalence of Anxiety and depression in an urban 
squatter settlements of Karachi. JCPSP. 2000; 10: 4-6. 

8. Ali BS, Rahbar MH, Naeem S, Tareen AL, Gul A, Samad L. Prevalence of 
and factors associated with anxiety and depression among women in a 
lower middle class semi-urban community of Karachi, Pakistan. J Pak 
Med Assoc. 2002; 52:513-17. 

9. Schäfer A, Wittchen HU, Seufert J, Kraus MR. Methodical approaches in 
the assessment of interferon – alpha-induced depression in patients with 
chronic hepatitis C – a critical review. Int J Methods Psychiatra Res. 
2007; 16: 186 – 201.  

10. Mumford DB, Tareen IA, Bajwa MA, Bhatti MR, Karim R. The 
translation and evaluation of an urdu version of the hospital anxiety and 

Depression Scale. Acta Psychiatr Scand. 1991; 83:81-5. 

11. Beck AT, Ward CH, Mendelson M, Mock J, Erbaugh J. An inventory for 
measuring depression. Arch Gen Psychiatry. 1961; 4:561–571. 

12. Neves AC, Christopher D,  Xavier M. Comorbidity between hepatitis C 
and depression. Epidemiological and etiopathogenic aspects. Acta Med 
Port. 2006; 19:21-8. 

13. Lengyel G, Aszalos Z, Tulassay Z. Hepatitis C viral infection and 
depression. Orv Hetil. 2007; 148:11-15.  

14. Renault PF, Hoofnagle JH, Park Y, Mullen KD, Peters M, Jones B, Rustgi 
V, Jones A. Psychiatric complications of long-term interferon alfa 
therapy. Arch Intern Med. 1994; 147:1577– 80. 

15. Nesia Z; Deli D; Prostran M. Psychiatric adverse effects induced by 
recombinant interferon alfa in patients with chronic hepatitis C. Med 
Pregl.  2004; 57:219-26. 

16. Czarnecki M et al. Neuropsychiatric disorders in HCV-infected people - 
own observations. Przegl Epidemiol. 2005; 59:431-8. 

17. Gish RG. Minimizing the impact of neuropsychiatric effects during 
chronic HCV disease and treatment. The HCV Advocate Medical 

Writers’ Circle April 2004. 

18. Horseman Y. Interferon induced depression in chronic Hepatitis. J 
Antimicrobial Chemotherapy. 2006; 58: 711-13. 

19. Schaefer M, Schwaiger M, Garkisch AS, Pich M, Hinzpeter A, Uebelhack 
R, Heinz A et al. Prevention of interferon-alpha associated depression in 
psychiatric risk patients with chronic hepatitis C. J Heptaol. 2005;6:793-8. 

20. Weinrieb RM, Auriacombe M, Lynch KG, Chang KM, Lewis JD. A 
critical review of selective serotonin reuptake inhibitor-associated 
bleeding: balancing the risk of treating hepatitis C-infected patients. J 
Clin Psychiatry. 2003; 12: 1502-10. 

21. Shah F, Ilyas SD. Prevalence of hepatic C in depressed population. 
Pakistan J med Res.2004; 43:200 – 2. 

22. Fried MW. Side effects of therapy of hepatitis C and their management. 
Hepatology. 2002; 36: 237 – 44. 

23. Skibinski M. Cognitive – behaviour model of psychosocial counseling. 
Preliminary outcomes of efficacy research in hepatitis C patients during 
antiviral treatment. Prezegl Epidemiol. 2007; 61: 795 – 803. 

24. Mikocka–Walus AA. Treatment of psychological co-morbidities in 
common gastrointestinal and hepatologic disorders. World J 
Gastrointest Pharmacol Ther. 2010; 1: 64-71. 

25. Schaefer M, Hinzpeter A, Muhamand A. Hepatitis C treatment 
“difficult–to–treat” psychiatric patients with pegylated interferon alpha 
and ribavarin: response and psychiatric side effects. Hepatology. 2007; 6: 
991–8. 

26. Musselman DL, Lawson DH, Gumnick JF, Manatunga AK, Penna S, 
Goodkin RS, et al. Paroxetine for the prevention of depression induced 
by high-dose interferon alfa. N Eng J Med. 2001; 13:961–966. 

 

http://journals.cambridge.org/action/displayAbstract;jsessionid=59FD386B80DF55379147E001D72BA092.tomcat1?fromPage=online&aid=25203##
http://lib.bioinfo.pl/auth:Cruz%20Neves,A
http://lib.bioinfo.pl/auth:Dickens,C
http://lib.bioinfo.pl/auth:Xavier,M
http://www.medscape.com/medline/publicationbrowser/123?pmid=17344112
http://www.medscape.com/medline/publicationbrowser/123?pmid=15503789
http://www.medscape.com/medline/publicationbrowser/123?pmid=15503789
http://www.medscape.com/medline/publicationbrowser/123?pmid=16190551
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Schwaiger%20M%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Garkisch%20AS%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Pich%20M%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Hinzpeter%20A%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Uebelhack%20R%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Uebelhack%20R%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Heinz%20A%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Weinrieb%20RM%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Auriacombe%20M%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Lynch%20KG%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Chang%20KM%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Lewis%20JD%22%5BAuthor%5D

