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Abstract 

Background: The assessment of health-related quality of life (HRQoL) in hepatitis C (HCV) 

infected individuals continues to gain importance.  However, rarely do reviews of this 

literature consider quantitative and qualitative accounts of HRQoL collectively, which only 

allows partial insight into the topic.  This narrative review aims to address this gap in the 

literature.  Methods: Literature searches were conducted using seven databases with two 

separate search strategies, and results assessed for eligibility using specific 

inclusion/exclusion criteria; a data extraction sheet was used to identify the dominant themes 

for each research paradigm which were then distilled to key findings to construct the 

narrative.  Results: Quantitative investigation reveals a low HRQoL in individuals with HCV 

due to a complex multifactorial cause.  During treatment for HCV, a further transient 

reduction is observed, followed by improvement if a sustained virological response is 

achieved.  Qualitative data provide a recognisable voice to the everyday challenges 

experienced by individuals with HCV including insights into diagnosis and stigmatisation, 

contextualising how a reduced HRQoL is experienced day-to-day.  Methodological 

limitations of these findings are then discussed.  Much of the quantitative data has little 

relevance to current substance users as they are excluded from most trials, and appraisal of 

the qualitative literature reveals a marked difference in the lived experience of HCV infected 

current substance users and that of other HCV groups.  Conclusion: Concurrent analysis of 

quantitative and qualitative paradigms provides a deeper understanding of the true burden of 

HCV illness on HRQoL.  Greater utilisation of qualitative research within international clinical 

guidelines is likely to be of benefit in identifying relevant HRQoL outcomes for substance 

users. 
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Background 

The latest reports estimate that worldwide between 130-150 million people are chronically 

infected with the hepatitis C virus (HCV), of which a significant number will go on to develop 

cirrhosis and hepatocellular carcinoma if left untreated (World Health Organisation, 2014).  

Within the UK, the most recent national estimates suggest around 214,000 individuals are 

infected (Public Health England, 2014), with injecting drug use continuing to be the most 

common route of viral transmission (Palmateer et al, 2013).  In recent years, dramatic 

advances have occurred in drug therapy for HCV with the arrival of Direct Acting Antivirals, a 

group of drugs which directly inhibit viral reproduction and have significantly improved 

treatment success rates (Conteduca et al, 2014).  Despite this, treatment uptake remains 

low, with UK estimates of approximately only 3-5% of those infected accessing antiviral 

therapy (Public Health England, 2014). 

 

With the historical move from a disease-centred model of medicine to a more 

biopsychosocial paradigm, a focus has emerged on not only the biomedical decrements of 

illness and curative benefits of treatment, but also the experience of illness and treatment 

from the patient perspective (Fayers & Machin, 2007); commonly termed ‘patient-reported 

outcome measures (PROMs)’.  Increasingly, this focus is being given central importance in 

the planning of future healthcare improvements (e.g. Scottish Government, 2010) and the 

licencing of new medications (Food & Drug Administration, 2009), however PROMs are also 

used to inform clinical practice, aiding interaction and communication with patients and 

clients on a one-to-one basis (Wu & Snyder, 2012).  Within the HCV research literature, the 

most commonly used quantitative PROM is Health-Related Quality of Life (HRQoL), a 

loosely defined term used to distinguish between aspects of life affected by disease or 

treatment for disease, and those broader quality of life issues such as access to green space 

within towns and cities (Fayers & Machin, 2007).  HRQoL is ordinarily measured by 

standardised psychometric questionnaires, most commonly the 36-item Short Form Health 

Survey (SF-36) (Ware & Sherbourne, 1992), however there is no consensus on this survey’s 
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exclusive use within HCV research, and numerous other tools also appear within the 

literature.  ‘Patient-reported outcome measures’ is an umbrella term used to encompass any 

report coming directly from a patient about their health condition or treatment however, and 

in this vein there is also a body of qualitative research which provides a more in-depth focus 

on HRQoL, by examining particular aspects of the lived experience (Miller et al, 2012).  

Arguably, these two bodies of research complement each other, with qualitative studies 

giving a recognisable voice to the decrements and improvements in HRQoL described in the 

quantitative work; however by their use of different methods and focus on different 

populations they may also generate distinct insights into different HRQoL perspectives. 

 

Existing reviews of the evidence in this area tend to focus on either qualitative or quantitative 

research and thus provide partial insight into the topic (e.g. Foster, 2009; Treloar & Rhodes, 

2009).  Miller et al (2012) did conduct a dual quantitative and qualitative systematic review of 

research published between 2000–2009, however did not compare the relative strengths 

and weaknesses of the findings produced by each paradigm and excluded interventional 

studies which contribute a large part of the quantitative literature in this area. The current 

review has been conducted to examine and synthesise the breadth of current research into 

HRQoL for people living with hepatitis C from both research paradigms. 

 

Methods 

The search strategy focused on seven databases; Medline, CINAHL, Embase, Cochrane 

Library, JBI COnNECT+, PsycINFO and ASSIA.  Two separate search strategies were 

developed to identify both quantitative and qualitative reports.  For quantitative papers, 

comparable search terms for ‘Hepatitis C’,  ‘Health-Related Quality of Life’ (including 

common abbreviated forms) and ‘Patient Reported Outcomes’ were used, accounting for 

variation in the Subject Index Terms specific to each search engine.  For qualitative papers, 

comparable search terms for ‘Hepatitis C’, ‘Quality of Life’ or ‘Life Experience’ and 

‘Qualitative Research’ or ‘Interview’ were used, again accounting for variation in specific 
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Subject Index Terms (the term ‘quality of life’ being used more generally within the 

qualitative literature than the more specific HRQoL).  In order to obtain papers that provided 

a detailed historical and contextual view as well as giving contemporary relevance, 

databases were searched to the extent of their temporal limits, preceding the publication 

announcing the isolation of HCV (Choo et al, 1989) in most cases.  Table 1 provides an 

example of the electronic search strategy conducted.  The search was not limited to only 

those papers which focused on HRQoL in HCV positive injecting drug users, as we sought to 

examine the comparative differences in HRQoL between this group and other HCV infected 

individuals, in addition to contrasting the way each research paradigm reveals this.  As the 

description of participants in studies varies (e.g. current injecting drug users, substance 

users, active injecting drug users, previous injecting drug users), often with little clarification 

of what these terms indicate, limiting the review by description of drug use status could also 

become specious and subjective.  The generic term ‘substance user’ has been used within 

this review, expect where injecting drug use is made explicit within the literature. 

 

Table 1: Example of the electronic search strategy used within the Medline database for both the quantitative 

and qualitative search strategies. No limits were applied, searches last conducted on 29.09.2014. 
 

 
Quantitative Search Strategy 

Number 
of 

Studies 
Qualitative Search Strategy 
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S1: Hepatitis C (SIT), OR Hepatitis C, 
Chronic (SIT) OR Hepatitis C (ST) 

66,420 

 
S1: Hepatitis C (SIT), OR Hepatitis C, 
Chronic (SIT) OR Hepatitis C (ST) 
AND Quality of Life (SIT) OR Quality 
of Life (ST) OR Life Change Events 
(SIT) OR Experience (ST) 
 

2,248 

S2: Patient Outcome Assessment 
(SIT) OR Patient Reported Outcomes 
(ST) OR Quality of Life (SIT) OR 
Health-Related Quality of Life (ST) 
OR HRQL (ST) OR HR-QOL (ST) OR 
HRQOL (ST) 

65,897 

S2: Qualitative Research (SIT) OR 
Qualitative (ST) OR Interview, 
Psychological (SIT) OR Interview as 
Topic (SIT) OR Interview* (ST) 

348,448 

S3: S1 AND S2 319 S3: S1 AND S2 133 

 Application of initial 
inclusion/exclusion criteria 

136 
Application of initial 
inclusion/exclusion criteria 

43 

Further exclusions following retrieval 
of full articles 

121 
Further exclusions following retrieval 
of full articles 

36 

Number of studies excluding reviews 106 Number of studies excluding reviews 34 
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Inclusion and Exclusion Criteria 

Figure 1 displays the results for the quantitative search strategy.  The initial 

inclusion/exclusion criteria used were as follows: inclusion criteria were adult participants, an 

English language abstract, and specific quantitative HCV HRQoL data provided.  Excluded 

papers were those dealing solely with other liver disease aetiologies, no HRQoL-related 

data, and papers concentrating on those undergoing haemodialysis or liver transplant, as 

these articles focused primarily on the impact of those specific interventions which is not the 

emphasis of this review.  Both observational and interventional studies were included, as 

were reviews at this initial stage.  Duplicate entries for the same article appearing in multiple 

search engines were removed.  One hundred and fifty one articles and 18 reviews were then 

recovered, including seven articles identified from reference lists.  Once examination of the 

reference lists was complete, review articles were then excluded as primary data sources. 

The remaining retrieved articles were studied during which a further 30 papers were 

excluded for reasons shown in figure 1.  All the remaining 121 papers have informed this 

review and the main findings from this body of work are presented here.  Some of these 

references have not been further cited within the main text however for reasons of 

succinctness and economy.  Full details of the 121 papers can be found in supplementary 

file 1. 

 

Figure 2 demonstrates results for the qualitative search strategy.  The inclusion criteria were 

as follows: adult participants, an English language abstract, ‘life experience’ focus and 

qualitative data reported.  Exclusion criteria remained the same as the quantitative search 

strategy, and duplicate entries for the same article appearing in multiple search engines 

were removed.  Seventy three articles were then recovered, including five reviews and 

eleven articles identified from reference lists.  Review articles were then excluded as primary 

data sources.  The retrieved articles were studied during which eleven further exclusions 

were made for the reasons identified in figure 2.  All the remaining 57 papers have informed 

this review and the main themes from this body of work are presented here.  However, not 
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all articles have been further cited within the main text, and full details are given of all 

references in supplementary file 2.  Records of all articles reviewed (n=178) were stored and 

managed online using RefWorks for both search streams.   

 

Figure 1: Flowchart of included and excluded studies identified in the quantitative search strategy. 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 

 

Analysis 

Data was extracted from each study by the lead author using a data extraction sheet which 

identified the author(s), date and source of publication, study design, key findings, limitations 

and recommendations, and inclusion of substance users.  Using these data key dominant 

themes were identified for each research paradigm, which provided the foundation for the 

formulation of results and the synthesis of a coherent narrative.  A narrative approach was 

adopted because of the variation in study design.  A narrative review summarises different 

primary studies into a comprehensive holistic overview of the topic, rather than addressing 

Records identified through 
database searching 

 
n = 1365 

Additional records identified through 
other sources 

 
n = 7 

Title/abstracts screened with initial 
inclusion/exclusion criteria 

 
n = 1372 

Records excluded, including removal of 
duplicates 

n = 1203 

Full-text articles assessed for eligibility 
 

n = 169 

Full-text articles excluded 
 

n = 30 

• Editorial/Comment: 11 
• No English language version of full  

paper available: 2 
• HRQoL not main focus/data for 

HRQoL unavailable: 2 
• Evaluation of a specific 

psychometric instrument: 2 
• Conference abstract only: 10 
• Unpublished dissertation: 3 

 

Full text review articles excluded as 
primary sources 

 
n = 18 

Studies included in 
quantitative synthesis 

 
n = 121 
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specific questions.  Whilst narrative reviews are most commonly qualitative in nature, one of 

their strengths lies in drawing together the diverse understandings of a scholarly research 

topic (Jones, 2004) and therefore the approach fits this dual paradigm review well.  The main 

themes identified in the literature for each paradigm will be explored in a chronological 

manner, with causal investigation and HRQoL before, during and after HCV therapy focused 

on from the quantitative literature first, followed by examination of qualitative research 

concentrating on the experience of diagnosis through to the experience of HCV therapy. 

 

Figure 2: Flowchart of included and excluded studies identified in the qualitative search strategy 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 

Results 

Causal Investigation: Virus-Related Factors 

The quantitative literature demonstrates HCV positive individuals have reduced HRQoL in 

comparison to healthy controls or population norms (Table 2) and goes onto investigate and 

debate the underlying cause for this.  Foster, Goldin and Thomas (1998) reported reduced 

HRQoL in patients with HCV which could not be attributed to either the degree of liver  

Records identified through 
database searching 

 
n = 643 

Records identified through other 
sources 

 
n = 11 

Records screened with initial 
inclusion/exclusion criteria 

 
n = 654 

Records excluded, including the 
removal of duplicates 

 
n = 581 

Full-text articles assessed for eligibility 
 

n = 73 

Full-text articles excluded 
 

n = 11 
 

• No qualitative data collected: 4 
• No English language version of full 

paper available: 1 
• Evaluation of a specific program of 

HCV care delivery: 3 
• Conference abstract only: 2 
• No HCV patient input, staff 

interviews only: 1  

Full-text article reviews excluded as 
primary sources 

 
n = 5 

Studies included in 
qualitative synthesis 

 
n = 57 
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Table 2: Summary of all studies identified within the quantitative search arm (see supplementary file 
1) where the most commonly used tool was employed (SF-36), and data reported for HCV patients 
versus ‘healthy’ controls or population norms in the 8 SF-36 subscales is available.  ‘S’ indicates a 
reported statistically significant impairment compared with healthy controls or population norms. 
 

 
 

Author & Year n =

Bayliss et al (1998) 157 S S S S S S S S

Foster et al (1998) 72 S S S S S S S S

Bonkovsky et al (1999) 642 S S S S S S S S

Ware et al  (1999) 324 S S S S S

Bianchi et al (2000) 126 S S S S S S

Fontana et al (2001) 107 S S S S S S S

Hussain et al (2001) 220 S S S S S S S S

McHutchison et al  (2001) 912 S S S S S

Miller et al (2001) 95 S S S S S S S S

Kramer et al (2002) 100 S S S S S S S

Córdoba et al (2003) 120 S S S S S S

Gallegos-Orozco et al (2003) 157 S S S S S S S S

Dalgard et al (2004) 199 S S S S S S S S

Fleming et al (2004) 299 S S S S S S S S

Kang et al (2005) 182 S S S S S S

Kramer et al (2005) 120 S S S S S S S S

Rowan et al (2005) 62 S S S S S

Balfour et al (2006) 123 S S S S S S S S

Danoff et al (2006) 112 S S S S S S S S

Gjeruldsen et al (2006) 42 S S S S S S S

Hollander et al (2006) 147 S S S S S S S S

Lim et al (2006) 201 S S S S

Mathew et al (2006) 'responders ' 25

Mathew et al (2006) 'non-responsers ' 130 S S S S S S

Pojoga et al (2006) 35 S S Excluded S S S S S

Thein et al (2006) 267 S S S S

Bonkovsky et al (2007) 1144 S S S S S S S S

Kallman et al (2007) 130 S S S S S S S S

Taliani et al (2007) 'non-responders' 58 S S S S S S S

Taliani et al (2007) 'relapsers' 43 S S S S

Taliani et al (2007) 'untreated' 163 S S

Teixeira et al (2007) 'no liver biopsy ' 37 S S S S S

Teixeira et al (2007) 'liver biopsy ' 40 S S S S S S S

Teixeira et al (2007) 'for treatment ' 43 S S S S S S S S

Helbling et al (2008) 833 S S S S S S S S

Kwan et al (2008) 303 S S S S S S S

Batki et al (2009) 100 S S S S S S S S

Björnsson et al (2009) 472 S S S S S S

Hsu et al (2009) 271 S S S S S S S S

Karaivazoglou et al (2010) 39 S S S S S S S S

Sinakos et al (2010) 99 S S S S

Chang et al (2014) 108 S S S S S S

Kuwashiro et al (2014) 175 S

Matsushita et al (2014) 228 S S

Strauss et al (2014) 35 S S S S S S S

SF-36 Subscales

Role 

Physical

Physical 

Function
Bodily Pain

General 

Health
Vitality

Social 

Functioning

Role-

Emotional

Mental 

Health
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disease, or association with a history of injecting drug use, concluding the decrement was 

attributable to HCV per se.  Bonkovsky et al (1999) subsequently reported data from a large 

multi-centre drug trial which supported this hypothesis, concluding that HCV infection 

reduces HRQoL independent of comorbidities or factors associated with the virus.  These 

studies spearheaded research in this area, and results from more recent observational 

studies give weight to the argument that viral-factors contribute to HRQoL independent of 

host-factors (John-Baptiste et al, 2009; Strauss et al, 2014).  Whilst the mechanism for this is 

still debated, evidence of viral replication within the central nervous system adds weight to 

the argument (Forton et al, 2004). 

 

It is unlikely that any one factor is solely responsible for reduced HRQoL however, and a 

complex multifactorial cause is a more likely explanation.  Virus-related factors and 

associated extra-hepatic manifestations of HCV (such as cognitive impairment, fatigue and 

depression) compounded by host-related factors, psychiatric and medical co-morbidities and 

the effects of stigma, are all likely to be significant contributors (Häuser et al, 2004; Helbling 

et al, 2008; Hsu et al, 2012).  These will now be examined. 

 

Causal Investigation: Host-Related Factors 

The role of illicit substance use in relation to HRQoL decrements is an important 

consideration, given the high incidence of current or former substance users within this 

patient population (Hutchinson et al, 2006).  Substance users experience a lower HRQoL 

than population norms irrespective of their HCV status (Dalgard et al, 2004; Gjeruldsen, 

Loge & Opjordsmoen, 2006; Fischer et al, 2013; McDonald et al, 2013), and former 

substance users who acquired the infection through injecting drug use have been shown to 

have lower HRQoL than individuals who acquired HCV by another route (Foster, Goldin & 

Thomas, 1998; Hollander, Foster & Weiland, 2006).  Interestingly, a study by Dalgard et al 

(2004) reported that active injecting drug users (IDUs) who believed they were infected with 

HCV had poorer HRQoL than those who did not or who did not know their status, 
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irrespective of their actual serostatus, implying the knowledge (or assumed knowledge) of 

HCV positive status impacts HRQoL in addition to actually being infected with the virus.  This 

echoes earlier work from a much smaller sample which found people who injected drugs, but 

were unaware of their HCV positive status had better HRQoL than those who were aware of 

their infection 26 years after being infected (Rodger et al, 1999).  A recent much larger study 

from Scotland supports these findings.  McDonald et al (2013) assessed almost 3000 current 

IDUs accessing Injecting Equipment Provision Services in Scotland using the EQ-5D 

questionnaire and anonymised dried bloodspot testing, reporting a reduction in HRQoL 

between those who were aware of their HCV positive status and those who were not.  

Additionally, no difference in HRQoL was found between HCV negative IDUs and those who 

were HCV positive but unaware of their infection, supporting other work suggesting the 

impact of an undiagnosed HCV infection upon groups with already lower HRQoL than 

population norms places little additional burden, possibly due to the extent of co-morbidities 

present and overall lower HRQoL anyway (e.g. Schwarzinger et al, 2004; Thein et al, 2006).  

In exploring the reasons for these findings however, it becomes evident that the quantitative 

data available fails to provide sufficient insight.  Why does undiagnosed HCV fail to impact 

on HRQoL for this population when it has been demonstrated to have a detrimental effect in 

other groups such as blood donors? (E.g. Strauss et al, 2014).  Is the negative ‘label’ of HCV 

constructed around preconceptions about the chronic nature of the virus and its historically 

poor treatment outlook, or from external influences such as societal stigma?  These points 

will be returned to in due course, when the qualitative literature surrounding the lived 

experience of HCV is examined. 

 

In addition to substance use, other comorbid psychiatric and medical problems have also 

been implicated in reducing HRQoL in HCV patients (Taliani et al, 2007; Hsu et al, 2012).  

Häuser et al (2004) argued that comorbidity is the best predictor of overall HRQoL reduction 

in patients with HCV, and further studies also highlight the importance of underlying medical 

and psychiatric comorbidities in reductions to both the mental health domains (Lim et al, 
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2006; Snow et al, 2010) and the physical domains (Kwan et al, 2008) of HRQoL 

assessment. 

 

Causal Investigation: Stigma 

As already described, substance users who were aware of their infection had lower HRQoL 

than those who were unaware (Rodger et al, 1999; McDonald et al, 2013) which may be due 

in part to the effects of stigmatisation towards these individuals which negatively affect their 

social status and self-image (Rodger et al, 1999).  In one of the very few studies to combine 

a qualitative approach with a quantitative HRQoL assessment, Miller, Hiller and Shaw (2001) 

described patients’ distress by the perceived stigma associated with HCV, however without 

this qualitative adjunct the effect of stigma is poorly understood in the majority of HRQoL 

quantitative research.   

 

HRQoL Pre-Treatment 

The impairment in HRQoL for individuals with HCV has been shown to be equivalent to, or 

more severe than, the impact on physical and general health experienced by patients with 

other chronic conditions such as hypertension, type II diabetes, arthritis or depression 

(Bayliss et al, 1998; Bonkovsky et al, 1999; Kallman et al, 2007) and has more impact on 

physical domains than hepatitis B in mono-infection (Foster, Goldin & Thomas, 1998; 

Bondini et al, 2007) and in HIV co-infected individuals (Gillis et al, 2013).  Of note, HCV also 

has a negative impact on mental health, an area in which detriments in other conditions are 

generally smaller (Foster, 2009; Tillmann et al, 2011). 

 

A reduction in HRQoL can occur even in the absence of cirrhosis or significant liver disease 

(Foster, Goldin & Thomas, 1998; Bonkovsky et al, 1999; Córdoba et al, 2003; Häuser et al, 

2004; Rowan et al, 2005; Helbling et al, 2008), and does not appear to be associated with 

Alanine Aminotransferase (ALT) levels (Foster, Goldin & Thomas, 1998; Miller, Hiller & 

Shaw, 2001; Arora et al, 2006; von Wagner et al, 2006; Helbling et al, 2008).  Where 
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advanced significant liver disease does occur however, further reductions in HRQoL are 

reported on a sliding continuum from advanced bridging fibrosis, to compensated cirrhosis to 

decompensation (Córdoba et al, 2003; Bonkovsky et al, 2007; Kallman et al, 2007; 

Björnsson et al, 2009; Snow et al, 2010).  Although most HRQoL domains are affected, 

reductions in physical components are most frequently noted as being most sensitive to the 

negative impact of cirrhosis (Bayliss et al, 1998; Córdoba et al, 2003; Bonkovsky et al, 2007; 

Kallman et al, 2007; Mandorfer et al, 2014).  This low HRQoL in untreated HCV patients has 

been reported to have substantial economic costs to society, through loss of productivity, 

increased absenteeism from work and increased use of healthcare resources (El Khoury, 

Vietri & Prajapati, 2012; Liu et al, 2012). 

 

HRQoL During-Treatment 

The treatment of HCV has long been associated with a further transient reduction in HRQoL, 

largely attributed to the drugs used during therapy.  For example, patients treated with 

Interferon-α (IFN) with or without ribavirin (RBV) demonstrated a significant increase in 

depression (Hunt et al, 1997), severe treatment-related distress (Bianchi et al, 2000) and a 

general decline in HRQoL during the period of therapy, which then returned to or surpassed 

baseline levels by 24 weeks post-treatment for those patients who achieved a Sustained 

Virological Response (SVR) (Ware et al, 1999; McHutchison et al, 2001).  With the 

pegylation of interferon (PEG-IFN) a reduced impairment in HRQoL and less fatigue were 

reported during PEG-IFN and RBV therapy compared to IFN & RBV, especially in the initial 

12-24 weeks, which had important implications for reducing treatment discontinuation 

(Bernstein et al, 2002; Rasenack et al, 2003, Hassanein et al, 2004, Mathew et al, 2006).  

The majority of these findings were from large multi-centre trials, however a similar pattern of 

transient decrement in HRQoL has also been described in observational cohorts (Kang et al, 

2005; Hollander, Foster & Weiland, 2006; Sinakos et al, 2010; Marcellin et al, 2011; 

Matsushita et al, 2014) and in HIV/HCV co-infection (Thein et al, 2007; Kemmer et al, 2012; 

Mandorfer et al, 2014). 
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With the arrival of Direct Acting Antivirals (DAAs), HRQoL data has begun to be reported 

timeous alongside biomedical end points.  The polymerase inhibitor sofosbuvir was the first 

drug to have PEG-IFN free regimens reported in relation to HRQoL, which show significantly 

less impairment during therapy, although a modest decrement still remains during the 12 

week treatment duration (Younossi et al, 2014a; Younossi et al, 2014b).  As this data is 

exclusively from clinical trials it remains to be seen whether a similar scenario is observed in 

a patient population more representative of a typical clinical cohort; for example one 

including active substance users. 

 

HRQoL Post-Treatment 

For patients who achieve an SVR, benefits of treatment have been reflected in 

improvements to fatigue, and both physical and mental health domains of their HRQoL 

(Table 3).  The domains in which improvements are reported are not consistent however, 

and indeed some studies have reported HRQoL remains significantly impaired following viral 

clearance with interferon therapy (e.g. Tillmann et al, 2011).  With the differences between 

results from the reported studies, it is important to examine the various limitations that may 

have influenced these findings. 

 

The time-point at which post-treatment HRQoL is measured could potentially influence the 

results obtained.  For example, Pojoga et al (2006) concluded that antiviral therapy does not 

improve HRQoL, however their post-treatment measurement was taken immediately after 

therapy had finished.  In contrast, a cross-sectional study by John-Baptiste et al (2009) 

reported that patients who had achieved an SVR had improved HRQoL at an average of 3.7 

years post-therapy.  The majority of studies have measured for improvement in HRQoL at 24 

weeks post end of treatment, a time when Helbling et al (2008) note that the positive 

emotional response due to treatment success is still strong and possibly influences 

responses.  More recently, measurement of SVR at week 12 post-treatment has been 
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Table 3: Summary of all studies identified within the quantitative search arm (see supplementary file 1) comparing HRQoL in HCV patients (as measured by 
SF-36 or HQLQ) who achieve SVR compared to their baseline levels or non-responders.  Only studies where data for SF-36/HQLQ subscales has been 
reported are included.  ‘S’ indicates a reported statistically significant improvement compared to baseline levels or non-responders, ‘T’ indicates a trend 
towards (*indicates SVR12 reported). 
 
 

 

Author & Year n =
Clinical 

Trial Data?

Physical 

Function

Role 

Physical
Bodily Pain

General 

Health
Vitality

Social 

Functioning

Role 

Emotional

Mental 

Health
PCS MCS Sleep 

Health-

Distress

CHC Health-

Distress

CHC 

Limitations

Bonkovsky et al (1999) 642  S S S S S

Ware et al (1999) 324  S S S S S S

McHutchison et al (2001) 912  S S S S

Bernstein et al (2002) 1441  S S S S S S S S S S

Desmorat et al (2003) 168 S S S S S S S S S S

Rasenack et al (2003) 531  S S S S S S S S

Hassanein et al (2004) 1121  S S S S S S S S S S

Perillo et al (2004) 412  T T

Kang et al (2005) 182 S S S S S S S S

Arora et al (2006) 491  S S S S S S

92 S S S S S S S S S S S S S

46 S S S S S S S S S S S S S

Dan et al (2006) 271 S

Hollander et al (2006) 147 S S S S S

Mathew et al (2006) 25  T

Pojoga et al (2006) 35

Bonkovsky et al (2007) 1144  S S S S S S

Thein et al (2007) 34 S S S S S S S S S

John-Baptiste et al (2009) 235 S S S S S S S S S S S S S

Sinakos et al (2010) 99 S S S T S S S

Marcellin et al (2011) 1860 S S

Bezemer et al (2012) 128  S S

Isaacs et al (2013) 118 S S S S S S

Jerkeman et al (2014) 40

Younossi et al (2014a)* 192  S

278  S

215  S S T

201  S T S S S

327  S S S

Younossi et al (2014c)* 334  S S S

SF-36 Subscales HQLQ Additional DomainsSF-36 Summary Scales

Younossi et al (2014b)*

Bini & Mehandru (2006) 
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accepted as a primary end point for most clinical trials (Chen et al, 2013) with HRQoL data 

also collected at this time-point, possibly when the emotional response is even stronger, or 

the effects of treatment are still being felt. 

 

Another frequently reported limitation in the literature is that of patient awareness of their 

serological result prior to completion of the psychometric tools; do patients feel better, simply 

because they know they have now cleared the infection?  McHutchison et al (2001) argued 

that as changes in HRQoL are seen in different domains and not reported ‘across-the-

board’, it was unlikely that awareness of SVR was entirely responsible for the observed 

improvements.  A later study which blinded serological results to patients and investigators 

found improvements in mental health for patients who had undetectable HCV RNA at week 

12 of therapy compared to those who remained detectable (Quarantini et al, 2008), 

supporting the theory that knowledge of cure cannot account for all HRQoL increases alone.   

 

As shown, the quantitative literature deals primarily with HRQoL cause and effect, reducing 

the burden of illness to numeric estimates which may demonstrate statistical and clinical 

significance, but the true patient experience, and the patient voice, remains silent.  It is with 

this in mind that we turn to the qualitative literature, and examine the main themes present in 

that body of work, beginning with the experience of diagnosis. 

 

Diagnosis 

A number of studies have drawn on the theory of chronic illness as biographical disruption 

(Bury, 1982) to provide insight into their participants’ narratives of diagnosis.  Medically, HCV 

is defined as a chronic infection if it does not spontaneously resolve within the first 6 months 

following acquisition (Seeff, 2002), however socially-constructed chronicity refers to a state 

of long-term pain and suffering that may not be ‘cured’ (Martin & Peterson, 2009).  For many, 

an initial reaction of shock was accompanied by overwhelming feelings of fear, denial, anger 

and depression following their HCV diagnosis (Glacken, Kernohan & Coates, 2001; 
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Tompkins, Wright & Jones, 2005; Sutton & Treloar, 2007; Groessl et al, 2008; Janke et al, 

2008; Sgorbini, O’Brien & Jackson, 2009; Olsen, Banwell & Dance, 2012).  Faye & Irurita 

(2003) describe their participants feeling condemned, with their futures being forfeited: 

 

“It was a death sentence.  Not knowing a lot about it, and asking my doctor if I was 

going to die in ten years and he couldn’t tell me” (Faye & Irurita, 2003 p.94) 

 

In participants who had a history of injecting drug use, reactions to HCV diagnosis were 

sometimes modified and tempered, either because they suspected they were HCV positive 

anyway (Temple-Smith, Gifford & Stoové, 2004; Olsen, Banwell & Dance, 2012), or because 

of multiple HCV diagnoses within their peer group around the same time, providing context 

and mitigating the impact (Fry & Bates, 2012).  It also served as an unwelcome reminder of 

a previous time in their lives, potentially exposing an earlier identity that many had worked 

hard to put behind them (Grundy & Beeching, 2004; Fry & Bates, 2012; Olsen, Banwell & 

Dance, 2012; Hill et al, 2014): 

 

“I was thrown right back there and it was awfully upsetting because I really did think 

that that time of my life was past and that I’d come to terms with grief and difficulty and 

all sorts of things in my life.  And what happened?  The legacy…” (Fry & Bates, 2012 

p.467) 

 

For individuals who had been experiencing significant symptoms of HCV such as 

unexplained fatigue, the intensely negative reaction to their HCV diagnosis also came with a 

sense of relief as their health problems had finally been formally identified and medically 

labelled (Glacken, Kernohan & Coates, 2001; Copeland, 2004; Groessl et al, 2008).  

Importantly, the reaction of current IDUs to an HCV diagnosis appears to be significantly less 

traumatic; not conforming to Bury’s (1982) notions and perhaps representing more 
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‘biographical reinforcement’ (Carricaburu & Pierret, 1995) than ‘biographical disruption’.  This 

will be discussed in greater detail in due course. 

 

Following diagnosis, the re-evaluation of an individual’s life and an attempt to regain control 

are commonly reported.  Diagnosis can serve as a catalyst for the re-examination of life’s 

priorities (Glacken, Kernohan & Coates, 2001), attempting to integrate HCV into a 

comfortable, acceptable and balanced future life (Faye & Irurita, 2003).  A lack of information 

and understanding of HCV at diagnosis could hinder this process however, denying the 

sought after sense of control and exacerbating prognostic uncertainty (Glacken, Kernohan & 

Coates, 2001; Sutton & Treloar, 2007).  

 

The Lived Experience of HCV: Fatigue 

Fatigue is one of the most prevalent symptoms of HCV reported (Glacken, Kernohan & 

Coates, 2001; Glacken et al, 2003; Conrad et al, 2006; Groessl et al, 2008; Fry & Bates, 

2012; Jiwani et al, 2013), and a greater understanding of how this impacts HRQoL starts to 

emerge when reviewing the qualitative data.  The fatigue experienced has been described 

as discernible from ‘normal fatigue’ and multidimensional in nature, perniciously impacting 

on physical, cognitive and affective dimensions, creating a whole body feeling of fatigue 

which is unrelieved by rest  (Glacken, Kernohan & Coates, 2001; Glacken et al, 2003): 

 

 “You cannot fight it; it is not a tiredness that you can fight like a normal tiredness.  A 

normal tiredness, you can fight it and get a second wind or if you had a few cups of 

coffee, it would keep you going.  None of this works with this tiredness” (Glacken et al, 

2003 p.247) 

 

The unpredictability of symptoms has also proved challenging.  A number of studies 

describe sporadic and episodic experiences of HCV illness (Conrad et al, 2006; Sutton & 
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Treloar, 2007) which have a high impact on life when they occur, but when absent almost 

serve to reinforce a notion that the virus is not currently affecting health (Swan et al, 2010).   

 

The Lived Experience of HCV: Onward Transmission 

The possibility of passing the virus onto others has evoked strong reactions in a number of 

studies, with some participants citing it as a far greater HRQoL issue than any physical 

symptoms experienced (Conrad et al, 2006).  Women have discussed worries over vertical 

transmission to children (Temple-Smith, Gifford & Stoové, 2004; Conrad et al, 2006), which 

in addition to causing possible disruption to plans for a family, can also impact sex lives and 

relationships (Grundy & Beeching, 2004; Lenton et al, 2011; Jiwani et al, 2013).  The 

knowledge that HCV is contagious, and subsequent fear of transmission to others, forms a 

large part of the psychological impact of living with HCV, eliciting constant feelings of anxiety 

and sadness (Hill et al, 2014). 

 

The Lived Experience of HCV: Impact on Current IDUs 

As previously mentioned, the reaction of current IDUs to an HCV diagnosis appears 

significantly less traumatic than those who stopped injecting many years ago and those who 

acquired HCV through another route.  A lack of shock following the diagnosis (Faye & Irurita, 

2003; Groessl et al, 2008; Harris, 2009) appears to be accompanied by a sense of 

inevitability linked to a high prevalence of HCV within their social networks (Sutton & Treloar, 

2007; Olsen, Banwell & Dance, 2012; Hill et al, 2014).  A commonly reported consequence 

of HCV diagnosis is an intense and overwhelming depression, however in current IDUs this 

has been described as shallow, and nothing to be dwelt on (Faye & Irurita, 2003) epitomised 

by a “what’s done is done, I can’t change it now…” (Tompkins, Wright & Jones, 2005, p.265) 

attitude.  Davis & Rhodes (2004) note that HCV is constructed as something acquired rather 

than caught among the IDUs they interviewed in London, language that implies transmission 

is unavoidable, normalized and almost acquired over time; a ubiquitous risk.  Wozniak et al 

(2007) explored this apparent normalization of HCV amongst IDUs in Canada, describing 
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HCV as a defining characteristic of injecting drug use.  Further work from Australia reiterates 

these perceptions, with one study participant articulating her experience: 

 

“And nobody talked about hep C really.  I mean you know, in passing, it was just so 

assumed everybody had it.  And nobody saw it as a big deal.  No-one was thinking 

about it.  Nobody thought it was anything other than just a complete minor detail that 

had no bearing on life at all” (Harris, 2009 p.1032) 

 

Roy et al (2007) suggest that an HCV diagnosis could actually have a positive significance 

for some, as it enables the individual to feel just like everyone else in their situation, or “… 

one of the gang, like” (Roy et al, 2007 p.400).  These ambivalent views towards disease 

diagnosis are at odds with Bury’s (1982) account of biographical disruption, and instead 

appear to reinforce conceptions of self-identity and personal biography (Carricaburu & 

Pierret, 1995); HCV infection is synonymous with injecting drug use, and therefore injecting 

drug use will naturally lead to HCV infection (Olsen, Banwell & Dance, 2012). 

 

HCV may also have limited impact on life, as the diagnosis can be lost in a sea of multiple 

disruptions.  In work with IDUs in Edinburgh, Copeland (2004) describes apathy towards 

having HCV perhaps stemming from multiple traumas faced in day-to-day life, and the 

significance of being HCV positive eclipsed by problematic existences and their identity as a 

‘problem drug user’.  If the severity of HCV in relation to other more immediate life-

threatening conditions (such as overdose) is considered, health problems that may not 

develop for many years such as those linked to HCV are unlikely to be overly concerning or 

prioritised, and activities that seek to improve an unimaginable future, such as HCV 

treatment, are not options worth investing in (Roy et al, 2007).  Williams (2000) astutely 

notes that biographical disruption is perhaps more keenly felt among the privileged rather 

than disadvantaged sections of society. 
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As well as being contextualised within an individual’s life, a diagnosis of HCV is often 

described in relation to HIV/AIDS (Copeland, 2004; Davis & Rhodes, 2004; Cullen et al, 

2005; Tompkins, Wright & Jones, 2005; Roy et al, 2007; Wozniak et al, 2007; Munoz-Plaza 

et al, 2008; Harris, 2009; Swan et al, 2010; Lekas, Siegel & Leider, 2011).  HIV is often 

defined as the primary viral risk for injecting drug use, with the seriousness of HCV being 

undermined by HIV (Davis & Rhodes, 2004).  Excerpts from studies showing participants 

reactions at diagnosis serve to highlight this point: 

 

“I wouldn’t mind but I was in bits waiting for the results…the doctor was there going 

‘now…you have hepatitis C.’ I was there going ‘hurry up and tell me about the (HIV) 

virus’” (Cullen et al, 2005 p.74) 

 

“She told me ‘everything looks fine, except it’s written positive next to hepatitis C’.  So 

I said to her, ‘can I see? I hope I don’t have AIDS’” (Roy et al, 2007 p.400) 

 

Even in HIV/HCV co-infection, a diagnosis of HCV can be over-shadowed by already having 

HIV (Copeland, 2004; Lekas, Siegel & Leider, 2011).  As public health harm-reduction 

messages for drug users historically centred on HIV prevention, HCV appeared within this 

framework later as an additional concern (Davis & Rhodes, 2004; Harris, 2009).  This ‘lesser 

of two evils’ perception appears to pervade, with HCV presented as relatively benign in 

comparison to HIV, and cited as a reason why further investigations and treatment are not 

accessed post diagnosis (Swan et al, 2010). 

 

The fact that HCV is often asymptomatic can also contribute to its low priority in lives with 

many competing demands.  Although fatigue, cognitive impairment and depression are 

known symptoms, these are not ubiquitous, and where they do occur may not always be 

attributed to HCV, particularly where there is co-morbid active substance use.  Due to the 

lack of physical impact there is no sense of threat from harbouring the virus (Fraenkel et al, 
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2005) and it therefore becomes an insignificant part of people’s lives (Sutton & Treloar, 

2007).  Witnessing substance users ‘living normally’ and showing no signs of sickness can 

reinforce the normalization and social accommodation of HCV within social networks, 

psychologically and socially preparing other members for a potential diagnosis (Faye & 

Irurita, 2003; Carrier, LaPlante & Bruneau, 2005). 

 

Reviewing these narratives as a whole, it could be easy to construe that all current 

substance users are disinterested in their health.  However, despite repeated reports of an 

HCV diagnosis having little impact upon lives (Faye & Irurita, 2003; Sutton & Treloar, 2007; 

Olsen, Banwell & Dance, 2012), there are examples of individuals reacting badly to the news 

(Tompkins, Wright & Jones, 2005; Sutton & Treloar, 2007).  For some, an overwhelming 

sense of contamination has been described accompanied by a response characterized by 

despair (Fraser & Treloar, 2006).  Rather than focusing the individual to address the cause 

however (by potentially seeking treatment), a number of accounts relate a sense that the 

infection is now with them for life, and as such interest in their health may actually decrease: 

 

“Oh what’s the use? You’ve got it, it’s not going to go away, what’s the use?” (Fraser 

& Treloar, 2006 p.106) 

 

“What’s the point? I’m either going to die from drugs or from liver disease” (Groessl et 

al, 2008 p.1961).  The authors note that immediately after diagnosis this participant 

began using drugs again. 

 

The Lived Experience of HCV: Stigma 

The preponderance of accounts detailing individuals’ experience of stigma in relation to 

HCV, create an overriding and pervasive theme within the literature on life experience, and 

again highlight its relative absence from the quantitative work.  The stigma experienced is 

multifaceted, incorporating a number of factors including the involvement of an infectious 
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agent (Faye & Irurita, 2003; Conrad et al, 2006; Fraser & Treloar, 2006) and an association 

with HIV/AIDS (Zickmund et al, 2003), however the most frequently described association is 

with illicit injecting drug use (Faye & Irurita, 2003; Zickmund et al, 2003; Conrad et al, 2006; 

Paterson et al, 2006; Butt, Paterson & McGuinness, 2008).  This link to substance use is 

persistent and tenacious, and stigma and discrimination related to substance use have been 

experienced by many individuals with HCV irrespective of their mode of acquisition (Faye & 

Irurita, 2003; Butt, Paterson & McGuinness, 2008; Fry & Bates, 2012; Hill et al, 2014): 

 

“We are all tarred with the same brush.  People think ‘hepatitis’, yeah they’re all drug 

addicts, and they think ‘they’ve done something wrong’” (Hill et al, 2014 p.5) 

 

These stigmatising attitudes are encountered from family, friends, colleagues and also 

frequently within the healthcare setting (Miller, Hiller & Shaw, 2001; Zickmund et al, 2003; 

Grundy & Beeching, 2004; Temple-Smith, Gifford & Stoové, 2004; Tompkins, Wright & 

Jones, 2005; Butt, Paterson & McGuinness, 2008; Janke et al, 2008; Sgorbini, O’Brien & 

Jackson, 2009; Fry & Bates, 2012; Jiwani et al, 2013; Hill et al, 2014).  Accounts from the 

literature also demonstrate an internalised stigma, whereby HCV positive individuals 

assimilate these widely held social views and describe feeling contaminated, dirty or ‘like a 

leper’ (Glacken, Kernohan & Coates, 2001; Miller, Hiller & Shaw, 2001; Zickmund et al, 

2003; Grundy & Beeching, 2004; Fraser & Treloar, 2006; Sutton & Treloar, 2007; Hill et al, 

2014). 

 

A decision not to disclose HCV positive status is often borne out of fears around subsequent 

stigmatisation (Glacken, Kernohan & Coates, 2001; Faye & Irurita, 2003; Tompkins, Wright 

& Jones, 2005; Conrad et al, 2006; Fraser & Treloar, 2006; Sutton & Treloar, 2007; Butt, 

Paterson & McGuinness, 2008; Sgorbini, O’Brien & Jackson, 2009; Jiwani et al, 2013; Hill et 

al, 2014), and can have a substantial impact on people’s lives, for example by not identifying 

oneself as HCV positive, the opportunity to obtain support is lost (Faye & Irurita, 2003; Hill et 
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al, 2014).  In addition, any causal explanation for symptoms being experienced is removed, 

meaning individuals may have to continue working whilst extremely fatigued, or deny any 

emotional stress they may be suffering (Butt, Paterson & McGuinness, 2008; Fry & Bates, 

2012): 

 

“It requires a constant vigilance on my part not to let it slip…you always have to 

appear ‘normal’ regardless of how you are really feeling” (Glacken, Kernohan & 

Coates, 2001 p.110) 

 

Non-disclosure can have more wide reaching implications.  Butt, Paterson and McGuinness 

(2008) describe how one participant in their study quit his job and withdrew socially to 

conceal the diagnosis and associated symptoms.  Although this voluntary social withdrawal 

may seem an extreme reaction, it serves to illustrate the impact of deep-seated and 

entrenched discrimination towards individuals with HCV which pervades unchanged 

throughout the historic literature up to the present day.  Clearly, social isolation is not purely 

a voluntary undertaking however, and Glacken, Kernohan and Coates (2001) describe the 

diagnosis of HCV resulting in participants feeling their ‘social identity’ had been stripped 

away, preventing them from maintaining previous social relationships.   

 

The Experience of HCV Treatment 

In addition to offering valuable insights into how HCV impacts on day-to-day life, the 

qualitative research also explores how the transient decrement in HRQoL reported in the 

quantitative literature is experienced, illustrating its impact on daily life and offering a greater 

depth of understanding.  The side-effects of IFN-based therapy are expounded with a clear 

patient voice, illuminating their intense and persistent nature and contextualising their impact 

on the individual.  These side-effects compromise employment opportunities and contribute 

to absenteeism (Hopwood & Treloar, 2005), affect physical appearance and changes in 

demeanour resulting in altered perceptions by others (Sheppard & Hubbert, 2006), and 
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contribute to social isolation (Janke et al, 2008).  The persistence of these symptoms 

throughout the course of treatment, and the unpredictability of onset are also significant 

factors contributing to the reduced HRQoL experienced (Fraenkel et al, 2006).   

 

With insights into the lived experience of treatment and its side-effects, understandings into 

how these symptoms are managed and strategies for coping are also illuminated.  Hopwood 

& Treloar (2008) focused on Resilience Theory, describing participants drawing on past 

experience of drug dependence, their history and experience of living with a chronic illness 

and challenges and lessons learned from a socially disadvantaged life.  This theory is borne 

out in other studies, with examples of patients undergoing HCV treatment relating their use 

of anger management techniques learned at an alcohol treatment centre (Taylor-Young & 

Hildebrandt, 2009), and eschewing HCV support groups in favour of more familiar 12-step 

programmes previously attended (Sheppard & Hubbert, 2006).  In addition to resilience, 

support from friends and family is also a key factor in adherence to and continuation of 

treatment (Sgorbini, O’Brien & Jackson, 2009; Swan et al, 2010; Chapman & McManus, 

2012), with recurrent reports of strong family support not uncommon in the literature 

(Sheppard & Hubert, 2006; Jiwani et al, 2013; Manos et al, 2013), although a mixture of 

positive and often very negative experiences in relation to friends and family are frequently 

described. 

 

Discussion 

As the experience of illness and treatment from the patient perspective continues to gain 

importance, this review has endeavoured to demonstrate the value of considering patient-

reported outcome measures from a variety of sources.  Psychometric instruments describe 

the health status of individuals at specific time points, providing valuable data to satisfy drug 

licensing requirements, and also providing quantifiable and accessible insights into HRQoL.  

These are beneficial for assessing cost utility and thus the economic benefits of an 

intervention.  However, much of this evidence comes from large randomised controlled trials 
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(RCTs), whose participants are often unrepresentative of the larger HCV population, 

undermining ecological validity and generalizability (Britton et al, 1999; Van Spall et al, 

2007).  To illustrate this point, Beinhardt et al (2012) examined whether selection bias was 

observed within their clinical centre for patients who underwent HCV treatment through an 

RCT.  Those enrolled to an RCT had less advanced liver disease, less frequent history of 

psychiatric disorders and were less likely to be prescribed opioid-substitution therapy 

compared with those receiving routine care, which was largely driven by the studies 

exclusion criteria.  In another example, in a large RCT for patients being treated with 

telaprevir, Vera-Llonch et al (2013) reported trial participants’ baseline EQ-5D scores were 

actually higher than published US population norms making them not only unrepresentative 

of the HCV population, but of the general population as well.  These types of selection bias 

conspire to present evidence for HRQoL obtained under ‘ideal’ conditions, with far fewer 

reports on the effect in ‘real-world’ populations with HCV.   

 

In addition to concerns regarding generalizability, there are also methodological difficulties 

with psychometric questionnaires measuring HRQoL.  Individuals with low literacy skills are 

frequently excluded from studies that develop and validate self-completed questionnaires 

(Jahagirdar et al, 2013) and within the field of HCV this has particular relevance, as it is 

estimated that up to 90% of those infected are current or former substance users 

(Hutchinson et al, 2006) who typically fall into this category.  The use of psychometric 

questionnaires has not therefore been validated in actively substance-using populations 

(Dalgard et al, 2004).  Further methodological difficulties including the complexity of 

choosing the correct tool, the lack of standardization across a condition-specific field, and 

the extent to which the chosen tool covers the concept being investigated have also been 

reported (Refolo et al, 2012).  For example, recent trials using direct acting antivirals in the 

treatment of HCV administered four separate questionnaires to their patients; a generic 

HRQoL survey, a disease-specific HRQoL survey, a questionnaire assessing the impact of 

fatigue, and one investigating impairment in daily activities and work productivity (Younossi 
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et al, 2014a).  The sheer volume of paperwork involved in completing these questionnaires, 

and the time and concentration required to do so questions the quality of the information 

collected.  In addition, questionnaires may not capture the most pertinent concerns of the 

patient.  These instruments do not elucidate what strategies are employed by people to cope 

with any decrements to HRQoL they may experience, or explore the impact on behaviour 

and functioning in wider society. 

 

The qualitative literature therefore not only complements the quantitative HRQoL data, but 

also aids its interpretation.  For example, the insights gained into how HCV is viewed as a 

chronic illness help explain the variation in HRQoL observed in quantitative studies.  If living 

with HCV is considered along a chronic illness continuum, then a deeper insight into varying 

responses to psychometric assessments which are made at specific points in time is gained.  

Without this insight, it could be argued that compiling these responses and effectively 

reporting a ‘mean value’ has limited relevance and clinical application.  Indeed, this 

approach also masks the disparity of reactions to diagnosis amongst current IDUs and other 

groups illuminated by the qualitative paradigm; a lower HRQoL is not necessarily 

experienced in the same way by all those it affects, which may have significant implications 

for engagement in treatment services.  Further, without accounting for the social 

stigmatisation HCV elicits (Paterson et al, 2007), the findings of most questionnaire-based 

HRQoL research are left open to conjecture.  Qualitative studies give a recognisable voice to 

the decrements and improvements in HRQoL described in the quantitative work, in addition 

to revealing more nuanced and deeper insights which also have important clinical 

significance.  The two bodies of research are therefore not only complementary, but 

essentially interconnected; the depth of understanding of the true burden of illness is absent 

unless qualitative accounts of the lived experience are reviewed concurrently alongside 

quantitative research.  An equivalent value should therefore be applied to this body of work; 

however there is a distinct disparity between their relative authorities. 
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Quantitative HRQoL data is highly valued by policy makers, however reference to qualitative 

HRQoL research is largely absent from clinical management guidelines.  The Scottish 

Intercollegiate Guidelines Network (SIGN) (2013) reference HRQoL only once in their HCV 

management guidelines.  The European Association for the Study of the Liver (EASL) (2014) 

also contain one citation; and the American Association for the Study of Liver Diseases 

(AASLD & IDSA, 2014) address the issue briefly, but in slightly more detail through the 

context of extra-hepatic manifestations of HCV such as fatigue.  In documents aimed at 

guiding clinical practice, the omission of any significant input from HRQoL data highlights 

their medical focus; these are guidelines for the management of the hepatitis C virus, not the 

care of the patient. 

 

All of these guidelines are designed to assist clinical decision-making in order to optimise the 

management of HCV patients, however do so with little focus on how that management may 

affect the individual’s life, or indeed what the HCV positive individual’s priorities may actually 

entail.  This seems contradictory to the biopsychosocial model of care; in which 

recommendations encompassing the management of the virus, should be combined with 

recommendations for humane treatment.  Addressing the impact of HCV on an individual’s 

HRQoL is perhaps as valuable as knowing the most efficacious drug combination to treat the 

virus, yet this focus is effectively absent from clinical guidance.  Some bodies, such as The 

Australasian Hepatology Association (2012) have produced nursing guidelines which begin 

to address this issue, however a more global multidisciplinary initiative would contribute to 

ensuring that HCV care remains patient-focused, and not entirely results driven in an age of 

care characterised by drug development.  It is also possible that as the influx of new 

treatments for HCV continues, decision-makers may ask that drugs be assessed not only on 

clinical efficacy or economic efficiency but also on humanistic outcomes (Gao et al, 2012). 

 

As with all syntheses of research, there are limitations to this review.  There is the possibility 

that relevant literature has been inadvertently omitted, however the search strategies aimed 
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to account for this through the use of multiple databases and broad search terms.  

Publication bias may be evident due to the inclusion of interventional studies in the 

quantitative arm, however discussion of the limitations of these has been made, and to 

exclude these from the review could itself lead to a narrative bias considering their 

abundance within the literature.  To ensure all included articles were peer-reviewed, 

unpublished works were not included.  Within the qualitative narrative, the included studies 

were conducted in different settings with a diverse group of participants, however the 

identification of broad key themes purposefully aimed to transcend these limitations and 

focus on shared insights.  Finally, as previously mentioned, the variation in how drug use is 

reported within the published literature, and the lack of consensus on what constitutes 

‘substance use’ or ‘drug abuse’, and poor definition of the terms ‘active’, ‘current’ or 

‘previous’ drug use is problematic.  For the purposes of this review, supplementary files 1 

and 2 make explicit the inclusion criteria stated in individual studies, however further clarity 

around this matter would benefit the interpretation of this literature as a whole. 

 

Conclusion 

Whilst the quantitative literature continues to report contemporary data on HRQoL with new 

treatment regimens (e.g. Younossi et al, 2014a), only one qualitative study reporting patient 

perspectives on HCV treatment since the advent of triple therapy has been published to date 

(Rasi et al, 2014), and as such a rounded contemporary understanding of HRQoL for 

individuals with HCV is absent.  This review aims to catalyse further qualitative research in 

this area and to provoke discussion into the greater use of all HRQoL data within the 

development of clinical practice guidelines. 

 

 

Acknowledgements 

This work was conducted as part of a post-graduate research degree, funded by the Clinical 

Academic Research Career (CARC) Scheme, a collaboration between NHS Lothian, 



30 
 

Edinburgh Napier University, Queen Margaret University, the University of Edinburgh and 

NHS Education Scotland. 

 

References 

 

ARORA S., O’BRIEN C., ZEUZEM S., SHIFFMAN M., DIAGO M., TRAN A., POCKROS P., REINDOLLAR R., 

GANE E., PATEL K., WINTFELD N. & GREEN J. (2006) Treatment of Chronic Hepatitis C Patients with 

Persistently Normal Alanine Aminotransferase Levels with the Combination of Peginterferon α-2a (40 kDa) Plus 

Ribavirin: impact on health-related quality of life Journal of Gastroenterology and Hepatology 21(2) pp.406-412 

 

AASLD & IDSA (2014) Recommendations for Testing, Managing and Treating Hepatitis C Available from 

http://www.hcvguidelines.org/fullreport [Accessed on 29.09.2014] 

 

AUTRALASIAN HEPATOLOGY ASSOCIATION (2012) AHA Consensus-Based Nursing Guidelines for the Care 

of Patients with Hepatitis B, Hepatitis C, Advanced Liver Disease and Hepatocellular Carcinoma Available from 

http://www.hepatologyassociation.com.au/external/downloads/AHA_Guidelines_WEB.pdf [Accessed on 02.10.14] 

 

BAYLISS M., GANDEK B., BUNGAY K., SUGANO D., HSU M. & WARE J. (1998) A Questionnaire to Assess 

the Generic and Disease-Specific Health Outcomes of Patients with Chronic Hepatitis C Quality of Life Research 

7(1) pp.39-55 

 

BEINHARDT S., STAETTERMAYER A., RUTTER K., MARESCH J., SCHERZER T., STEINDL-MUNDA P., 

HOFER H. & FERENCI P. (2012) Treatment of Chronic Hepatitis C Genotype 1 Patients at an Academic Centre 

in Europe Involved in Prospective, Controlled Trials: Is There a Selection Bias? Hepatology 55(1) pp.30-38 

 

BERNSTEIN D., KLEINMAN L., BARKER C., REVICKI D. & GREEN J. (2002) Relationship of Health-Related 

Quality of Life to Treatment Adherence and Sustained Response in Chronic Hepatitis C Patients Hepatology 

35(3) pp.704-708 

 

BIANCHI G., LOGUERCIO C., SGARBI D., ABBIATI R., CHEN C., DI PIERRO M., DISALVO D., NATALE S. & 

MARCHESINI G. (2000) Reduced Quality of Life in Patients with Chronic Hepatitis C: Effects of Interferon 

Treatment Digestive and Liver Disease 32(5) pp.398-405 

 

http://www.hcvguidelines.org/fullreport
http://www.hepatologyassociation.com.au/external/downloads/AHA_Guidelines_WEB.pdf


31 
 

BJÖRNSSON E., VERBAAN H., OKSANEN A., FRYDÉN A., JOHANSSON J., FRIBERG S., DALGÅRD O. & 

KALAITZAKIS E. (2009) Health-Related Quality of Life in Patients with Different Stages of Liver Disease Induced 

by Hepatitis C Scandinavian Journal of Gastroenterology 44(7) pp.878-887 

 

BONDINI S., KALLMAN J., DAN A., YOUNOSZAI Z., RAMSEY L., NADER F. & YOUNOSSI Z. (2007) Health-

Related Quality of Life in Patients with Chronic Hepatitis B Liver International 27(8) pp.1119-1125 

 

BONKOVSKY H., SNOW K., MALET P., BACK-MADRUGA C., FONTANA R., STERLING R., KULIG C., DI 

BISCEGLIE A., MORGAN T., DIENSTAG J., GHANY M. & GRETCH D. and the HALT-C Trial Group (2007) 

Health-Related Quality of Life in Patients with Chronic Hepatitis C and Advanced Fibrosis Journal of Hepatology 

46(3) pp.420-431 

 

BONKOVSKY H., WOOLLEY J. and the Consensus Interferon Study Group (1999) Reduction of Health-

Related Quality of Life in Chronic Hepatitis C and Improvement with Interferon Therapy Hepatology 29(1) pp.264-

270 

 

BRITTON A., McKEE M., McPHERSON K., SANDERSON C. & BAIN C. (1999) Threats to Applicability of 

Randomised Trials: Exclusions and Selective Participation Journal of Health Services Research & Policy 4(2) 

pp.112-121 

 

BURY M. (1982) Chronic Illness as Biographical Disruption Sociology of Health and Illness 4(2) pp.167-182 

 

BUTT G., PATERSON B. & McGUINNESS L. (2008) Living with the Stigma of Hepatitis C Western Journal of 

Nursing Research 30(2) pp.204-221 

 

CARRICABURU D. & PIERRET J. (1995) From Biographical Disruption to Biographical Reinforcement: The 

Case of HIV-Positive Men Sociology of Health and Illness 17(1) pp.65-88 

 

CARRIER N., LaPLANTE J. & BRUNEAU J. (2005) Exploring the Contingent Reality of Biomedicine: Injecting 

Drug Users, Hepatitis C Virus and Risk Health, Risk & Society 7(2) pp.123-140 

 

CHAPMAN F. & McMANUS A. (2012) Hepatitis C Treatment – Better Outcomes Through Partner Support 

Australasian Medical Journal 5(11) pp.585-588 

 



32 
 

CHEN J., FLORIAN J., CARTER W., FLEISCHER R., HAMMERSTROM T., JADHAV P., ZENG W., MURRAY 

J. & BIRNKRANT D. (2013) Earlier Sustained Virologic Response End Points for Regulatory Approval and Dose 

Selection of Hepatitis Therapies Gastroenterology 144(7) pp.1450-1455 

 

CHOO Q., KUO G., WEINER A., OVERBY L., BRADLEY D. & HOUGHTON M. (1989) Isolation of a cDNA 

Clone Derived from a Blood-Borne Non-A, Non-B Viral Hepatitis Genome Science 244(4902) pp.359-362 

 

CONRAD S., GARRETT L., COOKSLEY W., DUNNE M. & MacDONALD G. (2006) Living with Chronic 

Hepatitis C Means ‘You Just Haven’t Got a Normal Life Anymore’ Chronic Illness 2(2) pp.121-131 

 

CONTEDUCA V., SANSONNO D., RUSSI S., PAVONE F. & DAMMACCO F. (2014) Therapy of Chronic 

Hepatitis C Virus Infection in the Era of Direct-Acting and Host-Targeting Antiviral Agents The Journal of Infection 

68(1) pp.1-20 

 

COPELAND L. (2004) The Drug Users’ Identity and How it Relates to Being Hepatitis C Antibody Positive: A 

Qualitative Study Drugs, Education, Prevention and Policy 11(2) pp.129-147 

 

CÓRDOBA J., FLAVIÀ M., JACAS C., SAULEDA S., ESTEBAN J., VARGAS V., ESTEBAN R. & GUARDIA J. 

(2003) Quality of Life and Cognitive Function in Hepatitis C at Different Stages of Liver Disease Journal of 

Hepatology 39(2) pp.231-238 

 

CULLEN W., KELLY Y., STANLEY J., LANGTON D. & BURY G. (2005) Experience of Hepatitis C Among 

Current or Former Heroin Users Attending General Practice Irish Medical Journal 98(3) pp.73-74 

 

DALGARD O., EGELAND A., SKAUG K., VILIMAS K. & STEEN T. (2004) Health-Related Quality of Life in 

Active Injecting Drug Users With and Without Chronic Hepatitis C Virus Infection Hepatology 39(1) pp74-80 

 

DAVIS M. & RHODES T. (2004) Beyond Prevention? Injecting Drug User Narratives about Hepatitis C 

International Journal of Drug Policy 15 pp.123-131 

 

EL KHOURY A., VIETRI J. & PRAJAPATI G. (2012) The Burden of Untreated Hepatitis C Virus Infection: a US 

Patients’ Perspective Digestive Diseases and Sciences 57(11) pp.2995-3003 

 



33 
 

EUROPEAN ASSOCIATION FOR THE STUDY OF THE LIVER (2014) EASL Clinical Practice Guidelines: 

Management of Hepatitis C Virus Infection Hepatology 60 pp.392-420 

 

FAYE B. & IRURITA V. (2003) Balancing Perspective: The Response to Feelings of Being Condemned with the 

Hepatitis C Virus Journal of Substance Use 8(2) pp.92-103 

 

FAYERS P. & MACHIN D. (2007) Quality of Life: The assessment, analysis and interpretation of patient-reported 

outcomes 2
nd

 ed. Chichester: John Wiley & Sons Ltd 

 

FISCHER J., CONRAD S., CLAVARINO A., KEMP R. & NAJMAN J. (2013) Quality of Life of People Who Inject 

Drugs: Characteristics and Comparisons with other Population Samples Quality of Life Research 22 pp.2113-

2121 

 

FOOD & DRUG ADMINISTRATION (2009) Guidance for Industry: Patient-Reported Outcome Measures: Use in 

Medical Product Development to Support Labeling Claims Available from 

http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM193282.pdf 

[Accessed on 03.09.2014] 

 

FORTON D., KARAYIANNIS P., MAHMUD N., TAYLOR-ROBINSON S. & THOMAS H. (2004) Identification of 

Unique Hepatitis C Virus Quasispecies in the Central Nervous System and Comparative Analysis of Internal 

Translational Efficiency of Brain, Liver, and Serum Variants  Journal of Virology 78(10) pp.5170-5183 

 

FOSTER G., GOLDIN R. & THOMAS H. (1998) Chronic Hepatitis C Virus Infection Causes a Significant 

Reduction in Quality of Life in the Absence of Cirrhosis Hepatology 27(1) pp.209-212 

 

FOSTER G. (2009) Quality of Life Considerations for Patients with Chronic Hepatitis C Journal of Viral Hepatitis 

16 pp.605-611 

 

FRAENKEL L., McGRAW S., WONGCHARATRAWEE S. & GARCIA-TSAO G. (2005) What Do Patients 

Consider when Making Decisions about Treatment for Hepatitis C? The American Journal of Medicine 118 

pp.1387-1391 

 

FRAENKEL L., McGRAW S., WONGCHARATRAWEE S. & GARCIA-TSAO G. (2006) Patients’ Experiences 

Related to Anti-Viral Treatment for Hepatitis C Patient Education and Counseling [sic] 62 pp.148-155 

http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM193282.pdf


34 
 

 

FRASER S. & TRELOAR C. (2006) ‘Spoiled Identity’ in Hepatitis C Infection: The Binary Logic of Despair Critical 

Public Health 16(2) pp.99-110 

 

FRY M. & BATES G. (2012) The Tasks of Self-Managing Hepatitis C: The Significance of Disclosure Psychology 

and Health 27(4) pp.460-474 

 

GAO X., STEPHENS J., CARTER J., HAIDER S. & RUSTGI V. (2012) Impact of Adverse Events on Costs and 

Quality of Life in Protease Inhibitor-based Combination Therapy for Hepatitis C Expert Review of 

Pharmacoeconomics & Outcomes Research 12(3) pp.335-343 

 

GILLIS J., COOPER C., ROURKE S., RUEDO S., O’BRIEN K., COLLINS E., RACHLIS A., HART T. & 

RABOUD J. and the OHTN Cohort Study Group (2013) Impact of Hepatitis B and C Co-Infection on Health-

Related Quality of Life in HIV Positive Individuals Quality of Life Research 22 pp.1525-1535 

 

GJERULDSEN S., LOGE J. & OPJORDSMOEN S. (2006) Drug Addiction in Hepatitis C Patients Leads to a 

Lower Quality of Life Nordic Journal of Psychiatry 60(2) pp.157-161 

 

GLACKEN M., KERNOHAN G. & COATES V. (2001) Diagnosed with Hepatitis C: A Descriptive Exploratory 

Study International Journal of Nursing Studies 38 pp.107-116 

 

GLACKEN M., COATES V., KERNOHAN G. & HEGARTY J. (2003) The Experience of Fatigue for People Living 

with Hepatitis C Journal of Clinical Nursing 12 pp.244-252 

 

GROESSL E., WEINGART K., KAPLAN R., CLARK J., GIFFORD A. & HO S. (2008) Living with Hepatitis C: 

Qualitative Interviews with Hepatitis C-Infected Veterans Journal of General Internal Medicine 23(12) pp.1959-

1965 

 

GRUNDY G. & BEECHING N. (2004) Understanding Social Stigma in Women with Hepatitis C Nursing Standard 

19(4) pp.35-39 

 

HARRIS M. (2009) Troubling Biographical Disruption: Narratives of Unconcern about Hepatitis C Diagnosis 

Sociology of Health and Illness 31(7) pp.1028-1042 

 



35 
 

HASSANEIN T., COOKSLEY G., SULKOWSKI M., SMITH C., MARINOS G., LAI M., PASTORE G., TREJO-

ESTRADA R., HORTA E VALE A., WINTFELD N. & GREEN J. (2004) The Impact of Peginterferon alfa-2a Plus 

Ribavirin Combination Therapy on Health-Related Quality of Life in Chronic Hepatitis C Journal of Hepatology 40 

pp.675-681 

 

HÄUSER W., ZIMMER C., SCHIEDERMAIER P. & GRANDT D. (2004) Biopsychosocial Predictors of Health-

Related Quality of Life in Patients with Chronic Hepatitis C Psychosomatic Medicine 66 pp.954-958 

 

HELBLING B., OVERBECK K., GONVERS J-J., MALINVERNI R., DUFOUR J-F., BOROVICKA J., HEIM M., 

CERNY A., NEGRO F., BUCHER S., RICKENBACH M., RENNER E. & MULLHAUPT B. on behalf of the 

Swiss Hepatitis C Cohort Study (2008) Host- Rather than Virus-Related Factors Reduce Health-Related 

Quality of Life in Hepatitis C Virus Infection Gut 57 pp.1597-1603 

 

HILL R., PFEIL M., MOORE J. & RICHARDSON B. (2014) Living with Hepatitis C: A Phenomenological Study 

Journal of Clinical Nursing 2014 May 9 doi: 10.1111/jocn.12620 [Epub ahead of print] 

 

HOLLANDER A., FOSTER G. & WEILAND O. (2006) Health-Related Quality of Life Before, During and After 

Combination Therapy with Interferon and Ribavirin in Unselected Swedish Patients with Chronic Hepatitis C 

Scandinavian Journal of Gastroenterology 41 pp.577-585 

 

HOPWOOD M. & TRELOAR C. (2005) The Experience of Interferon-Based Treatments for Hepatitis C Infection 

Qualitative Health Research 15(5) pp.635-646 

 

HOPWOOD M. & TRELOAR C. (2008) Resilient Coping: Applying Adaptive Responses to Prior Adversity During 

Treatment for Hepatitis C Journal of Health Psychology 13(1) pp.17-27 

 

HSU P., FEDERICO C., KRAJDEN M., YOSHIDA E., BREMNER K., WEISS A. & KRAHN M. (2012) Health 

Utilities and Psychometric Quality of Life in Patients with Early- and Late-Stage Hepatitis C Virus Infection 

Journal of Gastroenterology and Hepatology 27(1) pp.149-157 

 

HUNT C., DOMINITZ J., PHILIPS BUTE B., WATERS B., BLASI U. & WILLIAMS D. (1997) Effect of Interferon-

α Treatment on Chronic Hepatitis C on Health-Related Quality of Life Digestive Diseases and Sciences 42(12) 

pp.2482-2486 

 



36 
 

HUTCHINSON S., ROY K., WADD S., BIRD S., TAYLOR A., ANDERSON E., SHAW L., CODERE G. & 

GOLDBERG D. (2006) Hepatitis C Virus Infection in Scotland: Epidemiological Review and Public Health 

Challenges Scottish Medical Journal 51 pp.8-15 

 

JAHAGIRDAR D., KROLL T., RITCHIE K. & WYKE S. (2013) Patient-Reported Outcome Measures for Chronic 

Obstructive Pulmonary Disease: The Exclusion of People with Low Literacy Skills and Learning Disabilities The 

Patient 6(1) pp.11-21 

 

JANKE E., McGRAW S., GARCIA-TSAO G. & FRAENKEL L. (2008) Psychosocial Issues in Hepatitis C: A 

Qualitative Analysis Psychosomatics 49(6) pp.494-501 

 

JIWANI N., BEGUM GAL R., ALI A., SALIH M. & HANZALA M. (2013) Experiences and Perceptions of Patients 

Living with Hepatitis C in Karachi, Pakistan Journal of Transcultural Nursing 24(3) pp.297-304 

 

JOHN-BAPTISTE A., TOMLINSON G., HSU P., KRAJDEN M., HEATHCOTE J., LAPORTE A., YOSHIDA E., 

ANDERSON F. & KRAHN M. (2009) Sustained Responders Have Better Quality of Life and Productivity 

Compared With Treatment Failures Long After Antiviral Therapy for Hepatitis C The American Journal of 

Gastroenterology 104 pp.2439-2448 

 

JONES K. (2004) Mission Drift in Qualitative Research, or Moving Toward a Systematic Review of Qualitative 

Studies, Moving Back to a More Systematic Narrative Review The Qualitative Report 9(1) pp.95-112 

 

KALLMAN J., O’NEIL M., LARIVE B., BOPARAI N., CALABRESE L. & YOUNOSSI Z. (2007) Fatigue and 

Health-Related Quality of Life (HRQL) in Chronic Hepatitis C Virus Infection Digestive Diseases and Sciences 52 

pp.2531-2539 

 

KANG S., HWANG S., LEE S., CHANG F. & LEE S. (2005) Health-Related Quality of Life and Impact of Antiviral 

Treatment in Chinese Patients with Chronic Hepatitis C in Taiwan World Journal of Gastroenterology 11(47) 

pp.7494-7498 

 

KEMMER N., HUA L., ANDERSON J., CHUNG R., BUTT A. & SHERMAN K. for the ACTG 5178 Study Team 

(2012) Health-Related Quality of Life in Subjects with HCV/HIV Coinfection: Results from ACTG 5178 Study 

Journal of Viral Hepatitis 19 pp.792-800 

 



37 
 

KWAN J., CRONKITE R., YIU A., GOLDSTEIN M., KAZIS L. & CHEUNG R. (2008) The impact of Chronic 

Hepatitis C and Co-Morbid Illnesses on Health-Related Quality of Life Quality of Life Research 17 pp.715-724. 

 

LEKAS H., SIEGEL K. & LEIDER J. (2011) Felt and Enacted Stigma Among HIV/HCV-Coinfected Adults: The 

Impact of Stigma Layering Qualitative Health Research 21(9) pp.1205-1219 

 

LENTON E., FRASER S., MOORE D. & TRELOAR C. (2011) Hepatitis C, Love and Intimacy: Beyond the 

‘Anomalous Body’ Drugs: Education, Prevention and Policy 18(3) pp.228-236 

 

LIM J., CRONKITE R., GOLDSTEIN M. & CHEUNG R. (2006) The Impact of Chronic Hepatitis C and Comorbid 

Psychiatric Illnesses on Health-Related Quality of Life Journal of Clinical Gastroenterology 40(6) pp.528-534 

 

LIU G., DIBONAVENTURA M., YUAN Y., WAGNER J., L’ITALIEN G., LANGLEY P., KAMAE I. (2012) The 

Burden of Illness for Patients with Viral Hepatitis C: Evidence from a National Survey in Japan Value in Health: 

The Journal of the International Society for Pharmacoeconomics and Outcomes Research 15(1 suppl) pp.S65-

S71 

 

McDONALD S., HUTCHINSON S., PALMATEER N., ALLEN E., CAMERON S., GOLDBERG D. & TAYLOR A. 

(2013) Decrease in Health-Related Quality of Life Associated with Awareness of Hepatitis C Virus Infection 

Among People Who Inject Drugs in Scotland Journal of Hepatology 58 pp.460-466 

 

McHUTCHISON J., WARE J., BAYLISS M., PIANKO S., ALBRECHT J., CORT S., YANG I. & NEARY M. and 

the Hepatitis Interventional Therapy Group (2001) The Effects of Interferon alpha-2b in Combination with 

Ribavirin on Health Related Quality of Life and Work Productivity Journal of Hepatology 34 pp.140-147 

 

MANDORFER M., PAYER B., SCHEINER B., BREITENECKER F., AICHELBURG M., GRABMEIER-

PFISTERSHAMMER K., RIEGER A., TRAUNER M., PECK-RADOSAVLJEVIC M. & REIBERGER T. (2014) 

Health-Related Quality of Life and Severity of Fatigue in HIV/HCV Co-Infected Patients Before, During, and After 

Antiviral Therapy with Pegylated Interferon Plus Ribavirin Liver International 34(1) pp.69-77 

 

MANOS M., HO C., MURPHY R. & SHVACHKO V. (2013) Physical, Social, and Psychological Consequences of 

Treatment for Hepatitis C: A Community-Based Evaluation of Patient-Reported Outcomes Patient 6(1) pp.23-34 

 



38 
 

MARCELLIN P., CHOUSTERMAN M., FONTANGES T., OUZAN D., ROTILY M., VARASTET M., LANG J-P., 

MELIN P. & CACOUB P. for the CheObs Study Group (2011) Adherence to Treatment and Quality of Life 

During Hepatitis C Therapy: A Prospective, Real-Life, Observational Study Liver International 31(4) pp.516-524 

 

MARTIN C. & PETERSON C. (2009) The Social Construction of Chronicity – A Key to Understanding Chronic 

Care Transformations Journal of Evaluation in Clinical Practice 15 pp.578-585 

 

MATHEW A., PEIFFER L., RHOADES K. & McGARRITY T. (2006) Improvement in Quality of Life Measures in 

Patients with Refractory Hepatitis C, Responding to Re-Treatment with Pegylated Interferon alpha-2b and 

Ribavirin Health and Quality of Life Outcomes 4(30) doi:10.1186/1477-7525-4-30 

 

MATSUSHITA H., IKEDA F., IWASAKI Y., SEKI H., NANBA S., TAKEUCHI Y., MORITOU Y., YASUNAKA T., 

ONISHI H., MIYAKE Y., TAKAKI A., NOUSO K. & YAMAMOTO K. (2014) Assessment of Health-Related 

Quality of Life and How it Predicts the Outcome of Pegylated Interferon and Ribavirin Therapy for Chronic 

Hepatitis C Journal of Gastroenterology and Hepatology 29 pp.337-343 

 

MILLER E., HILLER J. & SHAW D. (2001) Quality of Life in HCV-infection: Lack of Association with ALT Levels 

Australian and New Zealand Journal of Public Health 25(4) pp.355-361 

 

MILLER E., McNALLY S., WALLACE J. & SCHLICHTHORST M. (2012) The Ongoing Impacts of Hepatitis C – 

A Systematic Narrative Review of the Literature BMC Public Health 12:672 

 

MUNOZ-PLAZA C. (2008) Exploring Drug Users’ Attitudes and Decisions Regarding Hepatitis C (HCV) 

Treatment in the U.S. International Journal of Drug Policy 19(1) pp.71-78 

 

OLSEN A., BANWELL C. & DANCE P. (2012) Reinforced Biographies Among Women Living with Hepatitis C 

Qualitative Health Research 23(4) pp.531-540 

 

PALMATEER N., HUTCHINSON S., INNES H., SCHNIER C., WU O., GOLDBERG D. & HICKMAN M. (2013) 

Review and Meta-Analysis of the Association between Self-Reported Sharing of Needles/Syringes and Hepatitis 

C Virus Prevalence Among People Who Inject Drugs in Europe International Journal of Drug Policy 24 pp.85-100 

 

PATERSON B., BACKMUND M., HIRSCH G. & YIM C. (2007) The Depiction of Stigmatization in Research 

about Hepatitis C International Journal on Drug Policy 18 pp.364-373. 



39 
 

 

PATERSON B., BUTT G., McGUINNESS L. & MOFFAT B. (2006) The Construction of Hepatitis C as a Chronic 

Illness Clinical Nursing Research 15(3) pp.209-224 

 

POJOGA C., DUMITRAŞCU D., PASCU O. & GRIGORESCU M. (2006) The Effect of Interferon alpha Plus 

Ribavirin on Health-Related Quality of Life in Chronic C Hepatitis. The Romanian Experience Journal of 

Gastrointestinal and Liver Diseases 15(1) pp.31-35 

 

PUBLIC HEALTH ENGLAND (2014) Hepatitis C in the UK: 2014 Report Available from 

https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/337115/HCV_in_the_UK_2014_24

_July.pdf [Accessed on 03.09.2014] 

 

QUARANTINI L., MIRANDA-SCIPPA A., BATISTA-NEVES S., GALVÃO-DE-ALMEIDA A., LACERDA A., 

MORIYAMA T., SAMPAIO A., MELCOP A., SCHINONI M., OLIVEIRA I., PARANÁ R. & BRESSAN R. (2008) 

The Effect of Early Virological Response in Health-Related Quality of Life in HCV-Infected Patients Journal of 

Medical Virology 80 pp.419-423 

 

RASENACK J., ZEUZEM S., FEINMAN V., HEATHCOTE J., MANNS M., YOSHIDA E., SWAIN M., GANE E., 

DIAGO M., REVICKI D., LIN A., WINTFELD N. & GREEN J. (2003) Peginterferon α-2a (40kD) [Pegasys®] 

Improves HR-QOL Outcomes Compared with Unmodified Interferon α-2a [Roferon®-A] In Patients with Chronic 

Hepatitis C Pharmacoeconomics 21(5) pp.341-349 

 

RASI M., KÜNZLER-HEULE P., SCHMID P., SEMELA D., BRUGGMANN P., FEHR J., SAXER S. & NICCA D. 

(2014) “Fighting an Uphill Battle”: Experience with the HCV Triple Therapy: A Qualitative Thematic Analysis BMC 

Infectious Diseases 14:507 http://www.biomedcentral.com/1471-2334/14/507 

 

REFOLO P., MINACORI R., MELE V., SACCHINI D. & SPAGNOLO A. (2012) Patient-Reported Outcomes 

(PROs): The Significant of Using Humanistic Measures in Clinical Trial and Clinical Practice European Review for 

Medical and Pharmacological Sciences 16 pp.1319-1323 

 

RODGER A., JOLLEY D., THOMPSON S., LANIGAN A. & CROFTS N. (1999) The Impact of Diagnosis of 

Hepatitis C Virus on Quality of Life Hepatology 30(5) pp.1299-1301 

 

https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/337115/HCV_in_the_UK_2014_24_July.pdf
https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/337115/HCV_in_the_UK_2014_24_July.pdf
http://www.biomedcentral.com/1471-2334/14/507


40 
 

ROWAN P., AL-JURDI R., TAVAKOLI-TABASI S., KUNIK M., SATROM S. & EL-SERAG H. (2005) Physical 

and Psychosocial Contributors to Quality of Life in Veterans with Hepatitis C Not on Antiviral Therapy Journal of 

Clinical Gastroenterology 39(8) pp.731-736 

 

ROY É., NONN É., HALEY N. & COX J. (2007) Hepatitis C Meanings and Preventive Strategies Among Street-

Involved Young Injection Drug Users in Montréal International Journal of Drug Policy 18 pp.397-405 

 

SCHWARZINGER M., DEWEDAR S., REKACEWICZ C., ABD ELAZIZ K., FONTANET A., CARRAT F. & 

MOHAMED M. (2004) Chronic Hepatitis C Infection: Does it Really Impact Health-Related Quality of Life?  A 

Study in Rural Egypt Hepatology 40(6) pp.1434-1441 

 

SCOTTISH GOVERNMENT (2010) The Healthcare Quality Strategy for NHS Scotland Available from 

http://www.scotland.gov.uk/Resource/Doc/311667/0098354.pdf [Accessed 03.09.2014] 

 

SCOTTISH INTERCOLLEGIATE GUIDELINES NETWORK (2013) SIGN 133: Management of Hepatitis C: A 

National Clinical Guideline July 2013 Available from http://www.sign.ac.uk/pdf/sign133.pdf [Accessed 29.09.2014] 

 

SEEFF L. (2002) The Natural History of Chronic Hepatitis C Hepatology 36 (5 Suppl 1) pp.S35-S46 

 

SGORBINI M., O’BRIEN L. & JACKSON D. (2009) Living with Hepatitis C and Treatment: The Personal 

Experiences of Patients Journal of Clinical Nursing 18 pp.2282-2291 

 

SHEPPARD K. & HUBBERT A. (2006) The Patient Experience of Treatment for Hepatitis C Gastroenterology 

Nursing 29(4) pp.309-315 

 

SINAKOS E., GIGI E., LALLA T., BELLOU A-L., SYKJA A., ORPHANOU E., VRETTOU E., TSAPAS V. & 

RAPTOPOULOU M. (2010) Health-Related Quality of Life in Greek Chronic Hepatitis C Patients During 

Pegylated Interferon and Ribavirin Treatment Hippokratia 14(2) pp.122-125 

 

SNOW K., BONKOVSKY H., FONTANA R., KIM H-Y., STERLING R., DI BISCEGLIE A., MORGAN T., 

DIENSTAG J. & GHANY M. and the HALT-C Trial Group (2010) Changes in Quality of Life and Sexual Health 

are Associated with Low-Dose Peginterferon Therapy and Disease Progression in Patients with Chronic Hepatitis 

C Alimentary Pharmacology & Therapeutics 31 pp.719-734 

 

http://www.scotland.gov.uk/Resource/Doc/311667/0098354.pdf
http://www.sign.ac.uk/pdf/sign133.pdf


41 
 

STRAUSS E., PORTO-FERREIRA F., ALMEIDA-NETO C. & TEIXEIRA M. (2014) Altered Quality of Life in the 

Early Stages of Chronic Hepatitis C is Due to the Virus Itself Clinics and Research in Hepatology and 

Gastroenterology 38 pp.40-45 

 

SUTTON R. & TRELOAR C. (2007) Chronic Illness Experiences, Clinical Markers and Living with Hepatitis C 

Journal of Health Psychology 12(2) pp.330-340 

 

SWAN D., LONG J., CARR O., FLANAGAN J., IRISH H., KEATING S., KEAVENEY M., LAMBERT J., 

McCORMICK A., McKIERNAN S., MOLONEY J., PERRY N. & CULLEN W. (2010) Barriers to and Facilitators 

of Hepatitis C Testing, Management, and Treatment Among Current and Former Injecting Drug Users: A 

Qualitative Exploration AIDS Patient Care and STDs 24(12) pp.753-762 

 

TALIANI G., RUCCI P., BILIOTTI E., CIRRINCIONE L., AGHEMO A., ALBERTI A., ALMASIO P., 

BARTOLOZZI D., CAPORASO N., COPPOLA R., CHIARAMONTE M., FLOREANI A., GAETA G., PERSICO 

M., SECCHI G., VERSACE I., ZACHARIA S. & MELE A. (2007) Therapy Expectations and Physical Comorbidity 

Affect Quality of Life in Chronic Hepatitis C Virus Infection Journal of Viral Hepatitis 14 pp.875-882 

 

TAYLOR-YOUNG P. & HILDEBRANDT E. (2009) The Multidimensional Burden of Hepatitis C and its Treatment 

Gastroenterology Nursing 32(3) pp.180-187 

 

TEMPLE-SMITH M., GIFFORD S. & STOOVÉ M. (2004) The Lived Experience of Men and Women with 

Hepatitis C: Implications for Support Needs and Health Information Australian Health Review 27(2) pp.46-56 

 

THEIN H., BUTLER T., KRAHN M., RAWLINSON W., LEVY M., KALDOR J. & DORE G. (2006) The Effect of 

Hepatitis C Virus Infection on Health-Related Quality of Life in Prisoners Journal of Urban Health: Bulletin of the 

New York Academy of Medicine 83(2) pp.275-288 

 

THEIN H., MARUFF P., KRAHN M., KALDOR J., KOOREY D., BREW B. & DORE G. (2007) Improved 

Cognitive Function as a Consequence of Hepatitis C Virus Treatment HIV Medicine 8 pp.520-528 

 

TILLMANN H., WIESE M., BRAUN Y., WIEGAND J., TENCKHOFF S., MÖSSNER J., MANNS M. & 

WEISSENBORN K. (2011) Quality of Life in Patients with Various Liver Diseases: Patients with HCV Show 

Greater Mental Impairment, While Patients with PBC Have Greater Physical Impairment Journal of Viral Hepatitis 

18 pp.252-261 



42 
 

 

TOMPKINS C., WRIGHT N. & JONES L. (2005) Impact of a Positive Hepatitis C Diagnosis on Homeless 

Injecting Drug Users: A Qualitative Study British Journal of General Practice 55 pp.263-268 

 

TRELOAR C. & RHODES T. (2009) The Lived Experience of Hepatitis C and its Treatment Among Injecting 

Drug Users: Qualitative Synthesis Qualitative Health Research 19(9) pp.1321-1334 

 

VAN SPALL H., TOREN A., KISS K. & FOWLER R. (2007) Eligibility Criteria of Randomised Controlled Trials 

Published in High-Impact General Medical Journals: A Systematic Sampling Review Journal of the American 

Medical Association 297(11) pp.1233-1240 

 

VERA-LLONCH M., MARTIN M., AGGARWAL J., DONEPUDI M., BAYLISS M., GOSS T. & YOUNOSSI Z. 

(2013) Health-Related Quality of Life in Genotype 1 Treatment-Naïve Chronic Hepatitis C Patients Receiving 

Telaprevir Combination Treatment in the ADVANCE Study Alimentary Pharmacology and Therapeutics 38 

pp.124-133 

 

von WAGNER M., LEE J-H., KRONENBERGER B., FRIEDL R., SARRAZIN C., TEUBER G., HERRMANN E. 

& ZEUZEM S. (2006) Impaired Health-Related Quality of Life in Patients with Chronic Hepatitis C and 

Persistently Normal Aminotransferase Levels Journal of Viral Hepatitis 13 pp.828-834 

 

WARE J., BAYLISS M., MANNOCCHIA M. & DAVIS G. and the International Hepatitis Interventional 

Therapy Group (1999) Health-Related Quality of Life in Chronic Hepatitis C: Impact of Disease and Treatment 

Response Hepatology 30(2) pp.550-555 

 

WARE J. & SHERBOURNE C. (1992) The MOS 36-Item Short Form Health Survey (SF-36). I. Conceptual 

Framework and Item Selection Medical Care 30(6) pp.473-483 

 

WILLIAMS S. (2000) Chronic Illness as Biographical Disruption or Biographical Disruption as Chronic Illness? 

Sociology of Health and Illness 22(1) pp.40-67 

 

WORLD HEALTH ORGANISATION (2014) Hepatitis C: Fact Sheet No. 164 updated April 2014 Available from 

http://www.who.int/mediacentre/factsheets/fs164/en/ [Accessed 07.05.2014] 

 

http://www.who.int/mediacentre/factsheets/fs164/en/


43 
 

WOZNIAK L., PRAKASH M., TAYLOR M. & WILD T. (2007) Everybody’s Got It, But…: Situational and Strategic 

Participation in Normalized HCV Discourse Among Injection Drug Users in Edmonton, Canada International 

Journal of Drug Policy 18 pp.388-396 

 

WU A. & SNYDER C. (2012) Getting Ready for Patient-Reported Outcomes Measures (PROMs) in Clinical 

Practice HealthcarePapers 11(4) pp.48-53 

 

YOUNOSSI Z., STEPANOVA M., NADER F., JACOBSON I., GANE E., NELSON D., LAWITZ E. & HUNT S. 

(2014a) Patient-Reported Outcomes in Chronic Hepatitis C Patients with Cirrhosis Treated with Sofosbuvir-

Containing Regimens Hepatology 59(6) pp.2161-2169 

 

YOUNOSSI Z., STEPANOVA M., HENRY L., GANE E., JACOBSON I., LAWITZ E., NELSON D., NADER F. & 

HUNT S. (2014b) Minimal Impact of Sofosbuvir and Ribavirin on Health-Related Quality of Life in Chronic 

Hepatitis C (CH-C) Journal of Hepatology 60(4) pp.741-747 

 

ZICKMUND S., HO E., MASUDA M., IPPOLITO L. & LaBRECQUE D. (2003) “They Treated Me Life a Leper” 

Stigmatization and the Quality of Life of Patients with Hepatitis C Journal of General Internal Medicine 18 pp.835-

844 

 

 

 

 

 

 

 


