
 
 

Appendix 5 (as supplied by the author): GRADE Evidence to Decision Framework (1) 

Question 

Should the general Canadian population be screened for Hepatitis C? 

POPULATION: General Canadian population (asymptomatic, non-pregnant individuals ≥ 

18 years old with unknown enzyme values)  

Excluded population: Post-transplant patients, patients with HIV, 

hemodialysis patients, patients with occupational exposure 

BACKGROUND: Hepatitis C virus (HCV) is a single-stranded Flaviviridae 

ribonucleic acid (RNA) virus that may cause acute or chronic 

infection in humans. HCV is transmitted primarily through 

injection or infusion of contaminated blood or blood products.  

In Canada, it is estimated that between 0.64% to 0.71% of 

the overall Canadian population was living with chronic HCV 

infection in 2011 and 44% of these individuals were 

undiagnosed(2) 

Appropriate detection of people with chronic HCV infection is 

critical to identify those in need of treatment. Screening to 

identify people with chronic HCV infection typically starts with 

the use of an enzyme immunoassay (EIA) to detect anti-HCV 

antibodies (Abs) in the blood. Patients may be considered 

positive for HCV Abs (Ab+) when their blood samples are 

reactive with repeat testing on the EIA, or when the presence 

of Abs has been confirmed by a supplementary Ab test such 

as an immunoblot or another EIA. However, the presence of 

antibodies (positive antiHCV status) is not synonymous with 

active HCV infection.  Additionally, production of HCV Ab may 

be delayed by up to 12 weeks following acute infection, 

leading to patients with early acute stage infection or those 

who are immunosuppressed being misidentified by HCV Ab 

screening conducted during this period before 

seroconversion; while the test may accurately provide an Ab– 

result, it does not necessarily mean that the person is not 

infected, only that they did not have anti-HCV Ab in their 

blood at the time of screening. Tests to detect HCV antigen 

(Ag) in the blood before the production of anti-HCV 

antibodies may address this issue.  

Ag tests may also be introduced as an intermediate test in 

the screening pathway, with the intent of narrowing the 

INTERVENTION: Hepatitis C screening 

COMPARISON: No screening for hepatitis C   

MAIN 

OUTCOMES: 

Outcomes for clinical effectiveness:  

Long-term outcomes:  

1. Mortality due to hepatitis C infection  

2. Morbidity due to hepatitis C infection 

3. HCC 

4. Liver transplantation  

5. Quality of Life  

Intermediate outcomes:  

6. HCV transmission  

7. Sustained Virologic response  

8. Behavioral changes to improve health outcomes  

9. Histological changes  

Outcomes for harms: 

10. Overdiagnosis  

11. Overtreatment  

12. False positives  

13. False negatives  

14. Harms of follow-up tests  

15. Abuse or violence  

16. Anxiety  

Outcomes for cost-effectiveness: 

17. Cost-effective analysis outcomes  

18. Budget impact analysis outcomes  



 
 

Outcomes for people’s preferences  

Willingness to be screened and factors considered in decisions to be 

screened 

group of Ab-positive individuals to receive diagnostic 

ribonucleic acid (RNA) testing to those with evidence of 

current infection. As Ab tests do not directly measure active 

HCV infection, positive EIA test results currently require 

confirmation of the presence of viral RNA with a molecular 

method such as the qualitative or quantitative polymerase 

chain reaction (PCR) test. Diagnosis with the PCR test – a 

nucleic acid test – is considered definitive; qualitative HCV 

RNA tests have a reported sensitivity to detect fewer than 50 

viral copies per millilitre, and an estimated specificity of over 

99.5%. 

 

SETTING: Primary care or other settings generalizable to primary care; other 

setting in which screening is commonly performed (e.g., emergency 

department, urgent care units).  

PERSPECTIVE: Population 

 

Assessment 

 

JUDGEMENT RESEARCH EVIDENCE 
ADDITIONAL 

CONSIDERATIONS 

P
R
O

B
L
E
M

 

Is the problem a 

priority? 

○ No 

○ Probably no 

○ Probably yes 

● Yes 

 

○ Varies 

○ Don't know 

 

Hepatitis C virus is a major public health problem. An estimated 0.64%-0.71% of Canadians (220,000-245,000 people) have 

chronic hepatitis C virus (HCV) infection, and approximately 44% of those are thought to be undiagnosed(2). 

 

FACE 

Considerations(3):  

Eighty-three percent 

of organizational 

stakeholders rated 

hepatitis C as a 

priority for their 

organization.  
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How substantial 

are the 

desirable 

anticipated 

effects? 

○ Trivial 

Table 1. Benefits of Hepatitis C Screening  

Quality assessment № of patients Effect 

Quality Importance 
№ of 

studies 
Study 
design 

Risk of 
bias 

Inconsistency Indirectness Imprecision 
Other 

considerations 

Screening 
for HCV 
infection 

Not 
screening 
for HCV 
infection 

Relative 
(95% CI) 

Absolute 
(95% CI) 

No studies that met 

the selection criteria 

were identified for 

clinical effectiveness 

of hepatitis C 

screening.  



 
 

● Small 

○ Moderate 

○ Large 

 

○ Varies 

○ Don't know 

 

Mortality due to hepatitis C infection  

0  N/A N/A N/A N/A N/A N/A N/A N/A not estimable  N/A N/A  CRITICAL  

Morbidity due to Hepatitis C infection  

0  N/A N/A N/A N/A N/A N/A N/A N/A not estimable  N/A N/A  CRITICAL  

Hepato-celullar carcinoma  

0  N/A N/A N/A N/A N/A N/A N/A N/A not estimable  N/A N/A  CRITICAL  

Rate of liver transplant 

0  N/A N/A N/A N/A N/A N/A N/A N/A not estimable  N/A N/A  CRITICAL  

Quality of life 

0  N/A N/A N/A N/A N/A N/A N/A N/A not estimable  N/A N/A CRITICAL  

Reduced HCV transmission 

0  N/A N/A N/A N/A N/A N/A N/A N/A not estimable  N/A N/A  CRITICAL  

Sustained or improved virological response rates 

0  N/A N/A N/A N/A N/A N/A N/A N/A not estimable  N/A N/A  CRITICAL  

Behavioural changes to improve health outcomes 

0  N/A N/A N/A N/A N/A N/A N/A N/A not estimable  N/A N/A  CRITICAL  

Histological improvements 

0  N/A N/A N/A N/A N/A N/A N/A N/A not estimable  N/A N/A  CRITICAL  

 

Table 2.  Harms of Hepatitis C Screening      

Quality assessment 

Impact  Quality Importance 
№ of 

studies 
Study 
design 

Risk 
of bias 

Inconsistency Indirectness Imprecision 
Other 

considerations 

Overdiagnosis/overtreatment 

0 N/A  N/A  N/A N/A N/A  N/A  N/A  N/A  IMPORTANT  

False Positives 

0 N/A  N/A  N/A N/A N/A  N/A  N/A  N/A  IMPORTANT  

False Negatives 

0 N/A  N/A  N/A N/A N/A  N/A  N/A  N/A  IMPORTANT  

Harms of biopsy 
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How substantial 

are the 

undesirable 

anticipated 

effects? 

○ Large 

○ Moderate 

● Small 

○ Trivial 

 

○ Varies 

○ Don't know 

 

The CADTH 

systematic 

review(4,5) did not 

identify any evidence 

on benefits of 

screening for HCV on 

critical outcomes.  

One modelling study 

(5) estimated 

possible results for 3 

critical outcomes 

(hepatic mortality, 

hepatocellular 

carcinoma, 

decompensated 

cirrhosis), but was 

rated as very low 

quality evidence. 

Given the lack of 

direct evidence on 

screening for HCV 

and the many 

assumptions required 

by the model, the 

overall quality of 

evidence is 

considered by the 

CTFPHC to be very 

low and the potential 

benefits and harms 

of screening as 

highly uncertain. 

 



 
 

1  observational 
studies  

serious 
a 

not serious  not serious  not serious  none b Adverse events attributable to this hepatitis C 
screening and referral program included 1 patient 
who was hospitalised overnight for pain control 
after a liver biopsy. 

⨁◯◯◯ 

VERY 
LOW  

IMPORTANT  

Effects in insurance premiums 

0 N/A  N/A  N/A N/A N/A  N/A  N/A  N/A  IMPORTANT  

Labeling 

0 N/A  N/A  N/A N/A N/A  N/A  N/A  N/A  IMPORTANT  

Abuse or violence 

0 N/A  N/A  N/A N/A N/A  N/A  N/A  N/A  IMPORTANT  

Anxiety  

0 N/A  N/A  N/A N/A N/A  N/A  N/A  N/A  IMPORTANT  

Partner Discord  

0 N/A  N/A  N/A N/A N/A  N/A  N/A  N/A  IMPORTANT  

a. The source of control group is unclear (downgraded once) 

Table 3.  Screening and treatment with Holkira Pak compared to no screening and treatment with 

Holkira Pak for reducing long term adverse outcomes from Hepatitis C virus in general Canadian 

population (low risk)   

Outcomes  No of Patients  Absolute 
difference9 

No of 
participants 
(studies)  

Quality of 
the evidence 
(GRADE)  

Screening and 
treatment with 

Holkira Pak  

No screening 
and treatment 

with Holkira 
Pak  

Decompensated 
Cirrhosis  

23/100 000 49/100 000 26/100 000 (1 observational 
study)a 

⨁◯◯◯ 
VERY LOW

a b c d e f  

Hepatocellular 
Carcinoma  

22/100 000 42/100 000 20/100 000 (1 observational 
study)a 

⨁◯◯◯ 
VERY LOW

a b c d e f
 

Hepatic Mortality  41/100 000 81/100 000 40/100 000 (1 observational 

study)a 

⨁◯◯◯ 

VERY LOW
a b c d e f

 

a. Wong 2017 

b. We downgraded once for risk of bias due to a lack of empirical evidence some key input parameters were based on 

expert opinion; examples include the rate of uptake of screening and treatment in the general population, uptake of 

treatment and the rate of distribution of fibrosis scores in a primary care setting.  

Only one 

uncontrolled 

retrospective study 

was found that 

reported on harms. 

This study was a 

retrospective review 

of records from a 

large urban US 

Veterans Affairs 

hospital which 

reported that of 

12,485 people 

screened for HCV in 

2001 only one 

patient experienced 

serious harm 

(hospitalization for 

pain control following 

liver biopsy). 

 

 



 
 

c. We downgraded once for inconsistency since there was only one study included. 

d. We downgraded once  for indirectness given that disease progression rates and probabilities were based on 

individuals presenting at liver clinics, which is very likely not representative an asypmtomatic population. 

e. Not applicable given that there are no confidence intervals for relative risks presented in the results. 

f. Although we commission only one model, we did not rate down for publication bias as there are other comparable 

models available which model the same outcomes. 

g. Assuming that 89% of identified cases would receive treatment, screening was estimated to prevent 26 cases of 

decompensated cirrhosis and 20 cases of hepatocellular carcinoma, contributing to approximately 40 lives saved over 

a lifetime horizon per 100,000 screened 
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What is the 

overall certainty 

of the evidence 

of effects? 

● Very low 

○ Low 

○ Moderate 

○ High 

 

○ No included 

studies 

 

 The rating of ‘very 

low’ certainty of 

evidence was based 

on the indirect 

evidence produced 

by a modelling study 

that indicated 

substantial 

uncertainty on the 

effectiveness of 

screening among low 

risk individuals in 

Canada.  

V
A
L
U

E
S
 

Is there 

important 

uncertainty 

about or 

variability in 

how much 

people value the 

main outcomes? 

○ Important 

uncertainty or 

variability 

● Possibly 

important 

uncertainty or 

variability 

○ Probably no 

Table 4. The relative importance or values of the main outcomes of interest Hepatitis C screening  

Outcomes  
Importancea 

Reduced Mortality   7:CRITICAL    (Range: 5-7.5)   

Mortality due to hepatitis C infection 6:IMPORTANT (Range: 5-7.5)   

Liver cirrhosis  6:IMPORTANT (Range: 5-7)   

Hepatocellular carcinoma 6:IMPORTANT (Range: 5-8)   

Flu-like symptoms 6:IMPORTANT (Range: 3-8)   

Psychological side effects   6:IMPORTANT (Range: 5-9)   

Skin rash 6:IMPORTANT (Range: 3-8)   

a1-3: Not Important; 4-6: Important; 7-9: Critical 

Participants 

perceived majority of 

screening benefits & 

harms to be 

relatively important 

to consider when 

making decision 

about hepatitis C 

screening. The 

majority of 

participants stated 

they would want to 

get screened for 

hepatitis C; however, 

many noted concerns 

about the high cost 

of treatment.  



 
 

important 

uncertainty or 

variability 

○ No important 

uncertainty or 

variability 

 

 

A project on patient priorities and perspectives was conducted to assess perceptions of the importance of considering harms 

and benefits of hepatitis C screening among asymptomatic adults aged 18 years of age. We inquired about how important 

patients believe it is for people to consider harms, benefits, and costs when making decisions about getting screened for 

hepatitis C. The objective of this survey was to consider patient preferences when drafting the final guideline 

recommendations. 

 

The range of the 

main outcomes of 

interest indicates 

there was variability 

in main outcomes of 

interest. 
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Does the 

balance 

between 

desirable and 

undesirable 

effects favor the 

intervention or 

the comparison? 

○ Favors the 

comparison 

○ Probably favors 

the comparison 

● Does not favor 

either the 

intervention or the 

comparison 

○ Probably favors 

the intervention 

○ Favors the 

intervention 

 

○ Varies 

○ Don't know 

 

 

 

Benefits:  

Small desirable 

effects (40 liver 

deaths prevented). 

Patient perception on 

benefits (n=14):  

Identifying and being 

treated early is 

beneficial. 

Identifying that 

someone has a 

condition may 

motivate healthy 

lifestyle changes. 

Screening is 

beneficial because it 

will decrease HCV 

transmission. 

Screening program 

will benefit not only 

infected individuals 

but also community 

at large. 

Differences in 

benefits between 

being screened or 



 
 

not are minimal. 

Targeted screening 

for high-risk groups 

may be more 

appropriate  

Most participants 

indicated they would 

tolerate side effects 

because of potential 

health benefits. 

Harms:  

Small undesirable 

effects (anemia, flu-

like symptom, low 

immune system, 

psychological effect 

(e.g depression), 

skin rashes).  

Patients 

perceptions of 

harms:  

Concerned about 

mental health and 

the stigma 

associated with a 

positive test result 

and lack of 

immediate 

treatment.  

A few indicated the 

potential duration of 

side effects and 

quality of life while 

on medication would 

deter them from 

seeking treatment. 



 
 

Influence on 

screening 

behaviour:  

Most participants 

would opt to be 

screened even 

though they did not 

find the harms and 

benefits statistics 

persuasive because 

they would rather 

know if they were 

HCV positive and 

take precautions not 

to infect others 

A few participants 

would opt not to be 

screened because if 

they couldn’t be 

treated immediately, 

they would rather not 

know. Other 

participants did not 

feel that they 

belonged to the high-

risk population 

groups 

 

 



 
 

R
E
S
O

U
R
C
E
S
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E
Q

U
IR

E
D

 
How large are 

the resource 

requirements 

(costs)? 

● Large costs 

○ Moderate costs 

○ Negligible costs 

and savings 

○ Moderate 

savings 

○ Large savings 

 

○ Varies 

○ Don't know 

 

A recent study examined the budget impact of HCV screening in Alberta. Assuming a 0.69% HCV prevalence, 70% screening 

uptake and 24% treatment uptake and hypothetical negotiated drug costs of about 50% of list price, it was estimated that 

screening and treating the general population of Alberta would cost $253 million over 1 year, primarily driven by drug costs. If 

treatment uptake increased from 24% to 75% based on the use of DAA-based regimens with fewer side effects, the cost of 

screening and treatment would increase to $501 million72. Extrapolating these findings to the Canadian population not at 

elevated risk for HCV (n=19,855,629), assuming an HCV prevalence of 0.2%, a screening uptake of 70% and treatment 

uptake of 75%, yields an estimated cost of over $844 million for screening only in the first year and approximately $1.5 billion 

to screen and treat with DAA-based regimens. 

 

 

Table 5 highlights data from 38 countries shows that prices for DAA drugs vary substantially between lower and higher income 

countries and even across high income countries. For example, one bottle of sofosbuvir is reported to cost (in USD) $161 to 

$312 in India, $500 in Côte d’Ivoire, $14,000 in Spain and $20,590 in Switzerland. These set costs are not correlated with 

gross national income, nor with manufacturing costs (please table 5). 

 

 

Table 5. Cost of Hepatitis C Treatment by Drug and Country  

Outcomes Narrative Findingsa № of 

participants 

(studies) 

Quality of the 

evidence 

(GRADE) 

Cost of hepatitis 

C  

Cost of Hepatitis C Treatment by Drug and Country   

Country  Country Income 
Classification  

Cost (US$)  

Sofosbuvir: 

India  Lower Middle Income   $161-$3121  
India Lower Middle Income   $300 
Pakistan Lower Middle Income   $300 
Côte d’Ivoire Lower Middle Income  $5001   
Egypt Lower Middle Income  $3431  
Malaysia Upper Middle Income  $18 000 
Spain High Income: OECD  $ 14 000 
Switzerland High Income: OECD $20 590 
Daclatasvir  

Egypt  Lower Middle Income $175 
Germany  High Income: OECD $14 899 
South Korea High Income: OECD $14 899 
Simeprevir   

Egypt  Lower Middle Income $241 

(1 

observational 

study) 

⨁◯◯◯ 

VERY LOWb c d 

Funder 

perspective: 

Provincial 

representatives have 

told us It is expected 

to cost $5.4 million 

to screen 100 000 

low risk individuals  

Considering a lifetime 

horizon, it is 

estimated to cost 

$16.4 million for 

treatment of those 

identified as HCV+ 

through the 

screening of 100 000 

not at risk 

individuals, 

compared to $7.35 

million, through case 

finding. 

Resources are not 

available (AB, QC, 

MB, BC) and are 

currently in 

negotiations with 

pharmaceutical 

companies  

Patient 

perspective: 

Patients noted they 

do not want to take 

funds from other 

health conditions to 

fund HCV treatment 

(opportunity cost) 

The CTFPHC 

encourages policy-

makers to work with 



 
 

South Africa Upper Middle Income  $6,100 
Brazil Upper Middle Income  $1,000 
Australia  High Income: OECD $14 856 
Spain High Income: OECD $9,166 
ledipasvir-sofosbuvir 

Egypt  Lower Middle Income $400 
Mongolia  Upper Middle Income   
Malaysia Upper Middle Income $22 000 
Turkey Upper Middle Income $21 988 
Germany  High Income: OECD $24 890 
USA  High Income: OECD $12 604 
ombitasvir-paritaprevir-ritonavir (or 2D regimen) 

Egypt  Lower Middle Income $400 
Switzerland  High Income: OECD $20 215  
UK  High Income: OECD $12 604 

 

1Generic drug  
2Original  

a. Cross-sectional study (n=49): Andrieux-Meyer I, Cohn J, de Araújo ES, Hamid SS. Disparity in market prices for hepatitis C 
virus direct-acting drugs. The Lancet Global health. 2015 Nov 1;3(11):e676-7. 
b. Downgraded once for risk of bias  
c. Downgraded once for indirectness: cost of hepatitis C treatment in Canada was not included 
d. Results are based on one cross-sectional study 
 

 

pharmaceutical 

companies to offer 

Canadians affordable 

prices for new HCV 

treatments. If 

pharmaceutical 

companies were to 

substantially 

decrease the cost of 

new HCV drugs, the 

resources spent on 

screening and 

treating low risk 

individuals for HCV, 

may be worth the 

expected net benefit, 

even if the benefit 

were small and 

uncertain 

 

 

Face 

Considerations:  

Fifty percent of 

stakeholders agree 

not screening the 

Canadian population 

would have high 

affordability and low 

resource use.  



 
 

C
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R
E
S
O

U
R
C
E
S
 

What is the 

certainty of the 

evidence of 

resource 

requirements 

(costs)? 

○ Very low 

○ Low 

● Moderate 

○ High 

 

○ No included 

studies 

 

 

 

 

 

C
O

S
T
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F
F
E
C
T
IV

E
N

E
S
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Does the cost-

effectiveness of 

the intervention 

favor the 

intervention or 

the comparison? 

○ Favors the 

comparison 

● Probably favors 

the comparison 

○ Does not favor 

either the 

intervention or the 

comparison 

○ Probably favors 

the intervention 

○ Favors the 

intervention 

 

○ Varies 

○ No included 

studies 

 

Cost-effectiveness for “screen and treat” with Holkira Pak and based on the following parameters: 1) prevalence rate of 

0.20% (range: 0.10-0.30); 2) uptake of screening of 89.5% (range: 70%-100%); and 3) uptake of treatment of 80% (range: 

85%-100%) would result in a net cost increment of approximately $101.55 and 0.0020 QALYs gained per person. This 

translates to an ICER of $50 490/QALY gained compared with “No screening with Holkira Pak”. 

 

 

 

E Q U
I

T
Y
 

What would be  Expert panel 



 
 

the impact on 

health equity? 

○ Reduced 

● Probably 

reduced 

○ Probably no 

impact 

○ Probably 

increased 

○ Increased 

 

○ Varies 

○ Don't know 

 

 members consider 

screening for 

hepatitis to increase 

inequity due to:  

-Cost prohibitive if 

treatment if not fully 

funded / covered by 

public health 

insurance; certain 

groups in the 

population would be 

systematically 

disadvantaged 

-HCV infection is 

more common in 

individuals living in 

lower-income 

households1, who 

are less likely to be 

able to afford early 

treatment 

-Individuals who 

could afford 

treatment could pay 

out of pocket; other 

would have to wait 

 

 

Face 

Considerations:  

Fifty-seven percent 

of stakeholders agree 

not screening the 

Canadian population 

for hepatitis C would 

not impact health 

equity negatively 



 
 

A
C
C
E
P
T
A
B
IL

IT
Y
 

Is the 

intervention 

acceptable to 

key 

stakeholders? 

○ No 

○ Probably no 

● Probably yes 

○ Yes 

 

○ Varies 

○ Don't know 

 

 

 

Presently, the very 

high cost of drug 

treatment means 

that population-

based screening is 

unlikely to be 

acceptable to funders 

such as provincial 

and territorial 

governments, 

especially given the 

uncertain benefits of 

a screening program.  

 

 

 

 

Face 

Considerations:  

Sixty-four percent of 

stakeholders agree 

not screening the 

Canadian population 

for hepatitis C would 

not impact health 

equity negatively 

F
E
A
S
IB

IL
IT

Y
 

Is the 

intervention 

feasible to 

implement? 

○ No 

● Probably no 

○ Probably yes 

○ Yes 

 

○ Varies 

○ Don't know 

 

 

Face 

Considerations:  

Eighty-two percent of 

stakeholders agree 

not screening the 

Canadian population 

for hepatitis C would 

not impact health 

equity negatively 



 
 

 

  



 
 

Summary of judgements 

 

JUDGEMENT IMPLICATIONS 

PROBLEM No Probably no Probably yes Yes 

 

Varies Don't know  

DESIRABLE EFFECTS Trivial Small Moderate Large 

 

Varies Don't know  

UNDESIRABLE 

EFFECTS 
Large Moderate Small Trivial 

 

Varies Don't know 
 

CERTAINTY OF 

EVIDENCE 
Very low Low Moderate High 

  

No included 

studies 

 

VALUES 

Important 

uncertainty or 

variability 

Possibly 

important 

uncertainty or 

variability 

Probably no 

important 

uncertainty or 

variability 

No important 

uncertainty or 

variability    

 

BALANCE OF EFFECTS 
Favors the 

comparison 

Probably favors 

the comparison 

Does not favor 

either the 

intervention or 

the comparison 

Probably favors 

the intervention 

Favors the 

intervention 
Varies Don't know 

 

RESOURCES 

REQUIRED 
Large costs Moderate costs 

Negligible costs 

and savings 

Moderate 

savings 
Large savings Varies Don't know 

 

CERTAINTY OF 

EVIDENCE OF 

REQUIRED 

RESOURCES 

Very low Low Moderate High 

  

No included 

studies 

 

COST Favors the 
Probably 

favors the 

Does not favor 

either the 
Probably favors Favors the 

Varies 
No included 

 



 
 

 

JUDGEMENT IMPLICATIONS 

EFFECTIVENESS comparison comparison intervention or 

the comparison 

the intervention intervention studies 

EQUITY Reduced 
Probably 

reduced 

Probably no 

impact 

Probably 

increased 
Increased Varies Don't know 

 

ACCEPTABILITY No Probably no Probably yes Yes 

 

Varies Don't know  

FEASIBILITY No Probably no Probably yes Yes 

 

Varies Don't know  

Conclusions 

Should the general Canadian population be screened for Hepatitis C? 

TYPE OF RECOMMENDATION 
Strong 

recommendation 

against the 

intervention 

Conditional 

recommendation 

against the 

intervention 

Conditional 

recommendation for 

either the 

intervention or the 

comparison 

Conditional 

recommendation for 

the intervention 

Strong 

recommendation for 

the intervention 

●  ○  ○  ○  ○  

 

RECOMMENDATION We recommend against screening for HCV in Canadian adults who are not at elevated risk. 

JUSTIFICATION Overall justification 

The CADTH review did not identify any evidence for the benefit of screening for HCV on critical outcomes. The modeling study21 

estimated possible results for 3 critical outcomes (hepatic mortality, hepatocellular carcinoma, decompensated cirrhosis), but 

this model was rated as very low quality evidence. Given the lack of direct evidence on screening for HCV and the many 

assumptions required by the model21, the overall quality of evidence supporting this recommendation is considered by the 



 
 

CTFPHC to be very low (i.e. highly uncertain). Given the prevalence of HCV in Canadians not at elevated risk for HCV, the lack 

of direct evidence on the benefits and harms of screening in all groups of the population, and the very low quality of the indirect 

evidence produced by modelling21, substantial uncertainty remains about the effectiveness of screening among adults in 

Canada. 

  

Detailed justification 

This recommendation places a relatively lower value on: 1) very low quality indirect evidence suggesting a potentially small 

benefit from screening, 2) the low risk of household and sexual transmission of HCV among individuals not at elevated risk, as 

well as the low risk of transmission through blood products given routine screening of blood and organs78, and 3) the potential 

risk of developing end stage liver disease and transmitting the infection despite being asymptomatic.  

 

On the other hand, this recommendation places a relatively higher value on:  1) the anticipated increase in harm resulting from 

diagnosing and treating individuals who screen positive but would have never developed HCV related disease during their 

lifetime, 2) false positives and false negatives, which could lead to unnecessary anxiety and/or false reassurance,  3) the 

potential for screening to increase inequity given that amongst those who do not meet current eligibility criteria (e.g. specific 

comorbidities), only wealthier individuals and/or those with private insurance, would obtain earlier access to treatment not 

currently funded by government, 4) the unknown magnitude of benefit of treatment on reducing risk of transmission, and 5)  

the very large impact that screening and treatment would have on health care budgets, and associated opportunity costs (i.e. 

limit this would place on the ability to provide other health care interventions that would have to be foregone for lack of funds, 

despite being supported by better evidence). 

SUBGROUP CONSIDERATIONS This recommendation applies only to adults who are not at elevated risk for HCV. It does not apply to pregnant women101 or 

adults who are at elevated risk for hepatitis C 14, such as:  

 

 Individuals with current or past history of injection drug use 

 Individuals who have been incarcerated 

  Individuals who were born, travelled or resided in HCV endemic countries (Appendix 6) 

 Individuals who have received health care where there is a lack of universal precautions 

 Recipients of blood transfusions, blood products or organ transplant before 1992 in Canada 

 Hemodialysis patients 

 Individuals who have had needle stick injuries 

 Individuals who have engaged in other risks sometimes associated with HCV exposure such as high-risk sexual 

behaviours, homelessness, intranasal and inhalation drug use, tattooing, body piercing or sharing sharp instruments or 

personal hygiene materials with someone who is HCV positive.    

 Anyone with clinical clues suspicious for HCV infection (and above risk factors) 

IMPLEMENTATION CONSIDERATIONS The task force recommendation applies to individuals who are not pregnant or at elevated risk for HCV. Subgroups of the 

population who are at increased risk for HCV (and not included in this recommendation) may require special attention from 

clinicians. A joint 2009 recommendation from the CFPC and PHAC14, although not based on a systematic review of the evidence, 

addressed those individuals who are at increased risk. That guidance suggests testing for HCV in “anyone with risk behaviours 



 
 

for HCV, with potential exposure to HCV, and/or with clinical clues suspicious for HCV”. Populations targeted in the joint 

CFPC/PHAC 2009 guideline14 include people who inject drugs (current or past behaviour), individuals who have been 

incarcerated, individuals who may have been exposed to contaminated blood, blood products or medical equipment, and those 

who travelled or resided in endemic regions 80,81,82.  

 

Some immigrants are at increased risk for HCV because they are from countries where HCV infection is common. Unlike the 

non-immigrant population, these persons are at increased risk for HCV due to iatrogenic exposure in their country of origin (lack 

of standard precautions, medical or dental procedures with contaminated equipment) and not necessarily from injection drug 

use or other higher risk behaviours83. The joint CFPC/PHAC 2009 guidance14 recommends testing for HCV in “individuals who 

were born, traveled or resided in a region in which HCV infection is more common”. A list of endemic countries and a related 

map is provided in Appendix 6. 

 

More persons are diagnosed with chronic HCV in sub-groups such as the Indigenous population (3% prevalence)1 and the cohort 

born from 1950 to 1975 (0.8% prevalence)2; these populations have a higher proportion of individuals at higher risk for HCV 

due to risk behaviours associated with other potential exposures to HCV 1,2,84,85. If we account for subgroups of individuals at 

elevated risk due to high risk behaviours or exposures, the prevalence in the rest of these two groups would be similar to the 

low risk population. For example, removing people who inject drugs from the indigenous population would reduce the HCV 

prevalence from 3% to 0.5%1,85. Individuals from the Indigenous population who are not otherwise at increased risk are, 

therefore, included in the present CTFPHC guidance, which recommends against screening adults who are not at elevated risk. 

Similarly, the excess risk in the cohort born between 1950 and 1975 is driven by an increased prevalence of risk behaviors or 

potential exposures rather than birth year per se. In the judgment of the task force, neither indigenous people nor members of 

the 1950-1975 birth cohort should be screened for HCV in the absence of other characteristics that would place them at 

increased risk for HCV.  

 

The CTFPHC considered the possibility of screening a birth cohort; that is, one-time testing of all people born, for example, 

between 1950 and 1975.  However, elevated risk in that cohort is due to risk behaviours. Most individuals in the birth cohort 

who are at elevated risk are included in the joint CFPC/PHAC guideline. Following this risk-based guideline will likely increase the 

identification of those who will benefit most from testing. Those born from 1950 to 1975, who are not otherwise at increased 

risk, are included in the present CTFPHC guidance, which recommends against screening adults who are not at elevated risk. 

More evidence would be needed before making a recommendation about birth cohort testing, separate from adults in the 

general population.  

 

MONITORING AND EVALUATION Given that the CTFPHC has recommended against screening adults who are not at elevated risk of HCV, a clear indicator of the 

uptake of this guideline would be decreased screening of individuals who do not present with risk factors. 

RESEARCH PRIORITIES An important research gap is the lack of studies that examine the benefits, harms and other potential consequences of 

screening asymptomatic populations. RCTs that compare treatment at earlier versus later stages of liver fibrosis are needed. A 

large population-based prevalence study of chronic HCV in Canada is also lacking. Small studies primarily in lower- or higher-

risk groups and using modeled data are available, but the confidence in the certainty of those estimates is low. Although there 

is some evidence around the natural history of HCV infection, there is uncertainty about the factors that influence the 

progression of the disease and how these factors may impact the proportion of people who go on to develop end-stage liver 



 
 

disease, in some cases, despite achieving SVR. Although observational data examining the association of SVR with long-term 

patient important outcomes is available additional studies are needed to know whether SVR associated with newer agents (DAA) 

yields outcomes similar to the older studies.  

Acronyms:  Abs: antibodies, Abs+: antibody positive for hepatitis C, AG: antigen, CADTH: Canadian Agency for Drugs and Technologies in Health, DAA: direct-

acting-antiviral, EIA: enzyme immunoassay, HCV: hepatitis C virus, HCV+: hepatitis C positive, N/A: not available, PCR: polymerase chain reaction, QALY: quality-

adjusted life-years, RNA: ribonucleic acid. 
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