Treatment Component (Module) of the Hepatitis C Elimination Program
Available treatment regimens in Georgia, which will be used at the first stage of HCV elimination plan
Treatment of HCV genotype 1 infection

Interferon-based regimen

	Patients infected with HCV genotype 1 can be treated with a combination of weekly peg-interferon alfa-2a 180 mcg. or peg-interferon alfa-2b 1.5 mcg/kg, daily sofosbuvir(400 mg) and daily weight-based ribavirin (1000 or 1200 mg in patients <75 kg or ≥75 kg, respectively)

Treatment duration  - 12 weeks (Recommendation A1)


Interferon-free regimens

	Patients infected with HCV genotype 1 who are Interferon-intolerant or -ineligible can be treated with daily sofosbuvir (400 mg) and daily weight-based ribavirin (1000 or 1200 mg in patients <75 kg or ≥75 kg,  respectively)*

Treatment duration – 24 weeks (Recommendation B1)


*This combination is used only in those cases, when other Interferon-free regimens are not available. 
NOTE: 
Both Above-mentioned treatment regimens, which we plan to use for genotype 1 patients, are already excluded from recent AASLD guideline. However we do not have any alternative, since Harvoni or other Direct Acting Antiviral drugs (Simeprevir, Viekira Pak etc) are not available in Georgia yet. Above-mentioned treatment regimens are included in the last EASL guideline, which provides rationale for us to use them for treatment of HCV patients. 

Treatment of HCV genotype 2 infection
Interferon-free regimen
	Patients infected with HCV genotype 2 must be treated with daily sofosbuvir (400 mg) and daily weight-based ribavirin (1000 or 1200 mg in patients <75 kg or ≥75 kg, respectively)

Treatment duration – 12 weeks (Recommendation A1)
Therapy should be prolonged to 16 or 20 weeks in patients with cirrhosis, especially if they are treatment experienced (Recommendation B1)


Interferon-based regimen
	Alternatively, cirrhotic and/or treatment-experienced patients could be treated with weekly peg-interferon alfa-2a 180 mcg. or peg-interferon alfa-2b 1.5 mcg/kg, daily sofosbuvir (400 mg) and daily weight-based ribavirin (1000 or 1200 mg in patients <75 kg or ≥75 kg, respectively), 

Treatment duration – 12 weeks (Recommendation B1)


NOTE: 
About 70% of HCV genotype 2 patients in Georgia are infected with recombinant form (RF_2k/1b) of the virus. There is no optimal treatment regimen for these patients defined in guidelines, since large-scale clinical trials have not been performed yet. However results from separate studies* demonstrated that patients with 2k/1b recombinant virus had similar response to treatment regimens which are effective for genotype 1 patients. 
*“Characterization of Hepatitis C Virus Inter-Genotypic Recombinant Strains and Associated Virologic Response to Sofosbuvir/Ribavirin”. Charlotte Hedskog, Brian Doehle, Krishna Chodavarapu, ViktoriaGontcharova, Javier Crespo Garcia, Robert De Knegt, Joost P.H Drenth, John G. McHutchison, Diana Brainard, Luisa M. Stamm, Michael D. Miller, EvgueniaSvarovskaia, Hongmei Mo. Hepatology. doi: 10.1002/hep.27361
Treatment of HCV genotype 3 infection

Interferon-based regimen
	Patients infected with HCV genotype 3 can be treated with a combination of weekly peg-interferon alfa-2a 180 mcg. or peg-interferon alfa-2b 1.5 mcg/kg, daily sofosbuvir (400 mg) and daily weight-based ribavirin (1000 or 1200 mg in patients <75 kg or ≥75 kg, respectively)

Treatment duration – 12 weeks (Recommendation A2)
This combination is also recommended for treatment-experienced patients. 


Interferon-free regimen
	Patients infected with HCV genotype 3 can be treated with daily sofosbuvir (400 mg) and daily weight-based ribavirin (1000 or 1200 mg in patients <75 kg or ≥75 kg, respectively)

Treatment duration – 24 weeks (Recommendation A2)
This therapy is suboptimal in treatment-experienced cirrhotic patients(Recommendation A2)


Treatment of HCV genotype 4 infection
Interferon-based regimen
	Patients infected with HCV genotype 4 can be treated with a combination of weekly peg-interferon alfa-2a 180 mcg. or peg-interferon alfa-2b 1.5 mcg/kg, daily sofosbuvir(400 mg) and daily weight-based ribavirin (1000 or 1200 mg in patients <75 kg or ≥75 kg, respectively)

Treatment duration  - 12 weeks (Recommendation B1)


Interferon-free regimens
	Patients infected with HCV genotype 4 who are IFN-intolerant or -ineligible can be treated with daily sofosbuvir (400 mg) and daily weight-based ribavirin (1000 or 1200 mg in patients <75 kg or ≥75 kg, respectively)

Treatment duration  - 24 weeks (Recommendation C2)


Treatment regimens for patients with decompensated

Liver cirrhosis

Interferon-free regimens
	Daily sofosbuvir (400 mg) and weight-based ribavirin 1000 or 1200 mg in patients <75 kg or ≥75 kg, respectively)

Treatment duration  - 48 weeks (Recommendation B2)
This regimen is recommended for HCV patients regardless of genotype, who have decompensated cirrhosis (moderate or severe hepatic impairment; Child-pugh class B or C) who may or may not be candidates for liver transplantation, as well as for cirrhotic patients (Child-pugh class A) with hepatocellular carcinoma requiring liver transplantation. 

This regimen should be used only by highly experienced HCV practitioners at specialized clinics, with consideration of the patient’s creatinine clearance rate and hemoglobin level.


Inclusion Priorities for HCV therapy Initiation

For selection and HCV treatment initiation, priorities should be given to the following group of patients:  
· Patients with compensated cirrhosis (Metavir score F4) (Recommendation A1)
· Patients with decompensated cirrhosis who are on the transplant list should be considered for Interferon-free, ideally ribavirin-free therapy. (RecommendationA1)  
· Patients with advanced liver fibrosis (Metavir score F3) (Recommendation A1)
· Patients with clinically significant HCV extra-hepatic manifestations, such as mixed cryoglobulinaemia (e.g. vasculitis), membranoproliferative glomerulonephritis, nephrotic syndrome, proteinuria etc. (Recommendation B1)
immediate treatment should be prioritized for those patients with compensated and decompensated cirrhosis followed by patients with severe extrahepatic hepatitis C and patients with advanced liver fibrosis (Metavir scoreF3).

*    *    *    
Treatment should be also considered for persons at elevated risk of HCV transmission and in whom HCV treatment may yield transmission reduction benefits: 

· Men who have sex with men (MSM) (Recommendation C2)

· Active injection drug users (Recommendation C2)

· HCV-infected women of child-bearing potential wishing to get pregnant (Recommendation C2) (AASLD)

· Persons on long-term hemodialysis (Recommendation C2) (AASLD)

Treatment is also justified in patients with moderate fibrosis (METAVIR score F2) (Recommendation A2). 

For patients with minimal or no fibrosis (METAVIR score F0-F1), HCV treatment is justified to prevent HCV transmission. Although treatment for this patients category may be deferred at this stage of the program (Recommendation B1) (of course if the program enrolls 5000 patients from other priority groups).
HCV treatment Monitoring
Treatment monitoring includes monitoring of treatment efficacy, safety and side effects.
Monitoring of treatment efficacy
Monitoring of treatment efficacy is based on repeated measurements of HCV RNA levels. 

A high sensitive real-time PCR-based assay with a lower limit of detection and a broad dynamic range of quantification should be used to monitor HCV RNA levels during and after therapy (Recommendation A1)
The same assay, ideally from the same laboratory, should be used in each patient to measure HCV RNA at different time points, in order to assure consistency of results. 
Official recommendations for Monitoring of treatment efficacy
	· In patients treated with the triple combination of pegylated Interferon-alfa, ribavirin and sofosbuvir 12 weeks, HCV RNA should be measured at baseline and at weeks 4, 12 (end of treatment), and 12 or 24 weeks after the end of therapy (Recommendation A2)
· In patients treated with an Interferon-free regimens (sofosbuvir plus ribavirin 12 or 24 weeks), HCV RNA should be measured at baseline, week 2 (assessment of adherence), week 4, week 12 or 24 (end of treatment), and 12 or 24 weeks after the end of therapy (Recommendation A2)



Monitoring treatment safety and side effects

Besides HCV RNA measurements, the following laboratory tests are recommended during antiviral therapy: Complete blood count, hepatic function panel (ALT, AST, G-GT, ALP, Bilirubin and INR) as well as renal function tests (creatinine level) and TSH level.
The haematological side effects should be assessed at weeks 2 and 4 of therapy and at 4 to 8

week intervals thereafter and as clinically indicated (Recommendation A1)
Hepatic and renal function tests are recommended after 4 weeks of treatment initiation, at 4 weeks intervals thereafter, and as clinically indicated (Recommendation B1)
TSH level should be assessed every 12 weeks for patients receiving Interferon.
Scheme of HCV treatment monitoring
	Table
	Treatment period

(weeks)


	After completion of therapy

	Measurements


	1
	2
	4
	8
	12
	16
	20
	24
	24

	Clinical assessment


	
	X
	X
	X
	X
	X
	X
	X
	

	Complete blood count


	
	X
	X
	X
	X
	X
	X
	X
	

	ALT, AST, G-GT, ALP, Bilirubin, creatinine level, INR


	
	
	X
	X
	X
	X
	X
	X
	

	HCV RNA

Quantitative


	
	X*
	X
	
	X
	
	
	X
	X

	TSH


	
	
	
	
	X**
	
	
	
	

	Monitoring of depression **

	
	
	X
	X
	X
	X
	X
	X
	

	Assessment of medication adherence

	X
	X
	X
	X
	X
	X
	X
	X
	

	Monitoring of side effects


	X
	X
	X
	X
	X
	X
	X
	X
	


*for Interferon-free regimens.   ** for Interferon-based regimens.  
