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1. Introduction
Georgia has one of the highest estimated hepatitis C virus (HCV) prevalences in the world.  
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 In Tbilisi, an estimated 6.7% of persons are anti-HCV positive. 
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 Although unsafe injection and blood practices have contributed to the overall prevalence of infection,
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 the prevalence of HCV is particularly high among injection drug users (50%–70%),(3) prisoners (50%) (Georgia's Ministry of Labor, Health, and Social Affairs [MoLHSA], unpublished data, 2015), and persons infected with HIV (47%).
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Given the high infection rate and recent availability of highly effective, all-oral treatment regimens for HCV, Georgia launched a hepatitis C elimination program in April of 2015. 
In developing a strategy for elimination, the distribution of HCV genotypes in Georgia is a key factor to be considered. In Tbilisi, HCV genotype 1b is most common, at 59%, followed by genotype 3a, 27%, genotype 2a/2c, 11%, and genotype 1a, 3%. (5) Among Georgians with HIV–HCV coinfection, the distribution of HCV genotypes has been reported to be 42% for genotype 1, 35% for genotype 3, 18% for genotype 2, and 6% for mixed genotype recombinants.(6) Phylogenetic analyses indicate that more than 70% of Georgians with HCV genotype 2 actually have a recombinant hybrid between 2k and 1b. (7)
The following recommended strategies for large-scale screening, diagnosis, and treatment of HCV in Georgia are streamlined for simplicity of implementation. The recommendations focus on treating HCV genotypes 1, 2, and 3, with genotypes 1 and 2 grouped together based on the high percentage of genotype 2 patients having the 2k/1b hybrid. The recommendations assume Harvoni (ledipasvir 90 mg/sofosbuvir 400 mg) will be available in Georgia in December of 2015.
 It is important to consider the altered biology of genotype 3 HCV and more rapid rates of progression in patients with genotype 3. New NS5A inhibitors show activity, particularly daclatasvir, which has greater in vitro potency than ledipasvir against genotype 3.  Most current guidelines recommend daclatasvir and sofosbuvir with or without ribavirin, but not ledipasvir and sofosbuvir with or without ribavirin in patients with genotype 3 infection.  It  is now recognised treatment experienced genotype 3 patients with cirrhosis have become the difficult to treat genotype –but patients can be successfully treated before the onset of cirrhosis: excellent response rates can be achieved with the combination of sofosbuvir and ledipasvir plus ribavirin, or daclatasvir plus sofosbuvir in non-cirrhotic patients treated for 12 weeks. 
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It is apparent that efficacy of these combinations is restricted with more advanced disease, and thus the treatment of genotype 3 before the onset of cirrhosis should be encouraged. It will be important to strive for the highest possible cure rates because relapse observed after treatment with NS5A inhibitors is frequently associated with the selection of high-level NS5A resistant mutations, potentially threatening future treatments for patients. High response rates with the combination of sofosbuvir and ledipasvir plus ribavirin can be achieved in treatment naïve patients, but the response rate is apparently lower with the combination of sofosbuvir and ledipasvir alone;  or in treatment experienced patients and those with cirrhosis.  In the absence of the combination of daclatasvir plus sofosbuvir, and for simplicity, it is recommended that sofosbuvir and ledipasvir plus ribavirin are used for genotype 3 infection (12 or 24 weeks depending upon stage of disease).  Treatment of genotype 3 disease prior to the onset of cirrhosis is encouraged. 
1. Screening

The CDC and Georgia government screening programs should be implemented.
2. Diagnostic Evaluation

Any Georgian citizen positive for HCV antibodies with a rapid test or ELISA should undergo HCV RNA testing by quantitative real-time PCR.
HCV RNA positive patients should undergo HCV genotyping by linear hybridization or real-time PCR.
HCV RNA positive patients should also have a complete blood count and be evaluated for alanine transaminase (ALT) and aspartate transaminase (AST) levels for calculation of FIB-4 index to determine degree of hepatic fibrosis. Patients with FIB-4 > 3.25 should undergo screening for hepatocellular carcinoma. Creatinine, bilirubin, INR/PT and albumin should be measured. All cirrhotic patients should have both MELD score and Child’s-Pugh score calculated.
3. TREATMENT
Prioritization of patients via severity of liver disease is not recommended.

All treatment should be performed in specialized HCV centers by experienced physicians.

For patients with HCV genotypes 1, 2 or 3 all HCV RNA positive patients should receive treatment. 
SPECIFIC RECOMMENDATIONS
	Regimen for HCV Genotype 1 or 2 Patients Without Decompensated Cirrhosis
ALL NAÏVE / Treatment experienced NO cirrhosis: Daily fixed-dose combination of ledipasvir (90 mg)/sofosbuvir (400 mg) for 12 weeks 

   TREATMENT EXPERIENCED WITH CIRRHOSIS: Daily fixed-dose combination of ledipasvir (90 mg)/sofosbuvir (400 mg) for 12 weeks plus RBV 1000/1200mg/day


	Regimen for HCV Genotype 1 or 2 Patients With Decompensated Cirrhosis

Daily fixed-dose combination of ledipasvir (90 mg)/sofosbuvir (400 mg) and daily ribavirin (600 mg) for 12 weeks 


Regimen for HCV Genotype 3 treatment naïve patients or experienced patients without cirrhosis
Daily fixed-dose combination of ledipasvir (90 mg)/sofosbuvir (400 mg) and daily ribavirin (1000 / 1200 mg) for 12 weeks
	Regimen 1 for HCV Genotype 3 Patients with compensated Cirrhosis
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) for 12 weeks 


	Regimen 2 for HCV Genotype 3 Patients With compensated Cirrhosis

Daily fixed-dose combination of ledipasvir (90 mg)/sofosbuvir (400 mg) and daily ribavirin (1000 / 1200 mg) for 24 weeks


	Regimen for HCV Genotype 3 Patients With Decompensated Cirrhosis

Daily fixed-dose combination of ledipasvir (90 mg)/sofosbuvir (400 mg) and daily ribavirin (600mg) for 24 weeks



For all patients with HCV genotype 3, upon availability of daclatasvir, the recommendation will change to combination therapy with daclatasvir and sofosbuvir for 24 weeks. Subsequently, sofosbuvir and GS-5816 (velpatasvir) may be recommended when available.
 ADDIN EN.CITE 

(10)

4. Monitoring of Treatment Efficacy and Compliance
It is recommended that patients who are being administered Harvoni (ledipasvir/sofosbuvir) should be limited to receiving 4 weeks of drug dosing per treatment visit.
HCV Genotypes 1 and 2. For patients with HCV genotypes 1 or 2 receiving Harvoni for 12 weeks, ALT levels should be evaluated at Weeks 2-3, 6-7, and 12 of treatment. Declining ALT levels indicate compliance with treatment. Patients compliant at Weeks 2-3 and 6-7 should receive 4-week packages of drug.  
HCV Genotype 3 / All RBV containing regimens. Patients with HCV regardless of genotype receiving ribavirin should have clinic visits at Weeks 2, 4, and every 4 weeks until end of treatment. Complete blood count should be obtained to monitor for hemolytic events, and ALT levels should be measured to monitor for compliance.  
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