
U.S. Centers for Disease Control and Prevention, Division of Viral Hepatitis / Government of Georgia
Concept Proposal Sheet

1. Type of Proposal:
[bookmark: Check9]|_|Treatment data proposal 			|_|Serosurvey proposal 
|X|Laboratory proposal				|_|Special Studies proposal / Other              |_| Revision to existing proposal

2. Title of project:

Study HCV drug resistance associated substitutions (RASs) among patients failing ledipasvir/sofosbuvir based treatment within the National Hepatitis Elimination program in Georgia

3. Data to be used:
[bookmark: Check6][bookmark: Check7]|_|	STOP-C		|X|C Elimination	|_|Serosurvey					
[bookmark: Check5]|_|	Surveillance	|X|Other: Individual patient records	
	
Specify subset (if applicable):	
· Data restricted to persons aged at least 18 years failing on ledipasvir/sofosbuvir based treatment 
· Persons will be enrolled in 6 provider clinics, namely: 1) Infectious Diseases, AIDS and Clinical Immunology Research Center (Tbilisi ID AIDS Center); 2) Joint Georgian-French Hepatology Clinic Hepa (Hepa Clinic); 3) Batumi Infectious Diseases Hospital (Batumi ID Hospital); 4) Kutaisi Medical City; 5) Gori Military Hospital; 6) Zugdidi Infectious Diseases Hospital (Zugdidi ID Hospital)

4. Date of proposal (and revision date, if applicable):
October 10, 2016

5. Anticipated product:
Manuscript/Abstract

6. Target Journal:
First choice: Hepatology, Journal of Hepatology
Alternatives: Clinical Gastroenterology and Hepatology, Journal of Viral Hepatitis, Gastroenterology


7. Proposing author:
Principle investigator (PI) – TengizTsertsvadze
	
8. Proposed writing group:
Tengiz Tsertsvadze, Nikoloz Chkhartishvili, Marine Karchava, Lali Sharvadze, Akaki Abutidze, NatiaDvali.

9. Supervisor/s:
TengizTsertsvadze

10. Rationale for project:
Understanding contribution of HCV resistance associated substitutions (RAS) to failure of DAA based therapy within National Hepatitis Elimination program patients. This research study will lead to the optimization of future therapeutic strategies for patients failing ledipasvir/sofosbuvir treatment regimens.

11. Research question(s) to be answered (Objectives):

· Explore the occurrence of drug resistance associated variants (RASs) among patients failing ledipasvir/sofosbuvir treatment regimen;
· Understanding the clinical significance of treatment acquired resistance substitution(RASs);
12. Variables to be analyzed:

· NS5A RASs (at positions 28, 30, 31, 32, 58, 92, 93);
· Demographics (age, sex, etc.)
· HCV genotypes;
· Routes of HCV transmission;
· Clinical and laboratory data (failing HCV treatment regimen, liver disease stage, co-infections, plasma HCV RNA levels)

13. Analysis plan: 

1. Perform sequencing of NS5A region 
2. Analyze obtained sequences for RASs using web-based resistance interpretation tool Geno2pheno [HCV] http://hcv.geno2pheno.org/index.php
3. Conduct univariate and bivariate analysis to assess distribution of resistance mutations and to asses differences by various factors 

14. Sample size calculation (if applicable):
200 patients per year

15. Power calculation (if applicable):
N/A 

16. Table shells:
Attached

17. Additional description:

- We propose to conduct this study on annual basis through 2020. 
- In the first year we propose to include 6 provider sites from distinct geographic locations (Tbilisi, Kutaisi, Batumi, Zugdidi and Gori) that account for more than 70% of persons on treatment
- Number of participating sites can be expanded based on availability of resources/funds.

18. Proposed timeline:

· [bookmark: _GoBack]Proposed timeline for the first year envisions collection of specimens from 6 providersites over the first 6 months period; complete sequencing on all specimens by month 9 of the study; complete analysis and prepare draft manuscript by month 12 of the study

19. Resources:
- Estimated $60,000 per year will be required to conduct the study

20. Funding (proposed, if any):
- Funding source has not been identified yet
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