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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:
Viral Limit of Detection for Diagnosis of Chronic HCV Infection

3. Data to be used:
[bookmark: Check6][bookmark: Check7]|_| STOP-C		|_|  C Elimination	|_|  Serosurvey					
|_|	Surveillance	|_| Other						
Specify subset (if applicable):	

4. Date of proposal (and revision date, if applicable):
[bookmark: _GoBack]September 23, 2016

5. Anticipated product:
Abstract/ Manuscript

6. Target Journal:
Hepatology

7. Proposing author:
J. Morgan Freiman, MD
Boston University Medical Center
	
8. Proposed writing group:
J. Morgan Freiman, Susan Hariri, Claudia Vellozzi, Muazzam Nasrullah, Francisco Averhoff, Benjamin P. Linas, Philippa Easterbrook, Francesco Marinucci, Claudia Denkinger

9. Supervisor/s:
J. Morgan Freiman, Benjamin P. Linas

10. Rationale for project:
Investigate the viral limit of detection necessary for a point-of-care or near-patient HCV screening and diagnostic test.
    

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

-To investigate real-world HCV RNA levels at time of diagnosis to inform the limit of detection for screening and diagnosis of HCV. 
-To analyze HCV RNA levels of viral rebound among patients who have completed HCV treatment to inform the limit of detection necessary to confirm sustained virologic response.

12. Variables to be analyzed: 

I.  Demographics (age, gender, race
II.  Laboratory values 
i. HCV Ab
ii. HCV RNA, quantitative
iii. Hepatitis C Viral RNA, Genotype, LiPA
iv. ALT/SGPT
v. AST/SGOT
vi. HIV Ab, HIV 1/2 EIA
vii. Hepatitis B Virus Surface Antigen
viii. Hemoglobin
ix. Platelets
x. Creatinine
III.  Treatment regimen and duration: include only those with detectable RNA 12 weeks after treatment.
i. Treatment regimen
ii. Treatment initation date
iii. Treatment completion date
iv. HCV RNA measured during treatment
v. HCV RNA 12 weeks after treatment (SVR12)

13. Analysis plan: 
1. Percent of cases captured at various threshold levels of HCV RNA measured in log IU/mL 
2. Multivariate logistic regression model categorized by HCV RNA (Table 1)
3. Multivariate regression among those in treatment group that did not achieve SVR (Table 2)
4. Histogram of HCV RNA at SVR12 among those who failed treatment

14. Sample size calculation (if applicable):


15. Power calculation (if applicable):


16. Table shells:

17. Additional description:
NA

18. Proposed timeline:

Abstract for EASL meeting – November, 2016
First draft of manuscript – spring/summer 2017

19. Resources:
-Data management and analysis supported by Boston University Medical Center
-PI and co-authors responsible drafting the manuscript

20. Funding (proposed, if any):
-None
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Table 1.  Characteristics of participants with chronic hepatitis C virus infection stratified by level of HCV RNA 
	
	Total Cohort
N (%)
	HCV RNA < 1 log IU/mL
N (%)
	HCV RNA
1 – 3 log IU/mL 
N (%)
	HCV RNA
3 – 5 log IU/mL
N (%)
	HCV RNA
5 -10 log IU/mL
N (%)
	HCV RNA > 10 log IU/mL
N (%)
	RR
	P value

	Age (years)
	
	
	
	
	
	
	
	

	     18 - 30
	
	
	
	
	
	
	
	

	     31 – 50
	
	
	
	
	
	
	
	

	     51 - 64
	
	
	
	
	
	
	
	

	     ≥ 65
	
	
	
	
	
	
	
	

	     Median (IQR)
	
	
	
	
	
	
	
	

	Female
	
	
	
	
	
	
	
	

	Race
	
	
	
	
	
	
	
	

	     White
	
	
	
	
	
	
	
	

	     Black
	
	
	
	
	
	
	
	

	     Other
	
	
	
	
	
	
	
	

	HIV Co-infection
	
	
	
	
	
	
	
	

	HBV Co-infection
	
	
	
	
	
	
	
	

	HCV Genotype
	
	
	
	
	
	
	
	

	     Genotype 1
	
	
	
	
	
	
	
	

	     Genotype 2
	
	
	
	
	
	
	
	

	     Genotype 3
	
	
	
	
	
	
	
	

	     Genotype 4
	
	
	
	
	
	
	
	

	     Genotype 5
	
	
	
	
	
	
	
	

	     Genotype 6
	
	
	
	
	
	
	
	

	     Unknown 
	
	
	
	
	
	
	
	

	APRI Score
	
	
	
	
	
	
	
	

	     0 - <0.7
	
	
	
	
	
	
	
	

	    0.7 - < 1.0
	
	
	
	
	
	
	
	

	     ≥ 1.0
	
	
	
	
	
	
	
	

	FIB-4     
	
	
	
	
	
	
	
	

	     < 1.45
	
	
	
	
	
	
	
	

	     1.45 – 3.25
	
	
	
	
	
	
	
	

	     > 3.25
	
	
	
	
	
	
	
	

	     Median (IQR)
	
	
	
	
	
	
	
	



HCV, hepatitis C Virus; RNA, ribonucleic acid; IQR, interquartile range; HIV, human immunodeficiency; HBV, hepatitis B virus; FIB-4, fibrosis-4 score; APRI Score, aspartate aminotransferase to platelet ratio index. 


Table 2.  Characteristics of participants who have completed therapy with direct acting antiviral agents (DAAs) for chronic hepatitis C virus (HCV) infection and did not attain sustained virologic response (SVR). 
	
	Total Cohort
N (%)
	RR
	P value

	Age (years)
	
	
	

	     18 - 30
	
	
	

	     31 – 50
	
	
	

	     51 - 64
	
	
	

	     ≥ 65
	
	
	

	     Median (IQR)
	
	
	

	Female
	
	
	

	Race
	
	
	

	     White
	
	
	

	     Black
	
	
	

	     Other
	
	
	

	HIV Co-infection
	
	
	

	HBV Co-infection
	
	
	

	HCV Genotype
	
	
	

	     Genotype 1
	
	
	

	     Genotype 2
	
	
	

	     Genotype 3
	
	
	

	     Genotype 4
	
	
	

	     Genotype 5
	
	
	

	     Genotype 6
	
	
	

	     Unknown 
	
	
	

	APRI Score
	
	
	

	     0 - <0.7
	
	
	

	    0.7 - < 1.0
	
	
	

	     ≥ 1.0
	
	
	

	FIB-4     
	
	
	

	     < 1.45
	
	
	

	     1.45 – 3.25
	
	
	

	     > 3.25
	
	
	

	     Median (IQR)
	
	
	



HCV, hepatitis C Virus; RNA, ribonucleic acid; IQR, interquartile range; HIV, human immunodeficiency; HBV, hepatitis B virus; FIB-4, fibrosis-4 score; APRI Score, aspartate aminotransferase to platelet ratio index. 
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