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Concept Proposal Sheet 
1. Type of Proposal:

 FORMCHECKBOX 
 Treatment data proposal 


 FORMCHECKBOX 
 Serosurvey proposal 
 FORMCHECKBOX 
 Laboratory proposal



 FORMCHECKBOX 
 Special Studies proposal / Other               FORMCHECKBOX 
 Revision to existing proposal
2. Title of project: Hepatitis C Screening, Confirmation and Linkage to Care among Patients with Active Tuberculosis
3. Data to be used:

 FORMCHECKBOX 

STOP-C

 FORMCHECKBOX 
  C Elimination
 FORMCHECKBOX 
   Serosurvey






 FORMCHECKBOX 

Surveillance
 FORMCHECKBOX 
 Other







Specify subset (if applicable):  
Patient with tuberculosis and hepatitis C. 
4. Date of proposal (and revision date, if applicable): October 19, 2018
5. Anticipated product: 1) Important Data on how many patients with active TB and Chronic Hepatitis C are getting linked to care and subsequently increasing the rates of Hepatitis C confirmation and linkage to care/treatment completion among co-infected patients. 2) Journal Article(s), and 3) Pilot Data to be used for Grant Application
6. Target Journal: Clinical Infectious Diseases, International Journal of Tuberculosis and Lung Disease, or other infectious diseases journal 
7. Proposing author:
Russell Kempker, MD, MSC
8. Proposed writing group: TBD once study team determined but to include collaborators from Emory University, NCTLD, NCDC, and U.S. CDC
9. Supervisor/s: TBD
10. Rationale for project: Tuberculosis (TB) disease and hepatitis C virus (HCV) infection are both major public health problems with each being responsible for significant morbidity and mortality worldwide. There are over 10 million incident cases of TB globally and approximately 1.8 million TB related deaths per year making it the leading cause of infectious disease related mortality worldwide. HCV leads to chronic hepatitis in the majority of cases and in addition to >185 million prevalent cases worldwide there are an estimated 3-4 million new cases and 350,000 deaths annually. New all oral treatment regimens have revolutionized the care of HCV infection but challenges to disease elimination remain especially in low- and middle-income countries (LMIC) where there is a lack of treatment infrastructure and programs to support linkage and adherence to treatment especially among hard to engage patient such as those with tuberculosis. These barriers provide an excellent opportunity to leverage the infrastructure and experience of National TB Programs (NTPs), present in most LMIC where TB and HCV burden is high, in screening for disease and in treating and monitoring a finite treatment course for an infectious disease. Utilizing existing NTP capacity to facilitate treatment of HCV among TB/HCV coinfected patients has the potential to have a major public health impact. 

11. Research question(s) to be answered (Objectives)
Specific AIMs include 

a) To evaluate the prevalence of Hepatitis C among patients diagnosed with Active Tuberculosis and subsequent linkage to Hepatitis C Care in the Country of Georgia. During the time period of January 1, 2017 through December 2017 we will utilize the NCTLD database to determine how many patients with active TB had a hepatitis C antibody performed, and among those with a positive result how many had subsequent testing with a HCV antigen or PCR test to determine active infection. Furthermore, we will use our procured database of TB/Hepatitis C co-infected patient and cross check it with the Hepatitis C Surveillance database to determine how many patients were linked to a HCV treatment program after TB care and how many completed treatment and were cured. This will be important baseline data on the HCV Continuum of Care among TB patients. 
b) To evaluate the feasibility and performance of reflex HCV testing for active infection among TB patients with a positive Hep C antibody test. The NCTLD has implemented screening for HCV among all patients diagnosed with active TB with a HCV antibody test. An algorithm for confirming active infection among those with a positive HCV antibody is in place but relies on outside laboratories and due to logistical and other challenges is not always carried out. We propose utilizing National TB Program (NTP) laboratories which contain the Cepheid GeneXpert machine to perform HCV viral load testing using the Xpert HCV viral load cartridge for all TB patients with a positive HCV antibody. We anticipate this would increase the rate of active HCV infection confirmation and would also leverage the strong NTP laboratory network. 
c) To provide and link TB/HCV coinfected patient to HCV treatment through existing NTP treatment sites and the use of patient navigator, respectively. For coinfected TB/HCV patients with uncomplicated HCV infection we will implement a program to educate and training TB healthcare providers to be able to provide and monitor oral HCV treatment at existing NTP DOTs treatment sites. This will leverage an extensive and well trained infectious diseases healthcare provider workforce to treat patients they have already an established relationship with. For patients with complicated HCV we will trained “patient navigators” to provide counseling and education to coinfected patients and who will facilitate and coordinate linkage to a local HCV treatment provider. We anticipate this program will increase the rate of HCV cure among TB/HCV coinfected patients. 
12. Variables to be analyzed will include: Patient demographics, HCV antibody and viral load test results, additional laboratory test results, FIB4 index, TB and HCV treatment outcomes. 
13. Analysis plan:  For AIM I, we will perform a Continuum of Care analysis to describe how many TB patients were tested for HCV, how many with a positive HCV antibody had confirmation testing for active infection, and how many were linked to care, and how many in care completed treatment and were cured. For AIM II, we will evaluate how many patients with a positive HCV had confirmation testing with the Xpert HCV viral load test at a NTP laboratory and compare this result with prior data in AIM I. For AIM III, we will perform a similar continuum of care analysis described above and compare with results in AIM I. 
14. Sample size calculation (if applicable): For AIM I, based on available estimates we anticipate there will be ~500 TB/HCV co-infected patients during the year 2017. For AIMs II and III, the sample size is to be determined based on what regions of Georgia we decide to roll out the described initiatives. 
15. Power calculation (if applicable): NA
16. Table shells: NA
17. Additional description: NA
18. Proposed timeline: AIM I to begin in January 2019 and is expected to take 6 months to carry out. Planning for AIMs II and III will commence in January 2019 and carry on through July 2019 (this would include education, training and development of standard operating protocols). We anticipate initiating the implementation of AIMs II and III in September 2019 which would be carried out for a period of one year. 
19. Resources: We will utilize an ongoing NIH FIC TB Research Training Program (PI Dr. Henry Blumberg) to engage a Fogarty trainee in the project and will leverage long standing collaborations with NCTLD, IDACIRC, and the NCDC to help conduct the proposed AIMs. 
20. Funding (proposed, if any): Funding will be needed to carry out the proposed AIMs and depending on the scope of the project a budget will prepared soon. Anticipated costs will include support for salary for a collaborative study team, training of the study team and providers on Hep C management, Xpert HCV viral load cartridges and testing, an online study database, and additional study costs to be determined.  
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