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1. Title of project: Integrating HCV screening and simplified treatment services in primary healthcare 

2.  Date of proposal: October 31, 2017
3. Project Lead: Tengiz Tsertsvadze, MD, PhD
4. Collaborators: Nikoloz Chkhartishvili, Lali Sharvadze, Akaki Abutidze, Marina Ezugbaia, primary healthcare providers, representatives of Ministry of Health, NCDC, CDC, LIFER, ECHO.
5. Rationale/Background for project:  
Georgia has one of the highest prevalence of hepatitis C virus (HCV) infection in the world, with an estimated 5.4% of adult general population (150 000 adults) living with chronic hepatitis C.
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 In April 2015, in partnership with U.S. CDC and Gilead Sciences, Georgia embarked on world’s first hepatitis C elimination program, defined as 90% reduction in HCV prevalence by 2020.
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  Care and treatment component has been identified as a cornerstone of elimination and it has been successfully rolled-out throughout the country. Over the first 20 month of the program implementation, 27,595 persons initiated treatment with direct acting antivirals (DAAs) attaining very high cure rates, particularly with ledipasvir/sofobuvir based regimens.5

 
Nevertheless, along with success there are serious challenges as well. Analysis of programmatic data indicates that patient enrollment in treatment has been slowing down in recent months, most likely because of deficiencies in HCV testing and linkage to care.
It should be also taken into account that HCV screening and linkage modality currently used within the elimination program envisages completion of several steps, which requires from patients to visit several different places in order to enroll in treatment program. This creates unnecessary barriers that negatively impacts pace of treatment uptake. 
Integration of screening and treatment services in primary healthcare offers opportunity to eliminate barriers and to improve engagement in the entire continuum of HCV care from testing through cure. It has been shown internationally that integrated models of care are effective ensuring high diagnosis, treatment and cure rates.
Access to primary healthcare has been increasing in Georgia in recent period, particularly after implementing universal healthcare in 2013. Report of the Ministry of Labour, Health and Social Affairs of Georgia (MoLHSA) shows that more than 1 million urgent outpatient (ambulatory) visits were recorded within the first 3 years of universal healthcare system11

 and this does not include visits completed through private insurance schemes, which covers substantial portion of health services. This potential of primary healthcare has not been fully used within the national elimination program and this opportunity should not be missed.
6. Objectives/Specific Aims: 
The objective of the proposed project is to assess effectiveness of integrated HCV screening and treatment model in primary healthcare settings. Specific aims include: 
· Quantify engagement in the HCV care continuum (cascade) from screening through cure
· Assess efficacy and safety of simplified diagnostics and treatment monitoring procedures in primary healthcare settings
· Conduct cost-analysis of achieving sustained virologic response (SVR) with simplified approach and current standard of care
· Compare key project monitoring and evaluation indicators with national data
7. Methods: 
This will be prospective evaluation of integrated screening and treatment program in primary healthcare settings. A total of 4 primary healthcare clinics (PHC), including 2 in the capital city of Tbilisi and 2 in non-urban regional locations, will be involved in the program. 

We will use so called “one stop shop” approach, by which patients will receive all HCV screening and care services in selected PHCs, without need for going to other locations. Currently operating procedures within national elimination program require patient visits for testing and result notification, completing paperwork and visit to MoLHSA for registration. We suggest integrated model that obviates the need for these visits.  

Consecutive patients receiving care at selected PHCs will be offered test for HCV. Screening will be performed using an opt-out model, defined as HCV screening after notifying the patient that 1) the test will be performed and 2) the patient may elect to decline or defer testing. Assent is inferred unless the patient declines testing. To ensure complete diagnosis of chronic hepatitis C we will apply reflex testing approach, that is initial screening will be conducted using rapid antibody test, and if reactive the same specimen will be sent for confirmatory analysis. Screening will be conducted free of charge to patient locally at PHCs, rapid tests will be procured within the proposed project. With regard to confirmatory testing, the Ministry of Labour, Health and Social Affairs of Georgia (MoLHSA) is introducing the new policy on confirmatory testing by which MoLHSA will fully reimburse low-cost confirmatory testing by either Cor-Ag or quantitative HCV RNA testing, thus similar to screening the confirmation will be also performed free of charge at the Infectious Diseases, AIDS and Clinical Immunology Research Center (IDACIRC). 
After confirming diagnosis, patients will be informed about diagnosis, they will be given information about the disease and treatment options and will be offered enrollment in HCV treatment within elimination program. Necessary paperwork and registration with the MoLHSA will be completed by PHC’s dedicated case managers on behalf of consenting patients. Registered patients will be treated at selected PHCs by their regular primary care providers under the supervision of IDACIRC.

We plan to screen a total of 15,000 persons in 4 selected PHCs (5,000 persons per each site in Tbilisi, 2,500 persons per non-urban regional PHCs). Based on 7.7% HCV antibody prevalence and 5.4% HCV RNA prevalence estimated 1,155 persons will be positive for anti-HCV and 810 will have chronic hepatitis C.

Primary healthcare facilities will provide care to HCV treatment-naïve patients with mild fibrosis using simplified diagnostics and treatment monitoring approach, while persons with more advanced liver damage will be referred to specialized clinics in close proximity. 
Pre-treatment evaluation

Figure 1 provides simplified algorithm for pre-treatment evaluation. Briefly, persons with confirmed chronic HCV infection will be assessed for degree of liver damage using FIB-4 score (for this purpose complete blood count, ALT and AST will be measured). Persons with FIB-4 score >1.45 will be referred to specialized clinics for further assessment. Persons with FIB-4 score <1.45 will continue care at PHCs and will undergo additional examinations as per simplified algorithm (Figure 1). Suggested pre-treatment evaluation is tailored to patients with mild fibrosis and examinations are limited to only essential ones. 
Figure 1. Algorithm for pre-treatment evaluation
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Monitoring during antiviral therapy

Treatment monitoring approach will be simplified for PHCs, which will include the following scheme: 

· Every 4th week participant will come to the clinic for clinical assessment and will be given a bottle containing LDV/SOF by a nurse.    
· Every 4th week participant receiving LDV/SOF without Ribavirin will be tested for ALT only, while participant receiving LDV/SOF in combination with Ribavirin will be tested for ALT and complete blood count 

· Quantitative HCV viral load testing will be performed only at 12-24 weeks following completion of therapy. 
· To ensure medication adherence and to monitor for adverse events and potential drug-drug interactions with LED/SOF, nurse will call each week to the patients until end of treatment. 
Figure 2. Algorithm for HCV treatment monitoring
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Infectious Diseases, AIDS and Clinical Immunology Research Center (IDACIRC) together with other partners will provide guidance and supervision on integrated model implementation. This will include:

· Training on PHC personnel on hepatitis C related issues using curricula developed by the clinical group of the national elimination program. This curricula covers various aspects related to hepatitis C, including epidemiology, natural history, treatment and details on the national elimination program. 
· Training on rapid antibody testing, will cover hands-on training on issues related to collecting blood specimen and testing for HCV antibodies using rapid tests.
· Utilizing the Extension for Community Healthcare Outcomes (ECHO) telemedicine model to train and support primary healthcare providers. Regular teleECHO videoconferencing will be conducted every two weeks to provide primary care providers with advice and clinical mentoring. 
· Establishing monitoring and evaluation (M&E) framework for assessing program effectiveness. M&E framework will include establishment of project electronic database, detailed guidance on M&E indicators and monthly reporting on these indicators. For service delivery national HCV screening registry and Elimination C systems will be utilized 
M&E indicators:

1. Number of PHC providers trained (disaggregated by nurse, lab personnel, and physician)

2. Number and percentage of PHC clients tested for HCV

3. Number and percentage of HCV positive persons registered with the MoLHSA

4. Number and percentage of HCV positive persons starting antiviral therapy

5. Time (in days) from HCV positive result to treatment initiation

6. Number and percentage of patients who completed treatment and had SVR measured

7. Number and percentage of patients achieving SVR 

8. Roles and Responsibilities

Dr. Tengiz Tsertsvadze will be PI of the proposed project and will take overall responsibility for conducting it. Drs. Nikoloz Chkhartishvili, Lalil Sharvadze, Marina Ezugbaia and Akaki Abutidze will serve as leading co-investigators. M&E manager will be hired from the IDACIRC. Coordinators will be identified for each site and they will take responsibility for implementing activities on site.
· Infectious Diseases, AIDS and Clinical Immunology Research Center (IDACIRC) will provide training of personnel and will be conducting ECHO teleclinics. IDAICRC will perform confirmatory testing, HCV genotyping and SVR measurement 
· PHCs will be responsible for screening, registration with the MoLHSA, treatment initiation and treatment monitoring. Except of molecular testing all laboratory assays for pre-treatment evaluation and monitoring will be performed at PHCs. 
Representatives of project ECHO will assist in expanding the project to PHCs. Representatives of LIFER, CDC and NCDC wills serve as subject matter experts and will provide technical assistance for project implementation.
9. Proposed timeline: 
	
	Study Months

	Activity
	1
	2
	3
	4
	5
	6
	7
	8
	9

	Selection of PHCs and obtaining MoLHSA approval 
	X
	X
	
	
	
	
	
	
	

	Training of PHC staff
	
	X
	X
	
	
	
	
	
	

	Implementation of integrated model in PHC
	
	
	X
	X
	X
	X
	X
	X
	X

	Implementation of ECHO telemedicine
	
	
	X
	X
	X
	X
	X
	X
	X

	Monitoring and evaluation of program effectiveness
	
	X
	X
	X
	X
	X
	X
	X
	X


10. Expected outcomes

Integrating HCV screening and treatment services in primary healthcare will simplify current modalities and will be beneficial for patient and the program. We expect that integrated model will increase diagnosis and linkage to care and eventually will improve treatment uptake with high cure rates within the national hepatitis C elimination program. 
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