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OPENING ADDRESSES

	Dr. Averhoff welcomed the Scientific Committee (SC) meeting participants, and formally opened the meeting.

	
NEW PROPOSALS

	
- Epidemiology of HBV infection among HCV patients treated with Direct Acting Antivirals (DAAs)
 
Presenter: Dr. George Kamkamidze, HRU/Clinic Neolab
Dr. Kamkamidze presented the concept note to the committee. The proposal will use the data from the Elimination program database. Dr. Kamkamidze listed 5 objectives:
Objective 1 
To evaluate the rate of HCV/HBV co-infection
Objective 2
To evaluate the rate of HBV exposure among HCV infected patients 
Objective 3
To evaluate the rate of HCV cure rate among HBV infected patients
Objective 4
To estimate the role of HBV/HCV co-infection on liver fibrosis level
Objective 5
To understand factors associated with HBsAg clearance among HCV infected patients 

The idea came from the recent ECHO session, namely from Dr. Kimberly Page. Proposed project would be a good foundation to study the patients whom cleared HBV infection and those with chronic HBV infection. Dr. Karla Thornton was involved in the development of the concept note as well. It is expected that all major stake-holders (4 major clinics, NCDC, MoLHSA, and US CDC) will be represented as co-authors. Variables to be extracted from the program database were listed. Evaluation of the HBV clearance is possible using HBsAg and antiHBc variables. Recent data shows influence of HBV/HCV co-infection on the fibrosis level; usually fibrosis worsens. However, treatment outcomes are not affected. Some data suggest that HBV co-infection cases have higher rate of HCV clearance. There is contradictory data on HCV impact on the HBV clearance. This project could be a baseline study the HBV/HCV co-infection, that could be followed by the immunologic studies. 
Dr. Nasrullah stated that similar proposal with the focus on HBV re-activation had been already presented by Dr. Gvinjilia. He inquired whether these patients would be included as well.
Dr. Kamkamidze replied that the focus of his proposal was not HBV reactivation; they would need PCR data to study reactivation as well. 
Dr. Butsashvili added that effect of DAAs should have been studied as part of the reactivation project, whilst the current project was focused on the baseline data-analysis. 
Dr. Gvinjilia asked whether they were considering prospective cohort study design.
Dr. Kamkamidze replied that the proposed project would be retrospective study.
Dr. Gvinjilia suggested taking the period right after the introduction of antiHBc testing. Also, she inquired about the comparison groups.
Dr. Kamkamidze agreed with the suggestion and confirmed that the monoinfection vs co-infection and sub-group of those who cleared HBV infection would be studied.
Dr. Gamkrelidze made a general comment regarding the proposed study. According to him Georgia received WHO recommendations suggesting to be more proactive regarding HBV infection. Therefore, HBV related projects should be welcomed.
Dr. Tsertsvadze asked whether the moratorium on new proposals was still in force.
Dr. Averhoff replied that the moratorium had been imposed to complete already approved projects and of course, urgent proposals were eligible for viewer. Since HRU finalized and submitted its main manuscript to the peer reviewed journal, it was decided to received the proposal from them for review.
Dr. Tsertsvadze disagreed and stated that the manuscripts were prepared by his group as well and two of his pending proposals (especially the reinfection study) were not less important projects for the committee to discuss/review. 
Dr. Averhoff stated that he appreciated Dr. Tsertsvadze not agreeing and suggested deferring voting on the HBV proposal to a later date (next committee meeting). As to the issues raised about the moratorium, he proposed discussing them in person when he would be in Tbilisi (July, 2018). 

- Descriptive, Retrospective Study on the Prevalence of Acute Viral Hepatitis in Georgia 
Presenter: Dr. Keti Galdavadze, NCDC
- Despite the moratorium, since HCV surveillance is one of the strategic directions having less attention up until recently, all the major stake-holders agreed to review the next proposal with the focus on acute viral hepatitis surveillance 

Dr. Galdavadze presented the proposal. The primary goal of this proposal to conduct the retrospective analysis of the E-health data from 2017 to improve surveillance of acute hepatitis like syndromes. As of today, individual acute viral hepatitis A, B, and E infection cases are subject to immediate notification. Aggregated numbers of chronic HBV infections are reported as well. There is no surveillance system for acute HCV infection. As part of the study data from eHealth system would be retrieved and analyzed by virus type, acute vs chronic, medical facilities. Then selected medical facilities would be visited for medical chart review to understand the case definitions used for hepatitis diagnosis. The actual case definitions used at the sites would be compared with the national case definition. Identified acute HCV cases would be matched with the Elimination Program treatment database to describe the linkage to HCV care. Etiologic structure of all viral hepatitis infections would be described as well.
 Dr. Avehoff stated that it is an important step forward to understand how much acute HCV is going on in terms of hepatitis C elimination, so that NCDC is aware of current risk factors to plan for prevention activities accordingly. It would be very useful to describe all other viral hepatitis as well.  Finally, Dr. Averhoff asked who was leading the project and added that clinicians whom seem lots of hepatitis cases could be invited as well.
Dr. Tsereteli replied that so far clinician had not been identified. CDC is welcome to participate.
Dr. Geleishvili added that as soon as data extraction forms are received, the forms would be discussed with the clinicians represented at the meeting now.

SC members voted in favor of the given proposal. 




	
PROGRESS REPORTS


	
- Establishing Georgian PWID cohort study to estimate incidence of HCV infection
       Presenter: Dr. Tengiz Tsertsvadze, IDACIRC

Dr. Tsertsvadze presented progress report on the PWID cohort study. Completed activities were presented. Recruitment of study subjects was completed in May, 2018. Having three Georgian harm reduction network (GHRN) sites in different parts of the city facilitated recruitment. Defining afternoon and evening hours for recruitment and involving experienced staff from the GHRN sites enabled participants to feel comfortable about the process. Seeds were recruited first and each were allowed to enroll up to 5 additional participants from their social networks to ensure diversity. Study participants received an incentive both for participating and separately successfully bringing peers. Each participant completed structured questionnaire and provided blood specimen for HCV testing. Test-systems and consumables were procured by clinic Hepa as part cost contribution. As of May 20, 2018, a total of 1800 subjects were recruited at GHRN. Subjects were tested by rapid tests and questionnaires were completed. Of them 568 (31.5%) persons tested HCV positive and 1232 persons were HCV seronegative. The cohort consisted predominately of male PWID, with only 88 female PWID recruited for the survey. The mean age was 41.5 years. The majority had completed at least middle or high school and only 15% had completed university. About half of PWID were unemployed.  The mean age of initiation into drug abuse was 22 years. The majority of drug abusers reported that they had been using drugs for more than five years (around 88%). About 6% had used drugs for less than one year. HCV positive persons have been referred to treatment sites to receive standard care as part of the elimination program. Completed questionnaires were entered into web-based electronic database and will be analyzed to identify risk factors for HCV infection. Additional blood specimens were sent to Lugar center to support next generation sequencing studies. Persons who tested negative on HCV infection at baseline will be followed every 6 months to identify incident HCV infections. RITA will be validated for indirect estimation of HCV incidence. Shortened version of questionnaire will be used for follow-up  

- Integrating HCV screening and simplified treatment services in primary healthcare
     Presenter: Dr. Tengiz Tsertsvadze, IDACIRC
Four primary healthcare centers (PHCs) have been selected as the pilot project sites (Family Medicine center in Tbilisi, Evex clinics in rural districts of Khashuri and Telavi, and ambulatory-policlinic union in the rural town of Senaki). A special Continues Medical Education (CME) training program for primary care physicians developed and already approved by MoLHSA. Trainings for physicians from all 4 PHCs were conducted in Tbilisi in March-April 2018. Tele ECHOclinics will be implemented in these centers in nearest future. HCV diagnostics, treatment and care protocol specially prepared for this project. Integration of the project activities into national HCV elimination program was approved by a Government decree. Besides, IT unit at MoLHSA created a separate module in National Elimination database. Implementation of integrated model of HCV diagnostics and simplified treatment started in Senaki PHC in May, 2018. PHCs in Tbilisi, Telavi and Khashuri will start the model from June, 2018. This pilot project will serve as a foundation to roll-out HCV care decentralization nationally.

Additionally, Dr. Tsertsvadze informed the committee members that Dr. Hadzakis from the University of Athens and Springer invited Dr. Tsertsvadze to write a chapter for the book on the epidemiology, management, prevention, and elimination of hepatitis C. The book will describe experience of Georgia, Scotland, and Australia.  The chapter had been already submitted to Springer. Besides Dr. Tsertsvadze’s team the chapter would be co-authored by Drs. Sergeenko, Gamkrelidze, Butsashvili, Metreveli, Nasrullah,  and Gvinjilia. Dr. Averhoff serves as a senior author. 

Dr. averhoff congratulated Dr. Tsertsvadze on the great work so far.  He continued that he was surprised about the anti-HCV prevalence among PWIDs, only 41% tested positive. Dr. Tsertsvadze was surprised as well. Relatively low prevalence of HCV among PWIDs could be explained by the fact that the majority whom knew about their HCV status had been already tested and enrolled into the program prior to the study initiation. The remaining population shows relatively lower anti-HCV prevalence. 
Dr. Averhoff inquired whether people who already knew their HCV status were excluded. 
Dr. Tsertsvadze replied that they did not exclude those whom already knew their status.  However, vast majority of PWIDs whom already knew their HCV status had been enrolled in the program and therefore were not enrolled in this project. 
Dr. Gamkrelidze agreed with the proposed explanation. The same trend was being observed in the General population. Positivity rate results deceased compared with the previous years. In the beginning positivity rate in the general population was more than 10%, however, not the rate is 3%.

- Evaluation of pilot activities to improve HCV screening and linkage to care in Georgia
Presenter: Dr. Maia Butsashvili, HRU/Clinic Neolab
Dr. Butsashvili presented the progress reports. She started with the linkage to care project updates. The project consists of 3 components. 
HCV door-to-door activities were conducted in 3 cities (Tbilisi, Batumi, and Zugdidi). Summary data for all 3 cities were presented. Total number of family visits reached 396 with 135 families who refused to participate or were not home. Out of 261 families 554 Individuals consented to conduct HCV test (refusal rate of 16% was observed).  
Then she presented data by cities. in Tbilisi 210 families were visited. In Tbilisi among 240 individuals who consented to conduct HCV test only 2 tested positive. Among 37 Individuals who refused to conduct HCV test 12 refused due to previously being tested, among them (verified in the Elimination program database): 8 positives (5 enrolled in elimination program, 3 were not), and 4 negatives. 25 refused due to other reasons:14 minors -parental refusals; 9 refusals without explaining reason; 1 due to severe illness; 1 due to pregnancy (she would be tested anyway).

Total number of family visits in Batumi reached 80 families. Among 188 individuals who consented to conduct HCV test 4 tested positive. Among 20 Individuals who refused HCV test. Fifteen refused due to previously been tested, among them all positive, and 5 refused due to other reasons. Total number of family visits in Zugdidi reached 106. Among 126 individuals who consented to conduct HCV test 4 tested positive. Among 51 Individuals who refused to conduct HCV test. 26 refused due to previously being tested, among them: 10 were positive (7 enrolled in elimination program); 25 refused due to other reasons. 
HCV door-to-door testing HCV Prevalence per cities (new cases +previously tested):
Tbilisi 4.4%
Zugdidi 7.9%
Batumi 9,1%

Patient Navigator Services
Navigator services were implemented as well. activities are carried out in three cities of Georgia: Tbilisi (2 clinics), Batumi, and Zugdidi
At Tbilisi hospital 1 total number of patients screened for HCV in the 1st reporting period reached 533. Navigation service offered to 12 patients. Navigation service not offered to 17 patients: 7 of them already enrolled in the elimination program, 8 of them were PCR negative, in case of 4 subjects confirmatory testing results not yet delivered from the Lugar Center. High proportion of patients whom are already registered in the elimination program database are screened anyways. This is happening in all clinics. Maybe they don’t have enough human resources to check the database prior to testing. However, it is a documented waste of test kits.  
At the second Tbilisi hospital total number of patients screened reached 918. Navigation service offered to 22 patients: 8 of them were linked to care after 1st reminder call and 3 were linked to care after 2nd reminder call (as part of the project they have 3 reminder calls). 6 patients were not linked due to health conditions. 2 were lost to follow-up. 3 patients were not linked after providing 3 reminder calls
The same picture was observed in Batumi. Almost 1000 patients were screened in Zugdidi with seropositivity rate reaching 9.2%

HCV screening at large workplaces:
As of May 15 2018, 883 individuals were screened. Of these, 19 were anti-HCV positive: 14 PCR positive and 5 PCR Negative. Out of 14 PCR positive: 11 were enrolled in elimination program and 3 did not shown up yet 

- Implementing HCV treatment in harm reduction centers in Georgia
The goal of this project is to integrate HCV treatment in the pilot HR sites.
Introductory meetings were arranged.
All equipment purchased and installed at all pilot sites 
    - Alarm system
    - Security cameras
    - Safe boxes
All sites re-arranged rooms and made basic renovations to meet MoLHSA regulatory requirements. Currently waiting for the regulatory changes from MoLHSA to start treatment at HR centers 
As soon as regulations will change
    - Contracting of physicians on site will be performed
    - Contracts with elimination program provider clinics will   
      be made
    - Simplified diagnostic and monitoring algorithm will be 
      introduced to the sites
    - Training of physicians and registration staff will be 
      Conducted

Dr. Averhoff was impressed with the work presented by Dr. Butsashvili. Dr. Nasrullah asked to clarify the prevalence definition. 
Dr. Butsashvili replied that added numbers were provided (new cases found by the project +those who refused to be tested but were found positive in the program database) 
Dr. Averhoff asked what the lessons are learned from already accomplished activities.
Dr. Butsashvili added that 
- the workplace component did not work well. People with risk behaviors try to not show up. First, they started with rapid tests and thought that people’s immediate reaction to the testing result was a challenged. Then they moved to phlebotomy-based screening, however it still did not work well.
- Patient navigator services work. However, it’s no longer relevant since confirmatory testing system changed. However, it’s important to have navigation services available at the hospitals.
- Door-to door testing is great, however, required lots of financial resources. NCDC would be asked to provide booklets for door-to-door testing. 

- Increase the number of patients who register in the HCV treatment program through assessing the barriers and facilitators to enrollment in the program 
                Presenter: Dr. Ana Aslanikashvili, NCDC

Dr. Aslanikashvili updated the committee members on the progress made so far. Ten epidemiologists were selected as interviewers and trained prior to data collection. Study questionnaire was piloted to identify and address shortcomings associated with the questionnaire design. 
Dr. Averhoff stated that it sounded like they are ready to launch the interviews.
Dr. Aslanikashvili replied that as soon as they have a sample line list they would start calling. 

- Simplification of pretreatment diagnostic evaluation and on-treatment monitoring procedures within HCV Elimination Project
                 Presenter:  Dr. Mamuka Zakalashvili, Mrcheveli 
Dr. Zakalashvili presented the progress report. Dr. Zakalashvili made a statement that in the absence of Dr. Zarkua he would be representing clinic Mrcheveli for the next 3 months. In February, 2018 patient satisfaction survey was launched among control group. In March 2018 recruitment of new patients started. In May 2018 patient recruitment period was extended for another month. Two databases (clinical and satisfaction survey) created in SPSS.  Date entry has been initiated. During February - May, 2018 144 satisfaction questionnaires were completed (control group). During March - May, 2018 128 new patients were enrolled with simplified pre-treatment diagnostic work-up. During March – May, 2018 41 out of 128 patients already started treatment with simplified treatment algorithm. During June – August, 2018 following activities are planned 
- Data entry completed
- Preliminary data analysis
-Present preliminary data at the SC in Sept-Oct

Dr. Averhoff was impressed with the presented data and thanked the presenter for the great work.




	PROGRAM PROGRESS REVIEW


	
· Current status of HCV confirmatory testing – NCDC/Lugar Center results
               Presenters: Mr. Vladimer Getia and Dr. Maia Alkhazashvili, NCDC

Mr. Getia talked about the centralized confirmatory testing. He started with the screening results:
As of June 1 2018, overall more than 1,7 million anti-HCV tests were carried out with more than 133,000 (7.5%) anti-HCV positive results. Majority of tests were carried out among 30-60 age group and positivity rate was highest among males, reaching 15.71%.  As of June 1 2018, 1,114,000 unique individuals have been tested: 18,581 out of 47,989 unique persons by 15-digit codes tested anti-HCV positive; and 90.629 out of 1,066,044 unique persons by national IDs tested anti-HCV positive. More than 26 thousand individuals did not seek confirmatory testing. Then he showed number of screening tests and anti-HCV positivity rate by months from Jan 1 2017 through May 31 2018. July, 2017 peak was explained by scaling up the screening activities in the outpatient settings as well as engaging the biggest pharmacy chain having testing sites all over Georgia. The highest peak (anti-HCV testing reached little over 84 thousand tests) was observed after initiation of Samegrelo-Zemo Svaneti pilot project. Despite scaling up screening activities overall positivity rate has been declining. As of May 31 2018, overall 24, 500 screening tests were registered as part of the Samegrelo-Zemo Svaneti pilot project and out of these 724 were positive.  New regulations have been adopted to provide regulatory basis for confirmatory testing and sample shipment.

As part of the current system samples for confirmatory testing are collected by the sites and relevant notification is sent within the IT system for NCDC team to arrange sample shipment. Sample shipment occurs within 5 days from areas where NCDC labs and sample collection sites are collocated and within 10 days from any other districts or regions. Samples are shipped to the Lugar Center for confirmatory testing. Both positive and negative results are entered into the IT system. Provided results can be accessed by the confirmatory sample collector site, by the HCV care provider sites, and NCDC. As of May 31 2018, samples are shipped from 53 different municipalities and 223 sites (215 of them are hospitals and 8 represent NCDC laboratories). Majority of samples come from the capital city. From March 10 through May 31 2018, in total 4170 notifications on sample collection for confirmatory testing have been entered into the IT system: 3764 of them were shipped to the Lugar Center, 3163 were already tested, and 2390 of them tested positive. As of May 2018, on average it takes 8-12 day to release the final results (8 days for core antigen testing and 12 days if PCR is required). A group of 10 NCDC epidemiologists/counsellors was established. The counselors are communicating the results back to the patients. Male patients are counseled by male epidemiologists, while females are counseled by female epidemiologists. On average counselling takes 7-8 minutes per person. Average number of phone calls per individual is 2.5 calls. As of May 31 2017, there were 1891 cases with registered telephone numbers. Telephone communication was successful among 1167 of them. In addition to 1891 patients there were 450 patients with invalid telephone numbers. NCDC conducted small study and if needed Dr. Aslanikashvili will provide more details.
Mr. Getia presented new project on microelimination of Hepatitis C in Gori Municipality
Two scenarios were considered:
Scenario 1. HCV care providers clinic “Gormedi” and Gori Military Hospital will recruit and ensure confirmatory testing and further treatment
Projected financial cost: financial incentive for the clinics if target is met
Scenario 2.: Gori Public Health Center and LSS will be responsible for confirmatory testing and linkage to care
Projected financial cost: communication, transportation.
 
Mr. Getia listed major challenges as well:
- Screening and linkage to care at the primary care facilities participating in the universal healthcare and village doctor state programs; financial obligations (positive/negative) and monitoring mechanisms should be defined. Samegrelo pilot showed that engagement of PHC providers as well as allocation of financial incentives is very useful. 
- In 2018-2020 screening of 2 million individuals to identify 100,000 anti-HCV patients; 
- Follow-up of the 26 000 anti-HCV positive individuals not linked to HCV care
- Microelimination to be implemented for following population groups:
· At least one village and residential settlement from each municipality of Georgia
· Veterans
· Dialysis patients and hemophiliacs
 There are 69000 veteran households in Georgia. Up to 33% veterans were screened for HCV and seropositivity of 13% was observed. Out of seropositive cases 80% confirmed as HCV infected cases.
Dr. Alkhazashvili showed centralized confirmatory testing results from Dec 2017 through March 2018. In total 1123 out of 1458 samples tested positive. She showed data from March to June 2018 on the next slide. Data on grey zone results were shown as well. Out of 4063 samples and 39 were in grey zone (30 tested positive by PCR and 9 were tested negative). More than 5000 samples were received from December 2017 to June 2018, however in total 53 samples were rejected due to various reasons (insufficient volumes, hemolysis, wrong type of sample, discrepant information). After rejection samples were re-submitted for the 2nd time in 90% of cases. 

Dr. Gamkrelidze briefly summarized the presentations. 
- Decentralization at the PHC level is one of the major drivers of new case detection. Samegrelo-Zemo Svaneti pilot shows that involvement of PHC facilities is essential. He already recommended to MoLHSA to make PHC providers and public health centers responsible for obligatory HCV screening and follow-up among attached population. This approach is being piloted in Samegrelo-Zemo Svaneti region. 
- Positivity rate is decreasing. Initially it was easier, positivity rate was high. Now it goes down. Around 2.5-3% anti-HCV positivity is expected among the remaining 2 million persons. That’s another justification for the involvement of the PHC facilities. 
- Microelimination could be considered in the villages. By July 28, World Hepatitis Day we would like to pilot mircoelimination in the selected villages. We have 65 municipalities and at least 2 villages could be selected from each municipality through out public health centers to test all adult residents in the village and link to HCV care. Again, involvement of primary health care system would be invaluable. 
- Since March 10 2018 until today (June 5, 2018) 5192 confirmatory tests were done, 40% of samples were confirmed by HCV care providers, 60% of samples were tested by the Lugar Center. Out of cases confirmed at the Lugar Center 20% are already linked to care. Ten epidemiologists from NCDC are assigned to communicate the results and counsel the patients. 
- We already have 26,000 anti-HCV individuals not linked to care; among them address/telephone number is available only for 9000 individuals. We are matching our records with the civil registry records to identify addresses. We would like to do mapping of these people. Each municipality public health center will become responsible to follow-up these people and to link them to care.  


Dr. Gamkrelidze inquired whether it would be possible to arrange the side meeting/special meeting at the upcoming AASLD meeting. 
Dr. Nasrullah answered that usually their domestic colleagues go the AASLD meetings. However, he promised to try to reach out the relevant people to provide final feedback. 

 


	                             
Other Updates



	
Dr. Kamkamidze provided information on the participation of HRU/Neolab’s team in multi-center InC3 study of re-infection among PWIDs. We developed the NIH proposal last year; it was not funded last year and it will be resubmitted this year. Additionally, he provided short overview of HRU’s 2 poster presentations on the (1) reversal of liver damage – 2-year follow-up results and (2) association of baseline viral load with the SVR among HCV infected individuals (multivariate analysis showed that viral load is not independent predictor for SVR). Both posters were presented at the ASM Clinical Virology Symposium in Florida in May 2018.
Dr. Nasrullah stated that important work was presented by Dr. Kamkamidze and it would be nice to come up with the publications. Since Dr. Tsertsvadze is doing the similar study and due to moratorium, this discussion should be deferred to a later date.
[bookmark: _GoBack]Dr. Kamkamidze answered that the reinfection study (InC3 project) that he mentioned did not intend to use national data. HRU is the only site from Georgia. Also, he mentioned that they already have publication in progress regarding reinfection rates among PWIDs. He also noted that based on their upcoming publication re-infection rate is quite low and that should be considered while discussing all reinfection related projects.
Dr. Nasrullah informed the members that Drs. Averhoff and Nasrullah would be visiting Georgia in July to discuss decentralization efforts, to visit decentralization sites, to meet with the PIs and the Ministry/NCDC.   
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