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5:50 Elimination Program Care Cascade (presentation followed by the guided discussion) 
6:20 Decentralization pilot projects and national rollout (guided discussion)
6:45 Other updates/Closing remarks
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OPENING ADDRESSES

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

	
NEW PROPOSALS AND PROGRAM RELATED TOPICS

	
- Rates and risk factors for HCV reinfection within the national hepatitis C elimination program: implications for program success 

Presenter: Dr. Tengiz Tserstvadze, IDACIRC/Clinic Hepa

Dr. Tsertsvadze presented the concept note to the committee. 
The risk of HCV reinfection after successful DAA based treatment is now considered as one of the major challenges for controlling and ultimately eliminating hepatitis C. This issue is particularly important for Georgia’s elimination program. The program already treated more than 45,000 thousand persons achieving very high cure rates. Reinfection can compromise this accomplishment. Therefore, determining the extent of the problem and designing interventions to prevent reinfection will be crucial for sustaining success. 
The problem of HCV reinfection among people who inject drugs (PWID) is explored within CDC supported Georgian PWID cohort study, through cost-share contribution from Hepa clinic/Infectious Diseases and AIDS Center (IDACIRC). However, this may not be sufficient for comprehensive assessment of situation related to HCV reinfection, because PWID cohort study is limited to capital city of Tbilisi only and according to population-based HCV survey conducted in Georgia in 2015, PWID account for less than 40% of HCV infections. Therefore, determining rates and risk factors for reinfection among larger population is needed.

We propose to conduct representative survey of people who achieved sustained virologic response (SVR) within the national hepatitis C elimination program. 

Specific aims include:
· To determine rate of HCV reinfection among persons successfully treated within national hepatitis C elimination program. 
· To identify risk factors associated with HCV reinfection.
· Demographic and epidemiologic characteristics, previous clinical and laboratory data including cirrhosis, treatment history, GT, etc.
· Analysis will be limited to persons who achieved SVR within elimination program
· Sampling frame will be identified from the program database among people with SVR
· Stratified cluster sampling will be conducted accounting for geographic location, sex, and age
Based on preliminary estimates 800 persons will need to be enrolled. Incentives will be used to encourage participation. Samples will be tested for HCV RNA and genotype (GT). GT results will be compared with the previous results captured by the elimination program database to differentiate between later relapse and re-infection. Questionnaires will include risk factor related questions. Statistical analysis will be conducted. Estimated budget is $44,000. 
Dr. Vickerman - Great idea, interesting to hear about power calculations behind the estimated re-infection rate. 
Dr. Tsertsvadze - We estimated approximately 5% re-infection rate per year. 
Dr. Nasrullah - Are you proposing cohort study (how many years), or cross-sectional study design? 
Dr. Tsertsvadze - Just cross-sectional study design.
Dr. Nasrullah - We already have more than 30000 patients treated. Will you take the sample and then follow-up the cohort? 
Dr. Tserstvadze replied that they proposed cross-sectional study, however cohort study design could be considered in the future. 
Dr. Nasrullah stated that the sampling timeframe should be defined.
Dr. Tserstvadze replied that patients cured (with SVR) in 2015 and 2016 would be selected.
Dr. Kamkamidze added that they would present the data in Portugal from the study done together with Dr. Luhmanns group. The reinfection rate was 1.1%. Study participants were coming back every 3 months for monitoring. With that low re-infection rate, it would be extremely hard to study risk factor data for HCV re-infection. Additionally, he noted that HRU participates in the multicenter re-infection study; the concept of the given multi-center study was presented at the previous SC meeting. The NIH proposal has already been submitted. 
Dr. Vickerman inquired on whether study participants were PWIDs only.
Dr. Chkhartishvili asked how many subjects were enrolled in Dr. Kamkamidze’s study.
Dr. Kamkamidze answered that 200 PWIDSs were enrolled. 
Dr. Tserstavdze replied that Dr. Kamkamidze talked about a very interesting study.   
Dr. Averhoff added that the given results could have been explained by Hawthorne effect – people behaved better when they were under observation. 
Dr. Vickerman added that the reinfection incidence in the general population could be even lower. 
Dr. Walker noted that since the selected population would be taken from 2015/2016, 2-3 years after they achieved SVR, it would also allow more time for exposure and may help with finding more cases.
Dr. Averhoff talked about importance of GT testing to differentiate between late relapsers and reinfection cases. What happens if subjects have the same genotype before and after treatment. Would it be possible to identify whether the cases are re-infection cases?
Dr. Tsertsvadze replied that with doing only GT testing it would be impossible to differentiated between later relapse and re-infection. He added that re-infection with the same genotype is not common. For such cases sequencing could be used as well. 
Dr. Averhoff stated that there is no archive of baseline samples. New biobank has only few thousand of samples. He asked Dr. Khudyakov, whether it would be still useful to do sequencing in view of lacking pre-treatment/baseline samples.
Dr. Khudyakov replied that it would be hard to differentiate between relapse and re-infection cases. 
Dr. Gamkrelidze asked Drs. Shadaker and Gvinjilia a question. Currently treatment and screening databases could be tracked by personal IDs (PIDs). It is possible to see how many persons went to screening and came up positive after treatment. Maybe we need to contact only these individuals? Should they be considered reinfection cases? 
Dr. Gvinjilia replied that at this moment screening registry does not allow even entering data on cases whom already completed treatment. She added that the persons with SVR 0 may get invited. She added that the new AASLD guideline recommends conducting confirmatory testing directly for those whom were already treated. 
Dr. Gamkrelidze noted that this could be done retrospectively and not in connection to this study.
Dr. Averhoff added - maybe we put it on the TAG agenda to identify what to do with the people whom are treated but still at risk? As to the presented concept, I feel the concept is very good. It needs some refining. I recommend conditional approval without funding based on revisiting the methodology.
Dr. Drobeniuc added that this study would benefit the program if baseline/pre-treatment specimens would be available. Lugar Center may have 1-year collection of samples, IDACIRC may have a collection as well. Can we look for baseline samples as well? 
Dr. Averhoff replied that Lugar Center has an archive of samples, however archiving of baseline samples has been started recently.  
Dr. Tetsvadze stated that the proposal would be refined based on the comments and suggestions.

SC members voted for conditional approval stipulating that the methodology of the proposed study should be revisited before final approval.


Due to technical issues it was decided to procced with the care cascade presentation first.
- Elimination Program Care Cascade (presentation followed by the guided discussion) 

Presenters: Dr. Shaun Shadaker, CDC
                     Dr. Lia Gvinjilia, CDC
- Dr. Shadaker presented the care cascade (please find attached ppt file) generated by CDC and the methodology behind it. Numbers through June 30th were presented. He noted that the first tier showing # of anti-HCV positive did not include persons with 15-digit code. Generated reports include unique number of persons tested, not gross number of tests performed. For the third tier any one positive confirmatory test was counted (variables of both quantitative and qualitative PCR, core antigen, GeneXpert). 
For Completed work-up and await case review 
· Date of SSA entry, referred to as “enrollment” stage
· In Elim C, determined from various variables to ensure patients are captured in the appropriate month.
Case reviewed by committee & Authorized to begin treatment
· Most self-explanatory tiers in the cascade
· Determined by one variable, Committee Decision
· Affirmative result indicates authorization
Initiated HCV Treatment
· Determined by variable indicating date patient received first pill 
· Patients enrolled in more than one round of treatment are counted only once
· Treatment-level cascade reporting follows clinical group recommendations of regimen prioritization:
· If patient failed an initial round of sof-based treatment, and was retreated with sof/led, then only results of the sof/led treatment will be prioritized and reported (just for this cascade)
Slide on patients initiating treatment as part of Georgia HCV elimination program from April 2015 through June 2018 was shown.
Completed Treatment
· No definitive variable to determine treatment completion
· Currently, patient “completed treatment” if:
1. Patient received end-of-treatment RNA test
2. Patient was tested for SVR
3. Patient received # pills corresponding to regimen duration, with no note of termination, or
4. Comment variable states completed / “დასრულებული”
SVR Results
· To be eligible for SVR, 12 weeks or more must have passed after completion of patient’s treatment regimen
· Any valid SVR test result is counted for patient being tested
· What is considered a “valid” SVR test:
· Patient must have completed their entire regimen (as best we can determine)
· SVR test must be dated a minimum of 4 weeks after treatment completion 
Then Dr. Shadaker listed the key performance indicators and data for each indicator:
- Persons Screened per Month, Georgia HCV elimination program, January 2015 – June 2018
- Screenings and HCV Positivity per Month, Georgia HCV elimination program, 
January 2015 – June 2018. The spike in the begging shows that people whom were already aware of their HCV status were warehoused. Then seropositivity rate gradually declined. 
- Care Cascade by Month of Positive Screening Result, June 2017 – June 2018 by month of most recent positive screening result. Given data shows drop after receiving confirmatory testing. 
Dr. Averhoff - In other words, receiving positive confirmatory testing results does not guarantee initiating treatment. 
Dr. Shadaker agreed and explained - Yellow line is “received confirmatory testing” over “persons screened positive”, whilst white line is “initiated treatment over “confirmed chronic infection”. 
Dr. Averhoff - Due to pairing up screening and confirmatory testing (“reflex” testing at the hospitals using core Ag testing) yellow bar went up, however further linkage to care is lagging behind which is depicted by the white line. 
Dr. Tstertsvadze noted that the linkage after the confirmatory testing is too low. 
Dr. Averhoff agreed that it was a challenge and new definition for linkage to care should be elaborated. Before linkage to care was defined as receiving confirmatory testing.  
Dr. Vickerman suggested categorizing linkage to care by testing site to find out the sites were most leakage occurs based on the UK experience. 
Dr. Gamkrelidze provided the data analysis conducted by NCDC team. Since March 1st 8333 confirmatory tests were performed (4 months).  Out of these 5165 (62%) were tested at the Lugar Center. Since March 1 HCV care providers invited 4094 individuals and only 1000 of them were confirmed at the Lugar Center, the remaining individuals received confirmatory testing results at other HCV confirmatory testing provider sites.  So out of 8333 individuals confirmed 4094 went to the HCV care providers and out of 4094 only 1000 received confirmatory testing at the Lugar Center.
Dr. Averhoff – around 20%?
Dr. Tserstvadze – We raised this issue with the Ministry during the committee meeting. 
Dr. Shadaker presented the next slide:
- Positive Confirmations and Percent Enrolled by Confirmatory Testing Methodology and Month,  
January 2018 – June 2018. 
Drs. Averhoff and Nasrullah – April and May already show big gap between the enrollment rates by confirmatory testing methodology, namely between PCR and core antigen testing. 
Dr. Tserstavdze – It’s not an issue of testing methodology, it’s an issue of communication with the patients. Patients who approach the provider clinics have better counselling, which is done in person.
Dr. Gamkrelidze – Before implementing core antigen based confirmatory testing. As of today, 50% of Ab positive individuals are from the hospitals. We started screening in hospitals in 2017 and confirmation of anti-HCV positive inpatients was around 0. Now we improved linkage to confirmatory testing, however we need to improve linkage to further steps as well.
Dr. Tserstvadze noted that the Ministry should change the regulation regarding mandatory confirmatory testing, as well as incorporate necessary changes into the existing database. The decision was already taken in March, however, there is no progress so far.
Dr. Gamkrelidze reminded the committee members that he had agreed to divide the confirmatory samples between the Lugar Center and other confirmatory testing providers sites already in March. Leading providers from Tbilisi can take all Tbilisi hospitals (60% of hospital screening takes place in Tbilisi). Lugar Center will take care of the hospital screening sites outside Tbilisi.  
Dr. Eka Adamia – relevant amendments to the governmental resolution and the IT system is required to accommodate the proposed confirmatory testing schemes. 
Dr. Averhoff – Dr. Lagvilava mentioned to us that the requested changes would be made shortly. We clearly see that the system is confirming more cases, we need to take care of further linkage to care. 
Dr. Gvinjilia talked about the reason the definition for each care cascade tier was discussed during the committee meeting. Relevant request was received from Dr. Lagvilava to make sure that all outputs presented both locally and internationally are based on the standardized analysis agreed between all the stake-holders. Additionally, MoLHSA decided implementing mandatory reporting to be received from MoLHSA (health department, SSA), NCDC, and CDC.  Frequency of reporting should be discussed. Dr. Gvinjilia reviewed the proposed tables (is included in the attached ppt file) to make sure that the committee members provide their input:
- Monthly Screening Report – both PIDs and 15-digit codes should be captured 
- Monthly Confirmatory Test Report – will present overall numbers for confirmatory tests.
- Monthly Confirmatory Test Report (Lugar Center) – this one is specifically for NCDC to report the performance of the Lugar Center by regions
- Monthly Care Cascade Report – already shown by Dr. Shadaker today
- Monthly Treatment Monitoring Report – Overall treatment numbers by facility, region
- Monthly Treatment Outcome Report - Overall cure numbers by facility.
Dr. Chkhartishvili inquired whether HCV care providers would be responsible for this reporting
Dr. Adamia replied that the reports would be received from NCDC and MoLHSA
Dr. Gvinjilia added that service providers would be responsible only for data entry into the database. 
Dr. Gamkrelidze stated that the forms should be circulated among the care provider sites and within 2 weeks their feedback should be obtained. The forms should be approved by the Ministerial decree.
Dr. Adamia replied that relevant decree is already in place. The forms still need to be agreed.
Committee members did not have any other comment regarding the forms. 
 

- Establishing Georgian PWID cohort study to estimate incidence of HCV infection / Sample sources for the GHOST project (guided discussion)
       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 (convenience sample) 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 1734 subjects were recruited at GHRN. Subjects were tested by rapid tests and questionnaires were completed. Of them 576 (33%) persons tested HCV positive. Prevalence was 12.1% among age group of <30, and 37.5% among age group of ≥30. The cohort consisted predominately of male PWIDs, with only 90 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 PWIDs were unemployed. Household income of less than 700 GEL was reported by 90.5% of surveyed subjects. 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%). Needle and syringe sharing practices were reported by 56.9% of the subjects in preceding 6 months.  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.
Dr. Vickerman – What proportion of you anti-HCV positive subjects were RNA+?
Dr. Tserstvadze – We did not collect this information. Anti-HCV positives are excluded according to the study protocol, since we are interested to find incident cases among anti-HCV negative individuals.
Dr. Averhoff – All samples are submitted to the Lugar Center, right? It could be tested at some point. Also, fair proportion of anti-HCV positive individuals have been treated, right? 
Dr. Khudyakov – Did you collect information about contacts, whether they were family members or practiced needle/syringe sharing?
Dr. Chkhartishvili – Such details were not collected.
Dr. Kuchuloria – Since it was respondent-driven sampling, there is a high probability that the contacts recruited by the seeds were representatives of the same social networks
Dr. Chkhartishvili – To ensure diversity/good penetration into the population we limited number of contacts to be recruited by each seed subject.
Dr. Nasrullah – The reason we are asking these questions is to find out whether we could use the samples for GHOST to identify transmission patterns.
Dr. Averhoff – In your database do you know which subject brought 5 additional persons? Is there a link that we can see?
Dr. Chkhartishvili – Need to go back and see whether we can obtain the requested data. I think, this would be possible. We used vouchers and based on voucher numbers we may be able to identify the seeds and linked subjects. 
Dr. Khudyakov – Genetically we can find the networks, however we need complementary epidemiologic data to make better sense out of the data. Also, would be interested to know HIV status of the subjects.
Dr. Chkhartishvili – Subjects were tested for HIV, however, data not analyzed yet.
Dr. Tsertsvadze – Since our primary aim was to look for the incident cases we did not collect additional data that might be useful for the GHOST project. We will do the data analysis and provide you with information. 
Dr. Walker – Even if you match up the seeds and the recruited subjects, it won’t be representative of the whole network. You just can make some assumptions. Did you ask how many PWIDs did each PWID know? This would be a better proxy to estimate the size of the network. 
Dr. Tserstvadze – These questions were asked. However, no analysis was conducted yet.
Dr. Walker – It would be useful to see the final version of the questionnaire.
Dr. Kuchuloria – The questionnaire was shared with you in the beginning, but we will share the final version with you.
Dr. Averhoff – I think, Dr. Vickerman even provided some feedback to the questionnaire.
Dr. Vickerman – Please resend it again. Out of 221 people whom were already in the treatment program, were all of those anti-HCV positive?
Dr. Tsertvadze – Yes
Dr. Vickerman – Was the question about participation in the treatment program asked before or after the testing?
Dr. Chkhartishvili – This question was the part of the questionnaire and was asked even before we know the anti-HCV status.
Dr. Vickerman – If this question was consistently asked to everybody, the finding suggests that over third of your population was already in the treatment program, which is quite high proportion for this population.
Dr. Vickerman – Are you going to do sequencing on all the samples?
Dr. Kuchuloria – That’s the reason for arranging this discussion today. We wanted to make sure that our CDC HQ lab experts listen to the progress report to come up with the plan for the GHOST project.
Dr. Vickerman – Sequencing data would be very useful for our model. It would be very useful to see how the epidemic expanded over the years.
Dr. Tsertvadze – Sequencing is not the part of the original study, but samples are submitted to the Lugar Center and could be used for this purpose.
Dr. Averhoff – Yes, all samples are archived at the Lugar Center and we can start from RNA testing and do further sequencing as well.
Dr. Nasrullah – How many samples do you need?
Dr. Khudyakov – As many as possible.
Dr. Walker – Recruitment sites were in Tbilisi?
Dr. Kuchuloria – Yes, all of them were in Tbilisi 
Dr. Avrehoff – Next steps for this is to finalize the analysis to share with us to see what we can do from our perspective in terms of sequencing. He added that the cross-sectional data can be already reported.  Additionally, I would like us to talk about the RITA and the assay that our lab team back in Atlanta has to identity recently acquired HCV infection.
Dr. Tsertvadze – We will follow-up the seronegative subjects. Once we find seroconversion cases we will also run RITA assay to see whether the assay can correctly identify the true incident case as recently acquired HCV infection case. After such validation we can used the assay without conducting cohort studies. Additionally, we plan to run the assay on the samples from the established chronic infection cases (control group) to see whether RITA assay is giving false positive result on such cases.
 If Dr. Khudyakov has different methodology-based assay for recent infection, it would be very useful to run both assay using the same samples. 
Dr. Khudyakov – It would be a very nice study. We developed an assay for HCV which is using the GHOST data, so there is no need to run a different test. Initial cross-validation shows very high sensitivity and specificity; however, we are still in validation process. This setting would ideal for us. We will do transmission network identification and recent infection validation for new seroconversion cases at the same time.  In case if genetic testing is required, you can ship the samples to our lab. 


- Epidemiology of HBV infection among HCV patients treated with Direct Acting Antivirals (DAAs)
Dr. Kuchuloria reminded the committee that the above-mentioned proposal had been presented by Dr. Kamkamidze at the previous committee meeting. However, the committee decided deferring decision to a later date. 
SC members voted in favor of the given proposal. 

- Decentralization pilot projects and national rollout (guided discussion)
       Presenter: Dr. Muazzam Nasrullah, CDC
Dr. Nasrullah updated the committee on his field visits to the 
- hospitals screening and collecting samples for HCV confirmatory testing
- PHC pilot project site
- HR pilot project sites

-Visited hospitals (Tbilisi) were happy about HCV confirmatory testing turn-around time, sample shipment.IT part is still an issue (only few complaints about slow speed). 
- Telavi hospital primary healthcare staff are ready and certified to start HCV care. This site provides services to 37,000 individuals and serves as a tertiary center for Akhmeta and Kvareli as well. Treatment has not been initiated yet. They are waiting for the IT system (referral to be incorporated)
- Two harm reduction sites (one private OST and another New Vector site) were visited. Both sites ready (PHC physicians would be providing treatment services) but waiting for the governmental approval to initiate the treatment. 
Dr. Averhoff - A lot of hope that around September these things will be launched. 
Dr. Tsertvsadze thanked Dr. Nasrullah for visiting the sites and for the recommendations and suggestions. 


	                             
Other Updates



	TAG – November 28-30, 2018, first day will have a scientific focus. Venue – Radisson
[bookmark: _GoBack]Abstracts/Manuscripts – Please make Drs. Kuchuloria and Gvinjilia aware of the submissions to make sure that we keep track of all the work presented. If CDC representatives are co-authors at least 2 weeks advance notice is required prior to deadline to make sure that CDC clearance is in place. 
Next committee meeting – will be scheduled in September.
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