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Participants:
Tamar Gabunia – CCM Vice-Chair; 
Zaza Avaliani – Director of National Center for Tuberculosis and Lung Diseases; 

Nana Kiria - National Center for Tuberculosis and Lung Diseases, Deputy Director;

Nestan Tukvadze  - National Center for Tuberculosis and Lung Diseases,  Head of Research Unit; 


Maia Kipiani - National Center for Tuberculosis and Lung Diseases, STREAM coordinator 

Natalia Adamashvili - National Center for Tuberculosis and Lung Diseases, STREAM manager;

Mariana Buziashvili - National Center for Tuberculosis and Lung Diseases, STREAM coordinator;

David Jikia – STREAM CAB coordinator;

Tea Shengelia  - National Center for Tuberculosis and Lung Diseases, PR specialist;

David Japaridze  - Ministry of Labor, Health and Social Affairs of Georgia;

Ia Kamarauli  - Ministry of Labor, Health and Social Affairs of Georgia;
Nikoloz Mirzashvili – Patients’ Union, former TB patient; 
Tinatin Kotrikadze - MSM-France Mission in Georgia;
Maka Danelia – NCDCPH, PIU, HIV Progam M&T Officer; 


 
Natia Khonelidze – CCM, Administrative Assistant


Purpose of the meeting – presentation of STREAM stage 1 preliminary results 


Tamar Gabunia – welcomed the participants and thanked them for coming. Ms Gabunia extended special gratitude to the representatives of the Civil Sector for active involvement. She gave the floor to Ms. Nana Kiria for presenting STREAM stage 1 preliminary results. 

Nana Kiria – noted that STREAM represents multi-central trial. Georgia participates in stage 2. According to the request of central group of researchers the preliminary results of the trial will be presented today for the audience (the presentation attached).   The preliminary results of stage 1 had been presented at UNION’s 48th Conference in Mexico 
Ms. Kiria presented TB epidemiological data and stated that the disease has the highest mortality rate among infectious diseases. MDR TB control was named as one of the acute problems of TB control. She discussed in details the definitions of the resistance towards drugs (including pre-XDR and XDR). The rapporteur specified the treatment regiments of sensitive TB. Ms. Kiria explained in details the mechanisms of development of DR TB and presented the global data on spread, burden, treatment outcomes, common regiments and recommendations for MDR TB. Ms. Kiria highlighted that all patients in Georgia have a universal access to ani-TB drugs, including those newly introduced. The rapporteur stressed low rate of MDR TB successful treatment outcomes. The rapporteur presented traditional regimens of MDR TB treatment and pointed out to the abundance of the drugs and the long duration of the therapy. Afterwards the rapporteur presented Bangladesh trial of 2005-2011. The trial made obvious existence of better TB treatment options even without the introduction of new drugs. The WHO recommendation 2016 on short DR TB treatment regimen was presented to the audience. It was noted that the recommendations recognize the necessity for additional evidences. The STREAM trial initiated with the purpose to provide needed evidences for introduction of better treatment regimens was presented to the audience.  In was noted that versus Bangladesh trial where only treatment outcomes were inter-compared, the objective of STREAM stage 1 was to collate all parameters of the regimens. Ms. Kiria announced that the presentation on STREAM stage 1 is prepared by the central team of the researchers. The stage 1 has been completed. The preliminary analysis is conducted and stage 2 (Georgia participates in this stage) is on-going. The regimens (A – control and B - trial), sites, trial population (the need for compliance with the criteria on sensitivity toward isoniazid was underlined) were presented.  While speaking on the status of the trial the rapporteur indicated to high retention rate and that the number of enrolled patients exceeded the anticipated quantity. Ms. Kiria focused on the following topics: What is STREAM 1 trial; What is the main question of STREAM 1; Where and when the trial was conducted; Who could participate; What are the results of the study; can we say with certainty that 9-11 month treatment has equally efficacy with 20-24 month treatment. Ms. Kiria responded to the question regarding QTcF ≥500ms and noted that the data are statistically confirmed.  She underlined the importance of the trial in terms of pharmacovigilance. Afterwards the rapporteur focused on the main question: if 9-11 month regimen has a similar efficacy with 20-24 month treatment and introduced the following preliminary conclusions: 
Summary and conclusions:  Efficacy
· Control regimen    80.6% favourable
· 9-month regimen  78.1% favourable
· Adjusted difference 2.1% (95% CI -6.9%, +11.2%),   i.e. failed to formally demonstrate non-inferiority
· Control arm performed better than expected; likely to be due in part to choice of centres, patient selection and trial setting
· 9-month regimen performed well, similar to the cohorts, despite stricter criteria and longer follow-up 
How well worked short regimen of treatment 
· 81% of patients on long regimen had favourable treatment outcomes;
· 78% of patients enrolled in 9-11 month treatment had favourable treatment outcomes 
· HIV patients enrolled in short regimen had better treatment outcomes though there is no evidence to conclude that the same results would be revealed in case of enrollment of more patients. 

Safety
· Approximately half of patients in both arms had AE and SAE; 
· More deaths were observed among HIV patients enrolled in 9-11 months regimens. Though we can not conclude whether the same result would be received in case of enrollment of more patients; 
· The afore-mentioned results among HV patients require more in-depth assessment; 
Can we say with certainty that short regimen has the same efficacy as long regimen 
· In order to assess the treatment in case of similarity of efficacy the researchers should accurately assess the anticipated outcomes of both regimens;
· By the time of launching STREAM trial neither long term not short term regimens was assessed in the framework of randomized clinical trial. Thus the precise assumption on anticipated results was not in place; 
· The assumption regarding short-term regimen appeared to be quite valid though the assessment on possible fabourable outcomes of long-term regimens was not sufficient; 
· As a result the number of the patients to be enrolled was not sufficiently assessed to show equal efficacy of short-term and long-term treatments. 

Summary and Conclusions:  Safety
· There was no difference between treatment arms in severe (grade 3-5) adverse events (45.7% vs 44.7%), which is primary safety outcome;

· There was no statistically significant difference in mortality between arms, although more deaths were observed on the study arm (8.5% vs 6.4%), particularly in those HIV co-infected (17.5% vs 8.0%);
· There was more QT prolongation in the study arm, with events of QTcF ≥500ms (on automated measurement) occurring throughout treatment;
· ALT laboratory abnormalities were more common in the study arm, but this didn’t appear to translate into significantly more clinically important hepatic events;
· Further analyses of the safety data are ongoing. 
Ms Kiria focused on short-term regimens specific for Georgia. She noted that they were developed based on the accumulated experience and WHO recommendations and expressed the great hope for their success. Afterwards the rapporteur focused on STREAM stage 2 and noted that as per agreement with central team of researchers with the purpose of increased patients’ motivation our patients from control arm will not be included into 20-24-month regimen. 
Tamar Gabunia – thanked Ms Kiria for interesting introduction. She highly emphasized the preliminary results in terms of similarity of efficacy. She stressed the paramount importance of CSO involvement and addressed the representatives of Civil Society with the request to express their thought on the preliminary study results. 
David Jikia – shared with the audience patients’ concern regarding long-term treatment.  He stated that the communication with the patients is on-going continuously. He referred to the UNION conference and noted that the representatives of Civil Society from various countries highly ranked the STREAM 1 preliminary results. He stressed patients’ positive attitude towards shortened regimens and expressed his hope for introduction of such regimens in Georgia. 
Nikoloz Mirzashvili – shared with the audience his own experience as of former MDR patient. He highly ranked short-term regimens and stated that the communication with the patients is on-going on a permanent basis.  
[bookmark: _GoBack]Nana Kiria – added that in compound to shortened term of treatment the new regimens offer patient-friendly mechanisms for follow up (e.g VOT). Ms. Kiria referred to ZeNIX trial. She noted that common for Georgian patients prothionamide intolerance which was also shown by STREAM trial will be taken into consideration in the regimen for our country. 
Tamar Gabunia – raised a question regarding timelines of approval of the guidelines and duration of the trials. 
Nana Kiria – responded that the number of the patients to be enrolled in STREAM trial is based on realistic prognosis. The trial covers Tbilisi and nearby towns. It was also noted that currently the proportion of MDR is not very high. The number of Pre- and XDR TB patients has also decreased which is related to ZeNIX trial.  The TB epidemiological situation has been significantly improved. Though there are still cases of late stages TB which requires intensification of detection. Finally, Ms. Kiria provided a very optimistic prognosis in terms of elimination of TB in the country.
Tamar Gabunia – noted that CCM has received information on closure of patients’ enrollment in the endTB Georgia clinical site and asked Ms. Tinatin Kotrikadze to provide the audience with the current status of the trial. 
Tina Kotrikadze – stated that the patients’ enrollment in Georgia site has been closed. The reason of this decision is lower rate of enrollment than initially anticipated. The trial is on-going in other sites. The results of the treatment of the patients already enrolled in Georgia will be included into the overall results of the endTB clinical study on-going in other countries. 
Tamar Gabunia – thanked the attendees and announced the meeting as closed.
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