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Master Study Protocol: Antimicrobials supplied in community pharmacies in Eastern Europe and Central AsiaGeorgia following the COVID-19 pandemic

Part 1
Project summary
During the COVID-19 health crisis, community pharmacists in the European Region are likely to have had an enhanced role in supporting health care systems overburdened managing seriously ill patients. Those unwell may have visited pharmacies first, seeking professional advice on the management of their symptoms as well as ongoing treatments for existing conditions. For many of these countries, despite legislation for prescription only supply of antimicrobials, in reality, pharmacies are the first and often only available option, particularly in rural areas. As countries transition from the immediate impacts of the COVID-19 pandemic, health systems will need to adapt to ongoing prevention and then management of possible subsequent waves of COVID-19 infection while at the same time trying to provide routine health care services for preventive, acute and chronic medical conditions. 
Pharmacists should follow national recommendations for medicines to manage COVID-19 infection including use of appropriate medicines for fever such as paracetamol and NSAIDs. Pharmacists also have a role in countering misinformation and false claims about the effectiveness of some treatments for COVID-19 and they should not promote or recommend products of doubtful effectiveness. 
There are a number of clinical trials in progress assessing the value of specific agents and treatment regimens to manage COVID-19.[footnoteRef:1] Several of these agents have been widely discussed in the mainstream media and social media.  Therefore, demand for and usage of these agents is likely to increase, particularly for the newer branded agents which are perceived as ‘better’ and ‘more powerful’. [1:  https://www.who.int/emergencies/diseases/novel-coronavirus-2019/global-research-on-novel-coronavirus-2019-ncov/solidarity-clinical-trial-for-covid-19-treatments] 

As COVID-19 is a viral infection, it is expected there will be increased use of antiviral agents. Available antiviral agents target four main groups of viruses, namely herpes, hepatitis, influenza viruses and human immunodeficiency viruses (HIV). COVID-19 infection may also be associated with secondary bacterial infections such as pneumonia.[footnoteRef:2] The antibiotic azithromycin has been promoted as part of a treatment regimen for COVID-19. There is evidence of antibiotics being used to treat the symptoms of viral infections including upper respiratory tract infections and influenza despite them not being effective. The extent to which antiviral and antimicrobial medicines including antibiotics have been used in practice during the COVID-19 pandemic in Eastern Europe and Central Asia is currently unknown.  [2:  Morris et al. Secondary bacterial infections associated with influenza pandemics. doi:10.3389/fmicb.2017.01041
] 

Despite strong national efforts to enforce prescription only access to antimicrobial agents, antimicrobials are at times supplied without prescription. This still occurs in European Union countries and we expect this will be the case in AMC Network countries. The study conducted in Armenia concluded that around 85% of supply occurred without a prescription, although some supplies were based on slips of paper where a health care professional had written the name of the product to be purchased. 
The Antimicrobial Medicines Consumption (AMC) network was established in 2011 to monitor antimicrobial medicines consumption for countries and area which do not participate in ESAC-Net, the AMC surveillance network for EU countries in the WHO European Region. Currently, 17 non-EU countries and Kosovo[footnoteRef:3] as well as Switzerland participate in the network. This network offers the opportunity to study patterns of supply of antimicrobial agents that may be related to COVID-19 infection.  [3:  All references to Kosovo in this publication should be understood to be in the context of United Nations Security Council resolution 1244 (1999).] 

Most of the WHO Europe AMC network countries are still not equipped with comprehensive systems for collecting and analyzing data on medicine purchases, prescriptions and use. Therefore, there is little information on the pattern of supplied antimicrobial agents at the health facility, pharmacy or patient level. Until the systems are strengthened to collect this data, manual data collection methods are necessary to understand how antimicrobials are being used and to enable the development of strategies to improve the appropriate use of antimicrobials. This study is being undertaken to determine patterns of community supply of antimicrobial agents from community pharmacies in Eastern Europe and Central Asian countries and areasGeorgia. The study will examine supply related to COVID-19 infection and other common infections including upper respiratory tract infection, urinary tract infection, otitis media and community acquired pneumonia. In addition to recording the antimicrobial agent supplied, pharmacists will be asked to record the reason for supply/indication for the medicine.
Note: This document represents the Master Protocol that will be used to inform the development of separate protocols to be used at the national level. The national protocols will be subject to ethical review according to the usual procedures in that country and the national level approval (= local approval) will be shared with the WHO Research Ethics Committee.The study protocol is not a subject to ethical review according to the national legislation but  has been agreed with MOH.    
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Study participants
[bookmark: _GoBack]All pharmacies in the public and private sectors will be eligible to participate in this study. However, the community pharmacy set-up varies greatly between AMC network countries/areas, and types of pharmacies which are able to participate in the study in practice also depend on the countries’ contexts. For example, in some countries, pharmacies are all public whereas there are both public and private pharmacies in other countries. In some countries, pharmacies are under Ministry of Health whereas private pharmacies are under another ministry in other countries. Thus, cooperation that Ministry of Health can obtain for participation in this study from pharmacies can vary between countries. Therefore, we propose that participating countries/area Ministry of Health of Georgia will preparedecide on the list of pharmacies to be included in the study for further selection of a random sample. Among the final list of pharmacies, participants will be a random sample of pharmacies from the national capital and seven up to five regional centres. Where a pharmacy declines participation, the next pharmacy on the random list will be approached to participate. The pharmacist in charge will be responsible for recording all antimicrobial agents supplied to customers during a one-week period. We expect that each pharmacy will record a minimum of 25 encounters during the one-week data collection.  
Rationale & background information
[bookmark: _Hlk38881126]During the COVID-19 health crisis, community pharmacists in the European RegionGeorgia are likely to have had an enhanced role in supporting health care systems overburdened managing seriously ill patients. Those unwell may have visited pharmacies first, seeking professional advice on the management of their symptoms as well as ongoing treatments for existing conditions. For many of these countries, despite legislation to prevent off- prescription supply of antimicrobials, in reality, pharmacies are the first and often only available option, particularly in rural areas and that the out of pocket spent on ineffective medicines is not known.
Pharmacists have specific responsibilities associated with COVID-19 infection. Some of these relate to reinforcing COVID-19 preventive measures in line with national recommendations, providing accurate information on signs and symptoms of COVID-19 infection, and understanding national and local referral pathways to be able to direct patients for appropriate care. In addition, pharmacies will have needed to adapt their business environment and models of care to respect physical distancing, reduce the risks of contact between people and products, and to have enhanced cleaning protocols in place. 
[bookmark: _Hlk38536959]As countries transition from the immediate impacts of the COVID-19 pandemic, health systems will need to adapt to ongoing prevention and then management of possible subsequent waves of COVID-19 infection while at the same time trying to provide routine health care services for preventive, acute and chronic medical conditions. Community pharmacies will also need to adapt to these dual roles.
There are a number of clinical trials in progress assessing the value of specific agents and treatment regimens to manage COVID-19.[footnoteRef:4] These agents include remdesivir that was tested for treatment of the Ebola virus and used in animal studies of severe acute respiratory syndrome (SARS) and Middle East Respiratory Syndrome (MERS-CoV), lopinavir/ritonavir which is licensed for the treatment of HIV, and antimalarial agents chloroquine and hydroxychloroquine. Several of these agents have been widely discussed in the mainstream media along with the antibiotic azithromycin. There is evidence that secondary bacterial infections are a common complication of respiratory viral diseases and that these secondary bacterial infections can lead to increased mortality.[footnoteRef:5] [4:  https://www.who.int/emergencies/diseases/novel-coronavirus-2019/global-research-on-novel-coronavirus-2019-ncov/solidarity-clinical-trial-for-covid-19-treatments]  [5:  Morris et al. Secondary bacterial infections associated with influenza pandemics. doi:10.3389/fmicb.2017.01041] 

In addition, there is a vast amount of information circulating on social media platforms on possible treatments for COVID-19 infection. 
Pharmacists should follow national recommendations for medicines to manage COVID-19 infection including use of appropriate medicines for fever such as paracetamol and NSAIDs[footnoteRef:6]. Pharmacists also have a role in countering misinformation and false claims about the effectiveness of some treatments for COVID-19 and they should not promote or recommend products of doubtful effectiveness. As well, pharmacists need to be aware of severe side effects of some products that are being promoted.[footnoteRef:7]  [6:  https://www.who.int/news-room/commentaries/detail/the-use-of-non-steroidal-anti-inflammatory-drugs-(nsaids)-in-patients-with-covid-19]  [7:  https://www.ema.europa.eu/en/news/covid-19-reminder-risk-serious-side-effects-chloroquine-hydroxychloroquine] 

Despite strong national efforts to enforce prescription only access to antimicrobial agents, antimicrobials are at times supplied without prescription. This still occurs in European Union countries[footnoteRef:8] and we expect this will be the case in GeorgiaAMC Network countries. The study conducted in Armenia concluded that around 85% of supply occurred without a prescription, although some supplies were based on slips of paper where a health care professional had written the name of the product to be purchased.[footnoteRef:9]  This usage is likely to increase- particularly for the newer branded agents which are perceived as ‘better’ and ‘more powerful’. [8:  https://ec.europa.eu/health/amr/sites/amr/files/amr_arna_report_20170717_en.pdf]  [9:  Ghazaryan LF et. The New Armenian Medical Journal Supplement 2015;9(3):17] 

As COVID-19 is a viral infection, there is likely to have been increased use of antiviral agents. Available antiviral agents target four main groups of viruses, namely herpes, hepatitis, influenza viruses and human immunodeficiency viruses (HIV). Antiviral influenza medicines with marketing approval including oseltamivir, zanamivir and peramivir. Aciclovir is used to treat herpes infection while interferon-α and ribavirin are used to treat hepatitis infection. There are a range of antiviral agents used to manage HIV infection that are broadly grouped as nucleoside/nucleotide reverse transcriptase inhibitors (NRTIs), non-nucleoside reverse transcriptase inhibitors (NNRTIs) and protease inhibitors (PIs) of which lopinavir/ritonavir is an example, and integrase inhibitors.[footnoteRef:10] There is evidence of antibiotics being used to treat the symptoms of viral infections in the community setting including upper respiratory tract infections and influenza despite them not being effective for these conditions.[footnoteRef:11]  [10:  https://apps.who.int/iris/bitstream/handle/10665/325771/WHO-MVP-EMP-IAU-2019.06-eng.pdf?ua=1 Section 6.4]  [11:  Imanpour S et al. JRSM Open. 2017;8(8):2054270417717668. doi:10.1177/2054270417717668] 

However, the extent to which these and other antiviral and antimicrobial medicines including antibiotics have been used in practice during the COVID-19 pandemic in Eastern Europe and Central Asia in general and Georgia in particular is currently unknown.
The Antimicrobial Medicines Consumption (AMC) network was established in 2011 to monitor antimicrobial medicines consumption for countries and area which do not participate in ESAC-Net, the AMC surveillance network for EU countries in the WHO European Region. Currently, 17 non-EU countries and Kosovo[footnoteRef:12] as well as Switzerland participate in the network. This network offers the opportunity to study patterns of supply of antimicrobial agents that may be related to COVID-19 infection.  [12:  All references to Kosovo in this publication should be understood to be in the context of United Nations Security Council resolution 1244 (1999).] 

[bookmark: _Hlk38466472]Most of the WHO Europe AMC network countries are still not equipped with comprehensive systems for collecting and analyzing data on medicine purchases, prescriptions and use. Therefore, there is little information on the pattern of supplied antimicrobial agents at the health facility, pharmacy or patient level. Until the systems are strengthened to collect this data, manual data collection methods are necessary to understand how antimicrobials are being used and to enable the development of strategies to improve the appropriate use of antimicrobials. WHO has introduced the AWaRe classification of antibiotics that promotes more rational selection of antibiotics in order to reduce the development of antimicrobial resistance.[footnoteRef:13]  [13:  Sharland et al. Lancet Infect Dis. 2019 19:1278-1280. doi: 10.1016/S1473-3099(19)30532-8.] 

This study is being undertaken to determine patterns of community supply of antimicrobial agents dispensed from community pharmacies in GeorgiaEastern Europe and Central Asian countries and areas. The study will examine supply related to COVID-19 infection and other common infections including upper respiratory tract infection, urinary tract infection, otitis media and community acquired pneumonia. In addition to recording the antimicrobial agent supplied, pharmacists will be asked to record the reason for supply/indication for the medicine.
Study goals and objectives
The goal of this study is to describe current practices in supply of antimicrobials in community pharmacies in  Georgiacountries and areas of Eastern Europe and Central Asia that are members of the WHO Europe Antimicrobial Medicines Consumption (AMC) Network. This will inform future policy and strategy work to improve the use of antimicrobial agents and strengthen the implementation of the WHO AWaRe classification of antibiotics  in Georgiaat both at a regional and country level. 
[bookmark: _Hlk38557919]The objectives of this study are to measure the proportion of individual and groups of antimicrobials supplied to customers and assess the patterns of consumption of antimicrobials sourced from community pharmacies. 
[bookmark: _Hlk38557875][bookmark: _Hlk39747896]The study will summarise which antimicrobials are supplied by types (antibacterials, antifungals, antiviral, antimalarial), specific medicines within each type, formulation (oral, injection, rectal), and, for antibacterials, the relative use of agents from WHO Access, Watch and Reserve categories[footnoteRef:14]. We recommend that Ccollected data will be also analysed by type of pharmacies -urban/rural, public/private, if private, chain/independent - included in the study. or that types of pharmacies included in the study be discussed in case distribution of included pharmacies does not reflect the real situation. [14:  https://www.who.int/medicines/publications/essentialmedicines/en/] 

[bookmark: _Hlk38533011]Participants will be asked to note the reason for the supply (this may be symptoms, presumptive or confirmed diagnosis). We are particularly interested in supply that may be related to COVID-19 infection. Where appropriate, we will compare medicines supplied for selected clinical conditions with the recommended treatment choices in national guidelines, WHO recommendations, or IMCI guidelines for young infants and children less than five years old.[footnoteRef:15] [15:  https://www.who.int/maternal_child_adolescent/documents/IMCI_chartbooklet/en/] 

Study Design
This will be a cross-sectional study involving data collection over a one-week period from a sample of community pharmacies in Georgiaeach of the participating countries and area. The main purpose of this study is to describe what antimicrobial medicines are being used in practice in the community. 
Participating countries
The 18 countries and area that are members of the WHO Regional Office for Europe (WHO EURO) antimicrobial medicines consumption (AMC) network members will be invited to participate – Albania, Armenia, Azerbaijan, Bosnia and Herzegovina, Belarus, Georgia, Kazakhstan, Kyrgyzstan, Republic of Moldova, Montenegro, North Macedonia, Russian Federation, Serbia, Tajikistan, Turkey, Ukraine, Uzbekistan and Kosovo[footnoteRef:16].  [16: ] 

Methodology
The study will be based on methods described in WHO’s ‘How to investigate drug use in health facilities’[footnoteRef:17] that have been widely used by WHO in country profile work and published studies[footnoteRef:18] and sampling methodology adapted from the World Health Organization & Health Action International 2008 document ‘Measuring medicine prices, availability, affordability and price components’.[footnoteRef:19] [17:  https://apps.who.int/iris/handle/10665/60519]  [18:  Holloway et al, 2016, 2017, 2018]  [19:  https://www.who.int/medicines/areas/access/OMS_Medicine_prices.pdf] 

In addition, the methodology draws on a study conducted in Armenia in 2015 (Antimicrobial medicines dispensing practice survey in the Armenian community pharmacies).[footnoteRef:20] In this study, 164 community pharmacies (90 in Yerevan and 74 in regions) recorded antimicrobial purchases of 4342 patients (5254 medicines, including antibacterials for systemic use, antimycotics and antifungals and antivirals) during a one-week period of recording by the pharmacists in the business. Researchers were able to demonstrate different patterns of consumption between capital city and regions, and differences in the extent of supply without prescription across the country. Importantly, the study results informed the development of policy tools and legal enforcement mechanisms that were included in the subsequent National Strategic program for AMR in Armenia.  [20:  Ghazaryan LF et. The New Armenian Medical Journal Supplement 2015;9(3):17.] 

The study will use a random sample of pharmacies from the capital city and up to seven five regions within each countryin Georgia. Participating countries/area decide on the list of pharmacies to be included in the study for further selection of a random sample. Pharmacies in the final list of pharmacies defined by the participating country/areaMoH of Georgia will be invited to participate in the study and where the pharmacy declines participation, the next pharmacy on the random list will be invited. There willshould be at least 25 pharmacies in the capital city and at least ten pharmacies in each of the participating regions. 
The WHO guide for investigating drug use in health facilities, recommends that for comparisons between groups (in this case regions), there should be at least 10 facilities included in each group.[footnoteRef:21] If five regions are selected, this would give a total of 75 pharmacies across the country. The larger number of pharmacies for the capital city reflects that fact that in many settings the greatest numbers of COVID-19 cases occur in major centres and it is more likely that COVID-19 related supplies of antimicrobials will occur. [21:  https://www.who.int/medicines/publications/how-to-investigate_drug-use/en/] 

In the Armenian study, 164 pharmacies reported 4342 patients supplied with an antimicrobial, an average of 26 per pharmacy during the one-week data collection. Assuming 25 patients per week per pharmacy, a sample of 75 pharmacies would provide information on 1875 customer encounters where an antimicrobial medicine was supplied.
Where regional participation is deemed not practical by national authorities, the sample in the capital city should be increased to 40 facilities. This would provide information on 1000 customer encounters where an antimicrobial medicine was supplied. The WHO guide recommends a minimum of 600 encounters be included in a cross-sectional study, with a greater number if possible. The inclusion of 40 facilities should ensure this minimum target is reached, even if not all pharmacies are able to provide information on 25 encounters.
The sample size should be increased beyond the minimum number proposed at the discretion of each national authority undertaking the study. As reported in the 2015 Armenia study, 164 pharmacies participated allowing a much larger and more informative data collection that could underpin subsequent policy action. 
The participating pharmacies will be identified by a code number that will only be known to the investigators managing the study at the country level. Data will be aggregated and presented at the regional and national level and not at the level of the individual pharmacy. 
[bookmark: _Hlk39474051][bookmark: _Hlk39473926]Participating pharmacies will be asked to record only episodes of supply of antimicrobial agents to customers during a one-week period. All episodes of supply of at least one antimicrobial need to be recorded. The definition of antimicrobial agents is wide and based on the classification of antimicrobials used in the WHO Model List of Essential Medicines 2019.[footnoteRef:22] This will include antibacterials, antifungals, antiviral and, antimalarial medicines and is important given the range of medicines that might be used in COVID-19 related infection. [22:  https://apps.who.int/iris/bitstream/handle/10665/325771/WHO-MVP-EMP-IAU-2019.06-eng.pdf] 

Information on antimicrobials supplied, the name and formulation (oral, injectable or rectal) of antimicrobials, indication, patient’s age and sex, date of purchase, and whether it was recommended by a health care professional or emergency supply defined by law of Georgia the participating countries/area will be recorded. In addition, the pharmacist will be asked to record a reason for supply - this may be symptoms, a presumptive or confirmed diagnosis. We are particularly interested in supply that may be related to COVID-19 infection. While there are many limitations in asking pharmacists to include a reason for supply, where it is possible, it will facilitate further analysis of the data collection and may inform future work on the rational use of antimicrobial medicines.
Data collection will be paper based. A draft of data collection form that will be used in the study is included with this submission. (Annex 1)
We propose that tThere will beis twoa study coordinators appointed for each capital city and regional area included in the study to oversee data collection. The study coordinators will be responsible for data entry for all participating pharmacies in that region. 
Safety Considerations
Pharmacists will be asked to record the information on supplied antimicrobials using a structured data collection form recording the details outlined in the methodology above (see draft data collection form). Pharmacists will be asked to report basic patient information such as age and sex, but no further details to identify the patients. 

Identifying information on the location of the pharmacy will be stored separately to the responses and only the research team at the national level will have access to this information.

[bookmark: _Hlk38541006]Data collection will be paper based. Only the study number (pharmacy number) will be recorded on the form. Study coordinators will be responsible for data entry. When the data are entered into the database for analysis, only the study/ pharmacy number will be recorded. The lead researchers at the national level will retain a separate list of study numbers and exact location of each pharmacy included in the study. Only the lead researchers will have access to the full list of pharmacies and study numbers. This list will be destroyed once data entry is complete and all data entry errors corrected. The location of specific pharmacies will not be reported in any study reports or manuscripts in a form that would allow pharmacy identification. 

Follow-Up
There is no planned follow-up with individual pharmacies or pharmacists as part of this study. However, participating pharmacies will be provided with a summary of the national findings. It is expected that national authorities and pharmacy professional associations may follow-up with all pharmacies to address issues that may be identified in this study.
Data Management and Statistical Analysis
The analysis of the data obtained from this study will be descriptive. Analyses will be conducted overall and at regional level within Georgiaa participating country.  
We aim to collect data from a minimum of 1000 encounters of those supplied with an antimicrobial in  Georgiaeach participating country. Based on estimates from the study in Armenia, there were on average 26 patient contacts per pharmacy during the week of data collection where an antimicrobial was supplied. 
If 75 pharmacies are included (25 pharmacies in the capital city, and 10 pharmacies in each of five regions) and there are 25 encounters per week, then a total of 1875 encounters would be included. The inclusion of 10 pharmacies in each region will allow comparison of patterns of supply between regions. 
Where regional participation is deemed not practical by national authorities, the sample in the capital city should be increased to 40 facilities. The inclusion of 40 facilities should ensure the minimum target of 600 encounters is reached, even if not all pharmacies are able to provide information on 25 encounters. Data on 600 encounters would allow derivation of supply measures such as percentage of encounters with an antibiotic supplied, percentage of encounters with an injection supplied with a 95% confidence interval ±7.5%. Increasing the numbers of facilities participating is a better method to obtain more accurate and reliable estimates than increasing the numbers of encounters per facility.[footnoteRef:23] [23:  https://www.who.int/medicines/publications/how-to-investigate_drug-use/en/
] 

All materials related to this project will be stored in locked filing cabinets of the research partner in country/areaGeorgia and in password protected computer files. Data will be kept for at least five years.
Quality Assurance
The data collection tool will be pilot tested in two or three different countriesregions that have ethics-approved study protocols in place to ensure we have a data collection instrument that is easy to use in the field. 
While the data for this study will be self-reported, we believe that the use of practicing pharmacists and a standard data collection tool will ensure the collection of valid and reliable data. Local study coordinators from the research group engaged to conduct the study in Georgia-country will conduct regular supervision of the pharmacists and review the adequacy of the data collection.
Expected Outcomes of the Study
This study will provide valid and reliable data on the pattern of antimicrobials supplied in community pharmacies in the context of the COVID-19 pandemic. It will provide information on specific agents used in the prevention and management of COVID-19 infection as well as other common infectious presentations in the community. The study will provide estimates of relative use of individual antimicrobials and relative use of agents from WHO Access, Watch and Reserve categories in the participating countries and area. The results will also provide information on alignment of antimicrobial choices with national guidelines, WHO recommendations, IMCI guidelines. The analyses will inform potential problematic supply practices for antimicrobials and help identify targets for pharmacy-based interventions to improve the community use of antimicrobials. 
Dissemination of Results and Publication Policy
The results of this study will be communicated in study reports to the Ministryies of Health in Georgiaeach country/area, in presentations to relevant professional societies as well as in peer reviewed journals. The results of the study will be disseminated to pharmacists through a debriefing letter at the end of the study and through professional associations. Feedback to local professional associations of pharmacists will provide an opportunity to stimulate discussions on the quality of pharmacy services offered and to identify training needs to improve performance. 
The WHO Regional Office for Europe and researchers in Georgiaeach of the participating countries will be co-investigators for the purpose of each national study. All analyses and publications must be conducted in agreement with WHO EURO,  the relevant research institution within country and the Ministry of Health of Georgia.  
Duration of the Project and Project Timeline
Once the project is agreed at the national level and local ethics approval obtained, we anticipate it may take six weeks to recruit pharmacies for the study, complete data collection and prepare the data for analysis. A further two weeks will be required to complete data analyzes and prepare a report.
Project Timeline:
	Activity
	Week

	
	1-4
	5
	6
	7-8

	Appointment of regional coordinators, recruitment of pharmacies, preparation for data collection with participating pharmacies
	
	
	
	

	Data collection
	
	
	
	

	Data cleaning and analysis
	
	
	
	

	Write up and dissemination
	
	
	
	


Problems Anticipated
We do not anticipate particular difficulties with this project whereif we have agreement of the Ministry of Health to participate in this study and ethics approval for the national study protocol at the national level. 
A Master Protocol for this study that will be reviewed by the WHO Research Ethics Committee can facilitate discussions with Ministries of Health and research partners at the national level. 
Project Management
Ms Kotoji Iwamoto will have the overall responsibility for the management of this project for the WHO Regional Office for Europe and will be supported by a consultant, Dr Jane Robertson. 

At the country level Marine Baidauriwe will be an investigator.establish a working relationship with a nominated University Department, professional pharmaceutical society or relevant agency within the Ministry of Health at the national level. There will be regular interactions between the country-based research personnel and the WHO Europe Health Technologies and Pharmaceuticals (HTP) Programme to ensure that the project is undertaken according to the agreed and approved national methodology and is completed in a timely way. 

WHO Europe HTP Programme will assist national research teams in the interpretation of the study findings and preparation of reports, manuscripts and presentations that follow from this work.

Roles and responsibilities of partners
	Partner
	Roles and responsibilities

	HTP Programme
WHO Europe

Kotoji Iwamoto
Sarah Garner
Jane Robertson
(consultant)
	Lead investigators
Establish links with relevant organizations or agencies at the national level that will have responsibility for local conduct of the study.
Regular communications with national study teams
Provide support for data cleaning and analysis and interpretation of study results
Support in writing of reports and manuscripts related to the project


The data generated in this project remain the property of national research teams. All planned uses of the data need the prior agreement of WHO EURO and national authorities (research teams and Ministries of Health).
Ethical issues
Informed consent will be obtained from participating pharmacies. The national project team in the participating will obtain written informed consent from participating pharmacies. 
A draft Information for Participants (Annex 2) and draft Consent Form (Annex 3) are attached to this protocolapplication. Participants are informed that they may withdraw from the study at any time without penalty,
Participating pharmacies will be identified by a code number. Only the study number (pharmacy number) will be recorded on the data collection forms. Only the lead researchers at the national level will have access to the full list of pharmacies and study numbers. This list will be destroyed once data entry is complete and all data entry errors corrected. The location of specific pharmacies will not be reported in any study reports or manuscripts in a form that would allow pharmacy identification.
There are no inducements to participate in this study. Pharmacists will be offered a small sum in partial recompense for the additional time taken to document their supply of antimicrobials to customers during the one-week period of data collection.
There are no specific risks to pharmacists by participating in the study. The information provided relates to supplies of antimicrobial agents that may have been prescribed by a health care professional or supplied to a customer in the normal course of the business of the pharmacy. The practices of individual pharmacists or pharmacies are not being studied. Individual pharmacists or pharmacies will not be identified. 
Vulnerable populations are not being studied. It is possible that a person from a vulnerable population obtains an antimicrobial medicine during the study period and has her/his medicine information included in the data collection. However, there is no risk to such persons or special consent required. 
There are no individual risks identified that would outweigh the benefits of the information gained from conducting this study. 
Part 2
Budget
A budget of US$5000 is available to Georgia each of the national teams who agree to take part in this study. This will provide resources to cover costs for study coordinators, data collection by pharmacists, reimbursement for travel and other costs associated with data analysis and report writing. Pharmacists will be compensated for the time dedicated to collect data. The amount will be calculated according to the countries’ average local wage. In the study conducted in Armenia, approximately $20 was paid to each participating pharmacy.
Other support for the Project
There are no additional funds being sought for this project. Funds are currently available to the WHO Europe Health Technologies and Pharmaceuticals (HTP) programme to support the study in Georgiacountry-based studies as proposed.
Collaboration with other scientists or research institutions
This collaborative project brings together research and practical expertise from the World Health Organization (WHO EURO) and its consultants. 
Experience and skills of researchers 
Dr Sarah Garner is a pharmacist with extensive experience in national and international policy and strategy development in the pharmaceutical sector. As acting manager for the Health Technologies and Pharmaceuticals (HTP) programme for WHO Europe, Dr Garner will provide important linkages to Ministries of Health to gain approval for the conduct of the study in each country.
Ms Kotoji Iwamoto is technical lead for the WHO Europe Antimicrobial Medicines Consumption (AMC) Network. She has established links with country-based experts in antimicrobial medicines consumption and extensive experience in the analysis of antibiotic consumption data. 
Dr Jane Robertson is a consultant to the WHO Europe HTP program and has extensive experience working with the WHO Europe AMC Network. She is an experienced researcher having conducted a number of medicine-related studies using both quantitative and qualitative research methods.  
Dr Marine Baidauri is Chief specialist in Health policy Division of Policy Department
Ministry of IDPs, Labour, Health and Social Affairs of Georgia, and the AMC focal point representing Uzbekistan in WHO Europe AMC network.

A brief CV for each of the researchers is provided with this submission.
Financing and Insurance
Insurance: Not applicable
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Annex 1: Example of draft data collection form
Annex 2: Example of draft Information for Participants
Annex 3: Example of draft Consent Form

