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EXECUTIVE SUMMARY

The pharmacovigilance system safeguards the public through efficient and timely
identification, collection, assessment, and communication of medicine-related problems.
Recent increases in the availability and use of relatively new essential medicines such as
antiretroviral medicines (ARVSs) for HIV/AIDS and medicines newly indicated for multidrug-
resistant tuberculosis (MDR-TB) have escalated the need to monitor and promote their safety
and effectiveness. Because adverse drug reactions (ADRSs) are among the most important
factors resulting in interruption of antiretroviral therapy (ART) and anti-TB treatment,
monitoring and managing adverse reactions to ARVs is important. As public health programs
(PHPs) expand access to ARVs and reserve medicines for drug-resistant TB, the need to
systematically conduct pharmacovigilance activities within these programs to better identify
potential safety problems and their risk factors for specific populations of patients and to
inform treatment guidelines revisions is increasingly recognized. A comprehensive
pharmacovigilance system comprises more than adverse events data collection and should
include both active and passive surveillance methods, effective mechanisms to communicate
medicine safety information to health care professionals and the public, and incorporation of
pharmacovigilance activities into the various levels of the health system and public health
programs.

The Strengthening Pharmaceutical Systems (SPS) Program, in collaboration with the State
Expert Center (SEC) of the Ukraine Ministry of Health (MoH), assessed Ukraine’s
pharmacovigilance system to benchmark capacity and performance at each level of the health
care system and used the results to develop recommendations for improving the safety of
medicinal products and medical devices in Ukraine. The assessment was conducted using
SPS’s Indicator-based Pharmaceutical Assessment Tool (IPAT). Data was collected from
document reviews and interviews with pharmacovigilance experts and key informants across
more than 55 health institutions and organizations in Ukraine.

Selected Assessment Results
Policy, Law, and Regulation

Ukraine is clearly moving in the right direction in its mission to harmonize its regulations
with the European Union (EU) pharmacovigilance regulations. Regulations equivalent to EU
ones are in place for critical aspects of pharmacovigilance. The MoH and the SEC are
focusing on implementing recently passed legislation, developing a national
pharmacovigilance guideline, and including a section in Ukraine’s Law “On Medicines” that
addresses pharmacovigilance and requires mandatory or voluntary reporting of adverse
events. However, with regards to medical devices, there are currently no regulations that
provide the legal basis for the post-marketing safety monitoring.

Systems, Structures, and Stakeholder Coordination

National units specifically mandated to address medicine safety, vaccine and other medicinal
immunobiological preparations (MIBP) safety, and post-marketing quality surveillance, exist
and have designated staff whose responsibilities are specified in their job descriptions. The
units all have clear mandates, structures, and roles and responsibilities. The SEC’s mandate
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on pharmacovigilance is focused on ADRs/lack of efficacy of medicinal products and adverse
events that result from the use of medicines in clinical practice. The State Administration of
Ukraine for Medicinal Products (SAUMP) is responsible for the quality control of medicines
and the registration of medical devices. The absence of device safety surveillance, dedicated
budgets for pharmacovigilance activities, the lack of standard operating procedures (SOPs),
postgraduate training courses in pharmacovigilance, trained human resources for
pharmacovigilance (e.g. clinical pharmacists), and resources such as reference books and
bulletins are issues that need to be addressed to strengthen medicine and device safety in
Ukraine.

Signal Generation and Data Management

The assessment showed that Form #137/0 “ADR/lack of efficacy (LE) form for medicinal
products allowed for medical use” is widely available at all types of health facilities and at all
levels of the health care system. There are no dedicated forms for reporting medication errors
to the SEC as this is not required under existing Ukrainian legislation and for reporting
product quality defects to the SAUMP. The SEC maintains a database for medicines and
MIBP safety reports that is the basis for generating signals and for regulatory decision
making on medicinal product safety. The SAUMP has a central database for all quality-
related data for medicinal products, medical devices, and equipment. A comprehensive
database to collect information on suspected adverse events from all sources in the country
has not been established and a database for collecting device safety reports does not exist
because of the lack of a legislative basis for post-marketing device surveillance.

Risk Assessment and Evaluation

Ukraine has made very good progress in improving ADR reporting for medicinal products
since 2005; in 2011 alone, reporting increased by 21 percent. In 2011, the SEC entered 8,918
ADR reports into the national database, which is equivalent to 195 reports per million
inhabitants for that year. However over 50 percent of health institutions did not submit any
ADR reports and about 21 percent of the reports submitted in 2011 were not entered into the
database because of inconsistent or incomplete reporting, duplicate reporting, or lack of
feedback from the reporter. The assessment identified very limited active surveillance
activities in Ukraine.

Risk Management and Communication

Risk management and communication is a component of pharmacovigilance with high
impact in preventing harm from medicinal products. In Ukraine as in Europe, risk
management practices are evolving. Although some risk management elements are in place in
Ukraine, the assessment findings indicate that opportunities for preventing harm from the use
of medicines and vaccines are not being fully exploited. Safety communications and
publications do not seem to get to all the health facilities. Findings indicate that engagement
of SEC regional affiliates in communication activities varies; communicating safety to health
care workers and the community was not reported as a routine activity in the health facilities
visited.
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Pharmacovigilance in Public Health Programs

The immunization program has structures for safety surveillance in place and linkages with
the SEC are well established. The assessment identified that there are opportunities for the
HIV and TB programs to engage more actively in pharmacovigilance without duplicating the
efforts of other government institutions. The current legislation does not clearly identify
mechanisms for interaction and coordination on pharmacovigilance between the national HIV
and TB programs, and the agencies responsible for pharmacovigilance. Although Form
#137/0 is widely available at HIV and TB facilities, reporting rates for the TB program are
somewhat low and few epidemiological or active surveillance studies were performed in the
last year by all three public health programs (PHPs). Although hotlines exist, medicine
information services to respond to pharmacovigilance-related queries are not yet well
developed. Assessment findings also indicate that risk management and communication
activities are currently minimal in the TB and HIV programs with few public education
activities related to medicine safety. The development of pharmacovigilance trainings for
ART prescribers is encouraging and replicating similar efforts for TB program staff is
important.

Pharmacovigilance and Medical Device Safety in the Pharmaceutical Industry

Overall, the findings related to pharmacovigilance policies and systems, structures, and
coordination were encouraging although there are some differences between local
manufacturers and the multinational companies. However, when compared to most
multinational companies interviewed, local manufacturers did not have certain
pharmacovigilance policies as part of their corporate policies; this was not a requirement
under Ukrainian legislation at the time of the interviews (December 2011). For local
manufacturers, the lack of pharmacovigilance-related information resources, systems for
scanning the global literature, and formal mandatory training programs for staff are common
gaps in structures and procedures. Findings indicate the greatest weaknesses lie in risk
assessment and evaluation and also in risk management and communication. ADR reporting
to the companies is low and none of the companies interviewed had conducted any active
surveillance activities in the last five years. Similarly, risk management plans and risk
mitigation activities are absent in most multinational generic and local manufacturers
interviewed and communication activities are minimal across all types of companies sampled.

Interviews with two medical device companies found that the multinational device company
has some policies, procedures, systems, and structures in place for device vigilance but these
are mostly related to monitoring product quality at the local level. The local device
company’s policy and procedures only pertain to monitoring quality and primarily concern
device manufacture and registration, rather than post-marketing safety surveillance. The
findings for risk assessment and evaluation, and for risk management and communication
indicate the absence of any such activities by the two companies interviewed.

Selected Recommendations

Full details of the assessment recommendations are provided in the report. Below are selected
recommendations for immediate attention.

Xi
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e The MoH should update the Law “on Medicines” by incorporating articles on
pharmacovigilance. Also the MoH in coordination with SAUMP should develop and
implement Ukrainian Laws and Orders related to post-marketing surveillance of
medical devices.

e The SEC should strengthen the implementation of the pharmacovigilance provisions
recently introduced into Ukrainian legislation including those that are relevant to the
industry.

e The MoH and the SEC are advised to consider setting up a risk evaluation unit in the
Post-Marketing Surveillance Board.

e The MoH and the SEC should develop comprehensive national pharmacovigilance
guidelines and require health facilities and PHPs to improve adverse events reporting.

e The Government of Ukraine is advised to consider providing a dedicated budget for
pharmacovigilance to develop and conduct training courses for health care staff.

e The pharmaceutical industry should immediately develop or further enhance their
policies, systems, and structures to facilitate full compliance to local regulations on
pharmacovigilance.

e The SAUMP should develop tools to improve the reporting of product quality
problems from health workers and consumers.

e The MoH and the SEC should develop a system for the reporting, collection, and
evaluation of information on medication errors from health workers and consumers.

e The SEC should develop risk management practices to ensure safe medicines use and
prevent occurrences of preventable adverse reactions. The SAUMP and the SEC
should explore opportunities to improving information sharing among themselves and
the public on the safety and quality of health products in Ukraine.

e Industry should conduct risk management activities and collaborate with the SEC to
improve safety communication to health workers and consumers.

Xii



INTRODUCTION

Definition and Scope of Pharmacovigilance

The World Health Organization (WHO) defines pharmacovigilance as "the science and
activities relating to the detection, assessment, understanding, and prevention of adverse
effects or any other possible drug-related problems.” There is an incomplete understanding
of the safety of new medicines at the point of registration. Data on the safety of new
medicines are mainly derived from pre-authorization clinical trials in controlled settings.
However, clinical trials are limited by restricted exposure, narrow perspective, and short
duration, making it imperative to monitor for safety and effectiveness even after approval,
especially when the product is used in large populations.?

Post-marketing surveillance is crucial to quantify previously recognized adverse drug
reactions (ADRs), identify unrecognized adverse drug events (ADESs), and to evaluate the
effectiveness of medicines in real-world situations as well as to decrease mortality and
morbidity associated with adverse events.> Now, the scope of pharmacovigilance has now
broadened to include additional critical issues such as medication errors, product quality, and
treatment failure in addition to the traditional focus on ADRs. Although ADESs are common,
many of them are preventable. The growing problem of poor quality or counterfeit medicines
is another reason why pharmacovigilance requires active attention.

The aims of pharmacovigilance are to*—

e Improve patient care and safety in relation to the use of medicines and all medical and
paramedical interventions.

e Improve public health and safety in relation to the use of medicine.

e Detect problems related to the use of medicines and communicate the findings in a
timely manner.

e Contribute to the assessment of benefit, harm, effectiveness, and risk of medicines,
leading to the prevention of harm and maximization of benefit.

e Encourage safe, rational, and more effective (including cost-effective) medicines use.

e Promote understanding, education, and clinical training in pharmacovigilance and its
effective communication to the public.

L WHO. 2004. WHO Policy Perspectives on Medicines (Pharmacovigilance: Ensuring the Safe Use of
Medicines). Available at http://whqglibdoc.who.int/hg/2004/WHO_EDM_2004.8.pdf

2 Nwokike, J. 2009. Technical Assistance for the Establishment of a Pharmacovigilance and Medicine Safety
System in Rwanda. Submitted to the U.S. Agency for International Development by the SPS Program.
Arlington, VA: Management Sciences for Health.

® Eguale, T., et al. 2008. Detection of adverse drug events and other treatment outcomes using an electronic
prescribing system. Drug Safety 31(11): 1005-16.

*WHO. 2006. The Safety of Medicines in Public Health Programmes. Geneva: WHO.
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Implementing a comprehensive pharmacovigilance system requires efforts beyond data
collection on adverse events and should include mechanisms for risk identification, risk
evaluation, and risk minimization and communication. Spontaneous ADR reporting and other
forms of data collection for early warning on medicine safety are part of the risk
identification process. Active surveillance is a key tool in risk evaluation. Risk minimization
and communication are the preventive part of pharmacovigilance and include strategies for
mitigating known risks, communication of drug safety information, and promotion of rational
medicines use. However, pharmacovigilance activities in many countries are fragmented and
often do not address all components of a comprehensive pharmacovigilance and medicine
safety system.

What Happens in the Absence of Functional Pharmacovigilance Systems

When a pharmacovigilance system does not exist, ADEs still occur but the size and
magnitude of the problem is completely unknown. Besides the impact of ADES on morbidity
and mortality and the attendant costs to health systems, ADEs also have other associated
costs in terms of the loss of confidence in the health system, economic loss to the
pharmaceutical industry, nonadherence to treatment, and development of drug resistance.”

Some possible consequences of no pharmacovigilance system include the occurrence of
preventable ADRs and the escalating costs of health care delivery. It is estimated that over 70
percent of ADRs that resulted in hospitalization could possibly or definitely be avoided.®
Patients who experienced ADEs were hospitalized an average of 8 to 12 days longer than
patients who did not suffer from ADEs, and their additional hospitalization cost 16,000 US
dollars (USD) to USD 24,000.” Medicines can also be used inappropriately; WHO estimates
that worldwide more than 50 percent of all medicines are prescribed, dispensed, or sold
inappropriately, while 50 percent of patients fail to take their medicines correctly.® Other
consequences include increases in therapeutic switches, use of more expensive regimens,
drug resistance, higher patient drop-out, and nonadherence. Unsafe and poor quality products
in the supply chain may result in harm to patients or even death.

Need for Pharmacovigilance for Public Health Programs

Recent increases in the availability and use of relatively new essential medicines such as
antiretroviral medicines (ARVs) for HIV/AIDS and reserve medicines for multidrug-resistant
tuberculosis (MDR-TB) have escalated the need to monitor and promote their safety and
effectiveness. While the use of new therapies and the large population covered has the
potential for benefitting the population, there is also a risk of harm. WHO recommends that

® Strengthening Pharmaceutical Systems (SPS) Program. 2011. Safety of Medicines in Sub-Saharan Africa:
Assessment of Pharmacovigilance Systems and their Performance. Submitted to the US Agency for
International Development by the SPS Program. Arlington, VA: Management Sciences for Health.

® Pirmohamed, M., S. James, S. Meakin, et al. 2004. Adverse Drug Reactions as Cause of Admission to
Hospital: Prospective Analysis of 18,820 Patients. British Medical Journal July 3; 329(7456): 15-19.

" Agency for Healthcare Research and Quality. Reducing and Preventing Adverse Drug Events To Decrease
Hospital Costs. Available from http://www.ahrg.gov/qual/aderia/aderia.htm#ast

8 WHO Policy Perspectives on Medicines—Promoting Rational Use of Medicines: Core Components. Available
from http://apps.who.int/medicinedocs/pdf/h3011e/h3011e.pdf
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Introduction

pharmacovigilance should be an integral part of every public health program (PHP) that uses
medicines to optimize the use of scarce health resources and prevent potential tragedies.’

Despite their lifesaving effects, ARVs are associated with safety issues ranging from mild
and transient side effects to short- and long-term serious ADRs. Medicine safety can vary
considerably due to the presence of comorbid conditions such as TB, malnutrition, reliance
on traditional or alternative therapies, and likelihood of medicine interactions. Because ADRs
are among the most important factors resulting in interruption of antiretroviral therapy
(ART)*! and anti-TB treatment,'*** monitoring and managing adverse reactions to ARV is
important. As PHPs expand access to ARVs and reserve medicines for drug-resistant TB, the
need to systematically conduct pharmacovigilance activities within these programs to better
identify potential safety problems and their risk factors for specific populations of patients
and to inform treatment guidelines revisions is increasingly recognized.

Countries should incorporate pharmacovigilance, including both active and passive
surveillance, into ART and TB programs and link these activities to the national system.
Active surveillance involves methodically searching for exposures and health outcomes,
often at sentinel site facilities, to identify potential safety problems and their risk factors for
specific patient populations. Because these methods involve obtaining a denominator of
persons exposed to medications of interest, calculation of rates of ADEs is possible. Better
understanding of toxicities associated with use of ARV and anti-TB medicines can help PHPs
provide more accurate information and expectations to patients regarding long-term toxicities
and to improve advice given to patients by clinicians about timing of initial therapy, choice of
regimen, and drug substitutions or discontinuations.**

What Is a Pharmacovigilance System?

A medicine safety system is the coordinated and interdependent functioning of activities to
improve benefits and reduce harm related to the use of medicines by the public through
efficient mobilization of various stakeholders and resources at all levels and in all sectors.™ A
country’s pharmacovigilance system should incorporate activities and resources at the
facility, state, national, and international levels, and foster collaboration among a wide range
of partners and organizations that contribute to ensuring medicine safety. Figure 1 presents
the framework for a comprehensive pharmacovigilance system that identifies the structures,

® WHO Policy Perspectives on Medicines—Promoting Rational Use of Medicines: Core Components. Available
from http://apps.who.int/medicinedocs/pdf/h3011e/h3011e.pdf.

19 4> Arminio Monforte A., A. C. Lepri, G. Rezza, et al. 2000. Insights into the reasons for discontinuation of the
first highly active antiretroviral therapy (HAART) regimen in a cohort of antiretroviral naive patients.

I.CO.N.A. Study Group. Italian Cohort of Antiretroviral-Naive Patients. AIDS 14(5): 499-507.

1 Zhou et al. 2007. Experience with the use of a first-line regimen of stavudine, lamivudine and nevirapine in
patients in the TREAT Asia HIV Observational Database. HIV Medicine 8: 8-16.

12 Nathanson E. et al Adverse events in the treatment of multidrug-resistant tuberculosis: results from the
DOTS-Plus initiative. International Journal of Tuberculosis and Lung Diseases 8(11):1382-1384

B3 Xia Y. et al Design of the Anti-tuberculosis Drugs induced Adverse Reactions in China National Tuberculosis
Prevention and Control Scheme Study (ADACS). BMC Public Health 2010, 10:267
http://www.biomedcentral.com/1471-2458/10/267

14 Bissona, G., R. Gross, V. Miller, et al. 2003. Monitoring of Long-Term Toxicities of HIV Treatments: An
International Perspective. AIDS 17: 2407-17.

1> Strengthening Pharmaceutical Systems (SPS) Program. 2009. Indicator-Based Pharmacovigilance
Assessment Tool: Manual for Conducting Assessments in Developing Countries. Submitted to the U.S. Agency
for International Development by the SPS Program. Arlington, VA: Management Sciences for Health.
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people, and functions that are needed for making national and local decisions that prevent
medicine-related problems and reduce associated morbidity and mortality. This approach

highlights the need for building capacity to carry out both passive and active methods and
how these approaches complement each other in ensuring a robust system for addressing

medicine safety issues.

People Functions Structures
(< N s . ”
Reporters S Reporting (Detection & Generation) Manufacturers
Doctors Report suspected side effects, adverse events, quality < | Hospitals/Institutions
Pharmacists concerns, and errors
Nurses
Other Health Care Workers
Consumers
J
(Evaluators ) (Data Collation (Evaluation) ) (Pharmacovigilance
Medical Specialists Collate data, conduct initial analysis Center
: . : . 3 . Drug & Therapeutics
Clinical Pharmacologists Causality Analysis & Risk Determination < Committees (DTCs)
Pharmacists ; z
g Establish causality or determine if further epidemiologic Safety Advisory
\Ep'dem"""g"“ts ) | studies are required to establish association )\ Committees i
s st - . - \ 1 N
Decision Making & Appropriate Action Regulatory Authority
Package insert amendments, warnings, scheduling Industry
changes, risk management, market withdrawal, Health Services
\ Product recall ) Professional Groups
l/ Advisory Committees
N—————

Prevented medicine-related problems Reduced morbidity and mortality

Figure 1. The Pharmacovigilance Framework®
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Figure 2. Capacity-Building Model for Pharmacovigilance

Source: Adapted from Potter, C., and R. Brough. 2004. Systemic Capacity Building: A Hierarchy of Needs. Health
Policy Planning 19:336-45.

16 Strengthening Pharmaceutical Systems (SPS). 2009. Supporting Pharmacovigilance in Developing Countries:
The Systems Perspective. Submitted to the U.S. Agency for International Development by the SPS Program.
Arlington, VA: Management Sciences for Health.




Introduction

Developing, implementing, and sustaining a comprehensive medicine safety system requires
in-country capacity building to address gaps related to health structure, systems, and roles;
staff and infrastructure; skills; and tools. Figure 2 depicts for each tier key capacity-building
needs for achieving a fully functional and sustainable pharmacovigilance system. Structural
and systems capacity-building requires developing a functional and sustainable regulatory
and organizational structure and guidelines for medicine safety monitoring. Roles and
responsibilities of the various stakeholders which include expert advisory committees,
government institutions, PHPs, hospital and health providers, pharmaceutical industry, and
consumers need to be clearly defined. Providing adequate staffing and infrastructure,
ensuring new staff skills and competencies, and institutionalizing appropriate tools to support
improved data collection, analysis, and reporting build upon these foundational capacities.

Global Standards for Pharmacovigilance

The International Conference on Harmonization of Technical Requirements for Registration
of Pharmaceuticals for Human Use (ICH) develops guidelines to help harmonize regulatory
requirements to ensure that safe, effective, and high quality medicines are developed and
registered in the most resource-efficient manner. In particular, the ICH guidelines E2A to
E2F cover guidelines for the design, planning, reporting, and evaluation of pre- and post-
authorization safety data and the conduct of pharmacovigilance systems.!” The topics include
clinical safety data management for expedited reporting, individual case safety reports,
periodic safety update reports (PSURS), post-approval safety data management,
pharmacovigilance planning for industry, and development safety update reports from
clinical trials.

These guidelines are adopted by stringent regulatory authorities (SRAS) such as the European
Medicines Agency (EMA) and US Food and Drug Administration (FDA). Standardization
and harmonization of guidelines are beneficial as they prevent duplication of effort, enhance
information sharing, minimize risk to public health, and reduce the time and resources for
medicines development. Countries like Ukraine can benefit from the ICH guidelines by
modeling their pharmacovigilance regulations and guidelines to the ICH or, at the minimum,
ensuring that their guidelines are equivalent to ICH ones. Ensuring equivalence as a step
towards harmonization will assist countries to ensure that their regulatory practices meet the
most stringent requirement and also reduce regulatory burden for regulatory systems and the
pharmaceutical industry, particularly those used to complying with requirements in other ICH
countries such as in the European Union (EU).

EMA Medicine Safety System

EU Regulation Number 1235/201034 and Directive 2010/84/EU35, adopted by the European
Parliament and European Council in 2010, govern pharmacovigilance systems in regulatory
authorities in EU member states and pharmaceutical companies. Volume 9A of the Rules
Governing Medicinal Products in the EU provides pharmacovigilance guidelines for
marketing authorization holder (MAHS), regulatory authorities, electronic exchange of

7 The International Conference on Harmonization of Technical Requirements for Registration of
Pharmaceuticals for Human Use. Efficacy Guidelines. Available at
http://www.ich.org/products/quidelines/efficacy/article/efficacy-guidelines.html
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pharmacovigilance in the EU, and pharmacovigilance communication.'® The EU regulatory
pharmacovigilance system includes the member states’ competent authorities, the European
Commission as the competent authority for medicinal products authorized centrally in the
EU, and the EMA which coordinates pharmacovigilance systems in the EU. At the time of
the assessment, the EMA’s Pharmacovigilance Working Party made recommendations on the
safety of medicines and the investigation of ADRs associated with medicines on the EU
market to the Committee for Medicinal Products for Human Use.'® This committee was
responsible for conducting both pre- and post-authorization assessments of medicines in the
EU.

The EMA’s Pharmacovigilance and Risk Management Sector manages Eudravigilance, a
central database that contains case reports received from over 40 regulatory agencies in
member states and pharmaceutical companies. In accordance with the ICH E2B guideline,
Volume 9A requires that all adverse events in the database be coded in Medical Dictionary
for Regulatory Activities (MedDRA) terminology. Volume 9A requires additional reporting
requirements for adverse reactions during breastfeeding, use of medicinal products in
children, medication errors, overdose, abuse and misuse, and lack of efficacy. The MAHSs are
required to electronically submit ADR reports and PSURS via national regulatory authorities
(NRAs) to EMA. Under new regulations, MAHs will be able to submit the reports directly to
EMA’s electronic database. The European Network of Centres for Pharmacoepidemiology
and Pharmacovigilance (ENCePP) established by the EMA in 2006 to strengthen post-
authorization monitoring of medicinal products in Europe,? comprises EU research
institutions, databases, and registries covering rare diseases, therapeutic fields, and adverse
events of interest. In addition to facilitating multicenter, independent post-authorization
studies that focus on risk-benefit, ENCePP launched the E-Register in 2010, which provides a
publicly accessible resource for the registration of pharmacoepidemiological and
pharmacovigilance studies.

The member states, the EMA, and the European Commission exchange information
regarding new safety concerns, particularly those resulting in major changes to the marketing
authorization status, revocation, or withdrawal of a product through EU rapid alert and
incident management systems. A rapid alert is circulated within one day for concerns
requiring urgent action to protect public health (e.g., when a member state suspends the
marketing and use of medicinal products). The rapid alert system is also used to send
notifications concerning medicine quality defects or counterfeits.?* The EMA has a risk
management system complying with the ICH-E2E guideline requiring MAHSs to submit an
EU risk management plan (RMP) for all newly authorized medicines that contains safety
specification, a pharmacovigilance plan, an evaluation of the need for risk minimization

'8 The European Commission. 2008. Volume 9A of the Rules Governing Medicinal Products in the European
Union: Guidelines on Pharmacovigilance for Medicinal Products for Human Use. Available at
http://ec.europa.eu/health/files/eudralex/vol-9/pdf/vol9a_09-2008 en.pdf

' EMA. 2005. Mandate, Objective and Rules of Procedure for the CHMP Pharmacovigilance Working Party.
Auvailable at http://www.ema.europa.eu/docs/en_GB/document_library/Other/2010/02/WC500073703.pdf

% The European Network of Centres for Pharmacoepidemiology and Pharmacovigilance (ENCePP) website.
Auvailable at http://www.encepp.eu/events/index.html

2L EMA. 2011. Compilation of Community Procedures on Inspections and Exchange of Information. Available
at

http://www.ema.europa.eu/docs/en_GB/document_library/Requlatory and_procedural guideline/2009/10/WC5

00004706.pdf
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activities, and, if there is a need for additional risk minimization activities, a risk
minimization plan.?*%

The new EU pharmacovigilance legislation effective on July 2, 2012, is of particular interest.
It is hoped that the new legislations and guidelines will strengthen the EU pharmacovigilance
system to become more robust and transparent to better safeguard patients and public health.
The key changes in the legislation include establishing a pharmacovigilance risk assessment
committee; clarifying the roles and responsibilities of everyone involved in the monitoring
the safety and efficacy of medicines in Europe, and strengthening coordination to lead to
more robust and rapid EU decision making. Other significant changes include involving
patients and health care professionals in the regulatory process, such as direct consumer
reporting of suspected ADEs, and improving collection of key information on medicines
through risk-proportionate, mandatory post-authorization safety and efficacy studies. Other
significant changes are improving transparency and communication, including publishing
agendas and minutes of the pharmacovigilance risk assessment committee, and the possibility
of holding public hearings.?* To help improve transparency, the EMA launched a website for
the online publication of suspected side effect reports.?

Indicator-Based Pharmacovigilance Assessment

In 2009, the US Agency for International Development (USAID)-funded Strengthening
Pharmaceutical Systems (SPS) Program developed the Indicator-based Pharmacovigilance
Assessment Tool (IPAT) for assessing where a country stood in achieving a functional
pharmacovigilance system.? IPAT is a comprehensive performance metric for monitoring
and evaluating pharmacovigilance systems in developing countries. The tool supports
evidence-based options analysis and development of relevant and feasible recommendations
reflecting each country’s local realities, existing regulatory capacity and priorities; identified
system gaps and resource availability. Additionally, the tool’s standardized and indicator-
based approach allows longitudinal measurement of progress after recommended
interventions are implemented. IPAT has 43 indicators—26 core and 17 supplementary—that
address five pharmacovigilance and medicine safety system components.

Policy, law, and regulation

Systems, structures, and stakeholder coordination
Signal generation and data management

Risk assessment and evaluation

Risk management and communication

22 Regulation (EU) No 1235/2010 of the European Parliament and of the Council of 15 December 2010.
Available at http://eur-lex.europa.eu/LexUriServ/LexUriServ.do?uri=0J:L :2010:348:0001:0016:EN:PDF

% The European Commission. 2008. Volume 9A of the Rules Governing Medicinal Products in the European
Union: Guidelines on Pharmacovigilance for Medicinal Products for Human Use. Available at
http://ec.europa.eu/health/files/eudralex/vol-9/pdf/vol9a_09-2008 en.pdf

# European Medicines Agency. New pharmacovigilance legislation comes into operation
http://www.ema.europa.eu/ema/index.jsp?curl=pages/news_and_events/news/2012/07/news_detail 001553.jsp
&mid=WC0b01ac058004d5c1

% Eyropean database of suspected adverse drug reaction reports. http://www.adrreports.eu/EN/index.html

% Strengthening Pharmaceutical Systems (SPS) Program. 2009. Indicator-Based Pharmacovigilance
Assessment Tool: Manual for Conducting Assessments in Developing Countries. Submitted to the U.S. Agency
for International Development by the SPS Program. Arlington, VA: Management Sciences for Health.
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The tool is modular so different segments of the health system, for example, PHP managers,
can use the indicators relevant to them to monitor various medicine safety issues. The IPAT
indicators are set out in annex A.




BACKGROUND

Assessment Objectives

The SPS Program has received funding from the USAID Ukraine to assist the Ministry of
Health (MoH) of Ukraine and other local partners to address pharmaceutical management
issues related to the management of anti-TB and ART-related medicines. Objectives of
technical assistance include supporting the development of appropriate pharmaceutical
management policies to help assure the quality and safety of TB and HIVV/AIDS medicines.
In 2011, the SPS Program worked with the State Expert Center (SEC) of the Ukraine MoH to
adapt the IPAT and, in 2012, to conduct a comprehensive assessment of the country’s
pharmacovigilance and medicines safety system.

This assessment complements previous efforts and provides additional value in
benchmarking Ukraine’s pharmacovigilance system capacity and performance at each level
of the health care system. The assessment objectives were to—
e Provide a comprehensive description and analysis of Ukraine’s pharmacovigilance
system and document the current level of performance
o |dentify potential strategies for strengthening pharmacovigilance system capacity and
performance

Methodology

The SEC reviewed the IPAT indicators and questions prior to the assessment. SPS made
suggested changes and adapted the questions for interviewing pharmaceutical companies and
medical device manufacturers on their pharmacovigilance systems and procedures. Staff from
the WHO Country Office in Ukraine also reviewed the IPAT indicators and provided input.

The assessment primarily involved document reviews (annex B) and structured interviews
with key informants. SPS worked with the SEC to identify key informants to interview,
institutions to visit, and pharmaceutical companies and medical device manufacturers to
include—

e Structured interviews were conducted with national- and regional-level key
informants and respondents from health facilities using the assessment questions to
respond to the indicators in IPAT (annex A). Also interviewed were representatives
from universities with pharmacy and medical schools and local nongovernmental
organizations (NGOs) working in health.

e Structured interviews were performed with pharmaceutical companies and medical
device manufacturers using adapted IPAT questions.

e A literature search was conducted to identify published pharmacovigilance and
medicine safety studies that had been conducted in Ukraine. Also SPS searched the
clinical trials database?’ supported by the US National Institutes of Health to identify

21 http://www.clinicaltrials.gov/
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active Phase Il and IV trials that had an outcome measure designated as a safety
issue.

e Additional feedback was collected from respondents to address locally relevant issues
or questions and to inform the development of recommendations.

A term “pharmacovigilance system” is used in this report to denote a system for the
monitoring of safety of products including ADRs, medication errors, product quality, and
therapeutic ineffectiveness.

Selection of Study Sites

The assessment of the pharmacovigilance system in Ukraine using the IPAT required
selection of key informants at the national level, including from the SEC and the State
Administration of Ukraine for Medicinal Products (SAUMP), PHPs, pharmaceutical
companies, university departments, and local NGOs involved in medicines safety.
Convenience sampling was used to ensure coverage and representation of each stakeholder in
Ukraine’s pharmacovigilance system. At the regional level, six oblasts were selected and
interviews were held with SEC regional affiliates and SAUMP territorial subdivisions.
Representative samples were also selected from health facilities at various levels of the health
care system. At the health facility, data was usually collected from the person responsible for
pharmacovigilance or his or her representative. Although the assessment used the preceding
outline as a guide in identifying key informants and sites, ultimate selection was informed by
logistical challenges and availability of key respondents.

The respondents from the following sites were not available for an interview—
Clinical and Preclinical Studies Board, SEC

Division of State Registration of Medical Devices, SAUMP

SAUMRP territorial subdivision, Kyivska oblast

SAUMP territorial subdivision, city of Kyiv

Table 1 lists the data collection sites visited from March to May 2012, the pharmaceutical
companies visited in December 2011, and medical device manufacturers interviewed in April
2012.

Table 1. List of Sites Assessed

Number of
Data Collection Sites Respondents

MoH, SEC, SAUMP, and National Level

SEC

SAUMP

Universities

WIN[ININ

NGOs working in health

Pharmaceutical companies 11

Medical device manufacturers 2

PHPs

State Service on HIV and Other Socially Dangerous Diseases 2

10



Background

Number of
Data Collection Sites Respondents

The All Ukrainian Center for Tuberculosis Control, MoH of Ukraine 1

MoH Public Health Board, Department for Prevention of Communicable Diseases 1

Ukrainian AIDS Center 1

Regional Level

SEC Regional Affiliates 6

A

SAUMP territorial subdivisions

Health Facilities (32) Number of Sites

Oblast-level hospitals

Adults

Children

City- and rayon-level hospitals

Adults

Children

Polyclinics

Adults

Children

Oblast-level TB dispensaries

OO Wlw(iodOIININ|OT|N

Oblast-level AIDS centers

Health Facilities by region (32)

City of Kyiv

Kyivska oblast

Kharkivska oblast

Khmelnitska oblast

Rivnenska oblast

a|lbh|hlO(NO

Zhytomyrska oblast

Limitations

The assessment did not collect data from a representative number of health facilities,
particularly lower-level ones. Hence, the situational analysis of the medicine safety system in
treatment facilities may not be generalizable or comparable across regions. Other limitations
that may affect the assessment’s findings include non-verification of responses to assessment
questions, conflicting feedback from respondents, reliance on the data collector’s judgment,
and imprecision in transforming responses to quantitative forms.

11
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PHARMACOVIGILANCE IN UKRAINE—ASSESSMENT FINDINGS, ANALYSIS,
RESULTS, AND RECOMMENDATIONS

Introduction

Ukraine with its population of 45.8 million (January 1, 2011)% has a gross domestic product
of 3,061 USD per capita (2011). Expenditures on health totaled 445 USD per capita in
2009,% approximately 7 percent of the gross domestic product. The country has an estimated
pharmaceutical market size of USD 3.353 billion (2011) with retail sales comprising 86
percent and hospital sales 13.9 percent of the total.*® 13,272 medicines are registered in
Ukraine® and generic medicines comprise 80 percent of the total.** The large number of
medicinal products in circulation in Ukraine presents a considerable challenge for post-
marketing surveillance and requires robust systems and structures for pharmacovigilance to
be in place, active methods of data collection, and well developed risk management activities
to protect the population from harm.

Ukraine has the most severe HIV epidemic in Eastern Europe and Central Asia and the
second highest burden of TB in the European region after Russia. The Joint United Nations
Programme on HIV/AIDS (UNAIDS) estimates that 350,000 people aged 15 or over were
living with HIV in Ukraine in 2009, with an adult prevalence rate of 1.1 percent.** The
estimated incidence of TB in 2010 was 101 per 100,000 population and MDR-TB made up
about 16 percent of all newly detected cases.** Improving coverage of ART for persons who
need it is a priority for the Ukraine MoH and its partners. At the end of 2010, 22,697 people
were receiving ART, an estimated 13 percent of those who need it.*> Under the current
National AIDS Program Operational Plan (2011-2013), the aim is to provide 40,000 patients
with ART by 2013.%° Efforts are also underway to scale-up diagnosis and treatment of patient
with MDR-TB. Increased access to ARVs and medicines to treat MDR-TB will require
commensurate efforts to monitor and assess the risks and benefits of these products,
especially in patients with comorbid conditions.

Policy, Law, and Regulation

Existence of a policy that contains essential statements on pharmacovigilance indicates that a
country has given high-level attention and commitment to improving medicine safety and
quality and provides a broad direction for implementation. Similarly, existence of relevant
laws and regulations provides clear directions to ensure compliance by relevant parties and
stakeholders and gives a legal basis for monitoring and action. WHO recommends that key

% State Statistics Service of Ukraine: population as of January 1, 2011. http://www.ukrstat.gov.ua/

2 WHO National Health Observatory data base (2009)

% http://medpharmconnect.com/Ukrainian_market/Ukrainian_Pharmaceutical_Market.htm

*! Ministry of Health of Ukraine State Expert Center website 06.13.2012 http://www.pharma-
center.kiev.ua/view/index

% Data of the Department of Regulatory Policy MoH 12.03.2012

% UNAIDS. 2010. Report on the Global AIDS Epidemic 2010. Geneva: UNAIDS.

¥ WHO. 2011. WHO Report 2011 Global Tuberculosis Control. Geneva: WHO.

¥ WHO. 2011. Global HIV/AIDS response: epidemic update and health sector progress towards universal
access: progress report 2011. Geneva: WHO.

% UNAIDS 2009. Comprehensive External Evaluation of the National AIDS Response in Ukraine. Kyiv:
UNAIDS.
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elements of pharmacovigilance should be included in national medicines policies and
legislation/regulations are developed for medicine monitoring.®’

The regulations of SRAs such as the EMA and the FDA require MAHS to report drug or
device-related adverse events that occur in all countries where their products are marketed. In
the EU, regulations (EC) No. 726/2004 (particularly chapter 3) and Directive 2001/83/EC
(Title 1X) as amended by Directives 2004/24/EC, 2004/27/EC, and 2010/84/EU, and
Regulation (EU) No. 1235/2010 describe the obligations of Competent Authorities and
MAHSs to set up pharmacovigilance systems to collect, analyze, and evaluate information on
suspected adverse events and requirements for expedited and periodic reporting by MAHs.
The EMA and FDA have stringent requirements for the regulated industry to monitor safety
of registered products. Both agencies also require MAHSs to conduct post-marketing safety
studies and implement risk minimization activities for high-risk medicines and products with
unresolved safety concerns.®® * The EMA requires MAHSs to have a qualified person for
pharmacovigilance (QPPV). The guidelines on reporting adverse events related to medical
devices in the EU is set out by MEDDEV 2.12/1 rev.7* (medical device vigilance system)
and by MEDDEYV 2.12/2 rev.2*" (post market clinical follow-up studies) which promote a
standard approach consistent with the SG2 guidelines for device vigilance of the Global
Harmonization Task Force (GHTF).

The assessment findings with regard to the policy, laws, and regulations in Ukraine are
summarized in table 2. Orders issued by the MoH to regulate pharmacovigilance activities
contain essential statements that emphasize the government’s commitment to improving
medicine and vaccine safety. Responses from key informants indicate that a policy document
that will contain relevant statements on pharmacovigilance is under development. Ukraine is
in the process of adapting its legislation to EU legal standards in compliance with the Law of
Ukraine of March 3, 2004 No. 1629-1V “On National Program for National Legislation
Adaptation to EU Standards.” The new EU pharmacovigilance legislation came into effect in
July 2012. The associated guidelines including the Good Pharmacovigilance (GVP)
Guidelines are under development and pending EU approval. Ukraine is in the process of
translating those modules that have EU approval with the intent to adapt and implement them
locally.

In Ukraine, the pharmaceutical legislation is comprised of the Law of Ukraine “On
Medicines” of April 4, 1996, No. 124/96-VR (as amended), Decrees issued by the Cabinet of
Ministers, and Orders and Recommendations issued by the MoH.** Medicinal products as
defined in the Law “On Medicines” are single or multiple ingredient products of natural,
synthetic, or biotechnological origin used for the prevention of pregnancy, for prophylaxis,

¥ WHO. 2004. Pharmacovigilance: Ensuring the Safe Use of Medicines. WHO Policy Perspective on Medicines
(9). Available at http://apps.who.int/medicinedocs/pdf/s6164e/s6164e.pdf

% European Union. Legislation Volume 9: Guidelines for pharmacovigilance for medicinal products for human
and veterinary use. Available at http://ec.europa.eu/health/files/eudralex/vol-9/pdf/vol9 10-2004 en.pdf

¥ FDA. Draft guidance for industry: postmarketing safety reporting for human drug and biological products
including vaccine. 2001. Available at
http://www.fda.gov/BiologicsBloodVaccines/GuidanceComplianceRegulatorylnformation/Guidances/Vaccines/
ucm074850.hitm#INTRODUCTION

%0 Available at http://ec.europa.eu/health/medical-devices/files/meddev/2_12 1 ol_en.pdf

! Available at http://ec.europa.eu/health/medical-devices/files/meddev/2_12 2 ol_en.pdf

%2 Joint Evaluation Mission WHO/EURO, Delegation of EU Commission in Ukraine and USAID Regional
Mission for Ukraine, Belarus and Moldova. July 2008. Procurement and Supply Management of HIV/AIDS and
Tuberculosis Medicines and Related Commaodities in Ukraine.
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Table 2. Policy, Law, and Regulation

Medicinal
Medicinal immunobiological Medical
products preparations (MIBP)  devices
Pharmacovigilance (PV) policy Planned Planned
PV law or regulation v v
Legal provision for MAHSs to report adverse events v v
Legal provision for MAHSs to conduct post- v v
marketing safety activities
Need for monitoring for adverse v 4
events
Essential Establishment of PV center v v
component
of PV policy  Scope of PV*
and
regulation Both passive and active v 4
approaches
Roles and responsibilities of v v
stakeholders
Information sharing v 4

® Adverse events (ADRs, post-vaccination adverse events [PVAES], device safety adverse events)
product quality, medication or use errors and for medicinal products, treatment failure

diagnosis, and treatment of human diseases, or intended to change physiological state and
functions. The law addresses the development (preclinical studies, clinical trials including
rights of patients, and state registration), manufacture, state quality control (authorities,
competence of state executive authorities and protection under the law), importation,
exportation, and sale of medicinal products. The wording is general and more detailed
provisions are included in Decrees of the Cabinet of Ministers and MoH Orders which are
developed in alignment with EU provisions.*® Ukraine’s Law “On Medicines” does not
address pharmacovigilance and has no section that specifically requires mandatory or
voluntary reporting of adverse events. An amendment to the Law and a draft article on
pharmacovigilance were prepared and submitted to the MoH in 2008 and again in 2009. In
2012, following the MoH of Ukraine Collegium resolution of July 17, 2012, the MoH is
expected to submit the draft article for approval. Articles 13 to 16 of the Law “On
Medicines” grants authority for the quality control of medicinal products to the SAUMP and
vests it with relevant powers which are set out in the Decree of the President of Ukraine
(2011) No. 440 “On Approval of Regulations on State Service of Ukraine on Medicines and
Health Products.”

MoH Order of 12.27.2006 No. 898 “About Approval of Procedure for Surveillance over
Adverse Reactions to Medicinal Products Permitted for Medical Use” (as amended by MoH
Orders No. 778 of September 14, 2010, No 568 of September 6, 2011, and No. 1005 of
December 29, 2011) provides the regulatory basis for the post-marketing safety monitoring of
medicinal products in Ukraine. It was drafted in accordance with the European Commission’s

% Joint Evaluation Mission WHO/EURO, Delegation of EU Commission in Ukraine and USAID Regional
Mission for Ukraine, Belarus and Moldova. 2008. Procurement and Supply Management of HIV/AIDS and
Tuberculosis Medicines and Related Commaodities in Ukraine.
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Directive 2001/83/EC and Council Regulation (EC) 726/2004. Order No. 898 entrusts the
SEC of the MoH with conducting surveillance over adverse reactions to medicinal products,
lists definitions and criteria to establish frequency of ADRs, and sets out detailed provisions
on ADR and lack of efficacy reporting obligations (forms, time limits) and PSUR submission
(contents, and frequency), and requirements for safety studies.

The 2011 amendment to Order No. 898 significantly expands pharmacovigilance capabilities
in Ukraine. The amendment—

e Enhances the role of the MoH as the central healthcare executive authority for the
implementation of the provisions of Order No 898 and pharmacovigilance activities
at health facilities;

e Regulatesss the interactions of all state structures dealing with safety surveillance of
medicinal product;

e Expand post-marketing surveillance for medicinal product safety to biological
products, including vaccines and blood products;

e Update the adverse event/lack of efficacy reporting form and extends ADR
reporting to all medical personnel, including doctors, nurses, doctor’s assistants,
obstetricians, pharmacists and pharmacy assistants, and also to consumers or their
representatives;

e Strengthens requirements for pharmacovigilance in health care facilities, and
improved statistical reporting of adverse events at health facilities by oblast health
administration bodies;

e Mandates MAHSs and pharmaceutical manufacturers to have a pharmacovigilance
system for collecting, evaluating, and submitting information on adverse reactions
and other relevant data,(includes QPPV, standard operating procedures [SOPs] and
database), and a risk management system (including plans if needed). Improving
ADR form design and completion and the performance of post-marketing surveys on
medicine safety and efficacy are other requirements;

e Provides a mandate for auditing MAH pharmacovigilance systems;
e States pharmacovigilance transparency and reporting requirements.

MoH Orders No. 531, No. 654,* and No. 736 address medicine safety and efficacy
monitoring in inpatient health care facilities (interactions between the SEC and MoH
subdivision and health facilities and with accreditation commissions; inclusion of chief
therapy specialists as staff or contracted members of the SEC; cooperation with SAUMP
territorial divisions; information technologies for safety and efficacy monitoring; and, clinical

* Order of the Ministry of Health of Ukraine of 07.24.2009 No. 531 “On approving the order of medicines
safety and efficacy monitoring and inpatient health care facilities”

% Order of the Ministry of Health of Ukraine of 09.01.2009 No. 654 “On approval of plan of measures for
improving postregistration surveillance over safety and efficacy of medicinal products in hospitals”

*® Order of the Ministry of Health of Ukraine of 08.31.2010 No. 736 “On measures for implementation of

monitoring of safety and efficacy of medicinal products in hospitals”
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pharmacist or designated person responsibilities for monitoring, analysis, and submission of
data to the SEC). Other MoH Orders address the contribution of formulary committees to
post-marketing monitoring,*’ coordination and information sharing between the SEC and the
SAUMP to strengthen quantity control effectiveness on medicinal products in circulation,*
procedures for prohibition,* re-registration of medicinal products® ** including requirements
for additional studies,> and reporting of suspected unexpected serious adverse reactions
during clinical trials.>

For vaccines, antitoxins, and TB allergen, MoH Order of 08.16.2011 No 595 “On the
Procedure of Prophylactic Immunization in Ukraine and Control of Immunobiological
Medicines Quality and Circulation” provides additional provisions for monitoring product
safety and actions and details responsibilities of physicians, health facility heads, and
agencies including MoH and SEC’s Department of Immunobiological Medicines and
Immunoprophylaxis. Order No 595 includes the prophylactic immunization schedule and
medical contraindications, requires that individuals and caregivers are warned about possible
reactions, and provides detailed instructions on post-immunization adverse event surveillance
and responses in cases of post-vaccination adverse events (PVAE) or lack of efficacy, group
reactions, hospitalization, or death (forms, reporting, time limits, investigations including
setting up of dynamic response groups, time limits for conducting investigations and
reporting findings).

Findings from interviews and review of the MoH and SEC websites reveal that Ukraine is
implementing EU regulatory requirements for pharmacovigilance such as consumer
reporting, and online reporting of adverse events/lack of efficacy by medical workers, MAHS,
and patients or their representatives. Responses from key informants indicate that there are no
regulations that provide the legal basis for the post-marketing safety monitoring of medical
devices. As Ukraine moves towards harmonization of regulatory requirements to be
consistent with the EU, it is imperative to develop legislation to cover the gap in medical
device regulations.

" Order of the Ministry of Health of Ukraine of 07.22.2009 No. 529 “Provision on Formulary Committees of
Autonomous Republic of Crimea MoH, health care boards of oblast and Kyiv and Sevastopol municipal state
administrations”

“8 Order of the Ministry of Health of Ukraine of 06.17.2005 No. 287 “On approval of the interaction between
the State Service for Medicines and Health Products MoH of Ukraine and the State Pharmacological Center
MoH of Ukraine in the sphere of medicines circulation”

*® Order of the Ministry of Health of Ukraine of 11.22.2011 No. 809 “On approval of the procedure on
establishment of prohibition (temporary prohibition) and renewal of circulation of medicinal products within the
territory of Ukraine”

%0 Order of the Ministry of Health of Ukraine of 08.26.2005 No. 426 “Procedure for conducting expert
evaluation of materials pertinent to medicinal products, which are submitted for state registration (re-
registration) and expert evaluation of materials about introduction of changes to the registration documents
during the validity period of registration certificate”

> Order of the Ministry of Health of Ukraine of 01.26.2010 No. 55 “Procedure for conducting expert evaluation
of materials pertinent to medicinal products of limited use which are submitted for state registration (re-
registration)”

%2 Order of the Ministry of Health of Ukraine of 08.17.2007 No. 190 “On approval of the procedure for
conducting additional studies of medicinal products during expert evaluation of registration materials”

>3 Order of the Ministry of Health of Ukraine of 09.23.2009 No. 690 “Procedure for conducting clinical trials of
medicinal products and expert evaluation of materials of clinical trials”

17



Safety of Medicinal Products in Ukraine: Assessment of the Pharmacovigilance System and its Performance

Implications of Lack of Policies and Legislation

The lack of relevant laws and regulations in a country signifies fundamental limitations for
enforcing safety monitoring. Lack of provisions on pharmacovigilance in medicine laws that
mandate post-marketing safety commitments of MAHSs constrains the ability of NRAs to
place responsibility for product stewardship on the license holder. Ukraine is already moving
in the right direction in having most of the relevant regulations in place. The recent
amendment to Order No 898 to include new and updated regulations that ensure
comprehensive and proactive pharmacovigilance in tune with EU regulations are positive
trends and can facilitate Ukraine’s commitment to harmonize its pharmacovigilance
regulations with that of the EU. The recent introduction of electronic reporting, inclusion of
consumers in reporting, and adoption of transparency principles in managing ADR data are
also positive developments. However, the lack of legal provisions that regulate post-
marketing surveillance of medical devices means that the engagement of device
manufacturers in device vigilance is often minimal.

Recommendations

e The MoH should develop Ukrainian Laws and Orders related to post-marketing
surveillance of medical devices. The regulatory infrastructure for the regulation of
medical devices should be based upon the GHTF Medical Devices Post Market
Surveillance: Global Guidance for Adverse Event Reporting for Medical Devices.**
Ukraine can follow future directions in the regulatory harmonization of medical device
through the EU participation in the International Medical Device Regulators Forum.

e The MoH should update the Law “on Medicines” by incorporating the article on
pharmacovigilance and taking into account the pharmacovigilance provisions in EU
legislation, particularly the new pharmacovigilance legislation (Regulation 1235/2010
and Directive 2010/84/EU) that came into effect in July 2012. In addition, all other
legislation regulating the circulation of medicinal products in Ukraine and their safety
monitoring should be reviewed for their compliance with EU standards as
pharmacovigilance regulations that are not similar with EU and are too demanding to
meet can be an impediment to access to medicines while regulations that are too lax can
expose patients to harm. The MoH should consider requesting support for this review.
The MoH and SEC should include the following regulatory requirements into the
Ukrainian legislation—

o Require the regulated industry to conduct global safety literature scanning.

o Require that market authorization applications for new chemical entities and
applications for significant variations in the market authorization include a description
of the pharmacovigilance system and where appropriate, the risk management system.

o Require the regulated industry to report sales and prescription volume to the SEC.

e The SEC should implement pharmacovigilance provisions recently introduced into
Ukrainian legislation to achieve equivalence with EU legislation—
o Require the regulated industry to report any information that suggests changes in a
products benefit/risk profile.

* Global Harmonization Task Force.2006. Medical Devices Post Market Surveillance: Global Guidance for
Adverse Event Reporting for Medical Devices. Available from http://www.ghtf.org/documents/sg2/SG2-N54-
R8-2006-Proposed.pdf
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o Require the regulated industry to document delegation of third parties responsible for
pharmacovigilance through written policies, contracts, and procedures.

o Require the regulated industry to inform the SEC before starting any post
authorization safety study and require industry to provide periodic and final study
report.

o Inaccordance with EU guidelines, require the regulated industry to implement
harmonized standards for RMPs as they have with the EMA and other European
competent authorities. The RMP should include safety specifications and
pharmacovigilance plans in accordance with ICH E2E and a risk minimization plan.

o Require the industry to develop traceability to the patient level for adverse events of
specific biologics.

The MoH and the SEC should develop national pharmacovigilance guidelines. The
guidelines should include government commitment to safeguard the safety of everyone
exposed to all health products. It should expand the scope of pharmacovigilance to
include medication errors, medical device vigilance, monitoring safety of blood products,
and other emerging issues. The national guidelines should provide for governance
instruments to guide the conduct of pharmacovigilance in Ukraine including involvement
of civil societies, conflict of interest, declaration of assets, and confidential financial
disclosure by committee members, policies, procedures, and guidelines guiding meetings
and contacts between the NRA and the regulated industries, dissemination of NRA
deliberations/freedom of information, ombudsman, and existence of transparency
measures and indicators.

The SEC should develop relevant guidance documents to improve industry compliance to
pharmacovigilance regulations. During the development of the guidance documents, the
regulated industry should be invited to comment on them.

With the ascension of Ukraine as member of Pharmaceutical Inspection Convention and
Pharmaceutical Inspection Co-operation Scheme (PIC/S) opportunities for sharing
inspection and regulatory information should be maximized and other avenues for safety
information sharing developed. Opportunities to promote information exchange among
the key stakeholders assuring the safety of medicinal products in circulation in Ukraine
should also be explored.

Further develop systems for adopting a proactive approach to pharmacovigilance. The
SEC should define criteria and systems for conducting post-authorization active
surveillance studies in the health system in Ukraine. The MoH and SEC should work
together to implement risk management practices to reduce preventable adverse reactions
identified through active surveillance. The SEC should also develop systems to use
information generated from post-marketing surveillance activities for regulatory and
treatment guidelines decision making.

The SEC should explore opportunities for submitting adverse event reports the SEC
collects from MAH to the EMA who may include them in the Eudravigilance.

Develop needed tools, infrastructure, and human resources and implement
pharmacovigilance audits of MAH pharmacovigilance systems.
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Systems, Structures, and Stakeholder Coordination

A comprehensive pharmacovigilance and medicine safety program requires the development
of sustainable systems and structures that function effectively, and clearly defined roles and
responsibilities for organizations and entities that are required to take appropriate action.
These components enable and facilitate the effective use of staff, skills, and tools to perform
critical functions of signal generation and data management, risk assessment and evaluation,
and, risk management and communication. Effective stakeholder coordination and linkages
between a country’s national pharmacovigilance program and PHPs ensure that no gaps exist
and that communication and opportunities for leveraging resources are exploited.

The MoH of Ukraine is the chief executive healthcare body in the country, and its functions
include the registration and re-registration of medicinal products, temporary suspension of
marketing authorization, and pharmacovigilance implementation. The MoH issues Orders on
the registration or re-registration of individual medicinal products based on the conclusions
and recommendations of the SEC, a MoH subordinate unit which conducts an expert
evaluation of the registration materials. In terms of pharmacovigilance, the MoH entrusts the
SEC with responsibility for conducting post marketing surveillance of adverse reactions to
medicinal products (item 1.3 of MoH Order No 898 as amended in 2011). Alongside the
MoH is the SAUMP which is also an executive body not subordinate to the MoH but directly
to the Cabinet of Ministers of Ukraine. The SAUMP mandate includes registration of medical
devices, quality control of medicinal products, licensing of pharmaceutical business entities
(manufacturers, importers, exporters, wholesalers, and retailers), and temporary or permanent
suspension of marketing authorization.

The SEC’s mandate on pharmacovigilance is focused on ADRs and lack of efficacy of
medicinal products (including medicinal immunobiological preparations [MIBPs]), and also
medication errors, drug interactions, inappropriate use and overdose incidents, that is, adverse
events that result from the use of medicines in clinical practice. SAUMP is responsible for the
quality control of medicines and the registration of medical devices; however SAUMP does
not conduct safety surveillance of medical devices. Therefore, the registration of medicines
and the registration of medical devices are conducted by two separate institutions that are not
linked administratively. While legislation to regulate for safety surveillance for medical
devices is lacking, SAUMP does register and provide authorization for their use.

In Ukraine, both the MoH and the SAUMP can prohibit the use of medicines in the Ukraine
market. The SAUMP issues a prohibition based on decisions about the quality of the
medicine, while MoH decisions are based on the occurrence of a previously unknown adverse
event that can cause serious harm or death, or changes in the risk/benefit ratio that increase
the risk associated with use of a drug, especially where a safer alternative medicine is
available. Another unique feature of the Ukrainian system for pharmacovigilance is that the
SEC and the SAUMP exchange information in cases of death or unexpected adverse events
where initial analysis indicates a link with a medicinal product. In such cases, the SEC
informs the SAUMP which issues a temporary prohibition while quality control
investigations are completed by the SAUMP. Figure 3 shows the respective roles of the state
agencies for post-marketing surveillance of medicinal products.
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State Administration of

State Expert Center | MOH Ukraine Ukrairemon Medissl Pradusts

Pharmacovigilance Quality control of medicines

Detection of unsafe medical products

Proposals submission to MOH Ukraine Regulatory decision

| |

Prohibition, suspension or renewal of a
marketing authorization

Regulatory decision —P

Source: SEC Presentation “Pharmacovigilance system in Ukraine: history, results, objectives” undated

Figure 3. State Agencies Responsible for Post-marketing Surveillance of Medicinal
Products in Ukraine

Within SEC, the Post-Marketing Surveillance Board (the Board), a structural unit of the SEC
is responsible for post-marketing safety surveillance of medicines. The Board’s primary
pharmacovigilance activities are coordination of post-marketing surveillance of medicines
safety (collecting and analyzing ADR/Lack of efficacy (LE) reports, and maintaining the
national ADR data base); developing operational and organizational support for
pharmacovigilance activities in Ukraine’s health care system and for MAHs; exchange of
safety information with all organizations involved in regulating medicines in Ukraine and
with relevant international agencies; coordinating SEC regional units’ pharmacovigilance
activities; expert evaluation of renewal files submitted by MAHS; preparing proposals for the
temporary prohibition of medicinal product use in the country for submission to the MoH;
and, meeting Ukraine’s obligations with WHO as a country-member of the international
medicines safety monitoring program. The structure of the Board is shown in figure 4. The
Board consists of three departments, the Pharmacovigilance, the Database and the
Coordination of Regional Service departments. The Board has 14 staff that work with
regional affiliates and staff members who have designated responsibilities for
pharmacovigilance at medical facilities to implement pharmacovigilance activities. Three
staff members of SEC’s Department of Immunobiological Medicines and
Immunoprophylaxis carry out relevant functions for vaccines and other MIBPs.
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At the regional level, 27 regional affiliates have been appointed and are carrying out
pharmacovigilance activities in all of Ukraine’s territorial administrative units (in oblasts and
the cities of Kyiv and Sevastopol). As mentioned earlier, post-marketing quality control of
medical devices is the responsibility of the SAUMP. The SAUMP has 30 staff at the central
level that work with SAUMP territorial divisions to implement post-marketing quality
control.

The Structure of Post-marketing Surveillance Board (central level, n=14)

Medicines ADRs database Regional affiliates coordination
— — PV department —
department department
Database group on medicines Group for analysis of medicines | & Regional affiliates organization and
ADRs reported by physicians ADRs cases registered in Ukraine coordination group
Database group on medicines Group for materials analysis .
> > 3 . . —> Monitoring group
ADRs reported by manufacturers submitted for re-registration
Regional level —» Regional affiliates (n=27)
Local level — Medical facilities staffed by personnel responsible for PV

Source: SEC 2012

Figure 4. Structure of the SEC Post-Marketing Surveillance Board

Assessment findings regarding the central-level systems and structures that support medicinal
product safety in Ukraine are summarized in table 3. The study identified significant
achievements by the MoH and the SEC in establishing structures, systems, and processes at
the central level for improving safety of medicines and MIBPs. National units specifically
mandated to address pharmacovigilance including medicine safety, vaccine and other MIBP
safety, and for post-marketing quality surveillance, exist and have designated staff whose
responsibilities are specified in their job descriptions. The units all have clear mandates,
structures, and roles and responsibilities. Financing mechanisms for pharmacovigilance and
quality surveillance activities differ between the SEC and the SAUMP. While SAUMP has a
dedicated budget for activities, SEC activities are funded from fees received for registering
medicines and other procedures. Responses from key informants indicate that a unit exists for
quality control of medical devices but it is not known if the unit has a clear mandate for
safety monitoring of products approved for use in Ukraine. As mentioned previously, a
review of the legislation for post-marketing surveillance identified the lack of laws and
bylaws to regulate post-marketing monitoring of medical devices safety.

> A pharmacovigilance system is used in this report to denote a system for the monitoring of safety of products
including ADRs, medication errors, product quality, and therapeutic ineffectiveness.
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Table 3. Pharmacovigilance Systems, Structures, and Procedures: National Level and
Central State Agencies

National Level

National PV guideline Planned
Forum for stakeholder coordination (including PHPs)  vNational Security and Defense Council of
Ukraine
Participation in international monitoring of medicines  vfull member of WHO Collaborating Centre
safety for International Drug Monitoring since 2002
Central State Agencies Pharmacovigilance Quality
MoH of Ukraine SAUMP
SEC SEC
(Medicines) (MIBP)

Unit designated for PV/quality surveillance activities v v v
Person specifically responsible for PV/quality v v v
surveillance and responsibilities are described in job
description
State financing for PV/quality surveillance v
National medicine/ vaccine safety advisory
committee
SOPs for PV/quality surveillance v v
Information service on PV in place v v 4
Bulletin on PV topics, publications vpublish vcontribute

Bulletin; articles

contribute
articles

Written and formally approved SOPs are in place at the SEC for post-registration monitoring
of medicinal products (43 SOPs) and for quality control activities at the SAUMP, but have
yet to be developed for MIBP surveillance. All three units have a query-response service that
provides pharmacovigilance-related information. The SEC produces a subscription-based
bulletin Rational Pharmacotherapy which is published monthly and SEC’s Post-Marketing
Surveillance Board and the SAUMP regularly contribute articles to publications such as
Apteka. The Department of Immunobiological Medicines and Immunoprophylaxis does not
currently contribute articles to the SEC bulletin or other publications.

National security functions, in particular those connected with human health and life, are
fulfilled by National Security and Defense Council of Ukraine (NSDCU); the Prime Minister
and Minister of Health of Ukraine are members of this committee. According to respondents,
a national safety advisory committee has not yet been constituted to provide technical advice
and scientific opinions on issues related to the safety of medicinal products and/or medical
devices. Expert councils and advisory groups exist at various levels and the expert council
composed of leading experts of the MoH meets once a month to deliberate on medicine
safety issues. Ukraine does not have a comprehensive national guideline for
pharmacovigilance to help standardize the provision of pharmacovigilance services at all
levels and coordinate stakeholder contributions to ensure effective communication and
leverage resources. As mentioned earlier, the EU GVP Guidelines are currently pending EU
approval and are also not in place in the EU. Those EU guideline modules that have already
come into effect have been translated into Ukrainian and the process of establishing a
national pharmacovigilance guideline has been initiated. Although procedures for interactions
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between some stakeholders are in place, for example, between the SEC and the SAUMP, a
platform that enables effective communications between all stakeholders, including PHPs, is
not reportedly in place.

Key informants report that pharmacovigilance is integrated into the training curricula of
medical and pharmacy schools but not nursing schools in Ukraine. The lack of pre-service
pharmacovigilance training for nurses is mainly because nursing staff were not included in
the group of ADR/LE reporters until the latest amendment to MoH Order No 898 came into
force on April 4, 2012. Even in medical and pharmacy schools, pharmacovigilance is
typically an elective module taught as part of the pharmacology course. Key topics including
regulatory pharmacovigilance, risk identification and evaluation, and ensuring patient safety
through risk management and communication were reported to be included in the clinical
pharmacist curriculum at one university. Pharmacovigilance is not currently included in
postgraduate medical educational programs.

At the local level interviews were conducted with six SEC regional affiliates and 32 health
facilities®® of six oblasts in Ukraine. Interviews revealed that responsibilities for
pharmacovigilance at regional level are vested in the SEC regional affiliates and at health
facilities, to persons responsible for pharmacovigilance as stipulated in Ukrainian legislation
rather than to structural units. The duties of SEC regional affiliates are specified in a contract
and, according to information from the central level SEC, are also included in their job
descriptions. The interviews with health facility staff revealed that only one health facility
had a pharmacovigilance unit consisting of several employees. Most of facilities visited had
at least one person designated for pharmacovigilance (94 percent); exceptions were one TB
dispensary and one AIDS center that lacked a designated person (figure 5). Duties of persons
responsible for pharmacovigilance at health facilities are detailed in an internal health facility
Order and half of the staff interviewed said that their responsibilities were also included in
their job description. Numerous respondents emphasized the need to appoint clinical
pharmacists at health facilities to assist in ADR reporting and active monitoring for adverse
events.

The SEC provides an annual budget allocation towards the salaries of the regional affiliates
and covers all travel expenses connected with the staff business trips in the region in
compliance with Ukrainian financial legislation. No additional remuneration is paid to staff
responsible for pharmacovigilance at health facilities. None of the health facilities visited
receive a dedicated budget for pharmacovigilance activities.

Although some respondents reported that the Order issued by health facility heads or the
oblast MoH includes basic instructions on how to complete and submit an ADR form,
detailed SOPs for pharmacovigilance were said to be available in only one of six oblasts (17
percent) and three of 32 health facilities (9 percent). While the six SEC affiliates reported
performing similar pharmacovigilance functions, the responses were very variable at health
facility level. All except one facility (where nothing is done) receive and submit reports on
adverse reactions to the SEC, and most identify safety signals from spontaneous reports.
Reported involvement in determining seriousness, expectedness, and validity of the report
and causality was inconsistent across types of facilities and regions.

% Interviews were held with staff from oblast-level hospitals (n=7), city/rayon-level hospitals (n=7), polyclinics
(n=6), TB dispensaries (n=6) and AIDS centers (n=6) in six regions
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Informants asked about the availability of a medicine information service and a set of core
information resources—reference materials, websites, and journals—(annex C) during the
interviews. One of six regional affiliates (17 percent) and 11 of 32 health facilities (34
percent) reported the availability of the complete set of core information resources. All
respondents said they routinely use MoH Order No 898 and the State Register of Medicinal
Products in the performance of their pharmacovigilance duties. Two of the six regional
affiliates had only the Law “On Medicines” and Order No 898 available, while three (50
percent) reported that they use all four key reference books/ documents. In addition, one
regional affiliate had an extensive journals and resources available in addition to the basic set.
24 of 32 health facilities (75 percent) reported availability of all the four reference
books/documents. SEC’s Rational Pharmacotherapy bulletin was reported to be available by
only one of six regional affiliates (17 percent) and by 13 of 32 of health facilities (41

percent).
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Figure 5. SEC regional affiliates and health facilities: systems and structures for
pharmacovigilance

Efforts to measure continuing education training as an indicator are usually guided by a
threshold. SPS used a threshold of five percent of health care workers (HCWs) trained and
defined training as participation in a pharmacovigilance training course as opposed to a
seminar. This target was achieved by only six (19 percent) of health facilities. However, all
six regional affiliates reported that at least 5 percent of health professionals in the oblast had
attended at least one lecture or seminar in the previous year. All regional affiliates participate
in a pharmacovigilance training course annually.

Figure 6 illustrates the variability of three key indicators across different levels of facilities
visited. While the availability of designated persons for pharmacovigilance whose duties are
specified in job description was consistent across all (between 40 and 60 percent), the
availability of a complete set of core information resources and trained staff varied
significantly. The results indicate that AIDS centers are better equipped in terms of trained
staff and information sources while TB dispensaries may require considerable investments in
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both resources and training. In 2011-12, three training workshops were offered to physicians
who prescribe ART (further described under the PHP chapter). Key informants at SEC
reported that the training has resulted in an increase in ADR report submission from AIDS

centers.
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Figure 6. Availability of some systems and structures across different types of health

facilities

Assessment findings regarding the systems and structures for SAUMP territorial subdivisions
are summarized in figure 7. Interviews with SAUMP staff in four regions indicate that key
systems and structures for quality monitoring are available in these four units with the
exception of a set of core information resources.
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Figure 7. SAUMP territorial subdivisions: systems and structures for post-marketing

guality surveillance
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Implications of Weaknesses in Systems, Structures, and Stakeholder
Coordination

In countries where regulatory functions are shared across two or more government
institutions, it is important to ensure that their activities are carefully coordinated. In Ukraine,
the assignment of responsibilities to executive bodies such as the MoH (the central executive
authority in the health care system) and its subordinate units, and to SAUMP is regulated at
the legislative level (provision on MoH and SAUMP in the Law of Ukraine “On Medicines”
and MoH Orders No 157 and 898). These provisions when fully implemented can enable key
processes to be optimized and assigned to relevant structures, as per the above mentioned
legislative documents. In addition to effective legislation, national pharmacovigilance
guidelines can serve as a basis for structured and coordinated actions by all stakeholders in
medicines safety, including PHPs. Ukraine currently lacks a comprehensive guideline for
health product safety surveillance, as does the EU which is just now finalizing its GVP
guidelines. The development of such a guideline in Ukraine based on EU standards can
encourage central agencies that implement PHPs such as the national TB program to
strengthen pharmacovigilance activities. The absence of device safety surveillance, dedicated
budgets for pharmacovigilance activities, and at regional and health facility levels, the lack of
SOPs, postgraduate training courses in pharmacovigilance, trained human resources for
pharmacovigilance (e.g. clinical pharmacists) and resources such as reference books and
bulletins are issues that need to be addressed to strengthen medicine and device safety in
Ukraine.

Recommendations

e Consider the necessity for setting up an advisory committee on medicines safety to
provide technical advice and scientific opinions on safety issues related to medicinal
products and medical devices, and provide strategic advice on strengthening national
pharmacovigilance system and the quality of pharmacovigilance activities.

e Once EU GVP guidelines for the implementation of the 2010 pharmacovigilance
legislation are in place, develop comprehensive national pharmacovigilance
guidelines in Ukraine. The Ukrainian comprehensive national pharmacovigilance
guidelines should be equivalent to the EU GVP guidelines. The proposed guidelines
should discuss the scope of pharmacovigilance and medicine safety surveillance
activities, stakeholders’ roles and responsibilities, the national notification system,
approved methods for health product safety surveillance including spontaneous
reporting and guidelines for conducting active surveillance studies, guidelines for the
provision of medicine information, communicating safety and effectiveness and
guidelines for ethical promotion of health products, guidelines and tools for benefit-
risk assessment, guidelines for monitoring and evaluation of pharmacovigilance
activities, and others.

e The SEC is advised to develop an Order for implementation of risk-based
pharmacovigilance audits for approval by the MoH. In accordance with MoH Order
No 898 (item 3.8) which requires that pharmacovigilance audits are conducted,
develop guidance that spells out the details of its plans for pharmacovigilance audits
and what companies need to know to be well prepared for those audits for example,
documents to prepare for the auditor. Considering limited resources available and the
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need for public health impact of pharmacovigilance activities the SEC will also need
to develop a risk-based strategy or system for conducting audits.

The MoH and the SEC are advised to consider setting up a medicines risk evaluation
unit in the Post-Marketing Surveillance Board of the SEC. Some of the potential roles
of this unit include determining research priorities on safety and quality of health
products, identifying the need for post-authorization safety and effectiveness studies,
exploring opportunities for establishing sentinel sites for active surveillance (example
working with ART or TB programs to set up cohort event monitoring, working with
rheumatologist to set up safety registries for biologics, etc), linkage to global safety
surveillance networks like EMAs ENCePP, US OMOP, FDAs Sentinel Initiative. The
medicines risk evaluation unit should also develop systems for registering ongoing
and completed studies that have safety as an outcome of interest and develop steps for
the use of information from safety studies for decision making.

The MoH and the SAUMP should develop and implement the legislative base on
medical device safety surveillance.

The MoH, the SEC, and the SAUMP are advised to optimize coordination in the
performance of pharmacovigilance activities. The timely exchange of information and
collaboration in making regulatory decisions on medicinal product safety can
facilitate better coordination of activities in post-marketing surveillance in Ukraine.

Strengthen pharmacovigilance training in Ukraine.

o The Government of Ukraine is advised to consider providing a dedicated
budget for pharmacovigilance to support the development and conduct of
training courses for medical workers, with an initial focus on priority national
health programs.

o The MoH of Ukraine should explore the possibility of financing and
conducting advanced in-service training/refresher pharmacovigilance courses
as needed.

o The MoH and the SEC are advised to develop an Order on including
pharmacovigilance into pre- and in-service medical and pharmaceutical
education curricula.

o The MoH should invite leading health care specialists to participate in the
development of specialized training curricula on pharmacovigilance and
medicines safety.

o The SEC should develop postgraduate pharmacovigilance training programs
and invite leading health care specialists to participate as trainers. The training
programs should be accredited by the Kyiv Post-graduate Education Medical
Academy. Priority should be given to developing a course in TB medicines
safety.

o The SEC, in cooperation with academic medical training institutions, should
develop a pharmacovigilance in-service training program for pharmacy,
nursing, and medical students to ensure that future health workers recognize
the importance of pharmacovigilance in improving patient safety and
treatment outcomes.

Strengthen pharmacovigilance at the regional and health facility level. The SEC is
advised to review the organizational structure of the pharmacovigilance system at
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regional level to strengthen human resource capacity. Pharmacovigilance audit units
should be established to facilitate the implementation of pharmacovigilance at the
local level. Options for mobilizing resources to enhance post-marketing surveillance
should be explored during the review.

e To standardize and improve pharmacovigilance operations at regional and local levels
of the health care sector, the SEC should develop and/or update relevant instructions
and SOPs for pharmacovigilance activities in accordance with updates to MoH Order
No 898. Relevant SOPs should address the performance of pharmacovigilance
activities by medical staff and processes for using information resources, and regular
updating of information about pharmacovigilance and medicines safety on the MoH
and SEC websites.

e The SEC should strengthen the coordination role of SEC regional affiliates at health
facility level by improving planning and reporting on the work done and conducting
audits to monitor activity implementation at all levels of the health care system.

e The Health Minister of the Autonomous Republic of Crimea, chiefs of health care
oblast boards and municipal health care boards of Kyiv and Sevastopol should work
with SEC to further enhance pharmacovigilance activities at the health facility level.

o Develop and institutionalize SOPs for ADR/LE reporting by medical workers
and implementing active surveillance activities at inpatient health care clinics.
Requirements to support the implementation of active monitoring of medicine
safety and effectiveness at health facilities include the development of
appropriate information software by SEC and the appointment of clinical
pharmacists at health facilities.

o Establish clinical pharmacist positions into the health facility organization
chart as per Order No 33 to help improve adverse events monitoring and
reporting at the health facility, including medication error identification,
analysis, and prevention as well as improving medicine and device
information provision to medical workers. These specialists at health facilities
will not only improve pharmacovigilance at the local level, but will also
strengthen communication between all levels of the pharmacovigilance system
(local, regional and central) as per the recommendations of Volume 9A of the
rules governing medicinal products in the EU.

e Enhance access to medicines safety information for health care workers through better
use of MoH and SEC resources.

Signal Generation and Data Management

The pharmacovigilance process involves signal detection, signal evaluation, and risk
management. WHO defines a signal as “reported information on a possible causal
relationship between an adverse event and a drug, the relationship being unknown or
incompletely documented previously.” > A signal may be a new adverse effect or a change in
the character or frequency of an ADR that is already known. A safety signal is defined as

*" The Uppsala Monitoring Centre, WHO. 2000. Safety Monitoring of Medicinal Products: Guidelines for
Setting Up and Running a Pharmacovigilance Center. http://apps.who.int/medicinedocs/en/d/Jh2934e/
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“Information that arises from one or multiple sources (including observations and
experiments), which suggests a new potentially causal association, or a new aspect of a
known association, between an intervention and an event or set of related events, either
adverse or beneficial, which would command regulatory, societal or clinical attention, and is
judged to be of sufficient likelihood to justify verifiable, and when necessary, remedial
actions.” ® Pharmacovigilance includes monitoring for therapeutic ineffectiveness,
medication errors, and product quality.*® Ineffectiveness is a reportable event in
pharmacovigilance.®® Although an ADR form may be intended to capture all medicine-related
adverse events, actual forms often do not have sections dedicated to reporting events such as
medication errors, ineffectiveness, or poor product quality, or explicitly indicate that the form
or other forms should be used to report such events.

In Ukraine, Form #137/0 “ADR/LE form for medicinal products allowed for medical use,” a
form annexed to MoH Order No 898 is used by physicians to report information on
suspected ADRs and lack of efficacy. The 2011 amendment to MoH Order No898 expanded
reporting to health care workers with medical and/or pharmaceutical education (physicians,
pharmacists, and nurses) using Form #137/0. The amendment also authorizes the SEC to
receive information on ADRs and lack of efficacy from patients or their representatives using
the form “ADR/LE form filled by patient and/or his representative, by organizations
representing the patients’ interests and dealing with drug ADR and/or lack of its efficacy
when used for treatment.” As part of this latest amendment, Form #137/0 has been revised to
include a section for collecting additional information for suspected adverse events caused by
vaccines or TB allergen. Included in this section is a check box option if the event is
suspected to be due to a vaccine or TB allergen use error (program mistake).

Assessment findings show that Form #137/0 is widely available at all types of health facilities
and at all levels of the health care system. Of the 32 facilities visited, all but one AIDS center
(97 percent) reported that the form was available, although one TB dispensary said they never
used it. All SEC regional affiliates, SAUMP territorial subdivisions, and PHP program
managers interviewed knew the form existed. Respondents said that there are no dedicated
forms for reporting medication errors and product quality defects to the SEC and the
SAUMP, respectively. Several staff reported that Form #137/0 is also intended to capture
suspected adverse events due to medication errors and poor product quality; however, the
form lacks specific fields for reporting these events. To some extent, analysis of submitted
ADRs and lack of efficacy reports at regional and/or central level may reveal that these
events are related to medication errors or poor quality or even counterfeit products. However,
dedicated forms offer opportunities for increasing the reporting of these events.

A signal can originate from many sources—spontaneous reports, literature, epidemiological
study reports, patient records, registries, clinical trials, and cohort monitoring. Usually more
than a single report is required to generate a signal depending upon the seriousness of the

% Hauben, M and Aronson, J. Defining ‘Signal’ and its Subtypes in Pharmacovigilance Based on a Systematic
Review of Previous Definitions. Drug Safety 2009; 32 (2): 99-110

% Strengthening Pharmaceutical Systems (SPS). Supporting Pharmacovigilance in Developing Countries: The
Systems Perspective. Submitted to the U.S. Agency for International Development by the SPS Program.
Arlington, VA: Management Sciences for Health.

% Meyboom, R.H.B., M. Lindquist, A-K Flygare, C. Biriell, and I. R. Edwards. 2000. The Value of Reporting
Therapeutic Ineffectiveness as an Adverse Drug Reaction. Drug Safety 23(2): 95-99.

8 Order of the Ministry of Health of Ukraine of 12.27.2006 No 898 “About Approval of Procedure for
Surveillance over Adverse Reactions to Medicinal Products Permitted for Medical Use” (as amended by MoH
Orders No 778 of September 14, 2010, No 568 of September 6, 2011, and No 1005 of December 29, 2011)
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event and the quality of the information. A rigorous data management system is usually
required for adverse event reporting and signal detection. The development of a unified data
management system that receives and collates pharmacovigilance data from various sources
in a country can help to improve synthesis, interpretation, and use of safety information.

The SEC maintains a database for medicines and MIBP safety reports that is the basis for
generating signals and for regulatory decision making on medicinal product safety. The SEC
uses a custom built database for receiving and collating data on medicine, vaccine, and other
MIBP safety reports from multiple sources. Separate databases are maintained for medicines
and MIBPs. At present, these two databases have different formats, however, SEC is moving
forward with the development of a unified format for both medicines and MIBPs. When
needed, summary data on ADRs for medicinal products used to treat or prevent specific
diseases can be extracted from the database, for example, ADRs associated with the use of
ARVs or anti-TB medicines. Summary reports are routinely generated for the National
Program on Immunoprophylaxis and Prevention of Infectious Diseases, and on request for
the HIV, oncology, and TB programs. The SEC ADR database can potentially be used to
generate safety signals in Ukraine, if sufficient numbers of reports are entered. Between 2009
and 2011, six safety signals were confirmed, which provided information for revising
medicine use instructions.

Currently all ADR reports are forwarded either electronically or in paper form to the SEC and
entered into its database. Because the central database contains confidential information,
access is restricted to employees of the SEC Post-marketing Surveillance Board. In addition
to entering data, these employees are also authorized to view the data to correct errors. Other
staff can only view information but not enter or change it. The SEC also maintains logs to
track center workload and activities, for example, distribution of notices and dissemination of
reports. SEC regional affiliates can maintain their own regional ADR database to assist in the
performance of their duties, but are not required to do so. Three SEC regional affiliates (50
percent) maintain a manual or electronic log to track their pharmacovigilance activities. SEC
regional affiliates receive quarterly reports electronically on information generated from
reports submitted in their region and entered into the database; they can also request
additional information as required to inform decision making. However, as SEC staff have
signed non-disclosure agreements, they cannot provide confidential commercial information.
With respect to publicly available information in Ukraine, the National Register of Medicines
(the National Register) provides readers with unbiased information about medicines, their
effectiveness, pharmacological properties, and safety. When the information on medicines
safety is updated in the instructions for use, this information is also updated in the Register.

The SAUMP maintains a database of registered medical devices which is also available to the
public. The agency also has a central database called Megapolis Laboratory System Universal
System which is used by all SAUMP units to house all quality-related data for medicinal
products, medical devices, and equipment and to track activities and workload. Information
from respondents indicates that the SAUMP does not maintain a database that collects
information on suspected post-marketing adverse events to medical devices. Such a database
has not been established because safety surveillance of medical devices is not currently
mandated by law in Ukraine, and therefore neither health workers nor patients can report
adverse events that are suspected to be caused by such products. As mentioned earlier,
Ukraine does not have a dedicated form or a field on an existing form for reporting product
quality defects that are suspected to be associated with an adverse event, again because the
reporting of such events is not required under current Ukrainian legislation.
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Implications of Lack of Adequate Systems for Signal Generation and Data
Management

Signal generation relies on sensitized health care workers and stakeholders who report
suspected adverse events. The lack of a form or tool for reporting adverse events such as
suspected medication errors and product quality problems can result in low reporting rates
and late recognition of these problems. Opportunities to coordinate and collate data from
different sources, for example, pre-marketing and post-marketing safety data are lost when
separate unlinked databases are maintained. A pre-registration clinical trial safety database
can be a useful reference for flagging safety concerns that should be prioritized for post-
marketing studies thereby utilizing the complementary roles of the pre-market and post-
market safety data.®

Recommendations

e The SAUMP in coordination with MoH and its structural units should improve the
reporting of product quality problems and adverse events to medical devices from health
workers and consumers through the development of specific reporting forms.

e The MoH and the SEC should develop a system for the reporting, collection, and
evaluation of information on potential and actual medication errors to help identify
strategies for minimizing their occurrence.

e The SEC and the lead institutions of the MoH and National Academy of Medical
Sciences responsible for blood transfusion issues should develop forms for reporting of
adverse events from use of blood products.

e The SEC should explore opportunities for using information technology to enhance
adverse events reporting. The use of interactive PDF forms and cell phone text
messaging are examples of strategies that can be explored to facilitate adverse events
reporting by the health workers and the general public. Cell phones are widely deployed
in Ukraine, with 118.66 mobile cellular subscriptions per 100 inhabitants in 2010; cell
phones can be a good tool for post-marketing safety surveillance. Consumers can send
reports of adverse events suspected to be related to medicines they used or reports of
products of suspicious quality. These reports can be sent through prepaid lines. This type
of system is currently being implemented in other countries.®®

¢ Improve health workers and consumers adverse events reporting and access to
information. This recommendation is targeted at identifying new strategies to
complement current reporting efforts that target health workers and consumers. The
strategies should focus on improving reporting of medication errors, product quality
concerns, and adverse events suspected to be related to the use of medical devices.

e The SEC should develop a unified central data warehouse and standard electronic tool for
workload and activities tracking.

%2 O°Neill R. 1998. Biostatistical considerations in pharmacovigilance and pharmacoepidemiology: linking
quantitative risk assessment in pre-market licensure application safety data, post-market alert reports and formal
epidemiological studies. Statist. Med. 17, 1851-1858.

% mPedigree. The use of SMS messaging to report fake medicines in Ghana. http://mpedigree.net/.

32


http://mpedigree.net/

Pharmacovigilance in Ukraine—Assessment Findings, Analysis, Results, and Recommendations

¢ In line with recent standards for the electronic transfer of regulatory information, the SEC
should develop plans to upgrade its database for the electronic submission and exchange
of reports using ICSR XML schema.

Risk Assessment and Evaluation

When a signal—particularly a potential signal that has significant public health importance—
arises from one or more sources, it should be further investigated to evaluate the risk and
benefit ratio. The procedure involves confirming the signal’s validity, searching the
appropriate literature and databases, gathering expert opinions, then making decisions, and
taking appropriate actions to minimize the risks.®* A spontaneous report can generate a
qualitative signal that provides new and important data, if the quality, completeness, and case
causality are sufficient. In contrast, a quantitative signal can only be detected when an
increase in frequency of its occurrence is observed from epidemiological studies, clinical
trials, or cohort event monitoring.®® Active surveillance includes a wide range of approaches
to detect and evaluate risks, such as cohort event monitoring, registries, sentinel sites,
epidemiological studies (case control study, cohort study, cross sectional study), and phase 4
clinical trials.®® The periodic review of the nature, severity, and specificity of adverse events
through passive surveillance and evaluation of significant safety signals through active
surveillance are fundamental to build a comprehensive and systematic pharmacovigilance and
medicine safety system. Active approaches to surveillance are particularly valuable for PHPs,
such as HIV/AIDS, TB, and malaria programs, and can provide useful information for
evaluating new medicines for mass treatment and making evidence-based decisions involving
revision of treatment guidelines and immunization protocols.

Reporting in Ukraine’s Spontaneous Reporting System

Signals can be generated only when adverse events are reported. It may not be accurate to
consider a pharmacovigilance system functional merely because one or two reports are sent
in annually. The use of thresholds has been proposed to determine whether the number of
reported adverse events meets that expected from a minimally functional system; however, at
present, no consensus exists on the minimum acceptable number of reports per year from a
country. According to the WHO International Drug Monitoring Program/Uppsala
Monitoring Centre, optimal national pharmacovigilance centers should ideally send over 200
reports per million inhabitants per year.®” Others propose a threshold of 100 reports per
million inhabitants for functional pharmacovigilance systems in developing countries.?® This

% Cobert, B. L. and P. Biron. 2002. Pharmacovigilance from A to Z: Adverse Drug Event Surveillance.
Blackwell Science.

% Meyboom, R. H., A. C. Egberts, |. R. Edwards, et al. 1997. Principles of Signal Detection in
Pharmacovigilance. Drug Safety 16(6):355-65.

% European Medicines Agency. Pharmacovigilance Planning: Note for Guidance on Planning
Pharmacovigilance Activities. 2006 CPMP/ICH/5716/03. Available at
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2009/09/WC500002818.pdf
" WHO Uppsala Monitoring Centre http://who-
umc.org/DynPage.aspx?id=98082&mn1=7347&mn2=7252&mn3=7322&mMn4=7326

% Strengthening Pharmaceutical Systems (SPS) Program. 2009. Indicator-Based Pharmacovigilance Assessment
Tool: Manual for Conducting Assessments in Developing Countries. Submitted to the U.S. Agency for
International Development by the SPS Program. Arlington, VA: Management Sciences for Health.
http://pdf.usaid.gov/pdf docs/PNADS167.pdf

33


http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2009/09/WC500002818.pdf
http://who-umc.org/DynPage.aspx?id=98082&mn1=7347&mn2=7252&mn3=7322&mn4=7326
http://who-umc.org/DynPage.aspx?id=98082&mn1=7347&mn2=7252&mn3=7322&mn4=7326
http://pdf.usaid.gov/pdf_docs/PNADS167.pdf

Safety of Medicinal Products in Ukraine: Assessment of the Pharmacovigilance System and its Performance

latter threshold may be mainly applicable to developing countries with comparatively few
registered medicines and where most are products with established safety profiles or long
history of use. Countries with tens of thousands of medicines registered including new
chemical entities, biologics, and combination products with unresolved safety profile may be
expected to have higher number of reports.

As can be seen from figure 8, Ukraine has made very good progress with regard to improving
ADR reporting for medicinal products. Using the threshold of 100 reports per million
inhabitants per year, Ukraine with its population of 45.8 million (January 1, 2011) would be
expected to generate 4,518 adverse event reports per year. In 2011, the SEC received 11,347
adverse event reports to medicinal products of which 8,918 were entered into the national
database,®® equivalent to 195 reports per million inhabitants for this year. Twelve of the
ADRSs reported were serious events that resulted in fatalities where a cause and effect link
was established. The number of reports received and entered into the database has been
increasing steadily since 1996 when the Pharmacovigilance Center at the SEC was first
established; in the last year alone reporting increased by 21 percent over 2010’s figures. The
SEC reported that at the end of 2011, 52,800 reports had been entered into the national
database. Approximately 21 percent (2,429) of the reports submitted in the last year were not
entered into the database because of inconsistent or incomplete reporting, duplicate reporting
or lack of feedback from the reporter,” which represents a substantial loss of potentially
useful data.
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Sources: (1) SEC Presentation “Pharmacovigilance system in Ukraine: history, results, objectives” undated;
(2) State Expert Center, Ministry of Health of Ukraine. 2012. Major Performance Indicators of the
Pharmacovigilance System in Ukraine in 2011.

Figure 8. ADR spontaneous reporting in Ukraine—medicinal products (1996 to 2011)

During 2011, SEC’s Department of Immunobiological Medicines and Immunoprophylaxis
received information on 34,213 adverse events following administration of MIBPs of which

% State Expert Center, Ministry of Health of Ukraine. 2012. Major Performance Indicators of the
7F(’)harmacovigilance System in Ukraine in 2011.
Ibid
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34,163 were entered into the national database, giving a total number of 1,040,974 reports in
the database at the end of December 2011.”* Comparatively, in the United States, the vaccine
adverse events reporting system (VAERS) receives around 30,000 reports annually.

In its annual report, the SEC also reports on ADR report submission by oblast.”® In 2011, 22
of 27 oblasts (81 percent) exceeded the threshold of 100 reports per million inhabitants per
year and reporting in nine oblasts (33 percent) exceeded 200 reports per million (figure 9).
The SEC also reports annually on the percentage of health care institutions that submitted
ADRs reports. In 2011, the SEC reported that 44 percent of institutions submitted at least one
report, up from 27.2 percent in 2010.” While this is a substantial increase over 2010, it
means that currently, over 50 percent of health institutions do not submit any ADR reports.
Clearly Ukraine has greatly improved adverse event reporting but more needs to be done.
According to the WHO individual case safety report global database for the period June 2007
to June 2012, all the Scandinavian countries and Cuba (a developing country) have more than
500 reports per million inhabitants per year.” The FDA received 758,890 reports in 2010."°
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Source of data: State Expert Center, Ministry of Health of Ukraine. 2012. Major Performance Indicators of the
Pharmacovigilance System in Ukraine in 2011.

Figure 9. Number of spontaneous reports received in 2011 by oblast

For the SPS assessment, data was collected from health facilities in six oblasts. The reporting
rate for these six oblasts in 2011 as calculated from data presented in the SEC 2011 annual
report is presented in table 4. In 2011, two of the regions visited had a reporting rate of 100 or
below, two between 101 and 200, and two above 200 reports per million.

™ State Expert Center, Ministry of Health of Ukraine. 2012. Major Performance Indicators of the
Pharmacovigilance System in Ukraine in 2011
"2 \accine Adverse Event Reporting System (VAERS) Program. http://vaers.hhs.gov/about/index
" State Expert Center, Ministry of Health of Ukraine. 2012. Major Performance Indicators of the
7F:1harmacovigilance System in Ukraine in 2011.

Ibid
"™ The Uppsala Monitoring Center. Active ICSRs in the WHO Global ICSR database per million inhabitants and
year. http://who-umc.org/DynPage.aspx?id=108476&mn1=7347&mn2=7252&mn3=7322&mn4=7558
® USFDA. Reports Received and Reports Entered into AERS by Year.
http://www.fda.gov/Drugs/GuidanceComplianceRegulatorylnformation/Surveillance/ AdverseDrugEffects/ucmO
70434.htm
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Table 4. ADR Reporting Rate (2011) for Oblasts Visited in SPS Assessment

Oblast/Region Number of ADR reports per million inhabitants
Kyiv city 187
Kyivska oblast 99
Kharkivska oblast 436
Khmelnitska oblast 408
Rivnenska oblast 78
Zhytomyrska oblast 133

Source of data: State Expert Center, Ministry of Health of Ukraine. 2012. Major Performance Indicators of the
Pharmacovigilance System in Ukraine in 2011.

During the assessment, respondents in 32 facilities were asked about the number of ADR
reports submitted by their facility in 2011. As data was not available on the population of the
catchment area being served by each of the facilities, the number of ADR reports submitted
per 100 outpatient visits or 100 inpatient stays in 2011 was used to assess reporting rates.
Only four of the 32 facilities visited (13 percent) achieved a threshold of 1 report per 100
outpatient visits/inpatient stays— one oblast hospital, one TB dispensary, and two AIDS
centers (figure 10). Two of the four facilities that achieved the threshold are located in
Kharkiv oblast and two in Khmelnitska oblast. Eight of the 32 facilities visited (25 percent)
said they had not submitted any ADR reports in 2011.
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Oblast hospital: Reporting rates calculated using inpatient stays for six facilities and outpatient visits for one facility.
City/rayon hospital: Reporting rates calculated using inpatient stays for four facilities and outpatient visits for one facility
(data unavailable for two facilities).

Polyclinic: Reporting rates calculated using inpatient stays for three facilities and outpatient visits for three facilities.

TB dispensary: Reporting rates calculated using inpatient stays for four facilities and outpatient visits for two facilities.
AIDS centers: Reporting rates calculated using outpatient visits for six facilities.

Figure 10. Analysis of ADR reports submitted in 2011 by the health facilities visited
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Active Surveillance and Other Risk Evaluation Studies

As part of the review of risk assessment and evaluation, the SPS team also asked about
medicine utilization review studies/drug use surveys, product quality surveys, and studies to
determine the level of medication errors as well as active surveillance studies. The responses
from the SEC regional affiliates and health facilities visited are presented in figure 11.
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*Not relevant for oblast reporting

Figure 11. Risk evaluation activities conducted in oblasts and health facilities visited

Although very few oblasts and health facilities visited reported having conducted or
participated in a medication use study in the last year, it is encouraging to note that 10 of the
32 facilities visited (31 percent) reported that an inspection or audit in the last year (usually
by the formulary committee) had included some elements of rational medicine use review.
These initial efforts, although currently limited in scope, are promising activities to build
upon to improve medicine safety and rational use. Five of the facilities visited (16 percent)
reported that they had participated in an active surveillance study in the last year. In 2009-10,
the SEC and a local NGO in Zhytomyr supported a pilot project on monitoring the safety and
effectiveness of medicines in hospitals in Zhytomyrska oblast. Study findings confirmed that
the active collection of information on ADRs and adverse events of medicines was much
more effective in gathering data than spontaneous reporting. The results were also valuable in
evaluating the quality of medical care, identifying and minimizing medication errors, and
conducting ABC and VEN analyses. The pilot demonstrated that active surveillance of
medicines safety and effectiveness in hospitals is feasible in Ukraine.

The SPS team also looked for publications of pharmacovigilance and medicine safety studies
that had been conducted in Ukraine. SPS searched MEDLINE with full text using the
EBSCOhost search engine and the PubMed database using the following key words—
Ukraine, active drug monitoring, active safety monitoring, active surveillance study, adverse
drug reaction safety surveillance, active drug safety surveillance, adverse event, adverse
event monitoring, cohort monitoring , cohort surveillance, drug reaction, drug safety
monitoring, drug safety surveillance, drug toxicity, medicine safety, medicine safety
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monitoring, medicine surveillance, post-marketing surveillance, and product surveillance post
marketing, safety monitoring, safety surveillance, and surveillance monitoring. The Google
Scholar database was also searched using the same terms.

A total of six publications were identified from the literature search and from respondents
(annex D). Of the six studies conducted in Ukraine, two used active surveillance
methodologies and four were based on passive (spontaneous) reporting (table 5). SPS also
looked at clinical trials as part of the review of studies in Ukraine, specifically active Phase
I11 and IV trials that had an outcome measure designated as a safety issue. SPS team
members searched ClinicalTrials.gov, the clinical trials database’’ supported by the U.S.
National Institutes of Health—this is a registry and results database of federally and privately
supported clinical trials conducted in the United States and around the world. The search
identified 124 ongoing clinical trials in Ukraine (annex E).

Table 5. Published Medicine Safety Studies Conducted and Ongoing Active Phase
lI/IV Clinical Trials that Have Safety as an Outcome Measure in Ukraine

Study Public Health Program Area
Methodology/ Total Immunization/
Trial Phase Number  Vaccination HIV/AIDS Antibiotics Other
>, Active 2 0 0 0 2
@ surveillance
- 3 Passive 4 0 0 0 4
2 2 surveillance
29 2 Total 6 0 0 0 6
Feolue} .
s @ 2 (published
0 =0 gpydies)
Phase I/l 8 0 0 0 8
Z  Phaselll 106 1 0 9 96
0 o § Phase IlI/IV 0 0 0 0 0
> o =
58c Phase IV 6 0 1 0 5
< O Total (trials) 120 1 1 9 109

The findings indicate that there are few active surveillance activities underway in Ukraine.
Numerous clinical trials are currently ongoing in Ukraine; however, it is noteworthy how few
of the clinical trials found that have safety as an outcome of interest address public health
program areas.

Implications of Limitations in Risk Assessment and Evaluation

When efforts are not made to generate and evaluate signals of public health importance
opportunities to learn about the safety and effectiveness of medicines during real-life use are
lost. Assessment findings show that Ukraine has made very good progress with regard to
improving ADR reporting for medicinal products. For the HIV program, summary reports of
ARV ADR data generated from spontaneous reports are reviewed and used to inform
treatment guideline revisions and the development of training programs. However, for the TB
program, similar approaches are hindered by poor ADR reporting. Although the basic

T http://www.clinicaltrials.gov/
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procedures for conducting active surveillance studies are provided by the MoH Order 898,
the actual implementation of active surveillance studies and the development of systems for
learning from the findings can be improved.

Recommendations

The SEC should continue to develop strategies for strengthening adverse events reporting
particularly at the health facility level. The overall reporting of suspected ADRs to
medicines and vaccines is very good; however there are opportunities for improving
reporting at the facility level. The SEC strategy for improving reporting may include the
use of information technology to make reporting part of the normal clinical management
of patients.

The SEC should develop strategies for reducing incomplete and duplicate reports.
According to the SEC 2011 annual report,”® 21 percent of reports could not be entered
because of incompleteness or duplication—this is a high number and strategies should be
developed to reduce this percentage.

The SEC should develop additional methodologies and tools to support risk assessment
and data mining. As the number of reports in the SEC database increases, it provides an
excellent opportunity for risk assessment.

The SEC should develop strategies for improving active surveillance. The assessment
identified few active surveillance activities in Ukraine. As in other countries, spontaneous
reporting is the basic system for collecting information about ADRs. The two methods
complement each other and are very useful for completing the pharmacovigilance process
from risk identification to risk assessment and risk evaluation. The need for active
surveillance for the evaluation of safety signals is more profound within the PHPs where
spontaneous reporting does not have the capacity to uncover events of long latency. With
the high burden of TB and HIV/AIDS, Ukraine should develop systems for active
surveillance and participate in cohort event monitoring collaborations. Observational
cohorts based at health facilities are potentially valuable sources of information regarding
medicine use, treatment effectiveness, adverse events, treatment discontinuations,
program-based/systems-based treatment availability (or alternatively, stock-outs), and
drug resistance.”” An example of a HIV cohort collaboration that include safety
surveillance is the National Institutes of Health-sponsored International Epidemiologic
Database to Evaluate HIVV/ AIDS cohort network. Another example of safety surveillance
of new biologics is the Brazilian Biologic Registry.2® The SEC should work with the
PHPs and other stakeholders to immediately develop active safety surveillance activities
in Ukraine. Consider options for engaging patient organizations in active surveillance
activities.

The SEC should work with consumer organizations to explore efforts to stimulate ADR
reporting by consumers.

"8 State Expert Center, Ministry of Health of Ukraine. 2012. Major Performance Indicators of the
Pharmacovigilance System in Ukraine in 2011.

" Miller, V., J. Nwokike, and A. Stergachis. 2012. Pharmacovigilance and global HIV/AIDS. Curr Opin HIV
AIDS, 7:299-304

% Titton, D. et al. Brazilian Biologic Registry: BiobadaBrasil implementation process and preliminary results.
Rev Bras Reumatol 2011;51(2):145-160]
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Risk Management and Communication

The need to use pharmacovigilance data to improve the safe use of medicines is increasingly
recognized and emphasized.®*®? Recently the focus is shifting to strengthen efforts at
preventing or minimizing risk rather than merely identifying and managing harm after it has
already occurred. The SPS IPAT tool has several indicators relating to risk management and
communication that focus on recognizing the role of prevention in pharmacovigilance. If
effectively implemented, such preventive approaches have significant potential to reduce the
incidence of harm caused by medication use.

Use of Information from Outside Resources

Medicine safety issues of local relevance identified from outside sources, such as another
country or regional or international organizations, can be used to prevent any possible harm
in the local population. Those sources of information that countries can easily access and use
to inform locally relevant decisions are safety newsletters from WHO, publications such as
Reaction Weekly,?* and safety alerts from SRAs,* such as the FDA® and the EMA.¥
Countries without full capacity to generate signals and assess the risks can especially benefit
from tracking, evaluating, and acting on safety information from countries with more
regulatory capacity. The use of relevant regulatory intelligence and pharmacovigilance
information from external source is an efficient strategy for timely regulatory action.

SEC’s Post-Marketing Surveillance Board has a rigorous system in place for monitoring for
new safety reports from outside sources. Staff members check websites daily and conduct
literature searches using PubMed and the Guidelines International Network website.® In
2011, the SEC reported that 1973 amendments had been made to package inserts as a result
of post-marketing activities, including the identification of reports from international sources
that were acted upon.®® SEC’s Department of Immunobiological Medicines and
Immunoprophylaxis relies primarily on communications from WHO for such information. In
2011, the Department identified and acted upon one safety issue and issued one safety alert
letter about a separate concern.

8 U.S. Food and Drug Administration (FDA). FDA Safe Use Initiative: Collaborating to Reduce Preventable
Harm from Medications. http://www.fda.gov/Drugs/DrugSafety/ucm187806.htm

8 SPs. 2009. Supporting Pharmacovigilance in Developing Countries: The Systems Perspective. Submitted to
the U.S. Agency for International Development by the SPS Program. Arlington, VA: Management Sciences for
Health.

8 WHO. 2010. Pharmaceutical Newsletters, issues 1 to 6. Available at
http://www.who.int/medicines/publications/newsletter/en/

® This journal provides a comprehensive update of published ADRs case reports, drug withdrawals due to
safety issues, labeling changes, safety research, and other current issues related to drug safety; the content is
sourced from journals, media releases, regulatory agency and pharmaceutical company websites, and bulletins
from national centers. Available at http://adisonline.com/reactions/pages/default.aspx

8 Members, observers, or associates of the International Conference on Harmonization of Technical
Requirements for Registration of Pharmaceuticals for Human Use (ICH). Available at www.ich.org

% FDA. 2010. Safety Alerts For Human Medical Products. Available at
http://www.fda.gov/Safety/MedWatch/Safetylnformation/SafetyAlertsforHumanMedicalProducts/ucm196258.h
tm

8 EMA. Monthly reports of the CHMP Pharmacovigilance Working Party. Available at
http://www.ema.europa.eu/ema/index.jsp?curl=pages/news_and_events/document_listing/document_listing_000
198.jsp&mid=WC0b01ac0580033aal

® http://www.g-i-n.net/

8 State Expert Center, Ministry of Health of Ukraine. 2012. Major Performance Indicators of the
Pharmacovigilance System in Ukraine in 2011.
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The SAUMP receives information on alerts related to quality through the PIC/S® for
products that are imported into Ukraine and other Commonwealth of Independent States
countries. These alerts are communicated to the SAUMP territorial units through the
Megapolis software.

Assessment findings show that SEC regional affiliates and health facilities rely mainly on
communications from the SEC and the SAUMP for information on safety issues from other
countries (figure 12). It is therefore important to ensure that these safety alerts reach health
care facilities. Two of six SEC regional affiliates (33 percent) and four of 32 health facilities
interviewed (13 percent) reported additional efforts to identify information through checking
websites of the FDA, Medscape, or other organizations and/or reviewing publications. One
SEC regional affiliate (17 percent) and key informants at ten health facilities (31 percent)
reported that they were not aware of any system for such activities.
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Figure 12. SEC regional affiliates and health facilities: systems for monitoring for new
medicine and vaccine safety reports from outside sources

Risk Management

Risk management involves identifying, characterizing, preventing, or minimizing risks
related to a medicine or a medicinal product. Assessing the effectiveness of risk minimization
interventions and updating them as needed is an essential component of risk management;
and communicating those risks to patients and health care providers. Risks can be assessed
through routine pharmacovigilance activities, or where a specific risk is detected, through
enhanced pharmacovigilance activities.

Routine pharmacovigilance activities include spontaneous reporting, collection of reports and
feedback to reporters, signal detection, analysis of the obtained information and timely

% http://www.picscheme.org/
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reporting, and for MAHs, PSUR development and submission. Interactions with health care
workers, patients, and other information sources form the basis for routine activities.

Additional pharmacovigilance methods include—

e Enhanced passive (spontaneous) reporting through preparation of standard reporting
forms for medicines that are identified as requiring additional surveillance and also
stimulating the reporting of specific medicines.

e Active surveillance methods including intensive monitoring at sentinel sites, (of
prescriptions or inpatient records), registries and electronic databases.

e Epidemiological studies, such as cohort event monitoring, cohort studies, cross
sectional studies, medicine utilization studies, and exploration of existing databases.

e Clinical research such as phase 4 clinical trials

Risk minimization can be implemented using routine measures or through additional efforts.

Routine efforts involve—
e At the medicine development stage

o Assigning a name to avoid confusion with other similarly named products

o Product packaging requirements (size and design of the pack)

o Formulating instructions for the use of the product (route of administration,
dosage etc)

o Product label information requirements such as boxed warnings on labels, or
print size for patients with limited vision

o Assigning a legal status for sale or dispensing of the product, based on risk of
patient harm through inappropriate use

e During the product use process, several interventions to ensure safe and rational use
of medicines can also be regarded as risk minimization practices or strategies to
prevent know risk of a product. Examples include—

o Safe injection practice guideline for immunization programs and hospitals to
ensure safe use of injectable medicines, particularly to assure compatibilities
of co-administered products

o Prevention of accidental overdose or ingestion, for example, by children

o Prevention or minimization of medication errors

Safety alerts and restrictions on product distribution are also important approaches to
minimizing risk. A risk alert message is any information exchange concerning medicine
access, or that describes the nature of the problem and risk to patient health or the
environment. Information dissemination strategies to health care practitioners include
training, issuing of Dear Health Care Professional letters or educational materials about
medicine safety and its use (i.e., medication guide for patients, physician prescribing
guide/checklists, or pharmacist dispensing guide/checklists). Informed patient consent forms
to ensure patients understand the risk, package design or aids to assist correct administration,
and special training programs or certification for health care professionals are other useful
approaches.

Approaches to minimize risk during distribution and use include—
e Restricted distribution and use of the medicine in certain settings (i.e., dispensing the
medicine only in a hospital) or to certain prescribers.
e Requiring dispensing records to be submitted when requesting further supplies.
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e Checking patient records (for example to ensure the length of the treatment course is
appropriate).

e Requirements for baseline and ongoing laboratory monitoring (for example for
pregnancy prevention).

In the EU, risk management has three components— safety specification, pharmacovigilance
plan, and evaluation. The new EU pharmacovigilance guidelines that came into effect on July
22,2012, has provided for a new EU RMP structure; however all provisions under module V
of the GVP guideline are not yet fully implemented. Module XV1 of the GVP guideline
“Risk-minimization measures: selection of tools and effectiveness indicators” was
disseminated for discussion only in the second half of 2012. As a result, implementation of
risk management practices is uneven across EU countries although some NRAs have
practices whereby they publicly identify products that require risk management and publish
their associated RMPs. For example, in the UK, the Medicines and Healthcare products
Regulatory Agency provides a list of new drugs and vaccines under intensive surveillance
every month.

In Ukraine, some risk management elements are in place. Respondents from the SEC Board
reported the use of risk management and minimization strategies such as physician
prescribing guides, Dear Health Care Professional letters, publications in specialized medical
journals, dissemination of new information on medicines safety on the MoH and SEC
websites, and lectures for the medical community.

SPS used a list of products identified by the FDA that are required to have a risk evaluation
and mitigation strategy® to inquire about risk management activities at regional and facility
level. SEC regional affiliates stated that risk minimization efforts are implemented locally
and not at oblast level. Of the 32 health facilities visited, 24 (75 percent) kept at least one
medicine on the FDA list and 18 of these 24 facilities (75 percent) reported some effort to
control the use of these high-risk medicines (figure 13). Most commonly reported strategies
included reminder or prompting systems for clinical or laboratory monitoring (for example
hepatic monitoring for nevirapine), restricted distribution to tertiary specialist units, baseline
and ongoing monitoring for ADRs, pregnancy prevention and monitoring, communication
materials for patients and prescribers, and product label information requirements. Risk
management strategies were absent in six of the 24 facilities (25 percent) that reported
keeping high-risk medicines, including three of the six oblast hospitals, three of the five TB
dispensaries that provided this information, and one of the six AIDS centers.

Schemes such as the WHO Certification Scheme on the Quality of Pharmaceutical Products
Moving in International Commerce and PIC/S can provide some assurance about the quality
of products based on inspection and certification of the manufacturing facilities for Good
Manufacturing Practices (GMP). Ukraine joined the PIC/S in January 1, 2011 and as member
of the Scheme can avail itself of opportunities for sharing inspection information. SPS
inquired about the systems in place to prequalify suppliers or to consider prequalification
reports from other countries that participate in PIC/S. Responses from key informants
indicate that the MoH Procurement Department in Ukraine does not utilize prequalification of

8 MRHA. The Black Triangle List June 2012 - UK marketed drugs under intensive surveillance.
http://www.mhra.gov.uk/home/groups/pl-p/documents/websiteresources/con152736.pdf

92 Available at
http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetylnformationforPatientsandProviders/ucm111350.h
tm
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suppliers or consider prequalification reports from WHO or other countries prior to
procurement. The current procurement law does not stipulate criteria for quality assurance,
such as WHO prequalification. GMP for tenders as well as WHO prequalification is currently
not obligatory. However, if the source of funding is a grant from the Global Fund to Fight
AIDS, Tuberculosis and Malaria (Global Fund), procurement processes require that supplier
prequalification and WHO-prequalified products are used.
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*Data not available for one of the six TB dispensaries visited

Figure 13. Health facilities: implementation of risk mitigation activities

Formulary Committees and Patient Safety

In health facilities, Formulary Committees (also known as in some countries as Drug and
Therapeutics Committees) can ensure provision of cost-effective quality care to patients. The
committee is typically responsible for adapting, developing, and implementing an efficient
and cost-effective formulary and for monitoring all medicines prescribed and dispensed to
patients to ensure that they are safe and of good quality. Formulary Committees can have a
significant impact on preventing and managing medicines-related problems in patients by
monitoring and addressing medication errors, ensuring medicine quality, and monitoring and
addressing ADRs.*

MoH Order of 07.22.2009 No 529 establishes and assigns responsibilities to Formulary
Committees at all levels (national, regional and at health facilities). In addition to developing
and updating formularies, these committees are responsible for contributing to post-marketing
medicines monitoring. MoH Order of 09.01.2009 No 654°° establishes mechanisms for

% Green, T. and K. Holloway. 2003. Drug and Therapeutic Committees: A Practical Guide. Geneva: WHO.
http://apps.who.int/medicinedocs/en/d/Js4882e/

% Order of the Ministry of Health of Ukraine of 07.22.2009 Ne 529 “Provision on Formulary Committees of
Autonomous Republic of Crimea MoH, health care boards of oblast and Kyiv and Sevastopol municipal state
administrations”

% Order of the Ministry of Health of Ukraine of 09.01.2009 Ne 654 “On approval of plan of measures for
improving post registration surveillance over safety and efficacy of medicinal products in hospitals”
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cooperation between the SEC and Regional Formulary Committees and Pharmacotherapeutic
Commissions in health facilities (figure 14). The SEC regional affiliates sit on Formulary
Committees; clinical pharmacists from Pharmacotherapeutic Commissions, where appointed,
are responsible for monitoring, analysis, and submission of ADR data to the SEC in addition
to monitoring the rational use of medicines.
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Figure 14. Cooperation between the structures responsible for pharmacovigilance and
the formulary system in Ukraine

During the assessment, SPS inquired about the existence of Formulary Committees at each
level and their activities in addressing medicine safety issues in the last year. The SEC reports
that the Central Formulary Committee exists and from time to time considers
pharmacovigilance issues including ADRs and lack of efficacy. At regional level, five of the
six SEC regional affiliates (83 percent) confirmed that the regional Formulary Committee
existed and that three of the five committees have implemented at least one activity related to
medicine safety in the last year. As these committees have been operational for only two
years at most, they have focused their initial efforts on developing formularies and are only
recently starting to consider pharmacovigilance issues.
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Responses from key informants at health facilities indicate that 12 of 32 facilities (38 percent)
visited have a Pharmacotherapeutic Commission that addresses formulary issues; however,
only six of these 12 committees (all but one are in oblast or city/rayon hospitals) were
reported to have engaged in any medicine safety activities in the last year. None of the TB
dispensaries and only one of six AIDS centers visited reported having a committee.

It is encouraging to see that these committees are being established; some have developed
formularies and are now implementing rational medicine use activities. Regional Formulary
Committees and facility-level Pharmacotherapeutic Commissions can potentially be an
effective mechanism for implementing activities to improve rational use, including medicine
safety in Ukraine’s health care system.

Communication and Actions

The immediate results of pharmacovigilance activities are preventative actions taken
concerning medicine safety and quality, such as label change, changes or confirmation of
safety of medicines in treatment guidelines, medicine formulary, essential medicines lists,
product recalls, withdrawal of product licenses, and recommendations of risk management
activities. These preventive actions should eventually lead to improved patient safety and
better health outcomes.

Information from respondents and document review indicate that key risk communications
and actions taken as a result of pharmacovigilance activities in 2011 in Ukraine at the
national level include—

e Publication of all four planned issues of Rational Pharmacotherapy, the bulletin
published by SEC’s Post-Marketing Surveillance Board.

e Participation in five television and radio events that included vaccine safety issues by
SEC’s Department of Immunobiological Medicines and Immunoprophylaxis.

e Publication of 37 articles in medical journals and presentation at a national seminar
with international participants.®

e One hundred twenty-seven letters sent by the SEC to pharmaceutical company
QPPVs regarding cases of unexpected ADRs, fatal outcomes as a result of ADRs, and
cases of lack of efficacy of medicinal products.”’

e Four “Dear Doctor” letters sent— three issued by companies for medicinal products
in agreement with SEC’s Post-Marketing Surveillance Board and one by SEC’s
Department of Immunobiological Medicines and Immunoprophylaxis for a vaccine.

e For medicine products package inserts, 1,973 amendments made as a result of the
SEC’s pharmacovigilance activities and information identified from international
98
sources.

% State Expert Center, Ministry of Health of Ukraine. 2012. Major Performance Indicators of the
Pharmacovigilance System in Ukraine in 2011.

7 Ibid

% bid
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e One label change to a medicinal product.

e Five hundred and three temporary suspensions issued by the SAUMP in 2011 of
which 110 were in connection with notifications on adverse reactions, 314 due to
substandard products, and 80 suspected counterfeits.*® There were no cases of
suspension of drug registration due to substandard quality of products.

e No products were withdrawn from the market in 2011 because of safety concerns
(two products were withdrawn in 2010 and three in 2009).

Almost all key informants at national, oblast, and facility levels reported that safety signals
and significant safety issues are promptly communicated to health workers and the public,
usually within 24 to 48 hours. One issue raised by a number of respondents from various
levels during the assessment was the impact of suspensions on product availability. In some
cases, only one or two batches of a product were available in the country and so the
suspension precipitated shortages of important products.

The SEC regional affiliates’ engagement in communication activities varied across the six
regions visited. The estimated number of requests for pharmacovigilance-related information
reportedly received in 2011 and addressed by each affiliate ranged from 8 to 240 per year.
SPS used a threshold of 12 calls per year as an indication that a medicine information service
on pharmacovigilance is functional, since any functioning center would be expected to
receive at least one query per month. Four of the six affiliates (67 percent) received 12 or
more pharmacovigilance-related calls in 2011. Only three of the six affiliates (50 percent)
reported receiving and forwarding at least one “Dear Doctor” letter in the previous year. Four
of the six regional affiliates (67 percent) reported carrying out one or more public and
community education activity in 2011 on pharmacovigilance; activities included submitting
articles to the local media and television/radio appearances. Key informants from all four
SAUMRP territorial subdivisions reported submission of at least one medicine safety-related
article to the local media and/or a television appearance. A respondent reported that in the
past the media appeared to be reluctant to publish unbiased information on medicine safety
matters.

At the health facility level, assessment findings indicate that some initial communication
efforts are underway in a few facilities. Records of these activities are rarely kept at health
facilities so respondents were asked to provide some estimates. The number of
pharmacovigilance-related queries received by the eight facilities that reported providing a
medicine information service ranged from 2 to 70 queries per year, almost entirely from
medical personnel. Five of 32 facilities visited (16 percent) said they had carried out at least
one pharmacovigilance-related education activity for their patients or the public. The data on
the number of “Dear Doctor” letters received and disseminated was not consistently
collected; however, respondents from at least seven of the facilities visited said they had not
received any such letters in 2011. Information on safety alerts is generally communicated to
staff orally at daily or weekly meetings. Of the 23 facilities asked, 13 (57 percent) did not
keep a register of letters received regarding suspensions, prohibitions, or letters that addresses
product quality concerns.

% State Administration of Ukraine on Medicinal Products. January 10, 2012. Major Indicators of Activities of
Subdivisions of the State Administration of Ukraine on Medicinal Products, 2011.
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Implications of Limitations in Risk Management and Communication

Risk management and communication is a component of pharmacovigilance with high
impact in preventing harm from medicinal products. The assessment findings indicate that in
Ukraine, some risk management elements are in place; however opportunities for preventing
harm from the use of medicines and vaccine need to be further exploited. Numerous products
in the market require some sort of risk management and information that is already known
about the safety of most medicines is not fully utilized to improve patient outcomes.

Recommendations

e The MoH and SEC should strengthen risk management practices to ensure safe use of
medicines and prevent occurrences of preventable adverse reactions.

e Improve the distribution of safety communications and publications.

o The MoH and the SEC should develop and implement an urgent medicines product
safety warning and alert system.

o MAHSs and pharmaceutical manufacturers should improve the distribution of
medicines safety information to the MoH, the SEC, and the health care staff.

o The Health Minister of the Autonomous Republic of Crimea, chiefs of health care
oblast boards and municipal health care boards of Kyiv and Sevastopol should ensure
the timely dissemination of medicines safety information originating from the MoH,
the SEC and other information sources such as MAHs to all health care facilities and
health care staff in Ukraine.

e The MoH and the SEC should consider options to draw medical staff and consumer
attention to selected medicines and medical devices (for example, that are considered
high risk because they are more likely to cause significant patient harm when used in
error) such as preparing lists of such medicines, special marking on packaging or
updating instructions in the packet insert.

e The MoH and the SEC should improve the provision of medicines information to health
care workers and the public as part of efforts to improve safe and rational use of
medicinal products. Options for informing the public about the National Medicines
Register which contains official information about medicines should be explored.

e The MoH and the SEC should develop software to assist health care workers in
identifying and preventing drug interactions.

e The MoH, the SEC, and the Central Formulary Committee should ensure effective
interactions between the pharmacovigilance and the formulary systems at all levels.

e The SAUMP and the SEC should fully utilize the opportunities presented by Ukraine’s
membership in the PIC/S to share GMP inspection and other regulatory intelligence
reports. Through this membership Ukraine can reduce exposure to risky manufacturers
and prevent some adverse events that would have occurred from using poor quality
product from such manufacturers.

e The Government of Ukraine should assist the SEC to engage and communicate medicines
safety information to the media.
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Pictorial Representation of the Current Situation of Pharmacovigilance at
National, Regional, and Health Facility Levels

When the current situation of the pharmacovigilance system is represented pictorially, (and
subsequently tracked longitudinally), the visualization is anticipated to assist in recognizing
improvements as they occur. Such representations are shown in figure 15, 16, and 17. These
figures are constructed by converting the responses to the assessment questions and the
indicators set out in annex A (disaggregated as core and supplementary) to “Yes/No” and
using weighted scoring. For instance, the “Yes” responses to core indicators are scored 2 each
and supplementary indicators scored 1. In addition to presenting information on the current
status of pharmacovigilance in Ukraine, these charts provide a benchmark to measure future
improvements.

Figure 15 shows the score for SEC’s Post-Marketing Surveillance Board at the central level
(blue line) and for SEC’s Department of Immunobiological Medicines and
Immunoprophylaxis (red line) as a radar chart. Figure 16 shows the overall score for these
two central departments and the score for a sample of six regional affiliates. 25 core and 15
supplementary indicators were applicable for SEC’s Post-Marketing Surveillance Board and
25 core and 14 supplementary indicators for SEC’s Department of Immunobiological
Medicines and Immunoprophylaxis. For the SEC regional affiliates, 20 core and 12
supplementary indicators were applicable.

Figure 16 shows the average scores for a sample of 32 facilities by type of facility. For health
facilities, 17 core indicators and 11 supplementary indicators were applicable.
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SEC-MP: SEC’s Post-Marketing Surveillance Board (medicinal products);
SEC-MIBP: SEC’s Department of Immunobiological Medicines and Immunoprophylaxis (vaccines and other
immunobiological products)

Figure 15. Radar chart of current situation of national pharmacovigilance systems
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Current Situation of Pharmacovigilance Systems at
SEC Central Level and Selected SEC Regional Level Units
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Figure 16. Current situation of pharmacovigilance systems: SEC (central levels) and a
sample of six SEC regional level units

Current Situation of Pharmacovigilance in Selected Health Facilities
by Type of Facility
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Figure 17. Current situation of pharmacovigilance systems in a sample of 32 health

facilities by type of facility
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For post-marketing quality surveillance, Figure 18 shows the score for SAUMP at the central
unit and average scores for a sample of four SAUMP territorial sub-divisions. 17 core and 7
supplementary indicators were applicable at the central level. For the SAUMP territorial sub-
division, 11 core and 7 supplementary indicators were applicable.

Current Situation of Post-Marketing Quality Surveillance
SAUMP Central and SAUMP Territorial Sub-Divisions
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Figure 18. Current situation of post-marketing quality surveillance: SEC (central
levels) and a sample of four SAUMP territorial sub-divisions
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PHARMACOVIGILANCE IN UKRAINE’S PUBLIC HEALTH
PROGRAMS

SPS collected data from the national immunization, HIV/AIDS, and TB programs in Ukraine
to map out the extent to which these PHPs are involved in pharmacovigilance at the central
level, and also interviewed staff at oblast-level TB dispensaries and AIDS Centers in the city
of Kyiv and five oblasts. Data from these health facility interviews indicate the situation on
implementation of medicine safety activities at the point of care. Many of the hospitals
visited also provide immunization services but as these are one of many services delivered by
these facilities, it was difficult to disaggregate the specific findings for the immunization
program at this level. This chapter summarizes the key findings on pharmacovigilance in the
HIV, TB, and immunization programs.

Findings
Policy and Guidelines

PHP policy documents and treatment guidelines that include a commitment to monitor the
safety and effectiveness of pharmaceuticals such as vaccines, anti-TB, and ARV medicines,
or set out adverse event reporting policies indicate that the country has given high-level
attention and commitment to improving medicine and vaccine safety.

For the national TB, HIV, and immunization programs, SPS reviewed national treatment
protocols to identify policy statements related to pharmacovigilance. The national protocols
for treatment and management of drug-resistant TB,'®° HIV/TB coinfection,*** and AIDS'%?
include guidance on anti-TB and ARV drug toxicities and substitution, treatment failure and
switching, and, clinical signs and management of ADRs and potential drug interactions. The
2006 instruction on TB treatment'%® provides direction on switching first-line regimens in
case of drug resistance. Importantly, the ART guidelines for adults and adolescents
specifically state the importance of providing information to patients on potential ADRs and
drug interactions, monitoring for and reporting ADRs, and mention the procedure for
submitting reports to the SEC according to MoH of Ukraine Order No. 898. The operational
plans for the national TB%* and HIVV'*® programs do not, with the exception of anti-TB drug
and ARV drug resistance, address pharmacovigilance directly.

For vaccines, antitoxins, and TB allergen, MoH Orders No. 898 and No. 595 “On the
Procedure of Prophylactic Immunization in Ukraine and Control of Immunobiological

100 «Standard of Medical Care Delivery to Patients with Drug-Resistant Tuberculosis” approved under MoH
Order Ne 600 (2008) as amended by MoH Order Ne 108 (2012)

101 «Clinical Protocol for Provision of Health Care Services to Patients with TB/HIV co-infection” approved
under MoH Order Ne 276 (2008)

192 »0n Approval of Regulations of the Clinical Protocol for Antiretroviral Therapy of HIV Infection in Adults
and Adolescents" approved under MoH Order Ne 551(2010)

103 «On Approval of Instructions for Care Delivery to People with TB” approved under MoH Order Ne 385
(2006)

104 National Programme Against Tuberculosis for 2007-2011.

195 National Programme on HIV Prevention, Treatment, Care and Support for HIV-Infected and AIDS Patients
for 2009-2013
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Medicines Quality and Circulation” provide the regulatory basis for safety surveillance of
these products when used for implementing the Law of Ukraine “On Ensuring Sanitary and
Epidemic Population Safety,” and MoH Orders “On Approval of the National Program on
Immunologic Prophylaxis and Population Protection from Infectious Diseases for 2009-2015
and “On Prophylactic Vaccinations in Ukraine and MIBP Quality and Circulation Control.”

Systems, Structures, and Stakeholder Coordination

WHO recommendations on integrating pharmacovigilance into PHPs advise that the model
“should draw on the strengths of the national pharmacovigilance system and PHPs to
avoiding duplication. The model should emphasize sharing of human resources and the
expansion of knowledge on effectiveness/risk, collaboration, effective communication,
integration, training and capacity building.”% Assessment findings indicate that in Ukraine,
the TB and the HIV program do not have units designated for addressing pharmacovigilance
issues or focal persons identified for pharmacovigilance whose responsibilities are specified
in their job description (table 6). Primary responsibility for pharmacovigilance in Ukraine lies
with the SEC, with the SAUMP supporting post-marketing quality surveillance. As reported
earlier, all but one of the six TB dispensaries (83 percent) and one of six AIDS centers (83
percent) visited has a person that is specifically responsible for pharmacovigilance.
Responsibilities for pharmacovigilance are described in the job description for three of five
TB dispensaries and three of five AIDS centers visited.

In the immunization program, responsibility for post-marketing surveillance is assigned to
SEC’s Department of Immunobiological Medicines and Immunoprophylaxis as set out in
MoH Order No 595 whose staff work closely with the Department of Infectious Disease
Prevention of the Administration of Public Health, MoH. Responsibility for vaccine
surveillance has recently been relocated to the SEC.

Table 6. Pharmacovigilance Systems, Structures, and Procedures in TB, HIV and
Immunization Programs

TB HIV Immunization
Program has a budget allocation for PV v(MoH and SEC)
Communications technologies to facilitate safety v v v
reporting and provision of information
Program has an information service for PV in place v v

Program produces a bulletin that features PV topics
or regularly contributes articles

Program has provided in-service training course in v(with SEC)
PV in last year

Of the three PHP programs, only the immunization program has an annual budget allocation
for pharmacovigilance activities, although in 2011 the HIV program did receive both
financial and technical support for conducting trainings on pharmacovigilance. In 2011, the
All-Ukrainian Network of People Living with HIV (the Network) through the program

108 \WHO. 2006. The Safety of Medicines in Public Health Programmes. Geneva: WHO.
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“HIV/AIDS prevention, support, treatment and care for the most vulnerable population of
Ukraine” provided funds under the Global Fund Round 6 grant for the development of
materials and two training workshops. The SEC, the Ukrainian National Training Center,
ART specialists of L.V. Hromashevskiy Institute of Epidemiology and Infectious Diseases
AIDS Clinic (the National Academy of Medical Sciences), and WHO provided technical
support.

In accordance with MoH Order No 898, all ADR reports are forwarded directly by the
medical staff providing TB and HIV treatment to the SEC Board through the SEC regional
affiliates. For the national TB and HIV programs, the current legislation does not clearly
identify mechanisms for interaction and coordination on pharmacovigilance activities
between these national programs and the national agencies responsible for product safety and
quality surveillance. As mentioned earlier, the immunization program is the exception where
roles are clearly defined.

The MoH has a daytime telephone number that members of the public can call for general
information and questions specific to the PHP programs are forwarded to program staff. The
HIV program has a 24-hour toll-free hotline staffed by trained physicians that provides a
question-and-answer service on HIV-related issues, including information on ADRs and
medicines safety. For TB, the Fund of Development of Ukraine (FDU) has a 24-hour hotline
for responding to queries from the public and patients that has been operational since
December 2011. According to key informants, the range of topics that the FDU provides
information on does not currently cover pharmacovigilance or ADRs, however, some of the
3,000 calls that they receive per month are regarding adverse events. Respondents at the TB
dispensaries and AIDS centers visited said that patients are given information about ADRS
and medicines as part of the treatment process consistent with the program guidelines. In
addition, one of six AIDS center said that they had a “trust line” that members of the public
can call to obtain information on HIV transmission, diagnosis, and treatment and on ADRs to
ARVs. Two other AIDS centers reported that they had a specific person designated for
responding to queries about ADRs.

None of the three PHPs produces a bulletin that regularly features pharmacovigilance topics
or routinely contributes such articles to an existing publication, for example, SEC’s Rational
Pharmacotherapy bulletin. In 2011 and 2012, the HIV program, with financial support from
Global Fund Round 6 grant and in collaboration with the SEC, ART specialists of L.V.
Hromashevskiy Institute of Epidemiology and Infectious Diseases AIDS Clinic (the National
Academy of Medical Sciences) and WHO, held three training workshops on
pharmacovigilance which were attended by 72 specialists. The course “Pharmacovigilance:
Control of ADRs and the effectiveness of antiretroviral medicines in treatment of patients
with HIV” consists of 38 academic hours (plus one hour for testing). The course has been
accredited by the P. L. Shupyk Academy of National Medical Post-Graduate Education. Four
of the six AIDS centers visited (67 percent) reported that more than 5 percent of their
physicians had attended one of the three training workshops. No pharmacovigilance trainings
were organized by the TB program for central-level or dispensary staff in 2011, although the
State Service expressed interest in introducing such activities. None of the six TB
dispensaries visited reported that staff had attended any training that included
pharmacovigilance. Two staff members from SEC’s Department of Immunobiological
Medicines and Immunoprophylaxis attended a seven-day WHO training in the previous year
that included pharmacovigilance topics. Staff from the SEC and from the Department of
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Infectious Disease Prevention of the Administration of Public Health, MoH, participate in
MoH planned trainings and seminars to present on vaccine safety, when invited.

Signal Generation and Data Management

As the TB and HIV programs are not routinely involved in monitoring medicine safety,
neither program has a database for collecting adverse event reports or for tracking
pharmacovigilance activities and workload. The HIV program does, however, collect data on
ARV substitutions due to ADRs and lack of efficacy which is analyzed and disseminated in
its semiannual report. SEC’s Department of Immunobiological Medicines and
Immunoprophylaxis maintains the central database for PVAEs. Staff members of all three
PHPs were aware of the existence of Form #137/o for spontaneous reporting of suspected
adverse events and lack of efficacy as approved by MoH Order No. 898. The form was
available in all six TB dispensaries (100 percent) and five of the six AIDS centers (83
percent) visited, although staff at one TB dispensary center said they never use it. None of the
PHPs had a program-specific form for reporting medication errors or suspected poor product
quality problems.

Risk Assessment and Evaluation

Without establishing robust mechanisms to monitor and assess the risks and benefits of new
ARVs in disease programs in collaboration with national pharmacovigilance centers, the
occurrence of serious adverse events in the context of a rapid scale-up of ART can
significantly damage the credibility of the program.’®” Similar concerns can arise with the
rollout of new medicines, for example, for MDR-TB and recently approved vaccines. PHPs
should collate and document the proportion of patients who experienced drug-related adverse
events among the total number of patients receiving the treatment.*® This information can
then be used to calculate rates of incidence of ADRs with a known denominator (number of
patients treated) to identify or evaluate medicine safety issues.

In the HIV and TB programs, ADRs are recorded in individual patient files and an ADR
report is submitted to the SEC’s Post-Marketing Surveillance Board. The SEC Board
provides information which can be found in its database on the number of ADR reports
submitted for anti-TB and ARV medicines in 2011. The data presented in table 7 therefore
includes reports submitted by physicians working in health facilities as well as TB
dispensaries and AIDS centers. As can be seen in table 7, the current rate of reporting of
ADRs for anti-TB medicines is very low, since it is known that adverse events to anti-TB
medicines are common, ranging from 5.5 percent to 57.8 percent,*® and can lead to a change
in regimen in 43.42 percent of cases.''

7 \WHO. 2009. A Practical Handbook on the Pharmacovigilance of Antiretroviral Medicines. Available at
http://whqglibdoc.who.int/publications/2009/9789241547949 eng.pdf

%8 WHO. 2006. Safety of Medicines in Public Health Programs: Pharmacovigilance, an Essential Tool.
Auvailable at http://www.who.int/medicines/areas/quality safety/safety efficacy/Pharmacovigilance B.pdf
19 Xia Y. et al Design of the Anti-tuberculosis Drugs induced Adverse Reactions in China National
Tuberculosis Prevention and Control Scheme Study (ADACS). BMC Public Health 2010, 10:267
http://www.biomedcentral.com/1471-2458/10/267

19'Njkolaeva OD: [Side effects of chemotherapy in patients with pulmonary tuberculosis and concomitant
diseases]. Lik Sprava 2003:74-78.
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Table 7. Analysis of ADR Reports for Anti-TB and ARV Medicines and PVAE Reports
Submitted to SEC, 2011

Anti-TB Vaccines, antitoxins,
medicines ARVs and TB allergen
Spontaneous No. of reports 281 387 34,286
ADR and PVAE  Estimated 0.06% 1.45% 0.27%
reports (All) percentage
No. of reports per 562 14,484 2,743
million
Expected 5.5 %”? 8%" Not available
percentage
Serious unknown  No. of reports 0 0 Not available
ADR and PVAE Estimated 0% 0% Not available
reports percentage
No. of reports per 0 0 Not available
million
Expected 0to 0.1%° 0to 0.1%° 0to 0.1%°
percentage

a = Minimum number of patients on anti-TB medicines experiencing adverse events. This varies depending on
the population treated, definition of adverse event, and duration on treatment.

b = Source: MSF Antiretroviral therapy in primary health care: experience of the Khayelitsha programme in South
Africa: case study. http://www.who.int/hiv/amds/case8.pdf. This data is only of patients needing to change an
individual drug due to adverse events.

¢ = SPS Program. 2009. Indicator-Based Pharmacovigilance Assessment Tool: Manual for Conducting
Assessments in Developing Countries. Submitted to the U.S. Agency for International Development by the SPS
Program. Arlington, VA: Management Sciences for Health. http://pdf.usaid.gov/pdf docs/PNADS167.pdf

Of the six TB dispensaries visited, two (33 percent) said they maintain a record of patients
that experienced drug-related adverse events so they were able provide the percentage of
patients treated that experienced an ADR or treatment failure. Five of the six AIDS centers
visited (83 percent) maintain such records and were able to provide data on the percentage of
ART patients treated that experienced an ADR (range from 0.35 to 13 percent), but only one
had data on treatment failure.

Data on treatment modification and interruptions is routinely collected by the HIV program.
Therefore, ADR reporting based on treatment modification/interruption can be one feasible
approach to monitor ADRs in a large observational HIV cohort, as drug-related toxicity is
often the most common cause of treatment modification/interruption in patients taking
ART.M12 Also . data collected by eTB Manager, the software currently being rolled out
nationwide by the TB program with assistance from SPS, will enable better tracking of
treatment modifications and interruptions in patients treated for both TB and MDR-TB.
SEC’s Department of Immunobiological Medicines and Immunoprophylaxis was able to
provide data on the proportion of patients who experienced PVAESs among the total number
of patients receiving vaccines, antitoxins, and TB allergens for 2011 (table 7). Since
September 2011, the department has begun to collect and report suspected cases of

111 4> Arminio Monforte A., A. C. Lepri, G. Rezza, et al. 2000. Insights into the reasons for discontinuation of
the first highly active antiretroviral therapy (HAART) regimen in a cohort of antiretroviral naive patients.
I.CO.N.A. Study Group. Italian Cohort of Antiretroviral-Naive Patients. AIDS 14(5): 499-507.

12 Zhou et al. 2007. Experience with the use of a first-line regimen of stavudine, lamivudine and nevirapine in
patients in the TREAT Asia HIV Observational Database. HIV Medicine 8: 8-16.
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ineffectiveness as set out in MoH Order No. 595; 83 cases were reported from September to
December 2011.

As part of the review of risk assessment and evaluation, the SPS team asked about existing
efforts in the TB, HIV, and immunization programs to evaluate medicine and vaccine safety,
quality, and rational use—current efforts are minimal (figure 19), In 2011, a few utilization
studies were conducted, mainly by the immunization program which also conducted two
medication error studies, including a survey of the level of errors associated with the
administration of BCG vaccine. The TB program was preparing to conduct a study on
prescribing practices at TB dispensaries with support from USAID at the time of this
assessment. Ukraine was one of the countries included in a WHO multicountry survey on the
quality of anti-TB medicines in circulation.** Only the HIV program has engaged in active
surveillance activities in the last five years; one WHO-supported study looked at the level of
ARV drug resistance. In addition, one AIDS center participated in a regional active
surveillance study that included different types of health facilities. A literature search did not
reveal any additional studies to those reported.

3
W Medicine utilization study in
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a O Study on medication errors in
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é