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Abstract

World Health Organization and stringent regulatory authorities have recently
developed risk management plan (RMP) as a tool for assessing benefit and risk of the drug
throughout its lifecycle. The RMP introduces the concept of risk prevention and management
and incorporates roles and responsibilities of sponsors and stakeholders on drug safety.
Therefore we conducted the research on the development of guidance to assess risk
management plan for drug re—evaluation by using epoetin as a case study. In this study,
we developed guidance on RMP assessment based on the European guideline on risk
management plan to assess the proposed risk management plan of 17 products of epoetin.
We found that most RMPs did not reflect overall safety concerns of the products within
Thailand's context. Thus the proposed pharmacovigilance plan and risk minimisation measures
were inappropriate. We therefore reviewed the risk factors of pure red cell aplasia (PRCA)
induced by erythropoiesis—stimulating agent and found that active surveillance studies should
be conducted as additional pharmacovigilance activities of the proposed RMP. In addition
risk communication focused on health professionals and patients should also be performed
as risk minimisation measures. We found that the guidance on RMP assessment developed
in this study can be used as a tool for assessing RMPs systematically. In order to effectively
implement the risk management plan, administrative and technical elements of the risk
management system should be developed in short and long term basis within the context

of Thailand.
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Review Approval Post approval
2 guiiEnciinieaiion — ‘ ADR and Infection reporting ‘—-"
= T reporting
1] =
+ =
vE 3 | REMS | ‘ REMS ‘
3 =
:'E [ Post approval study, etc
=) € if required PSUR >
e Inlfectuon S— ‘ ADR and Infection reporting ‘ —l
c reporting
o c
o .g | RMP | | RMP |
o
I.IS.I ) Post approval study, etc if Approval renewal 5 years
required FSUR >
ADR and Infection " — ADR and Infection reporting —_—
reporting Approval condition
S ‘ e ‘ EPPV BiLA
% (6 months)
- Plan of post approval Re-examination Ad-hoc
surveys and studies BSMEI. ====""% > | 410 years after re-evaluation
o ADR and Infection — ‘ ADR and Infection reporting ‘ —_ s
c reporting
g "
= Approval condition ‘ RMP (epoetin & biosimilars) ‘
£
= | SMP ‘ Ad-hoc re-evaluation >

REMS: Risk evaluation and mitiligation strategy; RMP: Risk management plan; SMP: Safety monitoring program;

PSUR: Periodic safety update report; EPPV: Early-phase post marketing vigilance; ADR: Adverse drug reaction
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