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OUTLINES

1. Background to the EPO re-evaluation
in Thailand

2. What has been done?
3. The way forward
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1. Background to the re-evaluation of
EPO

« The erythropoiesis stimulating agent EPO is
currently indicated for several conditions such as
anaemia in patients with chronic renal failure,
chemotherapy induced anaemia in cancer patients,
and for increasing the yield of autologous blood
from patients in a pre-donation program.

* In the mid-1990s, a shift from the IV to the SC
route of administration occurred in many countries
for both clinical and economic reasons.

ASEAN Educational Workshop on Regulation and Approval of Biosimilars/Similar Biotherapeutic
e Products ®5
23 July 2017, Bangkok, Thailand




1. Background to the re-evaluation of
EPO

+ In 1998-2003, there was a formulation issue with
Eprex : cases of EPO antibody-mediated PRCA were
increased in Chronic Renal Disease patients receiving one
specific Eprex formulation [uncoated Polysorbate-80 Pre
Filled Syringes, PFS] by the SC route.

« In 2002, the Thai Health Product Vigilance Center
recorded the first case of Pure Red Cell Aplasia (PRCA).

* In March 2004, uncoated PS-80 PFS Eprex formulation
was completely removed from the market.

« The worldwide incidence rate of EPO Ab-mediated
PRCA reports were decreased, except in Thailand.
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1.Background to the re-evaluation of
EPO

e In Thailand, there were 15 brands of EPO Alfa and
1 brand of EPO Beta registered.

* So what might be the possible causes for the high
reporting rate of the serious adverse events seen
in Thailand?

* Product Quality?

« Formulation?

« Storage and handling?

* Route of administration?
 Interchangeability of the products?
 Genetic phenotype?
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1. Background to the re-evaluation of
EPO

« The investigation of the PRCA issue, and possible
link fo EPO products, is being led by the TFDA
with the view to having a proper measure of the
EPO safety issue.

« TFDA set up "Working Groups” and "Sub-
Committees” to re-evaluate EPO products and, at
the same time, developed a Thai guideline for the
registration of biosimilar products.
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2. What has been done?

* The Ministry of Public Health implemented the
Ministerial Order to Re-evaluate Erythropoetin
Products in 2013

o The importer/manufacturer of an EPO product
shall submit a variation application to the TFDA in
order to re-evaluate

* Quality Aspects
« Non-Clinical Aspects
» Clinical Aspects

of the product, due to insufficient information in
the registration profile

o Also a RMP for EPO
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2. What has been done?

There are two types of RMPs (depending on the
extent of already submitted documentation)

o Type 1 without safety concern
o Type 2 with safety concern
(Effective date 17 January 2014)

The RMP is being closely monitored by the TFDA to
ensure patient safety.
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Risk Management Plans

« Typeland?2

o The applicant have to submit the active PV (Cohort
Event Monitoring) for two years in patients who use

EPO and Chronic renal failure patients not less than
5,000 cases

o RMP type 1 and 2 have the same risk minimization
measures. Ex. The products distribution, box warning
regarding loss of efficacy and PRCA, TVE Hypertension
and serious AE

* Type 2

o The applicant has to monitor the aggregate and adduct
content of a product throughout its shelf life
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Time Frame for EPO RMP Evaluation

Current situation

 The re evaluation of EPO is almost finished

(Q, NC, C)
 Risk Management Plans of EPOs are under review
 Is there an annual report to the TFDA required?

 Have any EPO products been removed from the
market?
o There's a process to withdraw the drug from the market
o The result of the re evaluation can not publish for now
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3. The way forward

In addition to the re-evaluation, the
importer/manufacturer of EPO has to
submit a RMP, which is closely
monitored by the TFDA to ensure
patient safety.
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Thank you
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