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OSUSAR Reporting in Clinical Trials
CORole of IRB in SAE



Safety Data Generation
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Pre-clinical ) Phase I, II, ) Application,
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Thalidomide Tragedy (1957-1961)

OIn the late 50s and early 60s, more than 10,000
children in 46 countries were born with deformities
such as phocomelia, as a consequence of
thalidomide use.

OA sedative-hypnotics, tranquilizer, painkiller,
antiemetic (an inhibitory effect on morning sickness)

OAtT the time of the drug's development it was not
thought likely that any drug could pass from the
mother across the placental barrier and harm the

developing fetus

It was not promptly reviewed at the time it
received market approval in Germany.
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Actions after Thalidomide Tragedy

OMuch stricter testing being required for
drugs and pesticides before they can be
licensed.

OIn 1962, the United States Congress
enacted laws requiring tests for safety during
pregnancy before a drug can receive approval
for sale in the U.S.

COMore animal experiments needed before
Human trials? Animal experimental model for
teratogenecity?
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Actions after Thalidomide Tragedy

[0"We need to encourage doctors and drug
companies to watch for, report and take note
of side effects in order to protect patients
properly. If proper drug surveillance
techniques had been available in the 1960s
the thalidomide problem would have been
picked up much earlier. We still don't have
proper post marketing trials in place."

OThere is a need for post-marketing
surveillance



Spontaneous ADR Reporting Systems

Yellow Card Scheme in UK

1962 - Committee on Safety of Drug

1964 - A letter sent out to physicians
“to report promptly details of any untoward
condition in a patient which might be the result
of drug treatment”. This spontaneous adverse
reaction reporting scheme was based upon such
reports through reply-paid yellow cards and

became popularly known as the "Yellow Card
Scheme”.

Up to now, the Yellow Card Scheme is still under operation.
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Spontaneous ADR Reporting Systems

—.
MedWatch EME\D/VVATCH
a change in focus - 1993 to 2003 Repors in Safety nformation out.

01993 - MedWatch, The FDA Adverse
Event Reporting Program

0 1998- MedWatch, The FDA Medical
Products Reporting and Safety
Information Program

02001 - MedWatch, The FDA Safety
Information and Adverse Event Reporting

Program
Copied from US FDA website



Spontaneous ADR Reporting Systems

N\

USS. Food and Drug Administration

Product Problems Reports . SaetyIformation o,

COwhen there is a concern about the quality,
authenticity, performance, or safety of any
medication or device. Problems with product
quality may occur during manufacturing, shipping,
or storage.

OThey include:
suspect counterfeit product; product
contamination; defective components. poor
packaging or product mix-up: questionable
stability. device malfunctions. and labeling
concerns.
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Limitations in Pre-marketing Trials
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Post Marketing

OB AR P RERNBEALAEZRRRET
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0% &3 high risk groups

Ok #1/EMA long-term effects

ODBEL/B88 - 28/R% %X 24 Adrug/drug,
drug/food interactions

OB FARREBHRER R/F BAEREH

Safety profile of a drug may have changed



Pre- Clinical New Drug _ :
Ir:e. ) Trials Application, Post r.nar'ke‘l'mg
clinical /* phase 1, II/ NDA Surveillance

ITT
Efficacy Proving & Emergent ' Phqrmacovigilance
Safety Data Collecting D
Main system:

A National Spontaneous
ADR Reporting System

WHO Definition: is the science of collecting, monitoring,
researching, assessing and evaluating information from
healthcare providers and patients on the adverse effects of
medicines, biological products, herbals and traditional medicines,
with a view to: identifying new information about hazards, and
preventing harm to patients.
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Major Aims of Pharmacovigilance

0 Early detection of hitherto unknown adverse
reactions and interactions

O Detection of increases in frequency of (known)
adverse reactions

0 Identification of risk factors and possible
mechanisms underlying adverse reactions

0 Estimation of quantitative aspects of benefit/risk
analysis and dissemination of information needed to
improve drug prescribing and regulation

WHO Program for International Drug Monitoring

in Uppsala Monitor Center M MONFTORNG
CENTRE
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O Set-up Period

v The ADR Reporting System in Taiwan was
established in 1998 (a two-year research project
was carried out during 1996-1998)

v Include pharmaceutical products and medical
devices

v The national ADR reporting center is operating
inside the Taiwan Drug Relief Foundation (TDRF)
since 2002

v TDRF was founded by Department of Health to
assist the implementation of Drug Injury Relief Act.



O A web-based reporting system (adr.doh.gov.tw

v'Provide updated information of drug safety and
related pharmaceutical regulation issues to the
public for the Reporting center and DOH

v'On-line submission of ADR reports through the

WHD WHE BMQ) womEE TAD S

web system. e

Department Of Health, Executive Yuan, Taiwan, R.0.C

HOME

= W 4 Pharmacovigilance in Taiwan

E
ADREE LB 4 3 Pharmacovigilance in Taiwan
ADRfE & ™ 4

* WHO defines the term “pharmacovigilance’ as “the science and activities relating to
L UEET LW B

the detection, assessment, understanding and prevention of adverse effects or any

T8 W ™

< other drug related problems.” During the first five years of a new drug being put on
ADRF Bl # 5t 2 E the market, pharmacovigilance is particularly important, as comparatively little is known
ADRE & M 2 . about its safety profile until it has been exposed to a much wider range of people than
EREEGE g 3 is possible through clinical trials and over the longer term. The Bureau of
THEERE L =1 Pharmaceutical Affairs (BPA), Department of Health (DOH), Taiwan , implemented

60 BB W8 05 I 8 4 couple pharmacovigilance activities in recent years. These activities varied from the
policies development and establishment of product risk management and regulation to

community education program for pharmacy knowledge and public health. Among

, ) - them, the ongoing activities include the reporting system of adverse drug events,

reporting system of defects of medical products, knowledge base community college

education program in pharmacy and self-care, pharmacists’ home visiting program, and

http://adr.doh.gov.tw/default.asp
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[0 ADR Related Databases in the Center

v'SAE reports of clinical trials for new drug
registration

v'Postmarketing ADR reports -

MedDRA terminology and ATC code adopted since 2005. All
the cases in the database were retrospectively coded since
then.

v'PSUR for new drug under monitoring for five
years

v ADE for Medical Devices
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O Legislation

v Amendments of Pharmaceutical Affairs Act on
April, 2004.
v'Mandatory reporting for serious ADRs

v'Safety monitoring of new drug at the first five
years when they were approved for marketing

O Good Pharmacovigilance Practice Guidance

announced in 2008
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When-
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How-
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OB RRKRITEEZ 2 EE (Safety concerns, IRB)
OFR Z #8248 £ 4

Review of individual SUSARs, Protocol
Amendments

O % 34 &= &R

ASRs, Review of monthly SUSAR listings
Independent Reviews by Data Monitoring
Committees (DMC)

SUSAR: Suspected Unexpected Serious Adverse Reactions
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OICH E2F: The Development Safety Update Report
(DSUR) is required annually for drug under
development (including marketed drugs that are
under further study) among ICH region.
Sponsor & £ $AM A A HEARKE R 4%
Information in DSUR includes:

v the status of ongoing individual investigations,
v'manufacturing changes,
v overall development status and plans
v safety-related information.
COAnnual Report of Investigational drugs




The basis and the most
important action is:

BE R 3R 5 2. SAEE 4%
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Definition
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BRERRFH Serious Adverse Event |SAE
BRRERRRE Adverse Drug Reaction YADR

EE# %K RRIE | Serious Adverse Drug |SADR

Reaction
*EHBE E¥ R Suspected Unexpected SUSARs
RRE Serious Adverse

Reactions

FREH  XRAAE S wBRETBEEIEFTRERFER
BWAFARFARBBBERBMFAUAEABARMAHLE -



Good Clinical Practice (GCP)
# 0F REERRRAIE

1996/11/20 #—H A%
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Expedited Reporting in Taiwan

2010.07.19

Apply to all Local and Global Clinical Trials

-~ BEAE4ZSUSAR < 7 days Taiwan
BT~ BRAESUIZSUSAR<1S days
Sponsor Y > Regulatory

- Authority
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SUSAR vs SAE




I
Expectedness of the ADR?

OAccording to ICH E2A
- Expected/unexpected event is defined from the
perspective of previously observed, not on the basis
of what might be anticipated from the
pharmacological properties of a medicinal product.

- Unexpected ADR:

1. The experience that has not been previously
observed.

2. The nature or severity of which is not consistent
with information in the relevant source
document(s), e.g., a company's Investigator's
Brochure.
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Good Expedited Safety Report
Should

Ohelp regulatory agency to figure out

(1) reasonable causal relationship
between the SAE and the study
drug

(2) expectedness of the SAE (ADR)
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Beginning

OFollowing the subject’'s written consent to
participate in the study, all SAEs must be
collected, including those thought to be
associated with clinical study procedures.

OImportant following information should be
captured for all SAEs: onset, duration,
intfensity, seriousness, relationship to
investigational product, and action taken.
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To clarify reasonable causal relationship
between the SAE and the study drug

xUsage of study drug before onset of SAE
vNot yet started (SAE occurred prior to first dose)
vPermanently discoutinued (follow-up period);
Duration of discontinuation
vYes (Study group or Control group or Placebo group
or Unknown (Undecoded or others)

xTherapy duration until onset of first signs/
symptoms of SAE.

xThe location, syndrome, severity, and
management of the event following the time
sequence




To clarify reasonable causal relationship
between the SAE and the study drug

x Action taken with the drug due to event?

None,

Dose adjustment,
Temporary stop,
Permanent stop

x Alternative explanation for SAE?

Concomitant disease?
Concomitant drug?

Intercurrent disease?

Related to study procedure?
Progression of Underlying illness?
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Causality Assessment By PI

xReasonable causal relationship between the
event and the study drug (i.e., the
relationship cannot be ruled out)

vCertain, Probable/Likely, Possible

xNo reasonable causal relationship between
the event and the study drug

vUnlikely, Unrelated



Assessment of Causality-1

x Certainly (definitely):

+Follows a reasonable temporal sequence from
study drug administration.

+ Abates upon discontinuation of the study product
(Dechallenge)

+Is confirmed by reappearance of the reaction on
repeat exposure (Rechallenge)
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Assessment of Causality-2

xProbably/Likely related:

+Follows a reasonable temporal sequence from study
drug administration.

+ Abates upon discontinuation of the study product
(Dechallenge)

+ Cannot be reasonable explained by the known
characteristics of the subject’'s clinical state.
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Assessment of Causality-3

xPossibly related:

+Follows a reasonable temporal sequence from study
drug administration.

+ Could have been produced by the subject’s state or
by other modes of therapy administered to the
subject.

Concomitant disease? Concomitant drug?
Intercurrent disease? Related to study procedure?
Progression of Underlying illness?
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Assessment of Causality-4

xUnlikely related:

+The temporal sequence between the AE and the study
product administration is such that the drug is not
likely to have had any reasonable association with the
observed event.

+The AE could have been produced by the subject’s
clinical condition or by other modes of therapy
administered to the subject.

Concomitant disease? Concomitant drug? Intercurrent disease?
Related to study procedure Progression of Underlying illness?
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Assessment of Causality-5

xUn-related:

+There is not a temporal relationship to
investigational product administration

Too early, or late, or investigational product not taken.

+The AE is definitely produced by the subject's
clinical condition or by other modes of therapy
administered to the subject.

Concomitant disease? Concomitant drug? Intercurrent disease?
Related to study procedure? Progression of Underlying illness?
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According to ICH E2A

All cases judged by either the
reporting health care professional (PI)
or the sponsor as having a reasonable
suspected causal relationship to the
medicinal product qualify as ADRs.
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Final Reminder

OThe purpose of expedited reporting is to
make regulators, investigators, and other
appropriate people aware of new, important
information on serious reactions.

OFor ensuring that studies are stopped as
soon as it becomes clear that the trail
intervention is harmful.

OTo protect the safety of trial participants



SUSAR vs SAE

SUSAR: £t ~ R 4% < 7 days

: . . Taiwan
Sponsor SUSAR: &+ ~ & 444 <15 days + Regulatory
. Authority
A B
e |
# SUSAR
PI IRB
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Question

National Reporting Center for Adverse Drug
Reactions in Taiwan

Tel: +886-2-2396-0100:
Fax: +886-2-2358-4100

E-mail: adr@tdrf.org.tw v
http://adr.doh.gov.tw _ADR<
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