2014 Scientific Symposium of EIPG

Sofia, April 11th

CURRENT LANDSCAPE FOR SAFETY REPORTING IN CLINICAL
TRIALS

Borislav Borissov MD, PhD
Acknowledgment Prof. L. Martini




1960 Thalidomide — gpp. 10000 fetu zPﬁected*’




1970 — DES /diethylstilbestrol - >160 000
children exposed — cancer, pregnancy
disorders, morphological anomalies.

«eallV?

Yes _ __

cale—== FPIl.F'X -

ta mersveat LRMETINN MISTA]

FPREMATURE LAEDR

oo 3 gl sl el Tope o~
irr ALFE progmeanciax . .
R por crrd bew Fobmgry M#I-FI.H

e wrw porrme of 7 ITDO mehe e
— e E@ed b ewm—pre v bew

Mo gonre: o e wide +Paari i chosMID
— R e ;

gy e = Twwmegr | "



Drygs safety shake-up urged
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STROKE ~ HEART ATTACK ~ DEATH
BLOOD CLOTS ~ PULMONARY EMBOLIS

Merck Pharmaceutical has recalled the popular pain and arthritis | death. According vo acting FDA commissioner Dr. Lester M,
miedication Viexx" (rofecoxib) from the market after studies revealed | Crawford, “Overall, patients taking the drug chronically face twice
that it may increase the risk of blood clots, stroke, heart attack and | the risk of heart attack compared to patients receiving a placebo.”
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Powell’s Mission Impossible | #F

May 18, 2000. The New England Journal of Medicine, Vol.
342 : Is Academic Medicine for Sale?; aBTop Marcia
Angell, MD

e May 22, 1999. The New York Times, Editorial: Patients for
Hire, Doctors for Sale

"If you can't trust the studies, what happens to the profession and what happens to
patients." John Wasson, M.D., Dartmouth, New York Times By DoralL Bt

and James B. Steele




Letter to the Editor, 1996:

Sir, My wife has been prescribed pills. According to
the accompanying leaflet, possible side-effects are:
sickness, diarrhoea, indigestion, loss of appetite,
belching, vertigo, abdominal cramps, dizziness,
stomach ulcers, bleeding from intestine or blood
diarrhoea, ulcerative colitis, sore mouth and
tongue, constipation, back pains, inflammation of
pancreas, mouth ulcers, skin rashes, hair loss,
sensitivity to sunlight, drowsiness, tiredness,
impaired hearing, difficulty with sleeping, seizures,
irritability, anxiety, depression, mood changes,
tremor, memory disturbances, disorientation,
changes in vision, ringing in ears, bad dreams,
taste alteration, allergic reactions, swelling due to
water retention, palpitations, impotence or
tightness of the chest.

Should she take them?

Yours faithfully,
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New PhV legislation — Regulation 1235/2010 and

Directive 2010/84 was adopted by European
parliament and Counsel in December 2010.

This new legislation is the biggest change in EU
pharmaceutical regulation since 1995 and has
significant implications for industry and regulatory

agencies:
- To make roles and responsibilities clear,
- To minimize duplication efforts,

- To optimize resources by rationalizing and
simplifying ADR and PSUR reporting,

- To establish a clear legal framework for post-
authorization monitoring.



Why new rules:

In EU:

-5% of all hospital admissions are due to adverse drug reactions,
-5% of all hospital patients experience an adverse drug reaction,

-Adverse drug reactions are the 5th most common cause of
hospital death,

-The legislation will /?/ save 5910 lives per year across the EU!
as well as:

Mixed responsibilities,

Too complex reporting rules, even more complex decision making
process,

Differences at member state level, too soft penalties in some
countries,

Lack of robust safety studies. ..



Why do we need to monitor safety
post marketing?

REAL LIFE IS NOT LIKE A CLINICAL TRIAL

e Clinical trials only encompass a very small selected section
of the population

e No pregnhancy

e Concomitant medications are controlled
e Long term use

* Yellow card scheme



Safety Monitoring

Implementing the protocol “as written”

mwestigator\

assures
subject

Strict adherence to inclusion and
exclusion criteria

safety by:
_ y Dy

Continued adherence throughout

study duration

Analysis with other events related to
drug use




1. New EU safety rules — impact on CTs:

SUSAR =

SUSPECTED
UNEXPECTED
SERIOUS
ADVERSE

REACTION



SUSAR =

SUSPECTED

UNEXPECTED

SERIOUS

ADVERSE

REACTION

Causality between event and IMP

«reasonable causal relationship»




SUSAR =

SUSPECTED

UNEXPECTED

SERIOUS

ADVERSE

REACTION

e it results in death

e it is life-threatening

e it requires hospitalisation or prolongation
of existing hospitalisation

e it results in persistent or significant
disability or incapacity

e it is a congenital anomaly or birth defect

An important medical event is also
‘serious’ if it jeopardises the clinical trial
participant or requires an intervention to
prevent a serious outcome




SUSAR =

SUSPECTED

UNEXPECTED

SERIOUS

ADVERSE

REACTION

Adverse reactions should be considered as
unexpected if the nature OR severity
of the reaction(s) is not consistent with the
reference information for the IMP.




How to Handle - SUSARs

e Assess AE for
e seriousness
e causality
e expectedness

o |f serious, suspected causally related and NOT expected

e Expedited reporting to MHRA / MREC / Sponsor
. = 7 days, follow-up in 8 days
o =15 days
e Report even if occurred outside the MS



SUSARs - What to report

Initial expedited reports must contain:

A suspected investigational medicinal product
An identifiable subject
e initials, sex, age, date of birth, trial number

An adverse event assessed as serious and unexpected and a reasonable
suspected causal relationship

An identifiable reporting source

e Health care professional to report to regulatory authority
Clinical trial identification

e EudraCT number

e Unique Sponsor’s ID number

Treatment assignment after unblinding and validation (or not) of the
suspected causes



Data Elements for SUSAR Report

e Age

e Sex

e Medical History

e Daily dose of suspected medicinal product and regimen
e Start date

e End date

e Duration

e Indications for which suspect medicinal product was prescribed
e Starting date of onset of reactions (or time to onset)

e Dechallenge

e Rechallenge

e Causal relationship assessment

e Concomitant Drugs listed

e Concomitant Start date

e Concomitant End date



SUSAR Additional Information (Follow-up)

e |f serious, criterion or criteria for regarding the case as
serious

e Full description of reactions

e Patient outcome (at case level and when possible at event
level)

e For a fatal outcome, cause of death and a comment on its
possible relationship to the suspected reactions

e Any autopsy or post mortem findings
e Other relevant aetiological factors
e Stopping date and time or duration of treatment
o Specific tests and/or treatment required and their results



Special situations

* Pregnancy or impregnation
e Follow up to birth
e Lack of efficacy

e Not normally reported but can be discussed in
periodic safety update report

e Overdose / abuse / Misuse
e Pharma companies should provide guidance



CNA.CAnrn+ ON1T1N
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e Guidance for Industry And Investigators:
o Safety Reporting Requirements for INDs and BA/BE
Studies
* New Regulations
e 21 CFR 312 IND Safety Reporting

e 21 CFR 320 BA/BE Studies
e Refers to Drugs and Biologicals
e Closer alignment to ICH/EMA requirements
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e For the first time FDA recognizes SUSARs

e Three criteria
e Suspected adverse reaction
e Serious
e Unexpected

e Expedited IND safety report



2. New EU safety rules —impact on CTs:
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<messageformatversion=2.1</messageformatversion:
<messageformatrelease >1.0</messageformatrelease >
<messagenumb >795</messagenumb >
<messagesenderidentifier >BBM</messagesenderidentifiers

<messagereceiveridentifier BAUTHORITY _ID</messagereceiveridentifier

<messagedateformat>204</messagedateformat:
<messagedate>20100927112217 </messagedate>
<fichicsrmessageheader

- <safetyreport>

<safetyreportversion>1</safetyreportversion:
<safetyreportid>GB-BBM-201000337 </safetyreportid=
<primarysourcecountry >GB-</primarysourcecountry =
<occurcountry =GB</occurcountry >
<transmissiondateformat>102 </transmissiondateformat:
<transmissiondate>20100927 </transmissiondate:
<reporttype=1</reporttype=
<serious=1</serous >
<seriousnessdeath=2+</seriousnessdeath
<seriousnesslifethreatening 2 </seriousnesslifethreatening >
<seriousnesshospitalization»2 </seriousnesshospitalization:»
<seriousnessdisabling=2</seriousnessdisabling =
<seriousnesscongenitalanomali=2</seriousnesscongenitalanomali=
£seriousnessother:1</seriousnessother
<receivedateformat =102 </receivedateformat
<receivedate>20100914</receivedate
<receiptdateformat>102</receiptdateformat:
<receiptdate>20100914</receiptdate>
<additionaldocument=>2</additionaldocument
<fulfilexpeditecriteria =1 </fulfilexpeditecniteria:
<companynumb>GB-BBM-201000337 </companynumb:
<medicallyconfirm»1</medicallyconfirm
- <primarysource:

<reportercountry>GB</reportercountry>

<qualification=2</qualification=
</primarysource:»

- <senderz
<sendertype>1</sendertype=

<senderorganizationB. Braun Melsungen AG</senderorganization
soondardenartmant=Carnnrata NDeonn Safohr s /canderdenartmeant

XML

FORMAT
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3. New EU safety rules — impact on
CTs: DSUR reporting

Format
e Reference ICH E2F, DSUR (previous ASR)

e To be prepared after first authorization of a clinical
trial in Europe

Reference Safety Information

e RSI applicable at the start of reporting periods and
to be attached in appendix

e RSI serves as reference during reporting period

RSI changes/updates
e Substantial amendment to LEC and CA

e Alignment of DSUR, Investigator’s Brochure and/or
RSI update = alignment reporting period and
reference documents.
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e Listing all SUSARs (yearly basis) and Safety Summary
e To LEC and CA.

Start of DSUR submission to CA

o After first authorization by CA of a clinical trial with this IMP

e Most recent DSUR to submit with initial CTA dossier, if
study start in a MS is later than first authorization

e Line listing unblinded SUSARs to fill possible gap?
End of reporting
e Until LVLP in a MS = End of exposure

e Or until End of Trial criteria as specified in the protocol
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e No DSUR required for trials < 1 year

e The Clinical Trial Report (CSR), as a part of the
End of Trial notification, will serve as DSUR In

this case
e CSR is not a part of the EOT notification

e CSR issued max. 1 year later after worldwide EOT
e No local EOT, only worldwide EOT

¢ Recommended to submit DSUR iIf more short
studies < 1 year with same IMP

e Recommendation or obligation ?

27



4. New EU safety rules —impact on CTs:

V- Pharmacovigilance
b g in the European
Economic Area
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From: evtraining [mailto:eviraining@ema.europa.eu)

Sent: Thursday, July 12, 2012 4:26 FM

To: Mariana Stoykove

Subject: Hotification - Successful completion of the XEVMFD Incvdedge evaluation

Dear Mariana Stoykava,

Thiz iz a notification confirming your successful completion of the extended EudraVigilanca Medicinal Product Dictionary (XEVMPD) knowledge avaluatian,

To register your Qrganisation with Eudravigilance for the electronic submission of information on medicines in accordance with Article 570(2), second subparagraph of Regulation (EC) No. 726/2004, pleasa attach this
notification to the documents requested as part of the EudraVigilance registration process.

The necessary registration documeants can be accessed at:

For vour infarmation, plaage see balow the feadback on vour knowledge avaluation,

Yours sincerely,

Eurgpean Medicines Agancy

Part 1: Mulbiple-Chaice Questionnaire
Pass
95%

Part 2: ¥EVMPD Product Message Report -

Pass
100%

This e-mail has been scanned for all known viruses by European Medicines Agency,

I 0 B =,




Printable Version

Registration Date: 17/07/2012 Approval Date: 14/ Q8 /2012

Page 1 of 1

Organisation Information Transmission
Category: Marketing Authorisation Holder Mode
Trademark: Prescriptia Send: Direct
Organisation .
Identifier: FRESCRIP7P ;;. di RWlb‘rﬂdtl
i n n e
=rg-n.|5atiun - wtia - g ports
- Safety NO
Street: 28, Hristo Botev Blwd. Reports:
Citwy: Sofia FProduct YES
FPostal Code: 1000 Reports:
AreasfState:
Country: Bulgaria
::l“n;:illc:onal Miceop criptis.com Third Par_ty
Information
= Company
Qualified Person Information Mame:
Mame: Mariana City:
Family Name: Stoykova Street:
Titha: Dr Postal Code:
Department: Pharmacowvigilance Area/fState:
Street: 28, Hristo Botewv BlLwd. Country:
Cley: Sofia Responsible:
Postal Code ! 1000 Telephone:
Area/fState: Mobile:
Country: Bulgaria Fax:
Telephone: 359-29434-773 Email:
Mobile: 359-BE8268686
Fax: 359-20434-225 Visibility
Email: mariana.stoykova@prescriptia.com Affiliates a
QPPV Alternative Contact Wisibillty:
Details
Mama: Adriana Viadimirowva Hedom
Telaphone Low Revenue
Number: 359-29434773- Type of MedDRA
License: EudraVigilance
Fee Waiver
Mumber:  SWA/SME/
sSec l'ltv Grant
e - Access ::: e
Information to: G ol
Users

Family Name Date of Request Approved



SSEIEMFIELEERY XEVMPD - Data Architecture

DATA
COLLECTION

DATA
ANALYSIS

L_._ ICHICSR
REPORTING
POSSIBILITIES




SCIEMETERTERY X E\/\VIPD - Data Architecture

r-_.__________
e

B o
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L=,

Organization
[Sponsor/MAH]

Insert or maintain
medicinal product data
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XEVMPD - Data Architecture

ICH IC5R

E
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E
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Y
XEVPRM
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Data Data Validation Sli}g:;l f,f;ffﬁ:“
Collection Standardisation Scientific Evaluation

EUDRAVIGILANCE SYSTEM



LML RY X E\/MPD - Scientific Product DB
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Analysis
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XEVMPD - Scientific Product DB

Abstract
Composition
Active Ingredients

EudraVigilance ;

SUCRALFATE

Abstract Formulatior
Active Ingredients
+

Dose Form

Abstract Strength
Active Ingredients
+

Strength

Abstract Pharmaceutical Product =
Active Ingredients + Strength + Dose Form

Product Report



FudraVy FHELCE A8 : T XEVMPD - Scientific Product DB

SUCRALFATE 500 mg
Tablet




New focus in PhV —

continuous Risk
management,

Goal is to maximize benefits
and minimize risks of the
products,

Safety does not mean
RIsk Free

Safe = the predicted risk is
reasonable given the
expected benefits

“If you remember,
I did mention possible side-effects.”




There was something a little different
about this one so it seemed better to be
safe and sure. Dr. Frances Oldham
Kelsey on blocking Thalidomide s U.S.
drug approval

... [C]an we learn from this lesson; or can
mankind educate itself only by disaster
and tragedy? Sen. Paul Douglas on
Kefauver-Harris Amendments to the
Food and Drug laws, Aug. 8, 1962



