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Where do | come from?

« Intern, Pain Clinic

« Transplant Coordinator, Academic Medical Centre

» Medical Director, Solvay Pharma
+ Head Healthcare Management, Achmea

« Director Public Health, Ministry of Health, Welfare and

Sport

» Executive Director, Medicines Evaluation Board
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Declaration of Interest

* Management Board EMeA
« Advisory Council TOPRA
* Board of Trustees TI-Pharma

* Board of “Cancer and Creative Arts”
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A Changing Regulatory Environment.

Aginus A.W. Kalis
Executive Director of the MEB
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18 September 2008 ¢ BG

Safety standards put
under the microscope

Pharmaceuticals

FDA imposes Ranbaxy import ban|
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Contaminated Heparin Associated
with Adverse Clinical Events and Activation
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ABSTRACT
PRESS RELEASE
ssexcrouno Luropean Medicines Agency announces recall of Viracept

There is an urgent need to determine whether oversulfted chondroi
a compound contaminating heparin supplies worldwide, is the ¢ ‘The European Mediciues Ageucy Las been made aware in the evening of $ Jue 2007 by e che
anapylacioid resctions chr have oscured af ntravenaus hepay RSEiaton Limiedof o comamation vith s il wbsance afetn the production of Viscept
tnitheUnved!States ind Germanys 3 years of age and older. As a consequence, the product is being recalled from the European Union
ket Wil e e,

ok s dentlid e pesae o s nespetcd optmant ety syl oo koo
‘methane sulfonic acid erhylester) in some batches of Virncepr. Fihyl mesylate is a known genotosic
b (om0 DAY The levl f o fo paiets sewling froh i contminaton s e
1o menstre, e is currently under futher evaluation

Asibe Live alfected al strenals sud
Derforming a complere recall of he medicina] prodcr. All packs of Vieacept currently available on the
ALN narker, inchuding packs hat patients may have at home, will need to be renuenad to the pharmincy

Viracept, e compiny is

ok kit ?
raans

while taking part in a clinical
drugs trial.

Al are still in intensive care in
Northwick Park Hospital, north-

west London, after falling ill on Ty o
Wonday Motk Bk sl

MyFanwy Marshall told BBC News her boyfriend's bady was
badly swollen and she had been told he could die.

One of the drugs companies involved in the trial said it has
apologised to the families of the men

But relatives are said to be unhappy with the information
given from the firm behind the anti-inflammatory drug.

The farmilies had been given *mixed messages® during two
meetings with pharmaceutical company TeGenero AG, which
manufactures the drug and Parexel, which ran the trial, it was
claimed
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After the discovery d tens of f people, experts are

hunting for better ways to monitor drugs on the market

Gaps in the Safety Net

Forthas who st govermentapproved
drugs,

Since the Vioxx debacle, offcials unning
tmarket

mx tolerance

mater o ant L e
Viows, pulled the drug offthe global market
in September afier a clinical tria linked it to
heart attacks and strokes. In October, UsS.
eglator onchuded tat o clssof

sidering how they might do better. The
uncomfortable truth, some say, s that all such
systems have gaps. Several nations and the
European Union (EU) boast aggressive sur-
veilance systems, but many are new and have

i
Chideenand spped up vamings oftisdan
ger. In December, studies of
ot ikl el wmhd m more
cardiac risks. Just 5 days before C}
ity i nmcnlmn
study announced that Aleve, approved as

prescription painkiller in 1991, may also
trigger heart problems

“These cases all involved drugs that had
et exnsive sy st s
been on the market for years. And they
disurbing qucsions. Should pubic athre.
tieslke the US. Food and Drug Administr-

not been Exentoly’ i
bad shape here” says Ber Leu phs
macoepdemologis i the Univershy of

ALMP Croatia, 13 Nov. 2008

lvh"vely relaxed about drug approvals in
contrast 0 DA, which had eamed a eputa-
tion forcaution. Furope released thlidomide
onto the market in the late 1950s,for exam-
ple, and left it there for years. But an FDA
reviewer spotted potential problems; she
declined 1o let thalidomide through, and it
was not approved.

“Today,the roles are often reversed: FDA s
requenty thefirs 0 approve drugs. The FDA
staff i paid in part by “user fees” from regu-
lated companies. Industry and patient groups
Tobby for speedy decisions, and FDA now
tumns some applications around n 6 months.

FDA has allowed greater risks in recent
yearsthan some ofher regulatory agencies,
according to abservers such as Lucien
Abenhaim, a pharmacoepidemiologist at
the University of Paris and McGill Univer-

© CBG-MEB
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Vheream 7 » Home > News > World News > Asia News
From Tne Times
August 20, 2008

Drug trials in India under investigation
after 49 babies die at leading hospital

The deaths occurre
nstiute of Medical S

vers period of SDmarthsat e Al s
lences public hospital in Delh
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Breaking News on Drug Discovery

DrugResearcher

storm'

storter

News headlines Research management

k trial tragedy: scientists reveal how *cytokine storm*

By Mike Nagle
29-3an-2007 - Sci have revealed a possible reason
why the Northwick Park clinical a drug
designed to stimulate the immune system instead led
to multiple organ failure in the human volunteers.

Soientistsfrom the Department of Immunslogy at Imperil

it s e hich m

SR e SR R O,
scientists have been at a loss o explain until naw, an;

oo ol b0 e e peevact harthar Sl el wagedies n thefure, The severe negative offects
observed in the six human volunteers were especially unexpected because no adverse were seen in previous
studies on monkeys even though they were given a dose 500 times greater than the human volunteers

Instsad o subty re-tuning:the Imimune system, a5 developer acenerg hapad, TONA412 Induced a o called
“eytokine storm'; the immune system was sent into overdrive an: healthy organs with tragic results
HAWEYor BT, P A RS PR AT WOE Sacied 1HE B eni WS RS B I brEciiEalrseehr it

The scientists discavered that when they stimulated CD28 an these previously activated ‘memary’ T cells, they
migrated from the blood stream into organs where there was no infection and caused significant tissue damage

“Our ressarch suggests that this is becauss the human subjects’ memory T-cels [ost their sense of direction and

started migrating into seversi s ody where they were not supposed to go, and caused damage,” sai
Dr Frederica Marelli-Bera fram Imoerial Calleae Landan.
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Times...
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Challenges (1)
* Quality standards (GCP + GMP.....)
« Ethical aspects
+ Counterfeit
ALMP Croatia, 13 Nov. 2008 © CBG-MEB 14
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The field is broader than just pharmaceuticals.

There is a host of products that are used in
health care and for humans which are to a
smaller or greater extent “adjacent” to
pharmaceuticals:

» medical devices

» human tissues

» advanced therapy products

* cosmetics

« food supplements and functional foods
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Range of products

TRADITIONAL
FUNCTIONAL MEDICINES
FOOD ,
BOTANICALS |
~}

ADVANCED
THERAPIES

REGULAR
MEDICINES

HOMEOPATICS MEDICAL
DEVICES
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Challenges (2)
« Converging technologies
+ Development problems
* EU regulation
* Regulatory Science
ALMP,Croatia, 13 Nov. 2008 © CBG-MEB 15

There is a certain convergence in these fields.

Transparency and coherence in regulation
across product categories are necessary.

In addition, it should be clear to any user,
producer or other stakeholder, under what
category a product resorts.

ALMP Croatia, 13 Nov. 2008 © CBG-MEB 18




Blurring of ‘traditional’ boundaries

Which products cross the ‘traditional’ border
between drugs and devices?

* Borderline Products
« Combination products

cBG
M E®B
Super Smoker:
pharmaceutical?
consumer product?
medical device?
3
“»
\
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Converging Technologies:
Retinal prosthesis

Second Sight®: array of electrodes,
attached to the retina and used in
conjunction with an external camera
and video processing system.

ALMP Croatia, 13 Nov. 2008 © CBG-MEB 23

Borderline products

+ Osmotic laxans

« Cooling gel with menthol

« Active charcoal

* Heparin solution for rinsing catheters

« “Cosmetic” products, e.g. Botox / tooth
whiteners

« Electronic sigaret

Borderline discussions could be considered as
‘indicator’ of coherence between definitions

ALMP Croatia, 13 Nov. 2008 © CBG-MEB 20
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Converging Technologies:
Artificial Limbs

Rheoknee®: joint filled with fluid with nanoparticles, with a ‘memory’

Taschen-

N\
cBG
Converging Technologies:
Treatment of cancer

Mutti-functional Nanoparticles -Targeting

* Imaging

* Therapy

» Monitoring

in one molecule
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Converging Technologies:
Deep Brain Stimulation

Parkinson’s Disease Deep Brain Stimulation
Syndrome of Gilles de la Tourette
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Implantation for reconstruction
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Advanced therapy products . s ¢
M EB

Combined ATP

Gene therapy products
Somatic cell therapy products

Tissue engineered
products

Source: EMEA
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Implantable materials ' **
Stent coatings

— Nanoporous alumina and hydroxyapatite coatings increase biocompatibility and
thus efficient stenting — development phase
+e.g. AlCove Surface GmbH, Germany
+Debiotech SA, Switzerland

— Similar coatings carrying drugs for drug-eluting stents — development phase
+MIV Therapeutics Inc, Canada

adam.com
ALMP,Croatia, 13 Nov. 2008 © CBG-MEB 26
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Convergence of technologies

» Convergence of technologies blurs the
traditional boundaries between
pharmaceuticals and the “adjacent” product
categories

« Cooperation and coordination with other
sectors will be mandatory and challenging

« Even more challenging will be to aim for
coordination and harmonization at a global
level

ALMP Croatia, 13 Nov. 2008 © CBG-MEB 28

New Gene therapy kills

[ m Cancer cells!

How does it work?




Development problems

* Predicted “revolution in medicine” has failed to
materialize

« High hopes in advanced therapies have not
yet been fulfilled

« Industry always looking for “blockbusters”

* BUT: Less New Chemical Entities

c B G
M EB
Consultations

In 2007, the EC (3 different DGs) has conducted
7 consultations:

« Variations

» Medical devices

+ Counterfeit

» Advanced therapy

» Pharmacovigilance

« Information to patients
» Competition

ALMP,Croatia, 13 Nov. 2008 © CBG-MEB 33

Regulatory governance

~ TN
Regulat! *nefit-risk
Logic assessment
ta an
vidence
~— —

Regulatory learning
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Setting the agenda on regulatory hurdles cBG
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Round Tahle
"Completing the Single
Pharmaceutical Market” PRIORITY
: ?‘ MEDICINES FOR
K EUROPE AND THE
| & WORLD

Convened by ’
Or Martin| =
Bangemann| A5

Ajeport prepared by WHO for the
Netherlands Government, 2004

by Warren Kaplan and Richard Laing

PERSPECTIVES

EUROPEAN COMMISSION
‘s ENTEAPRAE D WOUSTTY DRECTCRATE SENERAL =
3 (&

Cutting the cost of drug development?

Michael D. Rawlins

MakaG Evrors 4 Hus ror Sare axp Inv Mepicives

(OUICOME OF THE PUBLIC CONSULTATION
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Regulatory Science

» Make more boundaries or take them away?
Be strict or flexible?
(e.g. regarding orphan drugs)

* Lowering our standards leads to which

consequences?
» What guarantees does a Risk Management
Plan give?
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The way ahead...
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