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1. Purpose of our visit
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3. BMERE MES
B TOAE(SIEMARE BERL EKX)

4. DIRECTIVE 2001,20,£C OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL

of 4 April 2001
on the approximation of the laws, regulations and administrative provisions of the Member States relating
to the implementation of good clinical practice in the conduct of clinical trials on medicinal products for
human use

EURRREBR S

5. COMMISSION DIRECTIVE 200528 £C of 8 April 2005 laying down principles and detailed guidelines
for good clinical practice as regards investigational medicinal products fro human use, as well as the
requirements for authorisation of the manufacturing or importation of such products (Text with EEA
relevance)

EU BRPREBRIE S DEERR

6. Detailed guidance for the requesi for authorization of a clinical trial on a medicinal product for
human use to the competent authorities, notification of substantial amendments and declaration of the
end of the trial  April 2004

EUBRAREBRIESICE DL SERFIHURNORKRHBRRIEFATRABCETIHII R

7. Detailed guidance on the application format and documentation to be submitted in an application for
an Ethics Committee opinion on the clinical trial on medicinal products fro human use  April 2004
EURGAREBRIESICE DL MEREZESNDHEICHTHIHII R

8. Detailed guidance on the collection, verification and presentation of adverse reaction reports arising
from clinical trials on medicinal products fro human use Aprii 2004

EUERAREIBRIERICE O AEBRBECHMI BN R

9. LOIn 2004-806 du 9 aout 2004 Article 88-97
TV ATRREEBRICH T DIAERIE 88 5~ 97 5 MAMREREE

10. ATU DR
TS5 ATERSN TOSEIM{E B (compassionate use) DHLRIZ DNVT,
TS5 AERERIT AFSSAPS BRI YMLENZHMR (DHEMAEE WARBF RILEHD
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Purpose of Our Visit

The purpose of our visit is to know
1) regulatory aspects of investigator-initiated clinical trials in each EU countries
- Is GCP binding for the investigators even if the pharmaceutical company will not
use the trial results for registration (new drug application, supplemental new drug
application)
- How the pharmaceutical company will supply study drugs to the trial?
Is it possible for them to supply drugs if the drugs will be used under
unapproved indication and/or dosage/schedule?
- Is compensation for the study subjects required even if the trial is
investigator-initiated trials?
- Is on-site monitoring required for investigator-initiated clinical trials?
If not, how to conduct monitoring?
Furthermore, how investigators conduct audit?

- How the investigators report adverse events to the regulatory agencies?

2) how health insurance is/can be associated with investigator-initiated clinical trials in
each EU countries?.
- would like to know how the cost of each clinical trials are shared; government
grant support, charity, patient payment, public insurance, private insurance etc.
(ex. In the United States, Medicare supports routine patient care cost of the trial
if the trial is NCI- or other publicly sponsored one)

3) How the investigators will use unapproved drugs (either brand new and unapproved
drugs or unapproved drugs for a particular indication (“off-label indication™)) in
clinical trials in each EU countries?

Such studies can be categorized into early clinical trials (feasibility studies, phase 1
and II) and later-stage clinical trials (randomized comparative trials and mega-trials

of thousands of patients).

4) government support system for clinical trial:
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1) EUROPEAN FEDERATION OF PHARMACEUTICAL INDUSTRIES AND ASSOCIATIONS
(EF¥P1A)
Leopold Plaza Building Rue du Trone 108 Boite 1 B-1050 Bruxelles Belgique
Christine-Lise Julou
Manager, Scientific, Technical & Regulatory Affairs

2) EUROPEAN ORGANISATION FOR RESEARCH AND TREATMENT CANCER (EORTC)
Av.E.Mounier 83, Bte 11, Brussels, Belgium
Francoise Meunier ,MD,PhD,FRCP
Director General

Patrick THERASSE,MD,MS C
Director ,EORTC Data Cancer

Denis LACOMBE, MD, MSc
Assistant Director Medical Affairs/New Drug Development Program Coordinating Physician,
EORTC Data Cancer

3) AGENCE FRANCAISE DE SECURITE SANITAIRE DES PRODUITS DE SANTE (AFSSAPS)
143/147,Boulevard Anatole France F-93285 Saint-Denis Cedex
Dr Philippe VELLA
Chef De [’unité Essais Cliniques-Loi Huriet

Dr Chantal BELORGEY-BISMUT
Chef Du Département De Lévaluation Des Médicaments A Statut Particulier Bt Des Essais Cliniques

4) INSTITUT NATIONAL DU CANCER
INCa, 21 rue Leblanc, Le Ponant B, 75750 PARIS Cedex 15, France
President
Dr David KHAYAT

5) NATIONAL CANCER RESEARCH NETWORK (NCRN)
61 Lincoln’s Inn Fields, London WC 2A 3PX
Richard S. Kaplan MD
Associate Director, NCRN

6) MEDICAL RESEARCH COUNCIL (MRC)
20 Park Crescent London W1B 1AL
Mark Pitman PhD
Scientific Programme Manager, International Corporate Affairs Group

Chris Watkins PhD
Clinical Trials Manager



7) Medicines And Healthcare Products Regulatory Agency (MHRA)
Market Towers Room 12-204 1Nine Elms Lane LONDON SW8 5NQ
Dr Martyn Ward
Head Of Clinical Trials Unit

8) EUROPEAN MEDICINES AGENCY (EMEA)
7 Westferry Circus,Canary Wharf,London,E14 4HB,UK
Patrick Le Courtois
Head of Unit
Pre-Authorisation Evaluation Of Medicines For Human Use

Fergus Sweeney Ph.D.
Scientific Administrator Inspections Sector

Francesco Pignatti, M,D.,M.Sc
Scientific Administrator
Safety And Efficacy Of Medicines Sector Pre-Authorisation unit
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March 14 (Mon) Brussels
9:00-12:00 EFPIA (European Federation of Pharmaceutical Industries and Association) headquarter
(Ms. Christine-Lise Julou & Mr. Brian Ager (EFPIA Director))
Regulation : XHEEZDEENFETHER L L THFINENEHO
Directive : FEMEKIEL TENENDOERFZOHIZID AL (ICHstep4 DXL DR HD, Dk, &
ETFEMAHRHHD)

% 5 o 7 commission directive td. =— 1w /NS & Council QR & EREGBRA W E ‘
EU commison (FEBF LI, SEMNSEDSNTNWBEL, EORETIL/RY) |, Parlament (GE
2, BETRIINZHETHR) | Council (BFEBUFRLE THEIK. & A N—I2EZRELTWVS)

M)

INPENG 2 5 4 EZZAY, initial 15 states IZFRAE U T4 A ik

EU directive on clinical trial 2004 4 5 AJif7. 7 T > AR L Thian,

Commison directive on GCP(H D T <5 1 IE—Z2H 5 D)

BN T, BHEILGC PIEBHICRED Z& 2RO biTng,

GCP inspector CGHH . BFEE T, SMHBEICEFTER ) BROTNLUNADIABDE inspect TE S

FRIIE, KERHFICHEAIND E RN S E EERKER &R BROEE Tldi WEMMNFEE T

BHERIBRIZ DWW T inspect  (audit) L TWBHL D7,

EZHV T BP0 TNBRIE GABREBICHES HDT.).

HERFME DOV, BETEBEMEELFE LU TH S,
RENODRBEESTTVBREHR T, TOXDBMELTHERENES TNDE I &ML 0N,
LU HADERFERRESRZD, BHHOP D TWLHMTHEE L ZAEFROABDMEET,
MR ILFE OBE . FAEOBEY RO ST W& B,

Bm2)
ENEA 2RET DG
Material document (3N TORIUILFEL SN TWRITIUIIR 5 750)
Hospital regulation
W E B T2HBOA ML N T IR e H0WZEaR, BREIERMEN2HIAEITHRT L&
RV, BE AR T TR 2 SE I U TTRE TR AT 5,

[AE] WRBEKABRICK > TR, BEFTETIERLS, BIFEETLLH02 (2005 FRICEZDAF—LNWEUHT
EZ9)

GBINER) JBERSSMEH ORI 2
BONSE T, BRI OFE THEISHMERNTE S,
RIRTENZEHDLNE DN
il 79 2 A TId. special agreement GEAWHIE R ?  BHF? 1 AFSSAPS THEER)

HE3) GRBsEBIGER

Un-apporved drug
Off-labeling
BEATHEIIAMIZHEE, (38 - (AOHIHIY R T LR

EUTH I ND &kt ORISR E T HG 28 M O non-interventional trial’ OHFHFITHL, GCPIT
EENCHED HET WA ISV AR BRI AT L EA R E (¥ SIS ORARIT T
Oha—I)OF v 72BN RICOTHEHNRH D, FEHROEDMEIENE LT, otz
BLTW,
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fA4) BMREBROYR-bRTA HAEE ERNBL>EHNENE D)
Routine patient care cost.

HRIREABIZ i 5 AME R 1L

INNHFHELTIND,
ffi 2
IRBOEE AT LAPEMENDDH S (RENI RBREFAZIICDHDDOH5)
INNHHRAELTIND,

70— )L EEH T D central IRB FLHEWN,

I RBTI, BHFRIRE THZ S, MENEEE EhECLNE,

13:00-15:00 EORTC (European Organization for Research and Treatment of Cancer) headquater
(Prof. Francoise Meuner (Director General),
Dr Denis Lacobe (Assistant Director in charge of Regulatory Affairs Unit)

DNWERITE T, off-label 1T DT h-o7z,
UL, Bi3hae - IR OEPICDONWTERL <7Ix> T&E/=,

EORTC H 4 Tld academic compound D IKERHRIZ - TWa7Zavy (cancer research UK 145 TWnW3),
EORTC 9 5 DD EM 5 D0V 1 HHAMIEE, —EORTC OERKIIMRD S 555 | B s»i2ETid 2

RGBS <. REIEFERHHE 2 ME TR TV D,
EORTCIEHGCPDMEMEHET LA, FMlICH> TidWwian, ENTHEANIMSED 5 BHEIEH 2
ZeN5, EZHYTEHPREZS Y TDH,
(1) Temozolomide D#ER (ASCO plenary) V&, EORTC /1% &I UTHHM, K 08 b

(2T DFABROFERZMEN U Tz, 5B T, Schering 7% CRO &22#) U T, quiality assurance (on-site
monitoring)Z > 7z CEEFID 1 5 %) N, 7tADOT O FI—)VMN—RLZ RRA > NTL TV
HOEST=OT, FIZHBERFER S e -7, BORTC MEFHIEHS (EORTC 12V regulatory affairs @
MEWH 0, 4B OFHENINZHY  FERRD 1 40WD) 2057z, ZOiH Tl Central monitoring
MNEF SNz,

EORTC V& NPO Td V. EORTC Foundation 73# & DB OWIFEE . 40%IdB3EM0 5 @ educational grant.
ORI EBHPRINFOERIIEA TEL WD, FIZ16-17 DFH LW IO Ra—LnE 5,

[Regulatroy affairs ]

100 #/ A OFi# SAE EE - T B,

SAE ., Bl DdH 5T X TOEOESISFICHEL TWD,

iU, EYA FOFEREROWEZEORT CT—F =¥ —RNPLoTN5,
EORTC @ SAE #H*. 3 safety manager -1 assistant

i BR 35R O medical care cost ?

BRAMEH OGS, HRRTEAENEEATHLABWES, BENRLD,. HDHWIIEEAREZH S
(ZDIREINZT TN BBROLD—fZ ., BN OERKMBRICHEHATE N7y 703H 3)

7N routine care cost DFPHERD TS OMN P BT EWDS, Kl RS0 552 5%,




ERE17THE S H 14 8 BUNEREmEE i
HICHERICEH > EHERLDEF ) F—,

Compassionate use program (Z MM IHPFE T — I EMEITRD 2. A B EENF > TW3,
(BUFTHEL TWDHD TR NDN?

Mareh 15 (Tue) Brussels to Paris
Morning leave Brussels for Paris by train
11:00-12 :380  AFSSAPS (Agence francaise de securite sanitaire des produits de sante)
(Dr. Chantal Belorgey (Chef du Department de I’Evaluation des Medicaments a Statut
particulier et des Essais Cliniques))
MBIZDWTIL, Eigs.  MEEIL “interventioan] trial (20% 3 LML 5 8 0 BNEFE AR 28 —)”
DBz EH (RERIZDWTIERE, (WEEEOELEEOHEELEBATIND)
10 ER & [ f 38 O B RGBS KB U Tz,
CTA__ (clinical trial authorization) application 2 F . v 7§ 2 HBH.,
2004 D 6 AITIET 5 AT EU directive THE).  ENLDLLENE, T RBARBDAH TR 0,
S, I RBAR+HHUROKRNLEEL S,

]MWWm®Emm%H@W%ﬂﬁ®7DFH*W€12%@25/7??1/7LT%U SHEZ A
HBFry L THE->TWD, [ RBEFHMiZDHE (I RBERFMAHELTIC) LTWwa,
Quality (F& UTHHD) & security (monitoring) ZEITF v J,  MEFFMZHUEITT RB,
[ RBIZDWTIE, 1HFLUASSEWIZEATSOP LT % TiE,
75 ATHE,. IRBEFERNATUYTZ20DTE AL, MBI LITEEENHEEL TWD (&{LT4
0)
EU directive DHA T VA ($hTik->ThHHx5) T, dosier ONBEMHEINTED, % RE1Y
BRI L, BEZZTTH LKA Z TED, KBRSNTWLREDOHE., SPCTCMCRHENE
DNR— L EATES,

Wi EHREERO & DI ”Z)\&D@ﬁilﬁ@ﬁtﬁi\%go sponsor IRERIZIMA L TWTHN—EN 5,
Sponsor {F1E% (8 0 %) 2kt (Hif) (2 0%) O EMNKETH D, e (2 /4) 7" sponosor
272 % Z &b e,

Academic clinical trial {4 T (Huriet Law 1988 ; Public Health Law 2004 2 8 H o HCRiAT7HE:) |
Bl DA S b S 0 b R L B (L L 2 ‘},E(?’J'?eC’)Z).)

EM 300 fE 7 ha— DS Y T T I v "j' 20%, 40> 9 9 5 %S, Routine patient care
cost (IR Ch N—END, o7 A NI ERIT IR B R 4

HEFRME © AFSAAPS 12T XRTOD serious adverse events  (BEH « RAMOT) OIMEZELH 2D,
EU directive 2VFENEIL. RETHD drug-related DA ZHETH T 2125, GEHIERZH59)

ADHP EWH RS R TFIREEO R I AL —vaF Il —F &< I AP TS,
“Law on Research = : BHFEHEIZ I N—9 25 #N TS N5 T8

Compassionate use (ATU) : 2% named paticnt based system (A DEAIFAF) & the cohort

compassionate use system ({23E[AIT)

WIIH AFSAAPS WiFAl &5 2 5,

St BEMNDWG  UFRELRL  REELEMNELEE AT - RET 4y B positive

Thenamed 2 500 0 O 20 0EIER/H the cohort 5 — 8 /4
(AFSAAPS O xy 7HA MMIH D)
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The cohort compassionate use td EU 2KIZH5K (EMEA THA &)

15:00-17:00 Institut National du Cancer
(Prof David Khayat)
Hotel: Concorde Louvre Hotel: Place Andre-Malraux 75001, Paris
2002 I T 7 KIMTEDNHRI N/ E &, TH BRG] 2K, TO®%, KYIE 2> TAHE
T3 BA 3%
2005 F 1 A& 3 FRITHIGR ST
HlE A TA—F oy 7 efT ok WFEEDHEK 40 miliion euro)

quality cancer care % INC MRET 5 Z &1272% (good practice requirements)

INC Wi OBEF v s 0 320 I AT A

Wbr ek, F— L RREE (bERk. AVRD . R (SRR T AT RE 2 i)

20004 27 00MBETHNABE. 553 0 0FEETHERE,. 2055 5 0ERIIEEEET
D DA &P

EU directive on clinical trial {E{AIZ B DERT DB ONDEEIDIn 0y (1988 EH15E O Huriet Law D
INEHITEEL WD),

Academic clinical trial 1213528035 5,

WE, AATIE, PO RENMFRECEREZH L THENEMINTEZN, 58IE, NC I ANEY
B T HGRER O A7 T A~ OIEFN R 7 A ST A S e Dy o3t D,

GMP, GLP FISiashE OV BT R MNEARTH
79 o AEERERR. INFTHSEBERE. HREHWTEHRIC D Tnwi,

AT ITNIVDEFE © sponsor WIS HE THFE, EKFHRMEEEZLHLD o
Sponsor MMWFEHE T, DENEAZ EE THRET 2

NCIRST—FE2I— (AFvT1564) 2FEDTE: 2 2D data  (manegament) center %
il MHFEOHKRBIEMT2) §5DT, ZNZ coordinate §5Z EMNC 1 OEHM,

(G5 22 Hilk OBIRZHE T %)
NCIZ130WAt>Y —%iH%¥ T % (national cancer research network)

Dr. Marc Buyse 7' 25 THEM 238 13 HA
NCI {Z 1,
*  fundamental research
health care
social science
clinical research
translational research
*  Dbiostatistics division
Nd 5,
Scientific Board (3K 7 7 > Z LIS O H & # THERR

Seamless transition to phase 111 trial & H$E 9,
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Dent, 2001 #m X Tld Multinomial designs M EME XN TN 5
(response rate and early progression rate)

Sargent 2001 i3 three-outcome design

Stratified designs

Tsiatis & Mehta 2003; Dmitrienko 2003; Buyse 2004

Predictive biomarker patient selection, prognostic

MINDACT bZ A 7/ (EORTC)
6000 A % &5

(LTIREWEEO 3 %N EHKHBRICE S RETEL 0 6WEHEINTNS) 21 0%BICTy 715
ZEEHRE

TSR, PMABEBRNBOICEREINTHWEINEINEZ Y —T2EHOEEND 5,
(CNIL=Commission Nationale Informatique et des Liberte)

2N DIRBN > U g (BACHAEL TWa BEEERZR—-EH) 75T,

ACTION PLAN - clinical trial-
Review existing structure and identify needs.
Define
Quality requirements for labeling of trials and groups
Role of all actors (INCa, federation of cancer centers, hospitals, CRO, etc.)
Develop
Program to support clinical trials
Intergroup collaborations
Partnerships with industry
Logistic and methodologic support for clinical research
Centralized information system

March 16 (Wed) Paris to London
Meorning——Institut-Gustave-Roussy—
(Prof. Michael Marty)
Leave for London in the afternoon by Eurestar 9039 (departure 15:19; arrival 16:54)
Hotel: Crown Plaza St. James Hotel: Buckingham Gate, London SW1E 6 AF

March 17 (Thur) London
12:00-14:30 (include lunch) National Cancer Research Network (NCRN)

(Prof Richard Kaplan (Associate Director of the NCRN), Louise- Woed (X/Ji5) )
¥ 9" The UK National Cancer Research Network (2D W T EZIT72 (b A—ATATAL Fbbzb)o
AFVAD4HEDONHS O AT IS,

9 0FMPEREFET, 1 FY ZONABBROREITE N> - (PR TRERE 7).,

199 7THITA T T2 &3 4DHEBITHT T, general A5 HEME & 8O EEERAT 2 EEHIC
7807,

Department of Health & Department of Trade and (Medical Research Council)¥H /Ly & 725 T UK NCRN %
A

NCRI & NCRN (FR/RBESE S8 OMRHEBE b AL —2a F)b U5 —F) IMA THEBE O
BEbHLTWwa,
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NCRC VEERPRERBR D 2% T

Clinical Trial Units D% %13 UK NCRC @ coordinating center 230> Ty 5,

Clinical Trial Advisory and Approval Committee (CTAAC)T® Peer review & MRC & Cancer Research 736

ETEMmL TWD, A2 /N—IJ international member THEAL.

MFEFEDOIRBE TS, NCRN O U —FF— A DMEMAT 573 5 CTACC IKTRHE A& 2 E
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DIRECTIVE 2001/20/EC OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL

of 4 April 2001

on the approximation of the laws, regulations and administrative provisions of the Member States
relating to the implementation of good clinical practice in the conduct of clinical trials on
medicinal products for human use

THE EUROPEAN PARLIAMENT AND THE COUNCIL OF THE
EUROPEAN UNION,

Having regard to the Treaty establishing the FEuropean
Community, and in particular Article 95 thereof,

Having regard to the proposal from the Commission ('),

Having regard to the opinion of the Economic and Social
Committee (?),

Acting in accordance with the procedure laid down in Article
251 of the Treaty (%),

Whereas:

(1)  Council Directive 65/65/EEC of 26 January 1965 on the
approximation of provisions laid down by law, regula-
tion or administrative action relating to medicinal prod-
ucts () requires that applications for authorisation to
place a medicinal product on the market should be
accompanied by a dossier containing particulars and
documents relating to the results of tests and clinical
trials cartied out on the product. Council Directive 75/
318/EEC of 20 May 1975 on the approximation of the
laws of Member States relating to analytical, pharmaco-
toxicological and clinical standards and protocols in
respect of the testing of medicinal products (*) lays down
uniform rules on the compilation of dossiers including
their presentation.

2 The accepted basis for the conduct of clinical trials in
humans is founded in the protection of human rights
and the dignity of the human being with regard to the
application of biology and medicine, as for instance
reflected in the 1996 version of the Helsinki Declaration.
The clinical trial subject’s protection is safeguarded
through risk assessment based on the results of toxico-
logical experiments prior to any clinical trial, screening
by ethics committees and Member States' competent
authorities, and rules on the protection of personal data.

() CJ € 306, 8.10.1997, p. 9 and
Q] € 161, 8.6.1999, p. 5.
¢ O] € 95, 30.3.1998, p. 1.

() Opinion of the European Parliament of 17 November 1998 (0] C
379, 7. 12. 1998, p. 27). Council Common Position of 20 July
2000 (O] C 300, 20.10.2000, p. 32) and Decision of the European
Parliament of 12 December 2000. Council Decision of 26 February
2001.

() O] 22, 9.2.1965, p. 1/65. Directive as last amended by Council
Directive 93/39/EEC (O] L 214, 24.8.1993, p. 22).

() O] L 147, 9.6.1975, p. 1. Directive as last amended by Commission
Directive 1999/83/EC (O] L 243, 15.9.1999, p. 9).

(3)

Persons who are incapable of giving legal consent to
clinical trials should be given special protection. It is
incumbent on the Member States to lay down rules to
this effect. Such persons may not be included in clinical
trials if the same results can be obtained using persons
capable of giving consent. Normally these persons
should be included in clinical trials only when there are
grounds for expecting that the administering of the
medicinal product would be of direct benefit to the
patient, thereby outweighing the risks. However, there is
a need for clinical trials involving children to improve
the treatment available to them. Children represent a
vulnerable population with developmental, physiological
and psychological differences from adults, which make
age- and development- related research important for
their benefit. Medicinal products, including vaccines, for
children need to be tested scientifically before wide-
spread use. This can only be achieved by ensuring that
medicinal products which are likely to be of significant
clinical value for children are fully studied. The clinical
trials required for this purpose should be carried out
under conditions affording the best possible protection
for the subjects. Criteria for the protection of children in
clinical trials therefore need to be laid down.

In the case of other persons incapable of giving their
consent, such as persons with dementia, psychiatric
patients, etc., inclusion in clinical trials in such cases
should be on an even more restrictive basis. Medicinal
products for trial may be administered to all such indi-
viduals only when there are grounds for assuming that
the direct benefit to the patient outweighs the risks,
Moreover, in such cases the written consent of the
patient's legal representative, given in cooperation with
the treating doctor, is necessary before participation in
any such clinical trial.

The notion of legal representative refers back to existing
national law and consequently may include natural or
legal persons, an authority andjor a body provided for
by national law.

In order to achieve optimum protection of health, obso-
lete or repetitive tests will not be carrvied out, whether
within the Community or in third countries. The harmo-
nisation of technical requirements for the development



