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The PG informed consent should include:
1) A statement of clear rationale
2) Fields of study for sample use
3) Length of time the sample will be stored
4) Sample coding
5) Options to withdraw the sample
6) Expected benefits to the patient or others (if any)
7) Potential risks
8) Treatment of and participant’s access to the study results
9) Handling of intellectual property generated from the use of samples
10) Ownership or custodianship of samples
11) Ownership or custodianship of data
12) Access to samples and data
13) Liability of the investigator
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(n=111)

60-69 &%
(n=120)

(c) Azuma J, Tsutani K
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% 13-1 Drugs withdrawn from various markets (1990 to 2004) for safety reason?

Drug Year of withdrawal Reason(s) for withdrawal from market
Dilevalol 1990 Hepatotoxicity
Triazolam 1991 Neuropsychiatric reactions
Terodiline 1991 QT interval prolongation and TdP
Encainide 1991 Proarrhythmias
Fipexide 1991 Hepatotoxicity
Temafloxacin 1992 Hypoglycaemia, haemolytic anaemia and renal failure
Benzarone 1992 Hepatotoxicity
Remoxipride 1993 Aplastic anaemia
Alpidem 1993 Hepatotoxicity
Flosequinan 1993 Excess mortality possibly due to proarrhythmias
Bendazac 1993 Hepatotoxicity
Soruvidine 1993 Myelotoxicity following drug interaction
Chlormezanone 1996 Hepatotoxicity and severe skin reactions
Tolrestat 1996 Hepatotoxicity
Minaprine 1996 Convulsions
Pemoline 1997 Hepatotoxicity
Dexfenfluramine 1998 Cardiac valvulopathy and pulmonary hypertension
Fenfluramine 1998 Cardiac valvulopathy and pulmonary hypertension
Terfenadine 1998 Drug interactions, QT interval prolongation and TdP
Bromfenac 1998 Hepatotoxicity following prolonged administration
Ebrotidine 1998 Hepatotoxicity
Sertindole 1998 QT interval prolongation and potential for TdP
Mibefradil 1998 Statin-induced rhabdomyolysis following drug interaction

and concerns on other potential drug interactions, including
the risk of TdP

Tolcapone 1998 Hepatotoxicity
Astemizole 1999 Drug interactions, QT interval prolongation and TdP
Trovafloxacin 1999 Hepatotoxicity
Grepafloxacin 1999 QT interval prolongation and TdP
Troglitazone 2000 Hepatotoxicity
Alosetron 2000 Ischaemic colitis
Cisapride 2000 Drug interactions, QT interval prolongation and TdP
Droperidol 2001 QT interval prolongation and TdP
Levacetylmethadol 2001 Drug interactions, QT interval prolongation and TdP
Cerivastatin 2001 Rhabdomyolysis following drug interactions
Rofecoxib 2004 Myocardial infarction and strokes

(Tdp = torsade de pointes)
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1) 77—~<3% /37X (pharmacogenomics) : #ifd, Mk, BEA, REOLicBwT,
(Tt B AREDERE S ) AERICES THE~DHEATTH Y, WEOBE(L %
EEHELTWE., L22WoT, BIEBIVEREARIIBNT, B4 AOERIIT 5 K5
MR REODEEHIIEETAEBEFORBADSHE L, 1 21F Responder/Non-
responder NDH|EL & H EURFESE F 18T,

2) 77—~<2Vx3T 47 A (pharmacogenetics) : 1950 FRPSEIZXFTH L P ORIGHED
BAZZHAT LIRS (R, EF - KBRER2E) OWREPKIY, EMERAT L5 -7
v M FREYERICEETAEFRAOE TN O ZOEGEE, TRLLERNETFOREST
EZH0EMBLTHFERMELTERLTELLNT, SHITICEYERBICEST 29T
rHLIICEBHASINTETH S, '

BRI C i3 EMEA/CPMP/3070/019 12RD & 5 RECEb D 5.

1) There is at present no consensus in the literature on the definitions of “pharmacogenetics” and
“pharmacogenomics”. Actually the terms are frequently used interchangeably.

2) Pharmacogenetics is the study of interindividual variations in DNA sequence related to drug
response.

3) Pharmacogenomics is the study of the variability of the expression of individual genes relevant
to disease susceptibility as well as drug response at cellular, tissue, individual or population
level. The term is broadly applicable to drug design, discovery, and clinical development.

IEEREELF (FDA) @ ¥ A % A [Pharmacogenomic Data Submissions]® Tiikd) X

BRI NTWD,

1) For the purposes of this guidance, pharmacogenomics is defined as the use of a
pharmacogenomic or pharmacogenetic test in conjunction with drug therapy.

2) Pharmacogenetic test: An assay intended to study interindividual variations in DNA sequence
related to drug absorption and disposition (pharmacokinetics) or drug action
(pharmacodynamics), including polymorphic variation in the genes that encode the functions of
transporters, metabolizing enzymes, receptors, and other proteins.

3) Pharmacogenomic test: An assay intended to study interindividual variations in whole-genome
or candidate gene, single-nucleotide polymorphism (SNP) maps, haplotype markers, or
alterations in gene expression or inactivation that may be correlated with pharmacological
function and therapeutic response. In some cases, the pattern or profile of change is the
relevant biomarker, rather than changes in individual markers.

ZDEHIWCTr—=ATF ) IV ADERIEIBATHY, 77—~ I 7 ADEBREILD 5

FTCOBED—DELZ-oTWAEEZ LN, 20054 11 B2 4 7T ICH (International

Conference on Harmonization) SEXHAMI»N, 77 —~a7 /I 7 AQIFLARDT —F 7T,

terminology (FHEEEH) 2 MEEELTALZ LRI NLY b dhh, 4%, HRENL L
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EGFR (epidermal growth factor receptor) BIEFZEEIX, 77 4 F =7 gefitinib (1 L v 4@
Isessa®) OFE#RUEZFHULI)AEELRFTHLIEIREINTVELY, 7A PSR HIT,
VARV — EEWERICEfRT 5 SNPs (—3RESZ ) 2B RE T4 - 0REAKFEREMIF L
KEMERITo T D, o, NI AY—F— 2R T L0 EKREERKRERE 7O 74—
Lok =—BLUATF1ANVTOTFRAa—T L RFAFELZToTWA,

FDA i 20054 6 A, AV ./ 5 7% ¥ irinotecan (7 ¥ 7+ — )V Camptosar®) DRI LEL L
L, Zvru BREBER UGTIAL OB FEETH S % 28 ¢ FETHLOEETIE, HEL
BELZ S CREMERVSELA2MMEIH L EHE LAY, £LT8 A2, Invader UGT1AL
Molecular Assay 25888 & 7100, BARTY, H—BEE, E—(L2ELN, DHELEESTTH
B, INETIZ, FDAREERETREL LT, ¥ M7 L4 P50 D 2D6 B L U 2C19 DEE
# M+ 5 Roche AmpliChip!? if 0812 HIV O At 12 R 2 EE 5+ 2 TRUGENE
HIV-1 Genotyping Kit # 527 L T\ 5,

BB E ST, 20060 F 1 A0 2 BIChCMF Va7 /)30 2ABL 77—
a7 I 7 ADEHAMIOWTIBEAEEHEWNRICT V7 — VAL ERL - (FARE%HK
63)12), FOMER, PFTLIF I 7 AEH40% (24F) OLETEA SN, BIERETORE
WasL gy, BERRRTOEETE, b FEEROTFH, X7 =X L@H, N4 47—
A= & BBV, S A= —FE, A & OEFIMLIER ST\, BEEFEEEIC
BWTLHR—¥F—7v+A, RT-PCR (reverse transcriptase polymerase chain reaction) % HL 1)
AMNTVBEEDED, AbrDRT7 7 —~37 ) I 7 A2 EBYBEEFMICI) ARTWAEL
FiIH45% (301) Thot.

BMELCKTECTHRMAFEBL TVBEERE LT HFTFAY X7 7 trastuzumab (HN—+
7 F »® Herceptin®), b @271 ¥ V' ¥ troglitazone (/ A H—1L®), A VA~ F =7
imatinib (7" Xy 7@ Gleevec®), Y'# 71 ¥ V' pioglitazone (72 FZ®), Fya r v EL T
HER 2 EFLCMENTVS, ZOMIZH 50 L EOBESCEFEORRABRIITHONL TV
EHERISNB. ’

EEMRARICBVT7 7737/ I 7 AHFT A2 803, BIREZOMEL, MtHRie
@%%k,FUVTTWFRQ%GEF54,ﬁ%'@ﬁ%@ﬁﬁﬁﬁﬁﬁ,ﬂv77y7ﬂ%
MOLODERZETHB., T/, 77—737 7 I 7 ABREERODEEZHECLERIEH
THLOIT ) LT TERL, 70574 -4, A5 FA— L2 &N, v —h — BRI S
%, TTETHEAILZ>TLBLEDONS. FDAILZ OB EITHIELT20054E 4 FI2FF 7 b
a2 ¥+ 7 b ~—,%— [Drug-Diagnostic Co-Development |13 % /ZAB L 7-.
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Drug-Device co-development process:
Key steps during development

Platform Change

. ] %
Basic ' »Pﬁ:'z‘pt‘,'pa N, Praclinical \ . Clinical . \TDA Fifiogs
Resamech @ DesiNar o fopmant v Approval &
) TETA Dieravery T A Phasz 1 0 Phase 2 4 Fhase 3, Lawnch

E

t 1 11

Apalytieal

Seckion . : —
i Pre-Clinical g, =~

Section . ‘ ’
' : o lindeal. ' K™
swetion ! —— )

coo cClindoal

Section |

13-1 Drug-Device Co-Development Process: Key Steps During Development!3)

CDEHT7 7 =33y ) I ANEREOEEGHABEFICBVTAERLEINE L) IR oTE
7255, EHIED TV DILIHEADEBRZBL I ENRTRTHY, 2070103, HEE
WEETAILIISBKROZLTHA.
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57V,
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MR OEE 2 KWICERIZTA2LERH B,

CAEBEIZB W TIE, pharmacogenetics F— ¥ # U TR COEBRBEHROAEFHEZ LT

H1:0NEEEBRRBEZTE LRI LW,

20054 4 A, 737 b rsticB v, DIA (Drug Information Association) & FDA 72 &8
3t[F T [Pharmacogenomics in Drug Development and Regulatory Decision Making] 7—2 ¥ =
vTERBEL, BEA®S D 20 ARBESSMLTI 7 —<3 5/ I 7AWV PIARS T
47 (BAME) RFEFIZEVFLLEIERNA A~ —RERTHRAAL EITOWTER
Sniz.

$7-, 20064E 10 B, ¥V 2% — 7T DIA/EMEA/CIOMS/EFPIA 7%3t4# L T [ Pharmacogenetics:
Development Issues and Solutions for Safe and Effective Medicines] 7—2 ¥ 2 v 7% g L 7-.
INT—rvay 7T, TNTTEER, TEA77—<IT o374 7 AZWMOMATE
HT, 77—V 2374 7 ADFEBRIBIDE IR B720ICHBRLETNEER S R VERE
ELTHYTIWVINE, "Adx—h—DON)TF—Yary, EEREBHEOIT A NTy TAY
b, BBRTORZLEMEFRUELREVPERTHAZEVHLPIIRoTEZI L, ZEEDPD
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BHIF A — P LT CEBP R R 7. .

WFIZLTY, 1 FEALDHMREREZBRIIBVWIEEN R/ Y7+ —LF - avtev %
RTABSELRIBRAELLIOLLTEY, DPED ZOFMIZEAR) DIEHENEL, 17
F—L F-arverh, ABOEHE, EABHRORELEIZOVWTHIRETHILEND 5.
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Harmonization(ICH)

RE T (EHASESSE R s R, BHlkm
KRBT IEL v 4 —E)

(U ®HIC
DGR LR & CIRPUZE L CldfE 4 OREAINER SN T\ 5b,. CRO (Contract Research

Organization) %> SMO (Site Management Organization) SEREIE Nz & 12X D, KmEERS
RS ) = ZICEBBFTIIRL TETWS, RERICEBTAHMB L e ML AL
CIZEY, BB TE] [AE-F], T[22 ] CHETAERSA —TVIilhol. TNHIE,
kAT Ko TE BT 55, |

BRIZBITAEERRAEDORE - ZFXFEEEFSY T4 v 7B L7, FEERZHOF
T o, BERIEEWORR, invitro T-E3EWCOERER - EHOBKE, 2 M TO
BRREER, ARHE, OEBLIEIEZINERL2V. Ih6OBERIIEEME ORI ED
WTEMESNTE 2, BADHRAT v 7TORBMOREZ 2 Td0F, EEGOBEERELLU
MEEMICET A% (Good Manufacturing Practice: GMP), B THOEZR G OLEMRERED
ERIZEE T 5 E%E (Good Laboratory Practice: GLP), EERBOEKRABROERICHE T, EKE
(Good Clinical Practice: GCP) T& 5. |

ARICBWT, BRABRICHET2HEETHS GCP (IH GCP) 13 1989 (FRTLE) FIZLRFD
EEEEBERERN (EREL4F) L LTHEN/A [HGCP X, BATORKARKEFFHN
DPOMBRICERT 50 0BRNOEETH 7275, NERAELTOL L EHERROREMA
LI ENTELh oz, F/REBREELEES (Institution Review Board: IRB) DOHBATFEET 5
WHHRHLHY, IRBEHEBEETIRBUNOZESTHERZIT ) EEBELEELL. 5618
83 %® IRB IZI3HMBEENFAEL T ih o720, [HGCP 2R WL o b OMELTFRE L122S,
EREMBOEMLER (BRBEEM) PHRESNTVRIZAp2rb 56T, ERICITKEEIBMR
HH)LTITY, TOARTELCERTAVATLAVPEIN TWiado7/-2 3, REROEEHE
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DE»LHLBEDE THo/tbELZONDL, DL BRRILTTH o7z, HEDBEKAER
DERSEDP S EFEFIECFTFHESA TV, 2 heboThRE, BRICEST2E (T
Br - ik - BEMERE) ORBRIIBEREESKEHTH o 7.

1996 £E 12 ICH-GCP 25— EF 4 X &N, 1997 F 2% GCP 347 &1 1998 EIZFEEHEIT S
Nz, #0%OBETCORILBEZLETHFLEEDLNS, KEEICE o T, BREROELLIH
HibEn, 7RI VOERBLIUBEEBSLELRY, TS/ -HEOUEBISULHAEEHL L
ol WROLH LR, THMINVORE, MBEE, To5 )/ BIUEENE
(Source Data Verification: SDV), HEZR#E, 793 VAV P BIUEN, BRERSED
ERSE, WEZEOREDOHBEL LS { OUBEXEDOREL LTI ) AWEROER AN LE
E0, Wwhwd “Me too drug” EHEGENSBRNENE I LI o7, 2O EIZLD,
BARDEBEPKRELBITAEI LI o7, EEBEIZBVWTIE, EEREORBIUVERE
MOEBOHEMEN, SHAXEOER, 1 74+—4F-art>Y bOER, 70 bavki~0
MG, BEEZRE, BEEHEOITANLR Y, EBRIZIT TR T 2WIREFHEEL, Th
SBIZMETARBEEROBRBB LR IE L LTOWEEKRI— 71 % — 4% (Clinical Research
Coordinator: CRC) 2BEHT5 2Ll %b. LWELEZ Y - L VITECHERTS 2WEES
T CRO ZiEHL, LELEBNEBORTH L VIR NELHERTE 2WEEKEIZ SMO &
R¥ETHZ LIk olz. CRO, SMO, CRC DIEBRA~DEE L, BATIEEROZI L THY AR
BEIRCLEBEVDVTELEBIZHBL LR B,
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ICH D85

1960, 1970 £, B - K - BREZNENOMIBTERREADI=ODH A F 74 ¥ L H
rHIELTEL., —F, BHEMENFEBRLLTI/a—-NIVRBEEPESCHT, FREFNOHBRT
RRABRZERLTIT) 2 LiE, BROBRELFARBICLELTLRBESALHLVEZRET S
BEIC Y A LS /e L3¥ 52 81l o7, 1980 £4%12 EC (European Community) (ZE—
D=7 v FE ECRHRETHILL L) LA, AFICEERAB LCREEHHON—FEF L ¥
g vOF M LabNsz. 1989 4, 23 TH» N7z WHO @ Drug Regulatory Authorities @
SHETEREPRRSN, AUBREREEF A EASS (International Federation of
Pharmaceutical Manufacturers and Association: IFPMA) (2@ & 27247 o7z, 1990 £D 4 A
PR FRE A% (European Federation of Pharmaceutical Industries and Associations: EFPIA)
PNEEL, B - K REROBAGILE & MEERICL2EEFORFOERRHFA<HE (ICH) 2°
ZERL7:. EEEE4 (Steering Committee: SC) 134742 < £ d 1EZ2E, =D b HEY T
REInsZ &ilhor-.

Hk EU EZE SHAIFAFEM 43 (International Conference on Harmonization of Technical
Requirements for Registration of Pharmaceuticals for Human Use: ICH) O¥E&iE, L) BWEHE
m BB, TNeLELTHBRESALREL, NEORE - BHLICERT LI L TH 5.
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H- K- -BROZBTREINLIFEEGOKIILEMF DO 8 ~ 9 EIIREY, EEFHOAFZBEFIC
PEGZHREIEBTEL L7720, H2HBTARINTVIEERTOHNOHIBTARR LB L /-
DI FOHIBORENCE D W BRRBEr BETOLR T NE R b ko7, W TOEKRAER
DEMI, BEOTERMOES - BEOBMEE ) BAOBMLERLTE Y, EESER
CRDABERIIFEBIIZE L TW, 362, BERBERICEDLEHOEINEESEROM%E
Mo %A, EBERESEOEINCIOLZFALIETHHY, TOZLREBTHEBEOMEL LT
FHEN TV, B - K- BROZBE, BOBWT— ¥ THNEFTANEER T2 HEE %
WELTBEY, ICHEIZBORFEROARREFIRDODLIAEN—FTFAXTEHILITLD
HEELOIELRBEMAZEETAOIIC191E7) 2y LV TE I ARGHEIIHESI L. 20
%, 1993424+ —5 >~ F (ICH-II), 1995 £ 2#E (ICH-II), 1997 E£i2/H 7 ) = v kL
(ICH-IV), 2000 4Ei2% v 54 == (ICH-V), 2003 4612 KM (ICH-VI) TAKBEAERLN,
BEMRIEEHS (Expert Working Group: EWG) DEBIRIA AT Iz,
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ICH O1ER < EE

ICHEEDERIZTTEHDO WEB ETHRET A EANTE S (hitp://www.ich.org/cache/
compo/276-254-1.html)
ICHIETERD6/3—=F 4 £A TH—N—BLUBEERTERINTVS,

1) FkM:#E4 (European Commission (EC)-European Union: EU)

ECIZEUD 25 IMBEILER SN TWD, ICH DFE)Z the European Agency for the
Evaluation of Medicinal Products (EMEA, http://www.emea.eu.int/) @ ¢ Committee for
Medicinal Products for Human Use (CHMP) 2 X o TiThh T3,

2) FRJN B EA#E A4S (European Federation of Pharmaceutical Industries and Associations:
EFPIA)

EFPIA 14 20 DEECERFHEL A5 D) — T4 V FHELE P OBER SN TS (http://www.
efpia.org/).

3) E&E%E4 (Ministry of Health, Labor and Welfare, Japan: MHLW)

ICH DB ERELEFBHEEEROFOFEEAR L TEMKRTITOL TV 2. EEMm
RS54 (Pharmaceuticals and Medical Devices Agency: PMDA), EV[EHEGEMLEE
WFERT (the National Institute of Health Sciences: NIHS) B L USEBOEMRRZER, M
BT F)N4 A %47 > T\wb (http://www.pmda.go.jp/, http://www.nihs.go.jp/mhw/
index.html).

4) BASE TR 4 (Japan Pharmaceutical Manufacturers Association: JPMA)

HASETEHGRINERCELZRT HHOMBAELEI OSBRI N TS (hitp://www.
jpma.orjp/). JPMA OBEMFIZICH DK ¥y 7 DEFMFKELE (Expert Working Group: EWG)
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THEEL TV 5.
5 XEEMEZELE (USFood and Drug Administration: FDA)

ICH ®{EEhi3, Center for Drug Evaluation (CDER, http://www.fda.gov/cder/) & Center for
Biologics Evaluation and Research (CBER, http://www.fda.gov/cber/) »SH. &% DiThbh T3,
6) KEMEEE TEH4S (Pharmaceutical Research and Manufacturers of America: PARMA)

PhRMA (http://www.phrma.org/) (ZKERELEESTI7T OHELES L TZNL HEL
EHETOMOBEESHDPLERINTNE,

7) A TH =N

F 7 —N—Z ICH 0:EEZEE4 (Steering Committee: SC) IZFNEFNEE*—2TOd o
Tw5,

52 R 4% 2 The World Health Organization (WHO)

FrH B B 5)3# 4 The European Free Trade Area (EFTA)

Canada
8) EHRE

The International Federation of Pharmaceutical Manufacturers Association (IFPMA) ({5
D56 PEOHELEFFEST, ICHEERREIIEEZ ZoboL bz, BHERELEEL
Tw5 (http://www.ifpma.org/index.aspx) .
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EEZER (SC) N&REl

ICH DEEIOFMETRETHAOVEEZRESRTHSH. BAWIZE, X2ty s %
N=—EFARXTEDPEE6~T 4 —BLFFTT7HF-N-DEBERAZEELTRET 5. EEZES
TrEYy IPRET R L, SWCTHEMAREZ EH LEMREHE (Expert Working Group: EWG) %
WiETH. EWGIEHTAFIAVEERTAH7:-0ICEMMICSELT D BLRBEEZEVEL, EHK
MEH—BEZBEASICHEL, EERESOFMEMC. HA X7 VHPREHIIN-—FEFAX
ENLETOBRBEOME T TN,

1) Step 1: Consensus building

T ET P RN CETE 6N F A P LB E N EWG OEFRFHE L REE
(rapporteur) 454 FI94 YO NI 7 b2 EEEESICRETA. COB, §&ELIEEELT
EWG DAV N—HBH%EIT.
2) Step 2: Start of Regulatory action

HARKIAYDOFT 7 MIEERERVEHZIT). EERERDA VY N—ERT 5.
3) Step 3: Regulatory Consultation

HARIAYDFZ 7 MIZRIZHBIFEON, FETHEL L USNMOERINELITH. Non-
ICHMBEE () R IFPMASH B WIEWHO 2574 FIA YD FF 7 M ERASh, BR
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FEMNTEL, HAHYBOHREEL, TLo0ERZMOZEBOBRLEE LFEL, BETA
FoA VEZERLEEDEL RS,
4) Step 4: Adoption of a Tripartite Harmonised Text

EELZESE, BRBTA NI VED Step2 TEAFELALFNT 7 b EBRICHEEL TWiRWwE
ERERLFERT A, ZBORAFLBESELZIT). R, EEADIOHEVIAPRHAI N
BAE, RICERINEZIT) Ltk b,
5) Step 5: Implementation

EBTHA NI L LTRIIEN, EFTEN5.

- 15-4
JIJICHOREY Y

ICHD MYy 743, @& (Quality), Z&tt (Safety), F4E (Efficacy) B & UHREHERK
(Multidisciplinary Regulatory Communication) @ 4 ZEF 2G5, TNENLOFE THRE 2
AEMOBEEPRESINTVD, [ FLALPERBTHA FIA Y ELTEBIN TS, FIH
HOEMIZFNZFNIEBITA URL 2SR a2, 2B, BEE L HICHEES Step 12821LT
BTk TRV,

A RBE (Quality)

“BET THIIMEFEYERCEELROMERIEICETALDOTH A, Py ZIFRELTRDI
DT, FRNFROME v 7 TEL IS {bEINTWAE, AZIZE L Tid hitp://www.nihs.go.jp/
dig/ich/qgindex.html # 88 L CTIE & 72\,

Q1 (1A,1B,1C, 1D, 1E, 1F) | REWHABREIIRET AL FI 4~

Q2 (2A, 2B) CMN)F—=arDFFEAL

Q3 (34, 3B, 3C) CHAEMRSEERO ) BREORHYICETEHA FIA v
Q4 (4,4A,4B) CEREA

Q5 (54, 5B, 5C, 5D, 5E) TNAF T aV—EESORE

Q6 (6A, 6B) D REBRE O E

Q7 (7A) . GMP

Q8 D BLEIBR S

Q9 CEREBEVARITAY AV

B &£t (Safety)

A" 1L in vitro % in vivo DIEFEERRBRICHETATHETRELL8D2D MYy 72D B
(http:/ /www.nihs.go.jp/dig/ich/sindex.html) .



