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Harmonization Procedures Directed toward Clinical Trials in Laboratory Medicine
at the National Cancer Center Hospital

Mitsuru OZEKI*!, Kana SHIOYA*2 and Koh FURUTA*3

Recent advances in pharmacology and molecular scierices made it possible to develop drugs for patients
with various maladies. Frustration has existed concerning the delayed provision of these drugs for routine
practices in the clinical field. To correct this problem, the importance of clinical trials is increasing. Al-
though there exists a strong demand for participation of clinical laboratories in clinical trials, an awkward atti-
tude in clinical laboratories frustrates those performing clinical trials.  We are attempting to correct this
problem by introducing our experience with harmonization procedures directed toward clinical trials in labo-
ratory medicine in general. First we described the current status of clinical trials in our hospital. Then we
will show personnel in need for clinical trials. = Finally we describe in detail our clinical trial procedures. We
focus particularly on three aspects of participation in clinical trials: pre-analytical, analytical, and post-
analytical. Additionally we describe the problems and perspectives in clinical trials by giving special refer-
ence to the clinical laboratories in general through discussion with various personnel and specialists. Our
goal in the field of laboratory medicine is to benefit patients through the establishment of a harmony between
clinical trials and clinical laboratories.
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b¥k, HioREELEBETHRIThIER
bRV, FOEMNZ, REERODDERORIHEK
BHRETHY, BEHIIZ, LEELRELERES
rslEETZ Litizd,

C. ARICERT SEEREM DR

MEBRICBRT BkeiX, £9RE» LR GR)
ah, BERERCEDONR, SHLRLBRZELT
REORERTTHIhS. RAREOBREIX, RAO
Bz Ebdh, £k, AREFEOBLI, £
L L LB RE L LTEEE~FITEEh
B LitiB, BERERMIX, HARBEORET
DhERM» HOBELRY, ARBEOBRAR,
WE, RERENSOMEIZRD T LB,

1. BRAEWIFIA (Preanalytical)

REBER, bLAAMERMOBERARTD
32, bo b EFOMEERMSHMFTEIOR, R
ZERT F I (preanalytical) D Tl R 25 5, 81
BOBEORRBROMER, BROSAOCHOHR, Rl
HOREOBL, BREIOVWTOBEENRELLNS.
BmMEEOEOMKRE LTI, ¥ARMAALZ —%
BRATIO», RRHZERTIONENo VD
W 2ipMEORIR, X bIBHEOBRPLFHOA
&, BRENIAA OROLEOHEAIAFOMHR, #
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mEorkRE, RMOBSMOERREYNBEETHS. =
DBFETIX, —ADORBRNSRBECHNLT, BB,
BREERZE AT, CRCHBELTHEYLTWIOT,
EWSNARBWSEZERSTWRENREETh TN,
DL BRRATTCZEREBEORBOEMRE L LT
OREFIMOY —F— v 7S5, Y,
MFEFHOTDDBLEH/OHR L Fhick-S<,
BREFRIREDBELERELBOER. £, RE
ZTCRAUEBTERVBARIE, BEXEBERER
LRDBBRER L IRMOBENRE L NS,

2. #®#ERE|H (Analytical)

RIBACEL T : g L2 582 E (Central Labo-
ratory) IZ331} B R P PR 21T 5 T L B WERMAER
DIFAIX, 1FLACBBEIZR LRV, hoBe,
NEEBEOREFETRDY, HIEEOENIH
ELRDZEMBD, Tl ZITHEREEOEN ()
ZIEROBR L7 REROBNR )22 81X, RB
TENBLRATHS, +2ERLTBLLEND
3, HEEOEA, AEAFEOFERIEL, 25T,
BRR5RBEMOBER YN, SHOBFLR-T
z&5,

ZEMAICEALT : RARETOHh, SHNEER
EThh, YUK, HEMWBEZ, BEZHhTWVSA,
BHIRAREOBR S, TEhZZORTRNER
BATEALORBTEBMLTBZENEE LW
59, EbIT, URTIIHIN, ZDHOMMVIENH
WBET bbb, RABLC/NEENE LTRIES
ERBHOBRELRERBI X -TiX, HETHS,
BBRICBI 2HBHFSR L ICEY LrRRVEKRR
EERBEBELILIBAOHE, b, 20ES
REZFRIUEON -V SHEEIZ LTRMAIE2S
TRV,

R 2mE2H, BREBEClESheT —48
HBTES L5 RBRDEDITIEE S THhIZ I vk
WHENHD. ZiuE, JIREHEIEIT TR ENE
HOMELH Y, BEMBEIZHIMHETRRY,
TDX5RFE, HREGEHLERVWEDIKDE
RRRMERLETH S, ELBRRBRTIRD B,
Pk, BHEL4 5 Ui, HHsiEm
DFAE, BRBL—BPHAO2 RN TEELT
HBENI DO —2DEZFTRRVWILES,

3. BRE®RFIA (Postanalytical)

DAL RBZENTHWADN, REEROBXR
ATHD, BRNRTEBRIBZRATH B, Bish

2, Tl AEREGEROANIRZITETZ LN
BTOREBEROBEIEIIL, BELNSAEMNIC
Tbh T3, BRXTIZ, F—XABOANELEN
RATE 2106 (audit trail) DEZHBBBELOOH
v, & ziX, £ONMIL(C-DISC DBA) MET
L22#H3Y, C-DISC #A &5 4 DFEMEI, b
THEBD L LT, BERENTHh-TAREMES
HAhLied, ZOREMEEANIRL LTITET 3
BATOLEBEZ LV okBEBITIIRL, us’
DZLEETORBMOITESL TS L5z, B
BETI VAT LAZEBLTWARIIR S22, &
OIBREMOA DT hhb 3 ABORS D B
LTW i 52w,

VL. & & &

S E OEEREARICBIT 3 MBREBOBRATIC
k3L, BRRICWTIBEREOETRIL: 225, =
OHEETRIBERTVE LBEHRTE LS5, 20k
DI, (¥, AR OHBEREOBMBILNR L LY
SRARTIE R B, BE, BAREDHLHT
bh T3 L5 ThHaH, —o0fELTSEIE
501k, BRAROPLYVETHS, SmEHEEIZH
LT, B¥ME, EMAIRELRDILELHTE
L. SHITHRBRELZKET S0 & BBRREEs]
ERTHUO=—Re—KECIZ L ORETHS
50 ZOXSRRKBNY R DETEETTBIZIL,
BEERIRZAM & U T JCCLS (B AR A G me),
JSCC(HHBK L% L), JISLM(BAMBEREES
), i), REWALHE, DFHEREEHRS,
BRALE L THENE, ODREAEZALBZ LN
DEATHDS, BEREAOELSEBONEL LT,
BRER LR 2 3 B O & JIEE ORI Iz & E
2REL, BEREESQBRIOBANR LA
TREERICTZENEENS, LZAT, BB
& (JABRE 5 1300 A Sz &k 2 BREIHOEN LI
WALE HIZIE, BRBREBERIZE 3 BRBEROEME
(Te L A ITMBREEICET IR Y) 0B X LR
HTETWRE5THIEIELNZ LTH B,

BT, WREHSBIMSOME L LTIE, BB
T 3 HROBMMBHY BB, FHIcHL T,
BRAE TR, BATHRAIZMHABROEHE
HWEhoo5H3%, MHEXMENSLESLTHHA
ROEETHIEROHK I BB, BERED
MBI TIHE, RBROKE L L TOBKERE LR
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ABRENRSBLENW5ZLTHD. DHAHAML DI
BEHEBAREN I TIERVWS, HKREET
AHAOUERABENS B L NS ZLERIELT
BIrRIERDEV., ZOX5REHRIEBNT, BRR
KRITBBERAOEMILEDIT LS Z LT,
TEDn~AEERZELER D,
BBRBELZTANRLRODH S LiZNoTY,
HEEROBEKRREREFEOIEM S U iTEE
BTRTHRBRIZBMTHZ L, TAETHDS, &
DX 5, RRBSMTTEER O 2BHEICTD
HEXRHD. BRBROUPSTIIE, HEFEOHL
WHENBOFRS2EX D L TEBIETPRVER
TTEARETELORBRETAD L EMLELNT
55, LML, ZhTiF, BRATTEIETLSR
RBECHBBRIZBNLTOLSL S Z LIZEETH S,
INLOBEHERETIIE, WL RIRESE
(Central Laboratory) & TR S DBEORESE
(Local Laboratory) DA it NHBELEX D, h¥
& 72 3% (Central Laboratory) iZ B W T, &\
KEORECHERTOATRY, Ebig, ISOR
CAP Lo e BEMRBIEZ S 51T TNDZ L
EFLVWTHA5, LIL, BOheBomigLirz
OB/ LARWZ bBRKTE S, MER,
ZRUUADER O#ESE (Local Laboratory) DB T
HD. WHIEL OHEREENLUN OB OREE
(Local Laboratory) & L TERVIAA TWIFD, &
%, BERENBRL EFIZOEH> T LTH
YEELRACRLD LB ). BERREMEERMIR
RRYMPRERETHS. ALRIIRNHILRE
M, ez, bB—ROBH LI Lg%
HIERREMEOZ R THERSINTREMR L LTRE
L, MERSINTTEEZRE% OM#ESE (Local Laboratory)
LT3 RED0FEDELLNRE D,
SEO—RBEI BT 5 BREBOBRREANTS
ZENHBRCEHEREOCTE LITRY, RRITIS
bABEKREOFMILPETREEATRESND
ZLEREDLOTHS,

R (B TRER)

/M Z (Table 3 #EloREE), BRI, FMEZ
(Table 2-4 R O®ERHE), RHRBAF@UBAEVF
— s RIABE), AMEI, REFR, K i EHFULE
(B4HEH), FAGEF(EBERAE), B WXL
MREREREETRB), HABEREEZENIL

—57:9+2009—

AL, MHFIE CRENER, KB & ENHER
HHlES), SHRTF, ABHHE BEFABLR
REZEMUARNCHERRREZWCE W,

BREE

CAP: College of American Pathologists Survey

CDISC: Clinical Data Interchange Standards Consortium
(FERRT— 2 XRMER2 ) —VT L)

CRC: Clinical Research Coordinator (}48% 22 —F ¢ R —4 —)

EFPIA: European' Federation of Pharmaceutical Industries
and Associations (BR M UL & )

ISO: International Organization for Standardization

JACRI: Japan Association of Clinical Reagents Industries
(A FERRAERBR)

JAMT: Japan Association of Medical Technologist ( H A<
REFERERIASE)

JAPhMed: The Japanese Association of Pharmaceutical
Medicine (A AR ERZEMULR)

JCCLS: Japanese Committee for Clinical Laboratory
Standards (B R A SRHA IR RRSY)

JPMA: Japan Pharmaceutical Manufacturers Association
(AARIET Hihe (MKW

JSCC: Japan Society of Clinical Chemistry (B 4<BREE{L$ &)

JSLM: Japan Society of Laboratory Medicine ( A
EERLR)

PHRMA: Pharmaceutical Research and Manufacturers of
America CKEIFFR RIS Tk i R EBISE])

X ik

1) http://www.mhlw.go.jp/topics/bukyoku/isei/chiken/
index.htmi

2) BAERLER. HEREREE 2004 £iRGHR 1).
BHER{L4 2004; 33: 16a-52a.

3) http:/fwww.cdisc.org/

4) Kinoshita S, Toyofuku M, Iida H, et al Standardization
of laboratory data and establishment of reference in-
tervals in the Fukuoka Prefecture: a Japanese per-
spective. Clin Chem Lab Med 2001; 39: 256-62.

5) iz, nihalBA, BEFE—R, M. BAORER
R BREGREQD S RIcHBREART D
DOURE. BEERPEMD 20009; 36: 703-16.

6) Wod AJ]. Progress and deficiencies in the registration
of clinical trial. NEJM 2009; 360: 824-30.
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% 6 [@ DIA BAES
®Global Development : % F DFRE—FRFER LD+~
L— 3> EORRES()

T—AAY T4 1 FERK DR A
CRC D Hh 5

B2 Aty ¥ —mRiEl BRAER - GRERE HBREME (ZEEXM) FP &2
BRFEI—714 +—5— i EF
e BER L

THAHYNE I TEE L. BANALY Y —hRBEOFNTT,

8T, RISSGZ6NFLARECTTA, CRCOUGIOAEREREREVWSI I LT,
FHRECBEUNALY ¥ —hRFBREDO T — ROV THEL EET W23 3T,

FEOAFIR, BUICEEI ALY ¥ —pRRREORREHE L EE TSN T, F0i%,
URCERERIEREEMLTCRCHE>TWwWAZ L, FABRLACE, FREBIERD
HMATVAEZ L, SHLIZHBROBHRLEDEELLVERVET (1),

RO, MBICELAALY S —FRFEBEOEME SETTEV, LBk, HEOPRK L
HiH b FFHAEROEPIRRT T, MEKREA600 K, MBMA17HBBT. 1 HEYOH
REEENH 1,000 8, ARBEHMHSS0ETT. HARMBRELVWIZLLHYFLT,
PER L WA AR OERABICEHES IV EATETVE T,

B13BEAEQOLURICBITIBRREBRIZD 5 7Tt BEADTS 7254 bt
“Local Trials” &%2->THN ¥4, LBRETERL A 2006 E2 5 20094 8 B I CoBREK
a);&f?:ifiﬁ LTwEd,

2008 SEIEERT 14 7O P INDIGEREERL, 2000EI1X8AFCCII7 SO ban £l
LTwEd. §EEFRICIEL0 7O band owWiiha i tdFRELTVWEY, SOHED
e LTk, BREFEBEROEEIINICE-T, 72 —XMOEROWENE 2 >TET
Wbl UROBEIZIIBMOBEMRBICHEANTVETOT, 72-X10HENE
&ofwéckﬂ‘&»U i';.o

BUOY 71k, YROEBRAMEROERZERLE L. 4 £SO bantior
DTEN, SIEBE, BICHEE{LVHILBBIMITETWE LT, 20094128 BOBER
TAT 7O PN >TVET. ARIIEEMIZ 72—~ XTOHENE L rsTET,

#g1 Topics

® Current conditions at NCCH

® CRCs issues in Global Trials

® Matters resolved at NCCH

@ Matters to be resolved at NCCH
® Issues for the future

BIRERE 26425 (2H) 2010

-493-



100(14)

2 HRNERIGHEHERL E L. HBETit, 2008 4 10 A (CBIFRER - #HRIMRRN
PRELEILT, TORCHRRREEE LBRRRIBIFRTI oM TS, BRRRY

EEIZIE2EDCRCAERLTVET,

I, BREBXBZICRIEREBR S B,h, RBEHKBCEROBIES£FoTV ]
To ZHENDCRCOEMBIEN, HHWH 4B, RAMI6E ERBRERGNILT
CRCHBRBIELIIN—Z7EL> THREBYLTHWE T, Bfid CRCEH 117 12k
BOBAVLEELE>TOETH, CRCORMICBRLT [RENTEIZL] Lunotail .

RETTEN A, —fRE9% CRC E TEBTEW,

B34 b ve [HRTOEBRARBROESR] L U LA, LT, 2000 EiE
BRERGHRE LTI 7O PIVERBL TV ET, 208k, 200542 EDC (e-CRF) Mik8k
MHREENE L. LML EDC (e-CRF) REA L TWABROIZL A LA ERERIERT
L7-DT, BEIRRKFIEIR=EDC (e-CRF) bviofed A—=Uhthh % L. BEN, BRO

{HBRTY EDC (e-CRF) 2#ATHLDNKRFF hoTETVE T,

2006 4E I X EIRRERIGER S EDC (e-CRF) ~HIET 540, RAMICA ¥ 75 0%B/IHh

hhEAhELL,
Local Trials Global Trials
(‘Chiken’ : registration-directed clinical trial) (‘Chiken’)
160
44y so 47
140 P e 45 -
120 4114 125 o ay " —
45| am 3 —aom
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60 T2 I g ar/g 20 - | 23 — &1
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1 Clinical Trials at NCCH

‘Iinic:\! trisl coordinmion

Clhisvenl ind support \

oifice

oifice

l 23 CRCs \ IRB office
Local Data

Management

Department of clinical trial coordination

\ and developmental therapeutics /

2 Department of Clinical Trials at NCCH

RERER 26 %25 (2 A) 2010
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2000 Started Global Trinds

PUIR  Started o-CRYE

Established mivastructure

Inerease in Global Trialks

13 History of Global Trials at NCCH

#2 Issues of differences in language

® Protocols and study procedure manuals
- Usage of translated version

® Case Report Form (CRF)
- Reading and data entry in English

® Applications for IRB
= Needs for translation into Japanese

@ Clinical records
= Reports both in English and Japanese
® Interactive Voice Response System (IVRS)
- Interactive Web Response System (IWRS)

2, 2008 FEL LA SIE, ERKEIEROEMBADRIShoTEZLT, SOE
B6HFRTH CRC HEIMKFEIRBRLELLTWE LI 124 h, ERERAERE VT bIET)
LDOTIREL, DIYLIHDEIICEHBLTVES,

ERREFIERTIIS E CORNBERTEToTW Do LS R HLWEBERA:C S A5
. BREATENELZDI, WAWHLMENH)E L, ZR6IHLT, 42 Ciciis
RHEELTETVETOT, FNOO—HEHMLLES,

TPRELMEO—2it, FHOWWTLA (]R2). KR, REAREEOTO ban, %
BOFRLEIC 2D T, ERILRE TS  THIRIE 2 M - THEBLEHL TV 204t
ﬁﬁ?To%mtbu.inn§m$:17yxmﬁmn;6&&&&#@:5:t#&bi
Lo BEORFICETVTHBREEBTEL V) OMN—BRVDOTFN, +XTORY v
HRECEF L THRLERT 0, BRCELSBLVL 50,

b 9—2, CRF®EDC (e-CRF) i22oWTTH45 WMREMNOME L OEBETHIELTY
Yo TNOEOANBLUVRBISOVTIE, REFBTFHED Web DBIRISES + FIHT1
i, EIZERIFICHEBTR CRC CHLRBATETWET,

7272, EDC (e-CRF) $£#ELTVT, L3 CRBALVWBESMHHEITE, 20120
HBALLTREILEI %L, By~ 1MV EbeE LTHESRATL o TR LN
IDLBKRTT,

zt.mso%ﬁﬁbvmnmﬁfﬁﬁéLrwaawiﬁﬁ#&b.ﬂﬁﬁ%%&(&é
I, ) LIS KM D220 L BoTnE S,

MRERK26%25 (2 A) 2010
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ENNG, BRRIHMLT, T=9—L Y AFBORRI- S5 L TEBEOBHETVTIE
LnewnwbhaI edtdh 4, BMRICOVWTIE, Et%wamﬁm?awaﬁvwv?
A%, BE, CRCLOIEHLEMOHIBLTEY £V,

BERBHECEREOWMAL LIZIVRS, IWRS 2 FHATASLNB Lo TWETA, &
DERESALBFREON 4 ¥ A% Eo TR TWETOT, AEBFILhETL,
BARTLT, RERPFF7ZNVREHY ERA, 7278, BRFABRLAHOMBVED, F50)
FITNVDLZOMVEDOENERICLoTLEo AN LA, BHOMEN LI LMAL-X
KTELPoD V) L TETMBEIC 2L EdHN I+, FEICHLTIE, BREEL
THh2E IR TH AR ITRIZVITEVWE BoTwEF L, KEEM, s —lichih >
EROLLWTwERALELBoTVET, ,

Rid, ERRABOBAMCLA2MBLWIOHNET (B3)e SN NHLHEND
DET, 921, BREOBMY BT 5:81CF, Biid, GCPOXKELHD FL
T, AP HCOBREOERDITERRLE VWIS LICRY, URTLETTWVWILONSh T,
ERENRERENFE-TI OO TTH, UNIRROZMHHLEE REEFORICE
HohTLEV, REGHFOERBIUBI R o TLEIS EMND D T LA, ShidEg
BOFBHE NI ONKRELFETTOT, RANLFHEL L I L LEMBLRTRIEVT 2V
EBH-TnES,

7., BREOBEFRIIOVWTTT, ERHRAEROETCTL, HETILARTOAL
WHIR (15~25C) TORBR2EREWL30HD 2+, BROBATRIHIETELVWI L
bHYVETDOT, HlLBHMPLELLEYET, I —2ik, BHINNTTH, REITEE
BRDATHITEN) T LI Ro2THETY, BBV TRIANVOHTLLTEESN, B
DHBWEBCENE Vo728 ) RERBREOBBADHEI N VLI RAMLTVET, BB
RERLREYT CLEBRTE LWL DLH N ETOT, MBCKRESHLYLTHEELT
WET, .

El, BRE~OBRBROBRMB T, BNUERITILROIL LA OEIPVAYT, KT
WFr AV Oy JHBOODIC Lo TWET, E6IC, BRIZL-o TR TIEC3»AS
DRFNWLEATT] 2l vbhd Il bH N ETOT, ERERZMIBERELFR->TL
FHL0HITLENHYE T, ChiCH L Tid, CRCHBBRELEICHMEMI SV S
TELTWET,

wiz, BRESICOoVWT T, EBR#ERROWPAICH, hRBRE — Bkt %o
FOBEICE, REZEENI A
ETICEBEI 2D E30OT, BROLHICEALL ) LBREHBERATOLREY T A LILE

#| 3 Issues of differences in medical environment

® Investigational products
~ Differences in handling
- Provided to patients
e Central laboratory
= Double samplings and results
- Differences in methods and machineries for
examinations
® Differences in survival follow-up mformatlon
® Enrollment speed

MRER26%22% (2A) 2010
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DNEY, CHBERECL>TRIZEORMAMLEICL D ETL, S6ICIPKEBMI 570,
BEFRELDEVWITET, —EIZI0FLE, 50ml U EORMALEI L2275 —2 Y
HNET. BREQAEMDLDNKE  hoTwE T, $/-, RIZLLLLBELLEILE:
W, REDERMMNA I CRBEEELETOC, FNEFLLVERZNTELVE 2oL
L &I, BE5MEE TICEA P TLEISLLDD T,

SHIELRENBRTIE, REBHIVEFR-VEHFEILOTHE-TIHAETOT, +
DERMOBRE - BEHCHEENEETHET,

CERBEICSVTS, BACERORAEROLAZLONSCHD T, BRI LI
B LETMASKETOT, UBRETT L, WELOHVWEBRERTESICRERLT
WET, AR—ZOBWRICEFFLTWAREIATT, &6, HBHCOBRIF—- 12250
i, THoVRIREEATALHERBEEREEHELTLEI LIy —Rbb0 40
T, bIVLAITEEZEZ TN 2VWER-> TR EZ AT,

bI—2, BREILOVWTI, AEFENENLE—CHrItMROOAETOT, BET
B2 CADLRVWEELE L), —EOBERCRTOLALWEILHFECHTS S 4,
LEEFRLZI-THVOTTA, UROLIENARMFERTT L, BREVEMENLA
LEBYERADT, EOELSEICHLHNOEEEIFTVET,

HLERREOHRBIIOVWTH FAXTHEONTEITOT, BEOMET, & Witz
FAXBOBICH R D OBBA A FoTwEEVIRBIZZoTVE Y. 1 BT30~504< 5
VWHREETTH, FRLREEMBOTROATERENTHOLOH Y, H5HICES S
LHhEd,

o, BACREBERETHIEVI LT, HROBARB Tk h o BEEEEVID
b CRC DB D—2i o TWET, '

CTEAMRIICOWT S, EROBEL CD-ROM Tl %5 & &, Baid5— & st
TRABNRLWLRED I L— AW 2D REL, RAML VA FAOXEELTHIELAEL
Wiz edbhht.

BRECSVWTRUBETTS, )=, fiNAROBEICIR, EHBAXLVIONFbIE
FTo FIL 72— AMOBHAITIILEATT, BRESIE, IDFBRICLYWRICEFEI DD LS
BROERMLDTTH, BERTCREDLIRVATFARD ) FHANDT, BER, F& T/
RESEWETCHELTVWET,

REEZ L o BFEAIIBEENTTRIRZM LV OERAETT,

BREDZ/ F)=DAE—FEWHI T EICOWTIE, Rizh UBkCOMEIERshTVS
To IRBOBFEICETHMA P> TLEVETOT, 72—XMTAY— FAROER
L, ROBFERICZ, DI MY —HIRY)bEMPLLEV IS END Y E L, BE
IRB #EMMOEHMERFT LTV ET,

Kid, HEOBICLIMETT (84a),

ICH-GCP % FDA OBMIHIE T 2 D ICLELIFE, KESkooh T, ERICL-
TRAZODILBLVWARETOT, HRATWALXWTEOMEMGLTVETH, BB
& KEERCN)F-Y a3 yORK BEORGS, ThEnBo7-KHE SN TTOT,
HIEVEFEFICE>T0DE V) DARRTY, BEEST, [HEB0oRAVEREME-T, W
BEEEELT, HOBVWRELLT, £IVIHITELLWSAFAZFALTVT, HBROIIC
RMEREZVOLETAES, ThEBRTEZEBIZELVTT] LI tivbhace
NhHEFoT, BELLTRIFLTVET,

T, MY, BRIZOVTTTN, SRR IEOBATL & », M4 5T5FICY
freRO6NET, FAXTELN T, AREHR~NL LTI 2 LTRELTB -

HMRER26%2%5 (2H) 2010
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2|4 Issues of differences in regulations

‘ ® Documents
< - Differences in handling original data

- Signature
~ Record retention

® Serious Adverse Event (SAE)
= Reports both in English and Japanese + eCRF
= Report within 24 hours

® Audit
~ Ready for the near future

MWROONET, PRVBBELALVWIEEIBOLVEWTLWS LIZERCE T+
1BMTIADEM T OWHFA Y ELTOEOWVETE, JIASVENTLES 2 LAt
HNELT, TNHREZELZ TV RTRIFVIT RV L EBnAESHIELTWE 4,

bLbi)—, REBHORECT, BEDGCP T+ LEBTHME 3ETT, EELH
BBRTIRISEMEN)ZLE, YA0foL B RkENET, BREBOZILEEL LS
D) BILRERRMOMRE L TEI2WEWTRWEETI THET,

E7:, SAEBEICOVT T, MAARISFCREBLASHSIER LTS, SAEH
Hid, ERGAFOH—MAORERLHIRECRBL, FREFLLIOLEEEIZLBHE
VIHIFETIT>TELDOTTH, EBRREEEROBEIE, REOREHFR, EDC AHLER
TEINZITOT, —RIEBEEZITICLIIRoTWET, SHAUBENHAICIICRCHOKE
&ﬂ@‘:tk?r‘/‘i‘ro

BEIZOWTIX, FDADBRREMP L D KREZEMBELVWEDLEMEE T, YRENHSILE
LEBBRLTLRVWOTTA, WAL IRLTEBRELTWELESATT,

PO VEEPYLTLEVZLAD, SO elie MBI E 25 Ld s Eh
LTwET SETICHIBLTEAZLERSICELDTAHE L BNLOFEEE Y, 7~
TDEMFLD, REOEHREENEVILEIAHT, £ LTHBRANLBMRENOREIET
LELLDT, TROGOBMCHEANTEE LA REBTCEENTEINESY, ERRE
DEFEHBRL, BMERELT, EHIRERERICHETELLICERNDYAFLLE
BTBE ol EbfFvnE L,

A, V7 METE, EREEETIMC, BABCRER, FERLLLITLAbEET
A0TTH, ERXFEROGSICHSEICOFRTIRCELVESAXDYETOT, 22
EHECHTLELEELT, HELTVIET, FORICIRTELHHE—NLFHTHLA &
L, FHIRESBEPEBICLTYET, 2IWVWSIA Y 7508MES,, »—FE V7
PRZEMTSZECCRCOFMEFER S IASBIETCETVE T,

$3=2, BFELE2VWTTT (]6)o 2hRIRATHERBICHTIEEMNELNL LV L
PHYETOT, RAICEERT) S EAUETT. BWIC O YR TIHBRFMRIMET s+ 3
TRHAKIES CHINTEY T, FOPTRESEOFICRTWLLWT, EREE
EROBRPCLHEFTCOMBEE, T/-PMDANHICHEDYNROBRIRSLHHL W7D
LT, ERAREREEMBL T {BRMLURIME> TVA T LA RANZMT 28833
ABIELTETHET,

AR NIy PI2WTH, YRISHERPBKTASMEO LD ORBA 2 HBilid )
o £/, SRTHRBRERKRSTALOICIR, BREREYF-LWIb0rdh 3, 4
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|5 Matters resolved at NCCH

o [nfrastructure Maintenance

- Data communication environments

- Correspond to global software

— Expansion of SDV places

- Made common methods
® Cooperation with co-medical staff
© Management of Investigational Products
® Management of Examinations

6 Matters resolved at NCCH

® Education on clinical research in hospital
- Training programs in clinical research
® For doctors
® For nurses
® For co-medical staff
® Special units in hospital
= Two clinical trial units for inpatients (64 beds)
® Conducted clinical trials to develop new treatments
- Qutpatient treatment center
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%7 Matters to be resolved at NCCH

® Create an electronic clinical record system for
clinical research
~ Management of patients in clinical research
- Legibility and completeness of original data
= Output system for CDISC

® Create an efficient system for IRB
- Speed up review
- Move to a paperless system

® Learn by experience
- Practice in English
-Justdoit!!

#8 Issues for the future at NCCH

® Try proprietary tools

® Expand knowledge
-Difference in regulations

® Collection of the know-how from experience
~Standardization
-Promotion of efficiency

e Management

® Further improvement in Infrastructure Maintenance

Do not distinguish
between Local Trials and Global Trial:

4 Current CRCs at NCCH
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A Phase |l Trial of Chemoradiotherapy for Stage | Esophageal
Squamous Cell Carcinoma: Japan Clinical Oncology Group Study
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Hoichi Kato?, Akihiro Sato?, Haruhiko Fukuda’, Yoshikazu Kagami', Harushi Udagawa3, Akihiko Togo*,
Nobutoshi Ando®, Otsuo TanakaS, Masayuki Shinoda?, Hideaki Yamana® and Satoshi Ishikura!

'National Cancer Center, Tokyo, 2National Cancer Center East, Chiba, *Toranomon General Hospital, *Togo Clinic,
STokyo Dental College, Tokyo, ®Niigata Cancer Center, Niigata, “Aichi Cancer Center, Aichi and ®Kurume University
Hospital, Fukuoka, Japan

Raceived February 5, 2009; accepted May 26, 2009; published onlins June 23, 2008

Obijective: The study objective was to evaluate the efficacy and toxicity of chemoradiotherapy
with 5-fluorouracil (5-FU) plus cisplatin in patients with Stage | esophageal squamous cell
carcinoma (ESCC). The primary endpoint was proportion of complete response (%CR).
Methods: Patients with Stage | (T1NOMO) ESCC, aged 20-75 years, without indication of
endoscopic mucosal resection were eligible. Treatment consisted of cisplatin 70 mg/m? (day
1) and 5-FU 700 mg/m?/day (days 1-4) combined with 30 Gy radiotherapy (2 Gy/day, 5 days/
week, days 1=21). The cycle was rapeated twice with 1-week split. Salvage surgery was rec-
ommended for residual tumor or local recurrence.

Resulis: From December 1997 to June 2000, 72 patients were enrolled. No ineligible patient
or major protocol violation was observed. There were 63 CRs for %CR of 87.56% [95% confi-
dence interval (Cl): 77.6-94.1]. Six patients with residual tumor successfully underwent eso-
phagectomy. There was no Grade 4 toxicity. Four-year survival proportion was 80.5% (95%
Cl: 71.3-89.7), and 4-year major relapse-free survival proportion was 68% (95% Cl: 57.3-
78.8) {mucosal recurrence removed by endoscopy was not counted as an event).
Conclusions: High CR proportion and survival proportion with mild toxicity suggest that this
regimen could be considered as a candidale of new standard treatment to be compared with

surgery in patients with Stage | ESCC.

Key words: esophageal neoplasms — combined modality therapy — clinical trial — Phase If —

radiotherapy

INTRODUCTION

The more common endoscopy examinations have become,
the more early stage (Stage I} esophageal squamous cell car-
cinomas (ESCC) have been detected. Stage I ESCC is cate-
gorized to mucosal (T1a) tumor or submucosal (T1b) tumor.
Recently, most of the patients with mucosal tumor are poten-
tially curable by endoscopic mucosal resection (EMR),
which is considered a minimally invasive treatment. On the
other hand, patients with submucosal tumors are generally
treated by esophagectomy and prophylactic three-field lym-
phadenectomy (1,2). Although the survival proportion of
patient with submucosal tumors treated surgically at 3 years

For reprints and all correspondence: Akihiro Sato, Research Center for
{nnovative Oncology, National Cancer Center Hospital East, 6-5-1,
Kashiwancha, Kashiwa, Chiba 277-8577, Japan.

E-mail: asato@east.nce.go.jp

is over 80%, surgery can cause high morbidity (2—4). To
reduce the risk of post-operative morbidity, alternative, less
toxic modalities have been tested in several clinical trials.

For patients with more advanced ESCC, the efficacy of con-
current chemoradiotherapy has already been demonstrated
(5,6), and the concurrent chemoradiotherapy regimen consisted
of S-fluorouracil (5-FU) plus cisplatin and radiation was
promising. As an effective method of treating patients with
early-stage cancer, chemoradiotherapy seems promising (7-9).

In terms of toxicities, comparing with surgery, the concur-
rent chemoradiotherapy is considered to have an advantage
because it does not cause loss of esophagus and there are no
post-operative complications,

If the efficacy of concurrent chemoradiotherapy was
equivalent to that of esophagectomy, it would become a
standard therapy for the paticnts with Stage I ESCC.
Therefore, we performed a Phase 11 trial (JCOG9708) to

© The Author (2009). Published by Oxford University Press. All rights reserved.
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evaluate the efficacy and safety of concurrent chemora-
diotherapy with 5-FU plus cisplatin as a candidate test-arm
regimen in the subsequent Phase Il trial for the patients
with submucosal tumors.

PATIENTS AND METHODS
PATIENTS

Patients were cligible if they had histologically proven Stage
I [UICC-TNM classification (10): T1, NO, MO} thoracic
ESCC which were diagnosed as a submucosal tumor and out
of indications for EMR. Patients were also cligible if they
had multiple lesions within the radiation field or multiple
lesions which were indicated for EMR except the primary
lesion. The other eligibility criteria were as follows: (i) age
2075 years, (ii) performance status (PS). 0 according to the
classification of the Eastern Cooperative Oncology Group
(ECOG) and (iii) adequate renal function ( i.e. serum creati-
nine <1.5 mg/dl, blood urea nitrogen <25 mg/dl and creati-
nine clearance =60 m}/min), hepatic function (i.e. total
bilirubin <1.5 mg/dl, glutamate oxaloacetate transaminase
(GOT) <1.5 times the upper limit of normal, glutamate pyr-
uvate transaminase (GPT) <1,5 times the upper. limit of
normal), pulmonary function (PaO; 2 70 mmHg) and bone
marrow function (i.e. hemoglobin >10.0 g/dl, white blood
cell (WBC) count >4000/p.l and platelets. > 100 000/p1).
Patients were excluded if they had an active synchronous
cancer, had recurrence after prior EMR for. ESCC, were
HBs-Ag-positive _or HCV-Ab-positive, had concurrent
uncontrolled medical illness (severe cardiac . disease,
uncontrollable hypertension or diabetes, or active bacterial
infection), had prior chemotherapy or radiation therapy for
any neoplasm, or were pregnant or lactating women. All
patients provided written informed consent before registration.
Afler the assessment of inclusion and cxclusion criteria,
patients were registered centrally at the JCOG Data Center by
telephone or fax. The Data Center was in charge of data man-
agement and central monitoring throughout the study.

EVALUATION OF RESPONSE AND RELAPSE

Response was assessed by esophageal endoscope, chest com-
puted tomography (CT), chest X-ray, and neck to abdominal
CT or ultrasonography in accordanc¢ with study-specific
response criteria. We used original study-specific criteria
because there was no appropriate criterion for assessing the
response of primary tumors of the esophagus accurately. A
complete response (CR) required meeting all of the follow-
ing criteria: (i) no evidence of tumor except flat erosion, flat
fur or a scar, (ii) a negative biopsy, (iii) no new lesions and
(iv) confirmation of (i)—(iii) with at least a 4-week interval.
A progressive disease (PD) required meeting any of the fol-
lowing criteria: (i) tumor growth and (ii) appearance of any
new lesions or metastasis. If neither the criteria of CR or PD
were met, the response was categorized as non-CR/non-PD.
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Response was evaluated by physicians at § weeks after che-
moradiotherapy. If (i)—(iii) CR criteria were met at the time
of the first cvaluation, re-evaluation to confirm CR was per-
formed again at 4 weeks after the fist evaluation. Al CRs
were reviewed and confirmed by viewing ecndoscopy films at
the regular meetings of Japan Esophageal Oncology Group
(JEOG; subgroup of the JCOG).

We divided' relapses into major rclapses and minor
relapses. Major relapse was defined as a relapse that could
not be removed by endoscopic treatment. Minor relapse was
defined as a relapse that could be removed by endoscopic
treatment. The patients were assessed at least once every 6
months to find these possible relapses.

STATISTICAL ANALYSIS

Simon’s (11) two-stage minimax design was used to investi-
gate whether the %CR was high enough to evaluate in a
future Phase 111 trial, Sample size was calculated on the
basis of an expected %CR of 85% and a threshold %CR of
70% with a error 0.05 and 8 error 0.1, and 68 eligible
patients were required. Considering some ineligible cases,
we set the projected accrual number at 75 patients. In this
design, the number of response exceeds 54 of 68 eligible’s
leads to the rejection of the null hypothesis that true %CR is
<70%. %CR was defined as the proportion of the number of
patients with CR divided by the total number of eligible
patients. The confidence intervals (Cls) for the %CR were
calculated on the basis of exact binomial distribution.
Overall survival (OS) time was defined as the time from
registration to death from any cause, Major relapse-free sur-
vival (major RFS) was calculated from the date of regis-
tration to the earliest occurrence of major relapse or death
from any cause. RFS was calculated from the date of regis-
tration to the earliest occurrence of a major relapse, minor
relapse or death from any cause. OS, major RFS and RFS
were estimated by the Kaplan—~Meier method and Cls were
based on Greenwood’s formula. Toxicity was graded accord-
ing to Japan Clinical Oncology Group Toxicity Criteria (12).
All analyses were performed by SAS sofiware version 8
(SAS. Institute, Cary, NC, USA) in the JCOG Data Center.
The planned accrual period was 2 years, and the follow-up
period was sct as 2 years after the compleétion of accrual.

TREATMENT

The treatment schedule is summarized in Fig. 1. Cisplatin
was administered at a dose of 70 mg/m? by slow drip infu-
sion on days 1 and 29, and 5-FU was administered at a dose
of 700 mg/m? per day by continuous infusion for 24 h on
days 14 and 2932,

Radiation therapy was delivered with megavoltage equip-
ment (26 MV) with anterior/posterior opposed and bilateral
oblique (off-cord) portals. Patients were treated 5 days per
week at 2 Gy/day for a total dose of 60 Gy. The superior and
inferior borders of the radiation field were 3 cm beyond the
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