JCOG 0911A1 verl.0

7.2.
7.2.1.

722 B

13.

LEEHEIZRY L — b2 TIT,

A2 74— LFa eV

BEAOHH
FMBERATRA D BERITHI-T, HYEIFBERANIERD IRB EENFONHASE GMT OB
EFIIERTREEMABAXE) LBELAANTEL. UTORBEOETHLEHT S,

1)
2)
3)
4)
5)

6)

7
8)
9)
10)
11)
12) B
13)
14)

15)
16)
17)

18) BT

19)

ZOFIEH JCOG DEEFKRERER (JCOGO91) DM THS L,
BiEFElE
BInFEER
BEFRITFEAOIHAHIZDONT
HEBHOEEMLHE OB S
HREMEI->TREEENEHRTHIIEC. L\ oARELE#OFEOHELEHTHY.
FhICKYEZELOTRBEEZITENE,
RUEFLEIREEFICIYRESBRSNIIGSICIE. BEICEIHEHMSEHNEESN .. BEIED
ARRERIEHESNDIL,
HMROER. BREAE
FRAShOIARERES FUREEZFICHL TR RSN SBROTFFIEE
R EEORR
HEORBIBETHLIIL
BEABROREIOVT: KL KbﬁlA’I‘*%ﬁli—ﬁ%éhéf—bd)riﬁﬁwg‘hb\ﬂ\bh%’mt
ROMEBEE
HEMLBON-MITRRIE, ERIEShEHRBRELTARK
k. FEOBRENFHESONMMNBMEET S A E T A EHRREN DAL D MBI EEDIF
B
BEFRITARRTRORHLGEORE. FRELITEELE ORYIRL A
MEEEICDONT
BIEAIEITIZONT
BEEEORA LA
HMEEOER L, BIRARSE. AHBITREER
PLEDEREDH CTH EROWRELE . FROMRKRES (EITHHBRHARELER) D

HEREEXETHLE ., BAARROTE. AEOBESSUHRISOVTHIFESH TARICERT
EHTE,

LEROBBAICIZ T, HERHAHBTRERES (FEBXRERMBIHRERS. #RARIGHRLA S
—REEEE. J7LaANAF O RTF LR WERREEZEMEREE Cancer board TIRE) THMMBNEITD
EDHRBAXELLVICEESZEHE TIMET 5, BERICHTIHAREXELRINELTETARBAREX
EXFOFFANIN. BNEROREBEEERZERFORIE/T. ETILRBEREXEOANREEELE
BEICIE. SHBITHRERRICEEONELERT I L,

HRITONTOHRBAZTL, +RITEZLLEHE SR BENHAERORARELCERLI-CLEHELE LT,
HESMDOVWTRETINELEHRT 5, BEXANFARSMABLEEES fAROREEFEE
BB TESON-EXOAHROREZL AL, HAZL-EMEL. ROAETZTRABL-BES. AEER
R OEENHHLEHET D,

BAEXEL 28aE—L A BITBERANCFEL, 1 BEIEHI—T 11 —2—DMRETH. BRIZHILTIC
RET D,

EAfERO R BEE
JCOG . BABHRE LUBEERLEEDTSAN—ICETIERIIBAODARETORSOT. BE

21/28

201



JCOG 0911A1 verl0

7.3.1.

732

7.33.

7.34.

7.35.

74.

74.1.

74.2.

ICRESNEBICRURDNADIRELDEEHL. [UCOG TSA/NL—RYL—1%2ED . FLLEBNKEHE
C. TSN —REITBH D, BEMIZDLVTIE. JCOG h—Lr_— (http://www.JCOG,jp/) BB,

BE. AHARTIE, BEHHAELT IJCOC1 DBEEREBLEBRA=vIILOAEHERTD. FoTE
ZIEDEEZTHLEVLOO . BAOKEITERT ., BHREE (T SEANERLS R I 5EEOTFIE
488 TN,

JCOG AHESRY S —, i,
JCOG % JCOG AR EITIIZ&HI=YIFRIEL T, [UCOG TSA /3L —R— ], D, LITDES . $REEIC
05, TRRUNDZES. R, R —NEGELEDERE. MATRSITEET S,
- BABRHROREICEIT 2R (FRL 1545 A 30 HiAEE 57 5. RERE: T 1547 A 16 BiERSE
119 8)
- ANV UXREE (BREMEER)
- EFRICET AMEES (CER 1456 A 17 BHE. TR 16 £ 12 B 28 BLHRIE. TR 1756 A
29 H—EPRIE. FRL 194 8 A 16 HLERUE. AL 20 £ 12 A 1 B—#E)

BEMBORATEITHT DA
BEEXAELY JCOG ARET BT 51/ —IC BT 2 EBORATEEEROONIHE OXIEEIE. [RE]
ELTHZBEDERMBOMEE EEMRELSE. BHR—Tr—5— BEE) T,

—BHERLEHLEBLUERO R4
T4 — R —IZET 32— BMHERLEHE PERBIL. FTRIST. 8. EFA—IL.FAX OLVT
NOOFETCRITFT5.
BllLvEhEEO:  JCOG T—EtL4— TS/ —REIEY
BhES  :T104-0045 BEEARFRXEEM 5-1-1 BXAABE L 4—
E-mail :JCOG_privacy@ml.JCOG,jp
FAX :03-3542-3374

Jora—IL DS
EKPARICSMT IAEE L. BEORLEAELETHEVERY, 70l a— L5857 T 3,

BiE-SHORE, W3
RERIK(L, JCOGO BEBHES . 1= vILBELHIRLETORMERET S,

ERMEOMEEERZASOER

MRS IMEAEEORKE

AHBEREANOSMICELTE AT O a— LB LUBEANDHAXEERAVTHREERT LM,
FEEBBEORRE/EThIERSEL,

EBAFoN-EE . EERBEAOKSEI—T 2 — 24— E X ERMEOREXZOIC—2 S BRIT
HMREBEASETT D (EEFET-L FAX: 052-744-2361) , RENXEERIIERI—T 1 r—2—HMEE. O
E—ERHBTAREERIRET D,

BE. BEAORBEXET. BEKARICOVWTOREH, SRBELAVEEICS O TERSEEIcREE
MR HDOELZEBREBEDEZEZTHANSENTESN, TOrI—LIZONTIEEREBEEDNESE
BIIHRSEL, 2EZLBOTO—ILEAWS, RBOEEARELRIS AL, 2R THALS O
—ILELTHELLISIHETZ TS0 . ER#EAL IO I—LAXDBEERENH--15S 1L, HEa—
TAF—3— IR BB ARBERICHRT oL, RANEEERMEOETREICIYRELES X, &
ELRAXEEHAMBIARSEERICEMNT 5, RHUBHIAEKEES/RURTALEEBIL., EETO
WE (HFRPARERE) S TEYEHML-I5E . SR EEE/ R — T —52—%E L TEBH#EIC
BREEKET5IEMNTED,

HERMEOEEDFERERN
EERBABICETS. ATOM— LB LUV BERAXEICH T IBERBOEXREHFOESBITDONT
[EEERBBEDOREICHS . BEERBOFEREFNTONHEETHoTH, JCOG ELTIHEERMBED

22/28

202



JCOG 0911A1 verl.0

FERBHFAEEORBIIRDHIL,

5. JCOG HIRICRIH 2 DFIZEHER(CONDERITDINT
JCOG DFAZEICEAH SR E L JCOG BIREZXIFETHED COl IFUTDLSICEHET S,

1) REMEEEECESRI—TAA—F—RESMBERTOZEIZELT JCOG HIEIZEhHED COol
IZDWTIE, SR O EEMBE DR EIZRS,

2) MIERREOLHERBER. VIL—TREELTN—TEBERLGE, JCOG FFRIZHDLILEEEIEE-
TBHSHED COlIZDTIL, JCOG MIHBREBENERT S, CODHth. JCOG DINE - R L5
FEEHEDFERC. B4R D JCOGHAEIZEHS JCOG F—at2 84—/ BEEHBRSYID COI I
DNTHREBIZEET S, ‘

8. WIR&AE
.  EESEHIEHREWMEE SARBKMITEE (H20-HAEK-—HA8-019)
[ B R BIEIZ3 S Temozolomide MDA RE IS -2 MARRELIZEIT 28130
o«  BENMAAMELEA—HDAREREETEE 20 54
FFDEMERICXT HEEMARREIO-HD LR RPN

9. FEBREHKIHIZRHARM
JCOGO911 DF EBFHFHH 120 fITHAH LMD KRIBEFAZTE DB EHRIIL 80-120 fl&RIAA TS, LWTFhh
DEMBEEZICENTHO T IRB ORBAFON-BE2L - THERKRBLL. IBR. RKENELN =S IESRH
SOHBOUNEEITS, REBFZL(ICOG0911)(F 2010 4 4 B LY BGFHBAS ., FEZERMARIL 1.5 45, B
L 2 FOHRTARLMED 3.5 FOMRETH S RHFHEEFZRIL JCOG911 DAEFFHAMZEHILS =8 . RHITEZS
DA AR SR EBZT(ICOGOI DM R HARIFEEBL T 5 £MLT D,

10. W& ,
101. TIL—TRExH
HEFE—ER

B A ATz 42— th RiRhEhs iR sl
T104-0045 BFRIRHR X Fith 5-1-1
TEL:03-3542-2511 (£ 3%)
FAX:03-3545-3567

E—mail: sshibui@nce.go.jp

102. WEREH
EWEE
LHERFARERELRARR Rt
T466-8550 EAIR 4 H ETHIBFIXERLEHAT 65
TEL:052-744-2355 (XA 7L A>)
FAX:052-744-2361
E—mail : wakabat@med.nagoya—u.ac.jp

103. HEHBITREER
EEHE
LEBRFREREEFRHARE R
T466-8550 FE4NR AT ETHRFIXERSEAT 65
TEL:052-744-2355 (A TFILA)
FAX:052-744-2361

E—mail: anatsume@med.nagoya—u.ac,jp

REEE
EAAHE Lz S—hREG AR R

23/28

203



JCOG 0911A1 ver10

T104-0045 FEEABD RX &Edth 5-1-1
TEL:03-3542-2511 (#£3)
FAX:03-3545-3567

E~mail : yonarita@ncc.go,jp

104. SHBFTEEHRSIUEETE
EEHE
LHEBRZREREF RPN ENE
T466-8550 EANE LT BHBFX R 65
TEL:052-744-2355 (XA TFILAY)
FAX:052-744-2361

E-mail : anatsume@med.nagoya—u.acjp

EBET
RIS BRAS A A —IRE IR
T411-8777 #HE R KRR TRE 1007
TEL :055-989-5222
FAX:055-989-5714
E-mail r.watanabe@scchr,jp

HRE
BRXEHI7ILANAFAF LK
T604-0911 FEARA b E XA BT @ = 4 b 55 KHT 346
TEL:075-257-8541
FAX:075-257-8544
E-mail:h—higashi@mail falco.cojp

IMIEEE]
HRAZFESFIMBARE Cancer board HIFRE
T108-8639 HRIMERERE 4-6-1
TEL: 03-5449-5331
FAX: 03—5449-5451
E-mail: todaiips@ims.u—tokyo.ac.jp

105. Sk
JCOGO 1 #MIRBHFEI_x T 52— 0 -4 +TEV OSINHRILEREHEEEDSU A LILE 1

TEHER I DS MEERD S5 | SHOSMEMREIZEIT 5 IRB ORBAEO MR,

106. #EHRITEESE

JCOG T—At 42—
BHAE
SEHXH
KEAEE

HEBITHARERER
EB¥E
PriN—ER

1. EEHAREH f
AHFFEIZE 5. Multiplex Ligation—dependent Probe Amplification (MLPAYEIZBIL Tl EXIA AR U4
—DHEREICETIREICHL HARHIT7ILANAA L RT LR ER TR WERFEL - L TERT S
FETHD. 5. FARICETLIERAEL T SHRERICRHLI-EY . EASBRSHREHBE MAE
PRI 3 (H20-HDY ABRER-—A%-019) T B MR IBIE =34 §- D Temozolomide ARSI R MM - 424 AT

24/28

204



JCOG 0911A1 ver1.0

MICET MR, &V MIATEEARINARR L A—PARERREIREHE 20 54T H D EMIE
BT T REAEHIL OO DB ERLRPFRIB LYK HIND,

12. BIRWMROLDRK
HEHRELGHEO L MEZTLOLRT D AHBIMRARE . RHUBTHESEER. LRAMRHEH

RIL TRXEERL . RRREREIT.

205

25/28



JCOG 0911A1 verl.0

13. M AHOFN

@cmm&

- JCOGT—5t 58—

I

&'G tm«'rﬁﬁ'

m&iﬁﬂ

gHx1=vn
BN

v =2 mwﬁ

o HE RS
-AHBXE E#&ﬂﬁ

-BREIRRNSAELS— JOOGR W
SIFNANRAF L AT LK EmEA=N
~REKZERHRESRR prom

Cancer board i %28

14. & 3CHR

1. Hirose Y, Sano H. [Molecular pharmacology on DNA methylating agent temozolomide]. No Shinkei Geka
2007:35(2):117-129.

2. Ludlum DB. DNA alkylation by the haloethylnitrosoureas: nature of modifications produced and their enzymatic
repair or removal. Mutat Res 1990:233(1-2):117-126.

3. Pegg AE, Dolan ME, Moschel RC. Structure, function, and inhibition of O6-alkylguanine-DNA alkyltransferase.
Prog Nucleic Acid Res Mol Biol 1995:51:167-223.

4. Jaeckle KA, Eyre HJ, Townsend JJ, Schulman S, Knudson HM, Belanich M, et al. Correlation of tumor 06

methylguanine-DNA methyltransferase levels with survival of malignant astrocytoma patients treated with
bis—chloroethylnitrosourea: a Southwest Oncology Group study. J Clin Oncol 1998:16(10):3310-3315.

5. Mineura K, Yanagisawa T, Watanabe K, Kowada M, Yasui N. Human brain tumor 0(6)-methylguanine~-DNA
methyltransferase mRNA and its significance as an indicator of selective chloroethylnitrosourea chemotherapy.
Int J Cancer 1996:69(5):420-425.

6. Belanich M, Pastor M, Randall T, Guerra D, Kibitel J, Alas L, et al. Retrospective study of the correlation
between the DNA repair protein alkyltransferase and survival of brain tumor patients treated with carmustine.
Cancer Res 1996:56(4):783-788.

7. Natsume A, Ishii D, Wakabayashi T, Tsuno T, Hatano H, Mizuno M, et al. IFN-beta down—regulates the
expression of DNA repair gene MGMT and sensitizes resistant glioma cells to temozolomide. Cancer Res
2005:65(17):7573-7579.

8. Esteller M, Garcia—Foncillas J, Andion E, Goodman SN, Hidalgo OF, Vanaclocha V, et al. Inactivation of the

26/28

206



JCOG 0911A1 verl.0

10.

12.

13.

14.

15.

16.

17.

18.

19.

20,

21.

22.

23.

24.

25,

26.

27.

DNA-repair gene MGMT and the clinical response of gliomas to alkylating agents. N Engl J Med
2000:343(19):1350~1354.

Natsume A, Wakabayashi T, Ishii D, Maruta H, Fujii M, Shimato S, et al. A combination of IFN-beta and
temozolomide in human glioma xenograft models: implication of p53-mediated MGMT downregulation. Cancer
Chemother Pharmacol 2008:61(4):653-659.

Bello MJ, Alonso ME, Aminoso C, Anselmo NP, Arjona D, Gonzalez—-Gomez P, et al. Hypermethylation of the
DNA repair gene MGMT: association with TP53 G:C to A:T transitions in a series of 469 nervous system
tumors. Mutat Res 2004:554(1-2):23-32.

Kamiryo T, Tada K, Shiraishi S, Shingjima N, Kochi M, Ushio Y. Correlation between promoter hypermethylation
of the O6-methylguanine—deoxyribonucleic acid methyltransferase gene and prognosis in patients with
high—grade astrocytic tumors treated with surgery, radiotherapy, and
1-(4—amino—2-methyl~5—pyrimidinyl)methyl-3-(2—-chloroethyl)}~3-nitrosourea—b ased chemotherapy.
Neurosurgery 2004:54(2):349-357; discussion 357.

Nakamura M, Watanabe T, Yonekawa Y, Kleihues P, Ohgaki H. Promoter methylation of the DNA repair gene
MGMT in astrocytomas is frequently associated with G:C —> AT mutations of the TP53 tumor suppressor
gene. Carcinogenesis 2001:22(10):1715-1719.

Hegi ME, Diserens AC, Gorlia T, Hamou MF, de Tribolet N, Weller M, et al. MGMT gene silencing and benefit
from temozolomide in glioblastoma. N Engl J Med 2005:352(10):997-1003.

von Deimling A, Bender B, Jahnke R, Waha A, Kraus J, Albrecht S, et al. Loci associated with malignant
progression in astrocytomas: a candidate on chromosome 19q. Cancer Res 1994:54(6):1397-1401.

von Deimling A, Nagel J, Bender B, Lenartz D, Schramm J, Louis DN, et al. Deletion mapping of chromosome 19
in human gliomas. Int J Cancer 1994:57(5):676-680.

Nakamura M, Yang F, Fujisawa H, Yonekawa Y, Kleihues P, Ohgaki H. Loss of heterozygosity on chromosome
19 in secondary glioblastomas. J Neuropathol Exp Neurol 2000:59(6):539-543.

Cairncross JG, Macdonald DR. Successful chemotherapy for recurrent malignant oligodendroglioma. Ann Neurol
1988:23(4):360-364.

Cairncross G, Berkey B, Shaw E, Jenkins R, Scheithauer B, Brachman D, et al. Phase Il trial of chemotherapy
plus radiotherapy compared with radiotherapy alone for pure and mixed anaplastic oligodendroglioma: Intergroup
Radiation Therapy Oncology Group Trial 9402. J Clin Oncol 2006:24(18):2707-2714.

van den Bent MJ, Carpentier AF, Brandes AA, Sanson M, Taphoorn MJ, Bernsen HJ, et al. Adjuvant
procarbazine, lomustine, and vincristine improves progression—free survival but not overall survival in newly
diagnosed anaplastic oligodendrogliomas and oligoastrocytomas: a randomized European Organisation for
Research and Treatment of Cancer phase Il trial. J Clin Oncol 2006:24(18):2715-2722.

Kouwenhoven MC, Kros JM, French PJ, Biemond-ter Stege EM, Graveland WJ, Taphoorn MJ, et al. 1p/19q
loss within oligodendroglioma is predictive for response to first line temozolomide but not to salvage treatment.
Eur J Cancer 2006:42(15):2499-2503.

Schmidt MC, Antweiler S, Urban N, Mueller W, Kuklik A, Meyer—Puttlitz B, et al. Impact of genotype and
morphology on the prognosis of glioblastoma. J Neuropathol Exp Neurol 2002:61(4):321-328.

Ichimura K, Schmidt EE, Miyakawa A, Goike HM, Collins VP. Distinct patterns of deletion on 10p and 10q
suggest involvement of multiple tumor suppressor genes in the development of astrocytic gliomas of different
malignancy grades. Genes Chromosomes Cancer 1998:22(1):9~15.

Karlbom AE, James CD, Boethius J, Cavenee WK, Collins VP, Nordenskjold M, et al. Loss of heterozygosity in
malignant gliomas involves at least three distinct regions on chromosome 10. Hum Genet 1993:92(2):169-174.
Rasheed BK, McLendon RE, Friedman HS, Friedman AH, Fuchs HE, Bigner DD, et al. Chromosome 10 deletion
mapping in human gliomas: a common deletion region in 10925. Oncogene 1995:10(11):2243-2246.

Ohgaki H, Dessen P, Jourde B, Horstmann S, Nishikawa T, Di Patre PL, et al. Genetic pathways to glioblastoma:
a population—based study. Cancer Res 2004:64(19):6892-6899.

Li J, Yen C, Liaw D, Podsypanina K, Bose S, Wang SI, et al. PTEN, a putative protein tyrosine phosphatase
gene mutated in human brain, breast, and prostate cancer. Science 1997:275(5308):1943—1947.

Tohma Y, Gratas C, Biernat W, Peraud A, Fukuda M, Yonekawa Y, et al. PTEN (MMAC1) mutations are frequent

27/28

207



JCOG 0911A1 verl.0

28.

29.

30.

31.
32.

33

34

35.

36.
37.

in primary glioblastomas (de novo) but not in secondary glioblastomas. J Neuropathol Exp Neurol
1998:57(7):684-689.

Bredel M, Pollack IF, Hamilton RL, James CD. Epidermal growth factor receptor expression and gene
amplification in high—grade non—brainstem gliomas of childhood. Clin Cancer Res 1999:5(7):1786—1792.

el-Deiry WS, Tokino T, Velculescu VE, Levy DB, Parsons R, Trent JM, et al. WAF1, a potential mediator of p53
tumor suppression. Cell 1993:75(4):817-825.

Watanabe K, Tachibana O, Sata K, Yonekawa Y, Kleihues P, Ohgaki H. Overexpression of the EGF receptor and
p53 mutations are mutually exclusive in the evolution of primary and secondary glioblastomas. Brain Pathol
1996:6(3):217-223; discussion 223-214.

Serrano M. The tumor suppressor protein p16INK4a. Exp Cell Res 1997:237(1):7-13.

Carnero A, Hannon GJ. The INK4 family of CDK inhibitors. Curr Top Microbiol Immunol 1998:227:43-55.

Yan H, Parsons DW, Jin G, McLendon R, Rasheed BA, Yuan W, et al: IDH1 and IDH2 mutations in gliomas. N
Engl J Med 360:765-773, 2009

Dang L, White DW, Gross S, Bennett BD, Bittinger MA, Driggers EM, et al: Cancer-associated IDH1 mutations
produce 2—hydroxyglutarate. Nature 462:739-744, 2009

Sanada M, Ogawa S et al. Gain—of—function of mutated C-CBL tumour suppressor in myeloid neoplasms. Nature.
2009 Aug 13:460(7257):904-8.

Kato M, Ogawa S et al. Frequent inactivation of A20 in B-cell lymphomas. Nature. 2009 Jun 4;459(7247).712-6.
Kawamata N, Ogawa S, Koeffler HP et al. Cloning of genes involved in chromosomal translocations by
high-resolution single nucleotide polymorphism genomic microarray.Proc Natl Acad Sci U S A. 2008 Aug
19;105(33):11921-6.

28/28

208



SAXE-FEE

[JCOGO911: IRBHFEICHTHM4—T7z00-8 +TEVOSFHEE
BIEERAREEZDSUS LILE I B 1 O

LssE . KA REEEBALEBSERISH 30 ET MET
BEUPERETICETIHEICONT

JCOG NfEHB T IL—7

209



M5 IRB FHA - [ IRE FRED M EEA]

JCOGO9T1-Al TF/NLEEX BEEE JCOG 7T /\J—///:?‘?Ej:géﬁff A 2010 F 10 58256 H
1. EC®IC

YALLSL I ASzA4ad

COEBAXEIL. ﬁuuliutﬁﬁdooeognfm %% [Zxtd B/ 4—7za0-B +FEVASK

ALES A CIESL ﬁ‘Afokﬁli’) L

FRL SRS R E0S 4 LME S

\.‘_
r

It &

RER | (LLF. JCOG0911 HER) ~ADSMICEAELV =

NBEIAERRIC. COBERMEBROMMM L THELE. ARNRI-EERT HEET

E%"&H'\éﬁﬂnkomfuﬂﬂﬁLtto)t’d'o;@ﬁlﬂﬁ)‘cﬁ(i COWMEIZBMTEINEShE

RODFICIEBEICKIDHBAEMHE. HE-OBFELBTA-OICABRIATVET, CRK
E—RITBFRANWEEVTELENER A BEEDECCOHAXEDAE TS \ﬁ\bEL\_t

PERERGEAHYELL, HEEISERGEZRIIE,

2. BEFEIE
MEG IR TRORE M FITEhEIE TS, TREIICIE. A5 DEOEREDEMIT,

FARDDDNYPTSRENEENET . ADKDRER., BIEETTIE  BRRICESTHESR
SNFETH BEREIADEKRERR T HEVVIRLERW TERLGREZR-LTWEY, EEIIC

TFIEVSFRAMNTHERFILLGDHE NEEEEZRET H/MEAMIEVSBENLEEREICHYET,

NrEA

BEFOEEIETD N A (FAEIUREE) [EVSHET. AFF=). TFIV). G F=).

CURLL)ENS 4 BEDEE AL DE DL oT=" 8 D ESLEDTY,
| DOMBD FI= E S B EED B EFHAASTNET , ADKILH60KEDMBEM S HKY T
STWT 121 DOHBORIZIFZEZEDESZHOBIEFOELINEENTINET, '%%LT:

1 DO, HREBYRLTEZAFETH. COMBRODICHLITNENOEEFEFIH-TIC

210



W IRB FFEH - [%iﬂf” JRBier 376957’7 FEAT
JCOGO911-A1 EFNLHHX BEEE JCOG 70 N T~ EEEBLFELH - 2010 F 10 5 25 A

*L(iE@ﬁHﬂﬂL ENEBOMIRIGEEMMELEHN S, ZEMITIEHE0KBEETEL TADK
’&ﬁ?ﬂib)iﬁ'o DFEY. [ADOEHARIOBEERILTVBDIEEFTT . B FOBEICEs

T6OKBEDMIEI TN FNIFRTHREE L >-HRELTHEELTLNADTY,

LoAW

3. EEFLER
COESIZ, REF IR D DRER LI EBI AL BEELo—F T SEXELH
SOBEREICHEEYET ., BB DKL, ERICEBLTO55 A THBEATOT, BELEES
VRO DETSH CBELHRICERREHEONAIET, REGHERELTOET. L
AL BIETFICREIMES HECOH B MBS E@OEEY, BERSL IEHTRLIY
WA ITELYLET, TOHR. KOPFDOYEICTUNSUABNEL T HFRESIESRITZ
ERBYET, |

F1-. KEBRT AMROEHRTRETORENESHL, BEEECLEMRET LIRS

W 9« L

ST B R DHYET . ChEREREBLONETH. (554 IIEEORBHEHESTT,

MAEESE W

1L, SRR OB o A BRGSO B R R LR EBLET, — 5. HED

BLL&<ETVEFESAAL

BEFICEEN S RENHIGAELBMPERLNET, ZORE BFPFEAEEDD

THRIADEETHELNHY . KADRITBLENTTH, BIEHEOPANFELET,

NMETIHEGEFOEREICI>TEIZFRERIINDAFERICOVTHBLELEMN., DIz . 8
B BROEMAZNENRAD LN I LB EFABERLTOET, ChIEEOH
AR T ABRETEATNENEETNOEDENEL>TNBEHIZELBELDT. COENE

FREFZH (WTALEFL RYELIAR L) JEFATOET, [EHIOHISERY LT,

211



JEER IRB FEFEA - [ f_fmzf JRB f,'% «”@5{7‘75,78/1]
JCOGOIT11-A1 fr/hﬂ@é’)?ﬁﬁ Z JCOG 7'~ J——/L~§§§,§£ﬁ%i’5 J2010 F 108 25 H

TAhEWLA

FRITHYOTUEE DEFAEADI b T HHE GEERE) b&Fh. ChobETh

SEDBETOEL (DNA ROBEEE S QEKE) ThbbEET S8 | B SE0T. M

TRHAEMABYET

WL (.r/u%u/u MAELS

BAIEEDESEANEENERSIZE>TNDIRE CEERE) &4 ETELE D (i

ol

EH) HPBAE . TORBECBETORENERICEBELTELIELEZ LN TOET,

- MADABRICESENARIEE DEONEES . HEHLTEIEROH BT OBEH. 1
A ADBEFOELD. ThbbLEEFSE A EhoTWA TR AR HE>THLTD

oMo TEELT,

4. BEFEFAEZ~AOIHHIZONT

COWETIE. AT, EHI=E>TRY MBS H 3L HAHEE-T, BETO
BIFERL. EOLSBRRABEOD. HEEOTRROBANRLOMRERSET. Th
=&y, BHETAEhOREORE. DL TRILOAREOBRIZOLIT 32 LABHTT,
CORRITBMT BT EI=k>T, BT BN IENGRE AN EEZSNET, UL,
BEFRFFEICCRAVE T, BRSL-LACMESOBE AN T HAROE
HOTRHEOHLL EY LD EROBRITEI>SDMRAN BN DI EE RS LHRL
TOES, O, BMLENES. FROBIIRUBEEA L AREOES (1. 20 -
8. M) BMEREELI=COFRIFASE TEELNOTE . MEOEREER
OREDRMERL TS DTRISBREESLOTHBYEE A, T, FHCNRENIER
AR ORE O EEBNT 310 HAShET 1. ZORECTREL o B 5

RICHALEY . B FHRTOMETIINES DO ABRBBEEEETHELEILATNS

3/12
212



JCOGO911-A1 T/ giBI % &5 &2 JCOG 7L~ T—INEEEELFEA - 2010 F 10525 5

TLS—TLF1— fzAELD W T A LEDFA

MGMTEFENSERBEVCEADEGEFRROFERVZOELZHLEANET, ThEHR

TOHEEEHL . HLLARE OB EM OB BTN EE R TOET, M. ChdD

PREFHTURSARESATOSFEIOBR . MBEZAVTHAREITVET O T, #H-i
EREESCEEHYEE A,

L&{ELNES

BE. COWRIF. EFDOFFORFEE @Eﬁfﬁ_‘ﬁﬂiﬂ’ﬂd)iﬁbﬁiﬂ’&nﬁ’\étw’di& VEEA

WL WTAEWLA

DT, Ab\iih&b\bl ’Exo'tl,\é‘(ﬂsE(uainﬁl)&tli"b\b)itf/u

MEDEHMPOHZEZED . HEEIZRABLTWEKEODFHEICODVTRELRE THLL
FBALFET ., HLE-ANIDFHBAZLKEFSh, CORRICHBALTERVER DA B ST,

RIBENITERLZE,

5. BIEBAOEEMLREDEH

_G)ﬁﬂxx\o)*m(iEﬁ%ﬂ'C(i&Uit‘A/o COMRIZHBATENEINEI. HHET-OBEBHEET
BROIZEWN £ SMICEEBLGWMEE TH, HEEOFRREITEEESIBILEHYER A,
3554 FMRICSMET JCOGOIT FRERITIEITS MU T2 ELTRETT

£ LoFARELEBETHL WOTLREZIMYETCENTE. TOHEICIERHELT
WD MROBEGEFERASBREEESN SRERGCEL TN URIEZORETEDL

NBEBYE A, COBEITE, B - ORFIEI S ES L dHYEE A

TohiL EINTordVL&

FAEEBET 2B 8ICF. XB(FEHDE) TR LUEETHML I,

6. FEDES. BHLHE

(DHAEDEMEESR

4712
213



650 IRB A - [6H5 IRE FE QB EEA]
JCOGOIT1-AT EFNFHAXEFEE JCOC ZLIN T—/NEEESLFEIH 2010 F 10 A 25 H

COWMEIZIZ, KELHTTIDOBEMAHYET,
120, COBRSELENSHES L. BEEBOTTM GM T EEbhBBETHFAFILEENS

3L &<

BfMNShTLSIGE . AEAYE. EFEHBESERT HEMESNTOET, FFELED

MGMT DBIEAZIZIZL DM HY . EOFENRLLIVNREDEC A>TV ER AL &

U &5 YVEIEFA

ST, SEOHETIE. FMOBFICHONI-HRBIELRE MGMT OIMATEDHTEORFEY A

HhRELALEC

FEARBENS iR RO MOMT BEFOAF L OREETRZEMS P& /05—

DIVREREWNDIHFEEITOT. 4@%@&%%52@%%3&0)5#%@Faﬁé‘%iﬂﬂ@“éf:&)l:liEO)
AEBENBRLRVIERARGIENE—DBNTY,

2 DB (&, JCOGO9 FRERIZEMT . 12 4—DxAY BLTEVOSFOHAEEEZIT-E
FEEADH T, BEEBHD MGMT DAFILEDREVDEESAICLABRIRSHIONEShE
HARDIETT  BBRTIK. A125—Tz0Y B BXRBITHEMNESINED Mo TOER AL,
LLAA—Tza B wiéﬁt??ii&f MGMT DA FILIENEONEBSAICHABRIRLH
hIE. S®TFEIOSFISALE—T1O0 B OBREMR DARAHHTEHENSTEITY
E3

3 DB BFEOESMEEOERFLANILTORMEHELGARSILIZEST, SEDB
FEOBESADOOFLLVABKICOULNIEGFORMERDTALVSENTT . b
LELLEEREFREGENROMNE HILLVAEENR DM ofY., SYRSIAEOHE
EIATEY., FLEMERORUEFOEBLTHCENTESLIILRZEEZTULET,
COWEIL JCOGO9 HBRADSMICEB N LWV -BEZIAZHRIZBMESELTS

Y, 24 T80-120 A\DEMEFELTLET,

5/ 12
214



JCOG Z A I—/ILEEESEARZH - 2010 F 10525 A

AR IRE FEE - [
JCOGO911-A1 TFINHBX

()HARDFEE

SGRBLGEAZTONSFMICEoTIRYEESIT-, EEHIVTEBO—BEL-EFT,
BEMNMSDNALGEZRY ML GEGRFRNEITVET . £RILT TR DN FEELRE
B> TELNIZRSAFERAV T, REREXRETVET,

F=. 35737‘:75\611[15&% 4mL JROLFET, MAEHD DNA ZBMYH L GEEFERARETH, 3
REBHRIETIE. BET R THBEL M A>TNEDITBYEE A, 20T, ME-OAHD
ZLOBEFERNDILITBYET . Sl HAFAEMT S JCOGI BHERTRONI-BR

| HFHREHHLETHEOE T IEEET,
BE. CHEENHNIL, ﬂﬂd)%%‘é/ud)ﬁlAT%#&{%EE&’D:G)EH%I:KBM“EU?XL\%’EI’E]W‘& =
DHROHARRBHEEORBTESREN(IENTEELY, Tz  BEFEANDHELE

BT HEHMBETHNITTAELET,

(3) RIS MR
Bt b N BB AR MK . BEEA . £ 5B AL ORI 5= iR
SHEN AL S—DRESEE . e T7 LAY RTF LR, ZLTHE K ES

ftEBPBE D Cancer board IR ETHIBL TRFIETULET,

(4) B DHARAE

COZEIL 2010 F£ MM A5 5 EREHRTHFETYT,

7. HEFIZHELEINBFBE LURF &

6/ 12
215



1852 IRB FEE - [£ 18, HERAT
JCOGO9717-A1 EF/, IZ‘;EU? G 7 ONI—NBFEESLEZFL 2010 F 10 525

AETRFFREEEROR LI-HY . AETBREKOBEER LAY, AETH
FREOENMERADIYT HI=E. BOMBEEOFRERITUCBENHYET, Lt
BT, COMEDEEM I it | H AR b T TR L A1 LD, S
DEZDREICEFSTELOT, BE. NADBHOFH - AREENLYMRBITTDASE
SIH B AR E ML TOET

— BT FNICOESHRETRITHIRICLY . BALEET L0 EELERAR NS
LABYET, TOBE. REENDCLAERTHELHNENBAIRY, BLEISHE

BB BB AMESHERRLET, 554, HEIICEMSET HRIZHiRI L

DHEIZHELI B EEHYFEREA,

8. HEDEHOBEIZONT

o T hh ARETRAEHECASEERE. bhlrRET AL BYEE A, £
Bt=-MC DL D= BEMREO MAEREL TEN-C LR L TR A Kb 3

EPRBEOZBLHYFEE A

9. EABHROREIZDOINT

VT AL DLVEE

HEEOBBNAT SRR, UETEREL . BEEMTV-LET, £-CORET R

WHa(E oL Mohiy

G)‘f‘*%’&lz%’fﬁw% PERTHRETIERICHL. HBEEDTSA4/1\—FFoNFET,

COMETIE. BHEHRNEL T, JCOGT NDEEEFZREBEELSLY . BEAVILDHAHER
ALET . DFV. KA. EFAB. DILTEELE. BANRETEELS ., -0 FE A ER

MHABISRN AL BYER A COLIBFEITEST, Hiat-OmBENSIY KL= EF

7/ 12
216



B EE JCOG 7O N I—NEFEEESLFFH 2010 F 105 25 A

5 IRB EFE - [ A
JCOGO9IT1-A1 FF/L

DIEHMEZRFERIL. SEBDEFLELLHA . B FRNZEITIRAREICIHLE-OLDOTH

ERMRIELEYETS,

YAYLAE

10. ZOWMEOBEERIZDOINT

YAYLA

ORI, HEORBEEERAL J006 DEARICEST. FRHEDE SHATHES
NTVET, DFY. COWRISNT BBESADERAFONTNSZLPELDREIR
TGO N DT LA L BB EN , HEAEY THETERBOSNTNET, F2. 0
MREERT RIE JCOG DF—5ti— MR- Ko hHliEBs. Sk
. BESADELAREREN. TSANS—HESNTNBDESHEERT BT LT

3E_d’o

1. HEREOAE
COWEDREIL. HHET- PO REE B ETELIBRARE DEHERR L1 L
oM E-UES A2 E o L

T AL TEL SN LT FE R R CLMMES LU Web EILARSIEF—2~—2

HETAICREENDCENHYET. COFERZLDF LD BANBETTDT. TCI2H
Ftelm o TR SRS B S h BEL - AT (L EEAE BYE L A £1-. COTEIS

ML TS B EEAL BORETOEHREDHE THEMEMICRITT 3T LT LT, [FL
HTERDBHBERNBONBTEICEYET ., Li=hioT. BRIEL GRIEFERITL-RES
BHEIbETBoLEHYERA. COLIEHEORE LTEOELOREI-BHT2L0TH

B &E TS,

8/ 12
217



142 IRE FEE [ 5 IRE REBOEN1EEA]
JCOGO911-A1 FEFNEH X E/FEZ JCOGC 7 ONT—INEFEEESARZRH - 2010 F 10525 A

1L, CREABNISERRFERILESRE Mo LET. COBE. HREOERE
T RN BELEYET DT, BHSEETIHBRAN Y . BRONEIZL>T
FEBARETHEANHYET, Bl BEEETEHOEH BRI,

Bh. BEDEHE S OCOWEORRICONTIE. BHEORDICEL. 18 LEM DB

LET,

12. HRODELHE B D

L /u MIeE EoExITA

FRNTARDBRELTRIFEGENELHTIREMAHYET A, TORR. TOHERITE.

FAEDD E

23 A B FLIESHAEDSE M A TAZERIT NS L
TR R

Rt es et AR BES LU AR ERERECBL. AT HER L (L

WTEY 2

ELFE A T, ;GD’T#:.‘F*EE&’é%c‘:&b’f?"ﬁﬁ’]*‘]ﬂﬁ‘ibéj EFLHYFTH. BT

CRIZDNTHIERIABYEL A ChiE. BETOBEEEA AR DU EEMRT 5o M
ETHELS, ChoEBSET 30 BhE I S<OH X DRETRIFBRNA .
DHEHREOEDEFDON AN BELSN ST,

18. COWEAET L= OBREDIURL OF
H2Z2% LenES5F L E '
HET-0OMm%-EEHREIE. COMEDOL-HIZOAEHE TN -EFEET,
Fto. COPEAET RE. BEL TN =3t ORI LB T Ao m =T
RTEZLET, Tt ABEVNEAFICCORE A THE - DB BERILES - LbhYE

‘A,

9/12
218



W IRB FFE  [512 IRE RED B EEA]
JCOGO9T1-AT -Z:T/LR}B@?,‘Q’:EW?; JCOG 7[7/\_7—/L§§3£§£ﬁj75 2010 F 108 26 A

HAZpS L %

14. ZOWEOHEELIZDOINT

5 -ta‘l.\a')

FREONTIE, BESBHFHRE MBS r RS £ EEREE RT3

&£< ')? L3EWESCA

Temozolomide D GBI R A &R A2 LE A BB (TR 9 HWZ8 1 I, JRSL 1T BUE AESL

FAZEPIHD X DU L T W IFAE®S %L;B&ﬁ(ﬂ:t\brp&o

AABRIE s B—hS A B 25 B S 2 i T 1 220 tE-4. /DT ZIX T HIRE L REE

= L & D Z2L5E51FAERS S WEINLEDS

SO0 SRR U EHRR RS S JOWREICIVERTHEL

BoTWET,

15. BEEHIE)T OEE
B FETWEICELT. & f'a:uj\—tb\&)éiﬁ'&"b LWL EAHDIBEEIZE

AT EBEHDE)TEM., £EBROZZKELTWET Einhor ) JELEN

L A LxLA

HET-ORBITELET DT, BLE, AEOEHORIELE . HHITESEZHE

BHRLHEESN,

16. EALRZETHERBILTES
CHRENABNIEERELBFRIEEN, INETOHBAE LK CERZ LSV -2 T. b
ERCOREADSMIZFEBL TV =E 3581 TREXEICE40 L. BLESE

TORHKESNET LSSV ELET,

17. HIEDEREL. IRKARE. AREHR

10 /12
219



1556 IRB AFA - [E18 IRE R0 A EEA]
JCOGOIT1-AT1 EFN X BIFEE JCOG 711N I—NEFEEELFFH 2010 F 10 5 26 A

HYHE:

MRS EE:
[ SIEROER. BEESEEA]

COBEKRRESADEEE - ERBOFIUTOELYTY,
MREHER ERABROERFTESE . ELREO)
5H %=
BEEBRREXEREFZZARERAENT
T466-8550 E IR 4 7 B T A FI X #5 22T 65
Tel: 052-744-2355 (4 A7 )LL) Fax: 052-744-2361

Email: anatsume@med.nagoya—u.ac.jp

MRERERE BRERLAOETE)

EH BE
BEHEBRZAEREF RARRNEHEN R
T466-8550 AR A ETEAXELEHAT 65
Tel: 052-744-2355 (F A7 JLA>) Fax: 052-744-2361

Email: wakabat@med.nagoya—u.ac,jp

11 /12
220



