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MEERASN S F BIfEER
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PRIFEN R, ABRARRORERRFONS - HRE ER (HR=0.73) DFEFHEHE T HE
BELISED. WEBITERESALLETOFMAERE N

BROBELER

FREFER I PEBITLR— L TT—2E 2 —&YSR - REe B EE SICIRH SN,
HEBRBEGROABERLUHBRARDABIIOVWTEEREEZZITS5. IR -Z2HTMEERIL. &
ICEYRBRBGED A B ZRHL. BEERKRICE DLW THERREMF XTI —TREREIZHER
BEOAIERLUHBRELRDOAIEEHET 5.

PHR-REUFTFMEESTEDIS., XTI —TDAVN—(FEEIZITMH S, T, F/E
BITOHBRICIVIR -T2 HFFEZE SN ARHABRDOPIEDENENLEINLEVRY . E-58E M
METTE2ET. KRBOABRRREL. AREZR. SMEROARE. JIL—TRRE. T
—TJEBRIEhEBITEREMDILIETELL,

FRBHILA—FDOBEEIZLY. SR - LU FHEZEERLVHAROEHEIE—FIZDL T
LFEEFEBEOHENGINZIGE. MERREMB LUV IL—TRREFIEEATERETL.
HEBEODIEF(F—BOEREITONENERET D,

HEBOBPUEF-FHABRO—SLEELEITOIEAICE. AERREMB LTI IL—T KRB TD
R REeMTMEERICELATIHARP LB IF (I TOra—LRETREV 1 ZXETRY
T5. MR- RN EEERORRBER THRAREMIHAREPUEFIHABRO—HBEER
FTBHIENTES,

MERREMS LV T IL—TRERELIDR - RE2H T MEESOHERNBICEZHLIITHAT
EFHN. MR- REMFMBERXLOBMTERDORARNTELGI -GS REMIZIE JCOG KF
FDIETRIZHES,

HERIEEGSTEE . TORDEHHAMIIRBRERDIS 2 FRET D,

FRIBIICKYRBRP L EGST-HE . TOTREBAHARHRD X158 iTeHd, T—2E242
—(X. ARKKRER. ARBHFRBEBALT, AETHBIBERZPODIC. AELET—IDHTR
BROARIZDHDELGBZTLD., EBONMITELEBHLAR—FZERLTIIIL—TENR -T2
M MEERICIRET S,
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6. IRIRMEMT

6.1. B

AR, BRI T 2 FREBLIITIE BTN REAET LD

6.2. A&

2. ANMEDFENL. 13, RELORENT . T4, TOMOERN IIRLUBEITZET.

7. TEEHHK - & HUAM BB

TOba—)LI2.4 2 BERRMIRGRE B BRHBER TR I TRLEZERICE DS A HOEGFHM PR
Ex 8 MALIREL.BEDOZNA I MNALEDZNESIHN(HR=0.73) F R H T BB MERET VA
DELT-IEE . B4 T B 2 F, a=5% (K1) . #HH 70%&L T, Schoenfeld & Richter M7
EOOERAWTREMBIT R MERODE, 1 8 98 . mEEET 196 Bl (BEA RN 185) &4,
BE.BEARBOEFYMPRECEENOTEEENAHIHE. LN —FLEERET S0
DHBERITARBM(MBARUN)IETER 7.2 DESI2H5,

K 7.a MBOEFHARPRIEEREANICHGT IBERTIHRK

e
AR P RAE 0 0 0 0
A B vs B B 65% 70% 75% 80%
7MA vs. 9.6 MA 170(162) | 194(185) | 220(212) | 254(243)
8 MA vs.11.0MA 172(162) | 196(185) | 224(212) | 258(243)
9MA vs. 124 A 176(162) | 200(185) | 228(212) | 262(244)

XO)RNIEBEARUL
N BEFR. ETDOEMTEESNZFEZRIAAT, FEEDKLIITEFREL,
FEZERE & FF 105 45, mEEET 210 41
EEREAM 4 F£EMER SRR TR 2 5, BITHM 1 £

EHMEZSITICESTHLMIZBRELYLFRNBRNCENHSIHERE . FRIOBEMN S
DRELTHMNAHDBEICEY TN A XOBRHEEZEERT D, TORICIIERRMICERDH
BHEISOVTLEREL. BT ORRAICER T THRFETI2EET D,

<Z7Aaka—JL ver. 2.0 TOEMEIE>

JOba—)Ll2.4.2. BRERMIRGREEBRHER TR TRLIZESIC, BEERR—IANFTERDI:
O HUTNHAXEEEL, FRPHEZERTIHEELIz, TNIZHEHEL., aZ 5%D5 10%~E
B9HLELT=

A BOEFHMGPREZ 8 MALREL.B #HDZnh 3 A LEISHNESIH (HR=0.73) #i&%
HISEBMEHBRT S AULLIIGE . B8R 5 F. B 2 F£. a=10% (KA. &EH 70%&L T,
Schoenfeld & Richter D AZFAWVWTRERBITREERDHDHE. 1 B 68 HI. mEEET 136 5l (i
BARUNE 128) L1505, BH . BEABRBOARHR D REICEENTERAH-IHGE. BEL
N —FHERETI-ODODLEBITHARB(DLEAAUMIETE 12.2b O&51245

& 122b MBEOAEFPEPRIELREAITHIET ILERITHRE

B A
FEHIR R (B . . . .
A vsB B 65% 70% 75% 80%
7MmA vs. 96 ™A 114(109) 134(128) 158(150) | 186(177)
8MA vs.11.0 MA 116(109) 136(128) 160(150) | 180(177)
9MA vs.124 A 118(109) 138(128) 162(151) | 192(177)

XO)RIZDBEAI
NobHEFZ . BT DEHFREAFEZRAAT, FTREDIIICHEL=.
FESERE &8 73 6. MBS 146 fi
ZHRERE 5 &, BN B TR 2 F. BFHE1F
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55 1 [EIhfEA24T (2020 £ 12 B) [CBIY H%FEEFE
<BHIZAWLWST—2I2DLT(5.2. FEIISE) >
% 1 BRI, 2020 FERHAE=2)TDT—RIEINTITI,

<7ﬁxJJT$0)I/I~'I'«f/H XY HBITARI2. BHEOBETISE>
Primary endpoint D £ £ 8. PFS O T FRAU K
2020 £ 6 B 19 BETOZ k5 76 41

25,26 ZHEG. TE=RTWE G OEN
—REERIT 76 FIDSE, EFEEHIAN DFHIREDHS 68 fi
ZRERIE B BHOEERFES 39 D55 ZRAERERIBLTEY. A OFMREDH S 28

2.3,2.4 @ BEV BtR#& M PFS. BEV Bl#a# 0 OS [F7Ora— /LR ERY PREGHTEIXEH LGN

<ZEMDIVFRAVMIHT @A R (3. REMDBRITISER) >
BFEERHERD).EEGAEER
1% :2020 £ 7 A 31 BETITRBEFRENEIRENT= 66 5, f=FZL. 2020 FERPE=2ITL
—rESRIHEET D,

<IEHEMHE(153. ZEMHDRABEAZISH) >
2020 &£ 6 A 19 BETOEEH 76 flI=H 1T 52 EFHMICE T2/ MUIL 2 BB E T 53 THoT=,
Li=h> T, % 1 BEIHERITICE T 5HFEERERHIE 53/128(=0.4140625) TH D, 5 1 [E R EAEHTRFDZEED
RAESLV o’ FLUTDREYTHD,
ZHRFAfE = 2.3050344735676200
a’ =0.0105823213896442

<BIFHRZERFOH{ZNT211. E-2BHOHEISR )>

EAFHIM ORI (XEfT AR F (FH[50 MK vs. 50 Ll L] KPS [60-80 vs. 90-100]. & #%Al
DHEFF TMZ AR T &AL OEAR[12 BRI vs. 12 BLULED ICEILKBRIOT SV IREETIFTELSN
Tz LOL. 2BEBELIZARVMRIT 53 THY ., TRISTTBY ., BT EDA R MM DIRN=H RN
—RGBHIFET D, LE=A2T, E 1 EHREAENTIE, FE[50 mKiE vs. 50 R E]OAZEBELEERIO
TIUOBREDHRETRTEET D

R BETILEMEERRBOARUM

Fin KPS | ZERaTO#EF TMZ AR T RO DHEIRE | N(AXUD
50 ki@ | 60-80 12 R 9(7)
50 ki@ | 60-80 128U L 1(1)
50 ki | 90-100 12 R 5(3)
50 ki | 90-100 128U L 1(1)
50 mE LAt | 60-80 12 R 37(31)
50 mE LAt | 60-80 128U L 8(3)
50 m AL | 90-100 12 R 11(4)
50 m AL | 90-100 128U L 4(3)

<Primary endpoint [CEAS 55 EDFRA R >
SEOBIBRHOEELCHEBTOENDERERFTTALODFHRD—DELT, LTEEHT S,
PRI OXREG ST 76 HIOEFICEL-HAM (3.9 £:2016 £7 A 11 H~2020 £ 6 A 17 H)
&, BET—)LLT= primary endpoint D £ FF HiREh RAE 10.7 M A MDD, EEREAIATR 5 FHF, 6 FHF, 7 FRF,
8 FRF. 9 FhF. 10 FRFD FRIA N MK,
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<% 1 BPEFHTLR—rOELEHEE >

Primary endpoint: £ 47781 (OS)
BT E 1T BT A R OB R U BT iR %
> UEHPRAAEITIZE TS decision rule DEH, LUV HEBHAEATO o
Kaplan-Meier i%[2& % OS Hh#R
> EMTIRERFTEAIZITHEVERD OS HiR
> EMFRABRRAFOYIVIL—TEDET D OS hig
BHHEE
> HAIDOENHAE(ZRBICETLHAID ., BIMRREH. ANV A FHHPRESELVZD
95% 14X M. 1 £ OS EIEH LU T D 95%EFERX . LITRD)
> BET-ILLE2ARTOENMHEE
B EHIET 5O DEMER
> BRoOTSUOREICLSAAlp E
> B3| Cox BIRMSROI-EFHBDNYF—RLLEZD (1-2a") EFERERM, f=1ZL. N PSEBERBEH
(ZI1X 100%IZ7>TLESH. BELLT I5%EBRMEHLTRT
ENPIUFRETH-ODSEER
>  Primary endpoint (ZE83 % % IR
v' primary endpoint [ZB§L THEMBATEFICHETFHEEIC B 30D A BT HEBMEA GRS

N yRER
v ERREBEICBEO ABRISHTAINY O RHEEN 1 £ X5 (B HOAREBRENS
%) F RIS

> Primary endpoint IZE8 3 2 &4t EHRE B
v REfETE. B L A BONT—FHEARERER (HR=1) DFFHIFINILBELIGED.
PREBIERESALETOEREMNERE S
v fERfE. REARBLEERAERBMON\Y AR ER (HR=0.73) DEFHBIT S
ERELEGED., PRBINERZEALETOERGMAESRE D
Secondary endpoint: &1 ZE 4 77 £/ (PFS)
Kaplan-Meier ;&2 & DB AR FTRAZFTHEVETID PFS ghifR
EffEt=
> HAIOEHMKEHE
(BRI D, BIARER. ARV 1 FE PFS BIEH LU T D 95%IEFEXH)
> BEJ-ILEZ2ATOENHETE
BRI7L D Cox BlIRMSROHT-ERD /YT —FE, TD 95%(E 3 X H
Secondary endpoint: £ EI & (Exh )
HADEDEIEEZTD 95% Cl, ZXAEIZTOVNTIEI B EHOEMNENESEZD 95% Cl
Secondary endpoint: E2EMHEIE (RE2EHE)
HADTEEHDENEGLZD 95% Cl, ZXABIZOVTIEBHOEZHEIEGLZD 95% Cl
Secondary endpoint: MMSE JEE{LE|&
HADEIELEZD 95% CI
Secondary endpoint: KPS JEE{LEI&
HADEIELEZD 95% CI
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F1-2EH (2024 &£ 11 B) B84 B4550FE1E
<BHTIZBWAT—42(z2LWT (5.2, il 1SE) >
F1-28(X. 2024 EERIHIE=2)2 T DT —RIZEDWNTTI,

<AVEDIURKRAUMIT BT IR (12.1 Primary endpoint(£24£7F8AR : OS) DfEHT 1. 2.2
EAFHME (PFS) DT 1S HR) >

L ERB) 146 BIEXRET B,

BE. RN ELTITS @B A X2 Z 54455 (No. 18, 50, 130 [A E]. 112 [B #]) @ 4 HIZERL
=142 Gl RET B,

<EVEDIURRAMIR T HEIHR (12,5 TEEHENEDHFEITIN2.6 THEIEDRITISE) >
EBRG] 142 FIDS55 . —RARICEIKEERZDENE . FHEIG SOV TIIHERRHITE . o RHIE (A
ERREIREZTHRT D 127 Bl RET D,

<H$TJI—TE# (OS. PFS. T2 ZEHENE. THEIE) >

AENREMAVEZERAEOREERERFAT 50 RICRTEFICEALTERMICH T T IL—TH
MERET D, CNoDFEMI+RLRENEERLTITILDTEL FLE2EHORBLTHENO.
BT TIN—TRTORBERIHETRERNGHREBRT 5. - UTORFERALHEL-EEE
R BT,

JOra—I)LTRELEEF
5 (50 MmRMA/50 L L)
KPS (60-80 /90-100)
M HEZH A BIZIBIE Grade |II/#ZRBIE Grade IV
ZEXATDHME TMZ EZR TEISDOHIM (12 BRH/12 ELL L)
BERATDHM R TMZ BEO—RA (3 3—AUUT/4-6 O—R/7-12 2—X/13 a—RLLE)
ZERATOBFMH (B/A)
ZEFIOBFMBITOXITTIVER (EFH)
ZEFRIDANN XTI T BERE (EIA)
FFERRZE CREMT T E D MGMT &Iz F7OE—F—BE DO AF UL (T|/AH)
MR ZE CREM P EDNIRTYFEEREEADORE (B/H)
MIFERIZE CREMT T ED IDH12 Bz FDECFEE(E/H)
vV EBLTFEEREHYDOEFENRICHFER/ZENOEBNEER
>  HEERFIETO IDH12 EfnFDELFEE (B/AH)
vV BEFEERBEHYDBEEZRRICHE/EEVORENEER
HETERMTETEE v2.0 TRELEEF
> Pyrosequencing ;&(Z& % MGMT & {zF7OE—2— B D AF JLIE (unmet/MET)
> GRAEBBBORTOSMNESEE(EA)
TOra— )L TRELTW L OO REMBTFIEERELLRVNI LI RF
> MIERE TR TENIRATYFEEEEEANORE (B/AH)

YVVVVYVYVYVYVYYVYVYVYVVYY

<1FHERE(15.3 L EMDREFEIZHR) >

BNEDEM AR THLIEZHEG] 146 FIOEEFHRMICEFTEAAVNAUT, 5 1 BIRRE#EFT T 53,
- TIE 128 THo=(WTht 2 BHERELIE) , LA T, F 1 BIPEET - RREBINICETS
TEEREFE - ZHRFE - FEKEIRDBYEEENS,

2020 &£ 6 B 19 BETOEEH| 76 HlIZH (T2 EFHRMICE ITH5I XML 2 BHEETT53 THoT=
LE=A>T. % 1 BEhERTICE T HEHRERIX 53/128(=0.4140625) THD. F 1 EHREBRTEOEA
BRESLV o TLTOBYTHS,

ZEHRFRE = 2.3050344735676200
o’ = 0.0105823213896442

% 1 B RSARAT (2020 £ 12 AEHE)
> IE¥REFR: 53/128(=0.4140625)
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> EHBRFR{E =2.3050344735676200
> a =0.0105823213896442

o ETF-SHENT (RIEAET)

> EHRERE: 1.00(EERBITOLO. FRERIL 1 ELTETTS)
>  FEHIPRFE:1.3002534087893900

> KAl o =0.0967570654308300

<EMFERERFOHZNT2.1.1 T-L2BHOAEISE )>

SAFHBOMBTICITEMT R ERF (F&[50 MR vs. 50 M LLLE]. KPS [60-80 vs. 90-100]. & £kail
D TMZ BER T RO OEAR[12 BRE vs. 12 BLE)D ICEDLKBROT SV IREEITIFELESN
TWEHY, FTERORITRYEY. 50 mARFED EE EBHFHEDN DG ANV DN =6 3 ODREFZEHM
HEDLERIGE . BARN—RIZLELHIENEEEIND, LA > T, REMATEFIL. KPS [60-80 vs. 90-100].
BEATOMEE TMZ AR T RN DHARM12 BXRE vs. 12 BLLE]D 2 DDEFICEIBRIFNZ

"EET B,
BET— LI A BRD A< MO i
- KPS | BEHIOHH TMZ AT ASOME | O
50 mAE 60-80 12 Ak 11(10)
50wk 60-80 12 @LLE 101
50wk 90-100 PEEES: 8(8)
50 m& R 90-100 12 B E 5(3)
50 mLLE 60-80 12 Bk 67(66)
50 B LLE 60-80 12 8L £ 18(17)
50 B LI E 90-100 PEES: 24(22)
50 ®LLE 90-100 12 @l E 12(11)
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JCOGI1308C clinical study report
WIEmEE
YERZB: 2025 &£ 4 B 17 H

JCOG1308C : BHBHFIEIxIdT HREJILTEY OISR +ARND XTI ERGREEEN/N
VAR TREELIT B BMERIER T T LALE Il 4HEAER

MIERRE ARARELM K4 KB & e BAMKEEZFEM R IxtEstfl
MEEHEE K& /I B— KR Eif iR ZIMKEEZIMIERG g il
FI—TREE K& BHE % e EXIAAME L 2—hiumle NEEEER
1 BRI D BMF

EhEEHEDEEEHER S JRCTs031180083

——— JCOG1308C : BHRBHEIxid SRA=8bTEV OISR+

R IBRBAEEERNS AT T LT 5 2R RS
5 AL SEMFRERER

FHISHRRATR JCOG1308C: BRBEHIEITXT 5 IABND T4 Lb BEs
B
PEEKRAREEERANET(EEES) | EIMEREEAEIAARE L 4 —h AR LSS
ZEB%(CRB3180008)
B

VIEBERE SCIESERFE XL T, AE5%{tTEY 03K (dose-dense temozolomide : ddTMZ) &
EDEFREZIZN/ND X T (Bevacizumab : BEV) 5% 1T2:8 R BHFEE (ddTMZ followed by BEV :
SHERIE ddTMZ-BEV:ZR Gt FARGER) D EETRHARMIC 8 1T S EIE A 4E AR ThH ABEVE AL DT A L
L EMAELLBEABRI THRRE S Do

Fig. 1 Study Design




JCOGI1308C clinical study report

— Joils 14 2oy BEV 10 mg/kg
Rakad day 1 S5 148/2—2

R

2)

3)

l—{ Fil R EILER) |

B2 A4 2 A FE (Grade 1)
U At 2 4REIIE (Grade I1) |
|

y
%%Fx |

AT HRAB/TMZ TMZHE 8%
(150-200 mg/m? day 1-5MAR 28 B/a—X;23—ALL k)

| BE AR | AR BE
| B | B

| HgrncBEE ey |

+ A Y

B

VB B RS GRATHRATE T %908 LUK)
5 20-75m% KPS 6004 £

S8 LA
1% . Fh (S0mERIE vs. 507 LLE) . KPS(60-80 vs. 90-100)
RETMZ A5 D HARS (1 Iza@sksm vs. 12:8LLF)

Y Y
A% B#
BEVEE ddTMZ-BEVZE X it &
TMZ120-150mg/m?

BEV 10 mg/kg

—RAE s < _ day 1-7 MR 148/3—2X
day 1 Fi§EEE 148/0—X 489— 2 ET
v v
| Bx-wE | | BH-EE |
v v

XBFE (EMRBFE. BREZST)

FHHEERIAE 2 [ ERRAE D K AZARI 2T, 4BEERC WHO2007 FhRICH T 5B31E
(BHIEIBSE. BRIEEST) LM TS (W, BR-EERERHEL),
BHE-BEROFMHNITHATULVELGEES  BERRT0:ES MR TUTODO~@NDT R T
=g,
D BR-EERIIZTOSMREREETOoTVSIEE. &5 MR AR TO/RR5EBEED 5
AL REENERINTLSIGEE. ERL-AZERAET ) ITThN TV,
Q@ BFEOBHR-BENHEIINTLS,
Q@ AtH/FEEMHOKHEMAEO SN (T1/T2 SEHEHR) , =1L AEDST D
FHEEDRDHD . hDO/F-ILEEND sk B E 20 5N BIEKDISGS (XEKE T 5,
@ AIETTHERZE (EERENDERXT S 2 ARIDRARNELIZ 10mm ULDFEE) EHT
2o
BH-EEROFMHNTHIATLSIES:
UTDOO~@DTFT RN TER=T,
D BEHR-EEROFHHIOES MR IZTBFEOEHR-EEAKEIN TS,
@ Ffit 3 BLUA(FiiB% day 0 ELT day 1 H5 day 3 £ T0) ITEES KUIEESZ(T1 38
SFEHR) MR M Thi, BRIBEEOMREFREEENERSINTINS,
Q® BFMFORFEHRIADKAEARIZT, #HEFMIZ WHO2007 FhRICHITHRIAIMEE
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JCOGI1308C clinical study report

HIREREE - (XBFEDESH FEESN TS,
@ 1Tk 4 BLEE., BEFRTDESRZ MRI TLLTFD i) ~iil) DT R TERE-T

i) BRE-IEERICZTOSRESEToTLWSIEA, &8 MR AR TA/RIRSEIARD
5 B (R5ENEFINTLSEEIE. EELI-AFRERLT D) ITiThh Ty
3,

ii) BIERTREREDAEILRHLLY,

iii) Z4KATMRI T, ik 3 BLARIZIThHh iz MR [Z AR MmASE/EL TL VLN (T1/T2
SEEAEHE TAMES OE L DEIOAEDS T U EDEMAEL) ,

4)  FIFEEFHDOEF- BB, /X iNEY, TEA, R, RO NICLIESEROR
LYo

5) REENIEIE. KIBIBEDLT BN,

6) #IFEF(WHO2007 FEMUIZH T4, VFEAMEEMIINE (Grade ) RUMERAEZEHIADME (Grade
ID+ET) DUELAEREL T, #71% (BIEEH AL I ELANFEMNI K 2EREST) TMZ DRI
GERIL GRS % (69 AR LI TIL 54 Gy LLE. 70 LI E(E 30 Gy LLE) BT =14, #iE
TMZ £ (BEE) A 2 3— R EITHhh TULNVS,

7) B (#05AF WHO2007 R 8115 . VFEAMEEMAENE (Grade I) RUGER G EHREIE
(Grade I ZEL) 20T ZRLAREL T, TMZ BBE(E4E) & TMZ (BT 2%ERE(D
DFEER. RIEF I RAMAEER., FUREEE) AN XIT (RN XITHRF
WHRIZ 12 BRI EEIEETIRAL TULDIHEIZRS) . FHFOX 7 7L OFETHIEEE
LIS DI ED B E . EREHEAER (AU FTA7,. Y AN\—F17%) | [BFiEhEE
I EFRIREEO LT O AREELEL, BH . BHRE . ATARORIKAEREANS
LTSRS ERARBLTLSIEE LT S,

O DOFUEER. REFIVIRAVNEEE. AL 4 8MH
@ RN XTT:12ER

8) EEREF. MEGHRRIEBATAMNS 90 BLLERBL TS, BFEMMITIE, BFMik 21 AL
&, 28 BLUATH D,

9) ZEXHDOEEN 20 mLLE, 75 MUT THS,

10) Z4E%AT 14 BLUUADRFHD KPS AY 60 LU L,

1) DN AFEITRL T, ALBEE. 2 FAZREE. SESEEEEO MR AENT OB EL:

LY,

12) Z$%3T1 14 BUADORFOBREE(ZERED 2 BAEaioR—ERIEm) A, ULTOTRTE
;‘ﬁf:j-o
@  1FHBREL=1,500/mm®

@ AEF/OEY=90g/dL
@ M/IMREE=10%10%/mm®
@ AST(GOT)=1201U/L
® ALT(GPT)<1201U/L
® PT-INR<L15

f=t=L. D)L o7 ) HARDIE 15=PT-INR=25
@ MmBEIL7F=U=15mg/d
FREBEHE (—)~(+)

13) HERSMICOZTBREARAAMNOXETRIENBFON TS, 1L, HBERNBOERE - REH
AIRETH O TH BRI CKY BERADEZEL I RETHHIHE. BEERADREDHEER
DELEREENTOTHELY,

JBE

IEAE AR (A BE:BEV &) :BEV %

BEV (10 mg/kg) . day 1(div) . 2 BRI Z#EYIRT,
FRIHRAEICER LT HE T T 5.
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SERHARES (B B¥: ddTMZ-BEV ZEROFFARUERF) - ddTMZ % - BFERF BEV UL
TMZ (120 mg/m®) 7 BREBRRRAE 7 BREYAZE. 2 BREIBYIRY , & 48 3—X
% 3 2—RBITEEREEE- LI5S 150 mg/m’/day [TEET D,
B3 BEV &L
BEV (10 mg/kg) . day 1(div) . 2 JEREIEI“#EYR T,
IR R M HF T T Do
IURRAUE
primary endpoint : &4 77HAf#] (overall survival: OS)
secondary endpoints : FEIEEA1FHARE (progression—free survival: PFS) | 6 H A HEIEEAFEIS (6m-
PFS) . 5t£=%hE|4& (complete response rate: CR E&) . Z=3WEIA (response rate:RR) . EEER
RLERE. EELHEERFELES, BEV FARD PFS, BEV BiIARMD 6m-PFS, BEV BHIAED
0S. MMSE JEEILEIS . KPS JEEBILEIS
BERE- BT EAR
FEEFREER 146 A
FESEXEAR: 6 £ 4 A, BEMEAR: SRR T 1% 2 4, BRATHAR 1 4F, #ARAZSEAR: 0 £ 4 M A
ERERRAZEDFAAR 2016 E£7 B 11 B
BRERBIZEDR T FER 2025 11 A10H




JCOGI1308C clinical study report
2 ERERTAZRERDER

SRR TR 202551 H168

Completion date Jan 16, 2025

SEEELIEK 146\

Result actual enrolment 146 patients

ERERFIZT DR EDE T | 2016 £ 7 B ~2022 5 4 AIZ 146 ADVVEERSN(AFE 73 A BB 73 A). FHihR
e {BEIZ 24T 63 5% (FEEH: 26-75 &%) . A B¥ 63 &% (#85H: 26-75 %) . B B¥ 63 % (& 26-
(BAFEEA. ZEFA | 155 EAITEEHRGITHE 94 A &fE52 A ABHTHEMES A &it22 AB
600032°F) FFTEM 43 A, &% 30 ATHoT=, £ Kamofsky Performance Status (KPS) score

[%. £Z4%5I100:10 A, 90:39 A. 80:32 A, 70:41 A.60:24 A, ABETKPS 100:
5 A.90:18 A.80:13 A.70:23 A.60:14 A (KPS 90-100:23 A, 60-80:50 \).B
BETKPS100:5 A, 90:21 A, 80:19 A, 70:18 A, 60:10 A (KPS 90-100:26 A 60~
80:47 N) ToHol=, ZEXRIDHEHFT Y OZK (temozolomide: TMZ) BEEIR T EMD
DEREIE. A BT 128K 57 AL 1258 E 16 AL B BT 12 8K 55 AL 12 8L
L+ 18 AEEHBTIEERLCEIETH oIz, IHIAERICEVWTAND XTT
(bevacizumab: BEV) #% 58V (&, ABET4 A BET 2 A #EFTMZ 20— (% 3
—RUTAYA B 13 AL B B 16 A, FIEIFHEF) 77 )L OFEEEA~DBEHY &
A B£20 A.B E 16 A. FIBERE I WHO 248 2007 £EREART A BEIESERE 69 A
BRI 2 HREIE 4 A, B BB3FIE 67 AL BRI EMAEE 4 A UFAEEHR
I8 1 AN BR/IEEICNT2BEFMHYIL A 3 16 A B & 21 A(5H37 A/146 A)
T, BFEIHORIBEME L WHO 548 2007 FERTEHIBFIETH o 1=, IFE
T=ITBREDESHRED O-methylguanine-DNA methyitransferase (MGMTEIGF
TOT—S—5BE (oMGMT) A F)LAEIE 78 A, FEAFILAEIX 49 A (BT 127 A).
isocitrate dehydrogenase 1 UDHDEIGFIIEFERIAY 121 N, ZEEH 8 A(5H129 N)
THoT=, BEFERT RIERTAEREZALIE A B 11 A, B 28 A, JAEBIIAROR
TASARERHYILAEE 13 A BE 17 ATHoT=, B B TIX2TXEEH] 64§k,
ZREEBIRRT RIEMTRERELLIK 6 AL RTO/RREHYIE 26 A, KPS 100:
4 A.90:13 A, 80:13 A, 70:14 A.60:12 A.50:6 A.40:2 ATH>1=,
VIEIFMN SRR D EFF TOHAM P RIEIL . BHREFFHZLOER (BT 109
A)T106 MA.A B (57 N)T 109 nA.B B (52 A) T 99 MhA. BREFHHY
DEFAGETT N)T149MBAE6 N) . BE(21 N)EH 149 hA) THoT=,

Table 1. Baseline Characteristics before Enrollment
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Baseline Characteristics

Table 1. Patient characteristics before enroliment
Arm A Arm B Total
N=73 N=73 N =146
Age
Median (y) 63 63 63
Range (y) 26-75 26-75 26-75
Gender
Male 51 43 94
Female 22 30 52
KPS at study entry
90-100 23 26 49
70-80 36 37 73
60 14 10 24
Histopathological diagnosis at onset (WHO2007)
GBM 69 67 136
AA 4 4 8
DA 0 1 1
AO 0 1 1
Histopathological diagnosis at recurrence (WHO2007)
GBM 16 21 37
AA 0 0 0
DA 0 0 0
MGMT promoter
Unmethylated 24 25 49
Methylated 37 41 78
Unknown 12 7 19
IDH1 status
Wildtype 60 61 121
Mutated 3 5 8
Unknown 10 7 17
First-line therapy
RT/TMZ 73 73 146
Number of maintenance TMZ cycles
=3 13 16 29
4-6 18 18 36
7-12 31 26 57
13 or more 11 13 24
Time since last TMZ administration
<12 weeks 57 55 112
= 12 weeks 16 18 34
Prior use of BEV
No 69 71 140
Yes =B6 4 2 6
Reoperation at recurrence
No 57 52 109
Yes 16 21 37
Measurable disease at study entry
No 11 8 19
Yes 62 65 127
Interval from initial surgery to enroliment
Without reoperation at recurrence 57 52 109
Median (m) 10.9 9.9 10.6
Range (m) 5.0-103.7 46-32.7 46-103.7
With reoperation at recurrence 16 21 37
Median (m) 14.9 149 14.9
Range (m) 6.2-626 7.0-117.0 6.2-117.0
Steroid at study entry
No 60 56 116
Yes 13 17 30
y: year(s), KPS: Karnofsky Performance Status, GBM: glioblastoma, AA: anaplastic
astrocytoma, DA: diffuse astrocytoma, AO: anaplastic oligodendroglioma, MGMT: O6 -
methylguanine-DNA methyltransferase, IDH1 : isocytrate dehydrogenase 1, RT: radiotherapy,
TMZ: temozolomide, BEV: bevacizumab, m: month(s),
From July 2016 to April 2022, a total of 146 patients were enrolled (Arm A: 73 patients,
Arm B: 73 patients). The median age was 63 years for all patients (range: 2675 years),
63 years for Arm A (range: 26-75 years), and 63 years for Arm B (range: 26-75 years).
The cohort included 94 males and 52 females in total, with 51 males and 22 females in
Arm A, and 43 males and 30 females in Arm B.
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The Kamofsky Performance Status (KPS) scores were distributed as follows: for all
patients, KPS 100 in 10 patients, 90 in 39 patients, 80 in 32 patients, 70 in 41 patients,
and 60 in 24 patients. In Arm A, KPS 100 was observed in 5 patients, 90 in 18 patients,
80 in 13 patients, 70 in 23 patients, and 60 in 14 patients (KPS 90-100: 23 patients, KPS
60-80: 50 patients). In Arm B, KPS 100 was observed in 5 patients, 90 in 21 patients, 80
in 19 patients, 70 in 18 patients, and 60 in 10 patients (KPS 90-100: 26 patients, KPS 60—
80: 47 patients).

The duration from the completion of maintenance temozolomide (TMZ) therapy to
enrollment was less than 12 weeks in 57 and 55 patients in Arm A and Arm B, respectively,
and 12 weeks or more in 16 and 18 patients, respectively, indicating a similar distribution
between the two arms. Regarding initial treatment, bevacizumab (BEV) administration was
performed in 4 patients in Arm A and 2 patients in Arm B. The number of maintenance
TMZ courses was three or fewer in 13 patients in Arm A and 16 patients in Arm B. Gliadel
implantation into the resection cavity during the initial surgery was conducted in 20
patients in Arm A and 16 patients in Arm B.

According to the 2007 WHO classification, the pathological diagnosis was glioblastoma in
69 patients and anaplastic astrocytoma in 4 patients in Arm A, whereas in Arm B,
glioblastoma was diagnosed in 67 patients, anaplastic astrocytoma in 4 patients, and
diffuse astrocytoma in 1 patient. Reoperation for recurrence or progression was
performed in 16 patients in Arm A and 21 patients in Arm B (total: 37/146 patients). The
pathological diagnosis at the time of reoperation, according to the 2007 WHO
classification, was glioblastoma in all cases.

Methylation of the O-methylguanine-DNA methylransferase (MGMT) gene promoter
was observed in 78 patients, whereas 49 patients exhibited an unmethylated status (n =
127). The isocitrate dehydrogenase (IDH7) gene was wild—type in 121 patients and
mutated in 8 patients (n = 129).

At the initiation of treatment, no measurable lesions were observed in 11 patients in Arm
A and 8 patients in Arm B. The use of steroids at treatment initiation was noted in 13
patients in Arm A and 17 patients in Arm B.

Among the 64 cases in Arm B undergoing secondary treatment, 6 patients had no
measurable lesions before the initiation of secondary treatment, and 26 patients received
steroid therapy. The KPS distribution in these cases was as follows: KPS 100 in 4 patients,
90 in 13 patients, 80 in 13 patients, 70 in 14 patients, 60 in 12 patients, 50 in 6 patients,
and 40 in 2 patients. The interval from initial surgery to enrollment in the present study
was 10.6 months in the cohort without reoperation at recurrence (n = 109), with 10.9
months in Arm A (n = 57) and 9.9 months in Arm B (n = 52). In the cohort with reoperation
at recurrence (n = 37), the interval was 14.9 months in both Arm A (n = 16) and Am B (n
=21).

Table 1. Baseline Characteristics before Enrollment




JCOGI1308C clinical study report

Table 1. Patient characteristics before enroliment

Arm A Arm B Total
N=73 N=73 N =146
Age
Median (y) 63 63 63
Range (y) 26-75 26-75 26-75
Gender
Male 51 43 94
Female 22 30 52
KPS at study entry
90-100 23 26 49
70-80 36 37 73
60 14 10 24
Histopathological diagnosis at onset (WHO2007)
GBM 69 67 136
AA 4 4 8
DA 0 1 1
AO 0 1 1
Histopathological diagnosis at recurrence (WHO2007)
GBM 16 21 37
AA 0 0 0
DA 0 0 0
MGMT promoter
Unmethylated 24 25 49
Methylated 37 41 78
Unknown 12 7 19
IDH1 status
Wildtype 60 61 121
Mutated 3 5 8
Unknown 10 7 17
First-line therapy
RT/TMZ 73 73 146
Number of maintenance TMZ cycles
=3 13 16 29
4-6 18 18 36
7-12 31 26 57
13 or more 11 13 24
Time since last TMZ administration
<12 weeks 57 55 112
= 12 weeks 16 18 34
Prior use of BEV
No 69 71 140
Yes =B6 4 2 6
Reoperation at recurrence
No 57 52 109
Yes 16 21 37
Measurable disease at study entry
No 11 8 19
Yes 62 65 127
Interval from initial surgery to enroliment
Without reoperation at recurrence 57 52 109
Median (m) 10.9 9.9 10.6
Range (m) 5.0-103.7 46-32.7 4.6-103.7
With reoperation at recurrence 16 21 37
Median (m) 14.9 14.9 14.9
Range (m) 6.2-626 7.0-117.0 6.2-117.0
Steroid at study entry
No 60 56 116
Yes 13 17 30

y: year(s), KPS: Karnofsky Performance Status, GBM: glioblastoma, AA: anaplastic
astrocytoma, DA: diffuse astrocytoma, AO: anaplastic oligodendroglioma, MGMT: O6 -
methylguanine-DNA methyltransferase, IDH1 : isocytrate dehydrogenase 1, RT: radiotherapy,
TMZ: temozolomide, BEV: bevacizumab, m: month(s),

ERERBIRD 7Y A VI
LI RIS H1%
#

FERTPERREEL106], FEZ R FDRTET201657 AIBERERA
LT=AY, BHER—R (I HMELGEEL., FEL TV =450 ZHFHFD 5524550
ANEBLTI-2018F 12 ARKFR T, FPEZFRBERD15.7% (336 DEFFIZEF-
fzo BRAN—REEDT-HEHELTIE. RRBRASTEEEBERA T TERET S
HERTHY . ST EMERICE W TREERBRE KR T s ITREEEEL=C
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EDEIF NS, ASHEREIRGAIARE M T, BRI X R AEAMETH I BH
REDHTHY . 2iEE% B D BEXATREL R D DIZ8M AZEELT=, 20/EER A FEXATRE
L1EBDIZ130 A BHEERABERAIREL LA D253 BEE LTz, T IRFFD
MRS KUIEATMZ B Zxt T SR EZ BRLKHIRRL =B EE L TULV=TEd.
EREBIEERBIN ZEDIBRTH o1z, SO, FIFEFO D, PIHARIZHT
BHUHRRRICREY AET(v1.2.1) 220194E1 BIZITLY, S5I2, 201945 AIZRERTH
A%, BEUMDI0ATEE, BB AILTINTEEREET, TEZFHE2106H 5146
BINEZEL , S5 BFHAME4EN SHEICIER T HHIE (v20) Z1To1=, LA,
TOra—)LSEIZHEL . BEREIEHARANELC 22 & 20205 &Y COVID-19EFEIZ &
LHEGRFAEBREBRANDOEELHY . BB T DO, SOLLEGFHMERNDEL
75V, 2021 FA B I B SR EARIE 64 A LT BEET (v24.0) 1T ol ERASHIICERE SR
HARIX52E10H A ThHo1=,

AAERTIE MSDMK 1 LY ABRETHHTES —ILHT /L DEERES
2TV =D, R EFTRD-OREA RIS ST, ZDT=620195F5 8 L%
DFREFEFICHL THRETHA BRMEERKSHAT T LY, 5IEHiSTEER
EBNDHIE T CAREEXRASHNSTMZEL TTFEY OSFEDEERMEZHE
L5 T 5 O

ARERERDSIFERITHEERD S5 | SIFERM 1 ALLED BEEEZNHY . MK
M2IANERZTHY . ROTEAAHAT L Z—hRFERE16 A, KERKZFE10A.
LEERZERTEKREFIAN. KIRERRAS At S— TR TRERAFE6 A, ILfEK
- BEERAFERER L 24— LEXES A EFERKE: ILEKFAADE
RSNz, TNLNDFEERNDILI AL T DESRTH o=, 6HEERN DX BB B
tihot=,

TOba—)L—REEDIEABS SURIEIERG, ABTE73AEDOAN, BEE
FIN. AEZRLEDBENBETELNEEEBA, —AERM PO
A ZTDMIA) BETEIBA(—RAET T2A. Ee6 A BEBZIA,. — KA
EHRIP DT A) & ML RENRROBILTH o1z, BEIZHIT5HT0ORT
—IVZHGRERIE ABE SUHIEERE, 271 A EI52A. BEEZ5A. FEF
REDBEENBETELRVEEETOA . ZXABRSRHTOELTI A, ZOMIAN)T
BICKRED RN BAL TH o= TOMI—)LAEI—RE(—ICAE- —ICAER
1THD (X, —RABIZ DOV TIE R RIES AR (n=72) 80 (TU/MLEEFH: 5.0-130) . BE
(n=73) 40 (PB4 {2 &EFH : 40-6.0) . BEED Z AR Tl RIE6O (PO ISR : 40-
80) THo1=,

Dose intensityl 22U\ Tld. BEE(MDdose—dense TMZ(ddTMZ) . MIEEDBEVELIZIFIX
VR S ERETRESN T,

JTORa—)LAEOI T4 TV RIS BB IFCHoI=—AH T, FTALI—/LA
I 2B EL 1= 5ERhEL (treatment—related death; TRD) ANAEET1 AL BEET2A (LY
NE B ITHRELT-,

Jora—)LEsE:

AAERICHTHTOra—)LERRIZ LT ORY TH B,
"*ﬁlﬂfﬁa“ﬁﬁl:aeﬁwéffﬁﬁ@i_ﬁﬁ-26)&/50# JOba—)LRERIRIREEST: 6
N6 (S5 BREREICZ B EAR54) . O— R Bata (EER) FRZEE-FICREL T, —
PR (AR BEVJ$,£/B¥¥ ddTMZEEE) : 24 N/4014 (55, BRERAYICZ 2750543
. POEFLEL RG24 . Z AR (BEED A BEVEGE) : 18 N/4014 (55, BRERH
(SR AR 1) TRD-AIFEAE HBEVIREEO MTIREIZRET 5% TH
oz, MEDRE A ETEFICEAL TIE— AR (AR BEVEEL/BEE: dd-TMZE
B AN ZAEBEO A BEVEER) (1 AN/14, REy T - BERETEST
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(dd-TMZFEE) :2 N/ 244 | IGERMETEF GI—XBDHA) :TA/TH. FTaka—IL
AR IERERESE 5 N/5M . REMICEET HEED@ERE. — XAk (A% BEV
fi%/BEE: ddTMZERIL) I—ABIaRIDRE /51l : 24 \/874 . — S EHE (BEED #:
BEVH L) O—ABURRIDIRE/FHE : ON /24 TERD F=HY, FEL THRERHAD &
R C&H 1=, BNEICEET DIREDIERR: 64 N/1995 (55, DOLZE1FEL idkiH2144)
2538 . EMRFEAEMini—Mental State Examination (MMSEMEZEIZDULNTANFREAET
Hot=.

BEIKIFEEFETOR—ILEYIZITHhNTHEY., BREIRT 5&RE PP Eh o1
DO, REHCEME T +HIFHETEHEEZONT =,

Participant flow Fig. 2 CONSORT Diagram

Fig. 2 CONSORT Diagram

All registered (n = 146)
Glioblastoma at first relapse or progression
>90 days after completion of radiotherapy
Age 20 - 75 yo, KPS > 60

¥ ¥
73 assigned arm A 73 assigned arm B
(BEV) (ddTMZ-BEV sequential combination)
Ineligible (n = 3) Ineligible (n = 1)
| Al eligible (n = 70) | [ Al eligible (n = 72) |
i
Untreated (n = 1) All treated (n = 73) |
Al treated (n = 72) | l
l Completed 1+t line treatment (n = 2)
Did not complete 1¢! line treatment (n = 71)
Discontinued 1¢t line treatment (n = 72) * Ineffective 1¢! line treatment (n = 66)
« Ineffective 1¢t line treatment (n = 59) * Related to AE (n = 4)
* Related to AE (n = 12) + Died (n=1)
« Died (n=1)

Untreated (n = 9)

Discontinued 2" line treatment (n = 64)
« Ineffective 2 line treatment (n = 52)
* Related to AE (n = 11)

+ Died (n=1)

KREFORERRDEL | Bett
& AR TIFABI T O — LB TERITTHELT . BT RAET T DEER
ZEAHBLI-DIL26ITH o1z, TALa—)LAREIZEREL f-;ARRESE (TRD) HYAEE
TIA. BETC2A (TRAEICHOEEENHM) [TREL -, BEED— A (ddTMZ)
TTAra—)LAEICBBELI-TRDD FAE T oT=,
ABEDIMZLEBITIE BBEFIERRE C S8R0 DER., (LT O— TR EMAER
Hi, BERREED RN H o= 1=O LBMDCTREZE HEITLT =, 3tEbhH T Hh
BARRIEIEEED ZHY, SR BREILZROH SNEA oz, LD SEME 3t
THRRAEET-oCTHY. BERRIOBRE CEINRI CBIRE ENEBOONI=ZEE
HY. MEMOHMEAR IR =mTREIEZEZ 5N, TOra—)LARE
(BEV) EORIRBEHRIIBEILTELGLEDHERTTH T,
TOra—LABDE LURKRTOM—)LAEBNS0H RO TRDUSNDIET
(FABE3 A (Bhize1 A, {EART AL (DEHIEN/ EEERAE1N) . BET A GEIFIR A, Bl
NIJVET2A. BGEIETA, BRR1A. (IMZLET A, &2 F4E1N) THoT=, Grade 4D
JEfmi&E ML A A GIMZLL) . BEf2 A (BEERHMMI A, FERFIEIAN) THoT=,
Grade 3L\ LD IMNZEFMEL TAR-BEF COREBEE (X ZTNE 1. BIBREL (1.4%
vs. 8.2%) . BFHRIRBUEA (1.4% vs. 1.4%) . V)27 NERECHA (6.9% vs. 52.1%) & B THE
BZRDEIEHEN Tz, Grade 2L LD IEMFEEEN RON-EBEDEIGIL. AT
63.9%, BE—JCAETH 1%, Z IR TH6.3% THo1=, TOra—ILAELIKTIIB
BE364.4% T, B CIZIXRFTH o1z, BHRE (5%LUL) DGrade 2L EDHEER
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(X, ABTIEEIMEAL5.8%, 1)/ \ERE29.2%, FMIREA9.7%, ALTHENN6.9%, {EFK-
{E7 LIS MnfiE - B ™) L IfE - 7R BRI D E:5.6% . BEF— JCAETIE!) 2/ Bk
JA685%, FMEBKEA23.3%, S MME164%, dFREREURA15.1%, EiK9.6%, BT
- BIDEE5%, ZHCAE T 2/ \EREUR58.7%. =ilE32.8%, B MEKRM7.5%,
BFREREURDT 9%, BT )LD 2 MYE6.5%, BAAR: (Eil&6.3% T o1z, M. Grade
SUULEIFABETRIME194%. )2/ \EREURA6.9%, {EFR) o LMFES.6%, BEF—X A
FET 2/ NEREURID52.1%, B MERER8.2%, BEE Z JCAET!) s NBREEA30.2%.,
EIME109%TdH 7= (Table 2) . REBIEEMHHEENELEL TITON., A BREDH
Y:n = 71) T2+LLEAIN(127%) . 3+RAEA2 A (2.8%) . BEE— AR (IBEHY :n =
63) T2+LLEIFAAN (6.3%) . 3+LLEIZIA(1.6%) THY. 4+HFELIZRBDEM 1=, )
NERRADITMZOBEEEZREL THERIZED THY . STERID TR ELEED
FEDNITHON TN ==, Za—FEL AFRMRIEIR5NGI o=, 2N HESE
ZOTOT74—)LITRHEBREICBINDEZAEICRONTz, ZRBADFELER

-
HEEMoT=,
2. BEER
. =
Table 2. Adverse events
ArmA Am B AmB
BEV (n=72) ddTMZ (n =73) BEV (n =64)
Grade2 Grade3 Grade 4 G'a"(‘:/i‘)"" Grade2 Grade3 Grade 4 G'“;Z)"" Grade2 Grade3 Grade4 G'a"(f:)”‘
Hematological
Leukopenia 6 1 0 14 1 6 0 82 1 0 0 0
Neutropenia 3 0 1 14 10 1 ] 14 5 ] 0 0
Lymphopenia 16 5 0 6.9 12 34 4 52.1 18 17 2 302
Thrombocytopenia ) 0 0 o 0 ) 0 ) 2 0 0 0
Anemia 0 0 0 0 0 0 o 0 3 ] 0 0
Non-hematological
Proteinuriat 2+:7 3+:2 4+:0 3+/4+:28 2+:3 3+:1 4+:0 3+/4+:16
Hypertension 19 14 0 104 1 1 (] 14 14 7 0 109
Appetite loss 2 0 o 0 3 1 0 14 1 3 0 47
Nausea 1 1 14 4 0 - 0 0 ] - 0
Constipation 4 0 0 0 7 ) 0 ) 4 0 0 0
Fatigue 3 o 0 2 0 - 0 1 1 - 16
Infection (Pulmonary/upper respiratory tract) 1 1 0 14 1 0 0 0 3 1 0 16
Intracranial bleeding 0 0 0 0 0 1 0 14 1 0 1 16
Perforation (colon) 0 0 0 0 0 0 ] 0 1 ] 0 0
Thromboembolism 0 0 0 0 1 0 ] 0 0 1 0 16
AST elevation 0 2 [ 28 2 0 0 0 2 1 0 16
ALT elevation 3 2 0 28 1 1 0 14 1 2 1 48
Hyponatremia - 4 0 56 - 1 [ 14 - 1 0 16
Albumin decrease 4 0 0 0 0 - 0 3 1 - 16
*, urinalysis (qualitative), Am An = 71, Am B n = 63
AST: ALT: alanine BEV: ddTMZ: d d
Adverse events Treatment—related deaths (TRD) associated with protocol treatment occurred in one

patient in Arm A and two patients in Arm B (due to intracranial hemortrhage associated
with secondary treatment). No TRD was observed during the primary treatment (ddTMZ)
in Arm B.
Deaths unrelated to TRD that occurred during protocol treatment or within 30 days from
the final protocol treatment date included three patients in Arm A (one due to pneumonia,
one due to somnolence, and one due to ventricular fibrillation/seizures) and seven
patients in Arm B (one due to apnea, two due to decreased consciousness, one due to
brain edema, one due to somnolence, one due to cardiac arrest, and one due to seizures).
The incidence of Grade 4 non—hematologic toxicities was observed in one patient in Arm
A (cardiac arrest) and two patients in Arm B (one case of intracranial hemorrhage and
one case of seizures). The frequency of Grade 3 or higher hematologic toxicities was as
follows: leukopenia (1.4% in Arm A vs. 8.2% in Arm B), neutropenia (1.4% vs. 1.4%), and
lymphopenia (6.9% vs. 52.1%), with the exception of lymphopenia in Arm B, which was
markedly higher.
The proportion of patients who experienced Grade 2 or higher non—hematologic toxicities
was 63.9% in Arm A, 41.1% during primary treatment in Arm B, and 56.3% during secondary
treatment in Arm B. Across the entire protocol treatment period, the rate in Arm B was
64.4%.
The most frequently observed Grade 2 or higher adverse events (>5%) were as follows:

e Am A: Hypertension (45.8%), lymphopenia (29.2%), leukopenia (9.7%), ALT

elevation (6.9%), constipation (5.6%), hypoalbuminemia (5.6%), neutropenia (5.6%),

11
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and hyponatremia (5.6%).
e Am B (Primary Treatment): Lymphopenia (68.5%), leukopenia (23.3%),
hypertension (16.4%), neutropenia (15.1%), constipation (9.6%), anorexia (5.5%),
and nausea (5.5%).
e Am B (Secondary Treatment): Lymphopenia (58.7%), hypertension (32.8%),
leukopenia (17.5%), neutropenia (7.9%), hypoalbuminemia (6.5%), anorexia (6.3%),
and constipation (6.3%).
Among these, Grade 3 or higher adverse events included hypertension (19.4%),
lymphopenia (6.9%), and hyponatremia (5.6%) in Arm A. In Arm B, Grade 3 or higher events
included lymphopenia (52.1%) and leukopenia (8.2%) during primary treatment, and
lymphopenia (30.2%) and hypertension (10.9%) during secondary treatment (Table 2).
Proteinuria was primarily assessed using qualitative tests. In Arm A (screened group; n =
71), 9 patients (12.7%) exhibited proteinuria of 22+, and 2 patients (2.8%) had 23+. In Arm
B undergoing initial treatment (screened group; n = 63), 4 patients (6.3%) showed
proteinuria of 22+, and 1 patient (1.6%) had 23+. No cases of 4+ proteinuria were observed
in either arm. Lymphopenia, a characteristic adverse event associated with TMZ, was
managed by prophylactic administration of trimethoprim—sulfamethoxazole (TMP-SMX),
and no cases of Pneumocystis pneumonia or cytomegalovirus infection were observed.
Overall, the adverse event profile was consistent with the known safety profiles of the

investigational drugs. No secondary malignancies were observed.

Table 2. Adverse events

AmA Am B AmB
BEV(n=72) ddTMZ (n =73) BEV (n=64)
Grade2 Grade3 Grade4 G‘“(f/i‘)"" Grade2 Grade3 Grade4 G’“f,:;’" Grade2 Grade3 Grade4 G’a"(f/?)“‘
Hematological
Leukopenia 6 1 0 14 1" 6 0 82 1" ] 0 0
Neutropenia 3 0 1 14 10 1 0 14 5 ] 0 0
Lymphopenia 16 5 0 69 12 3 4 524 18 17 2 302
Thrombocytopenia 0 0 0 0 0 0 0 0 2 0 0 0
Anemia 0 0 0 0 0 0 0 0 3 ] 0 0
Non-hematological

Proteinuriat 2+:7 3+:2 4+:0 3+/4+:28 2+:3 3+:1 4+:0 3+/4+:16

Hypertension 19 14 0 104 1" 1 0 14 14 7 0 109
Appetite loss 2 0 0 0 3 1 0 14 1 3 0 47
Nausea 1 1 - 14 4 0 - 3 0 0 - 0
Constipation 4 0 0 0 7 ) 0 0 4 0 o 0
Fatigue 3 0 - 0 2 0 - 0 1 1 - 16
Infection (Pulmonary/upper respiratory tract) 1 1 0 14 1 0 ] 0 3 1 0 16
Intracranial bleeding 0 0 0 0 0 1 0 14 1 0 1 16
Perforation (colon) 0 0 0 0 0 0 0 0 1 ] 0 0
Thromboembolism 0 0 0 0 1 0 ] 0 0 1 0 16
AST elevation 0 2 o 28 2 o 0 0 2 1 o 16
ALT elevation 3 2 0 28 1 1 ] 14 1 2 1 48
Hyponatremia . 4 0 56 . 1 0 14 . 1 0 16
Albumin decrease 4 13 - 3 0 13 - 3 3 1 - 16

1, urinalysis (qualitative), Am An =71, Am B n =63
AST: ALT: alanine ami BEV: ddTMZ: ds d

FEFHMBIEE RUEIRETE | BxhtE

BIEE O T —2BHF R | RHERTIX., BEIEDprimary endpoint& L TEAETFERI (0S) A ERTEL | {THE LB
HER TdHhHARE (BEVIRIE) [TxtL ., SHERGHERF TH HBRE (ddTMZ-BEVE R L)
53, primary endpoint C#HA0SIZHE VT EEIZNEIMERREEL =, SHERT A U(E,
ABEDOSHRIE(MOS) E8MALIREL. BEHEDZENANINALESZNE S,
(HR=0.73) ZH&t 9 HIEHEERER ( ar10% (FrfAl) . 4 F370%) &L T=,
dATMZEREIZ(FERDIREE - R P 21— )LHMRESN TS HY, MGMTHES4EFA
MRIFETHEEERD) /KD H T 57 HRERS . THREIAZE(T days on/7
days off, 7/14d) = AREGEETITERAL-'%

IR ARAT (BREREAREI P RAE109/ B) IZE LV T., primary endpoint® £1=5##7 TS
S ZERB (146 N) IZE1F50SIE . mOSHSAEE11.0H A (95%15 4B X RE (Confidence
Interval:CI), 9.0 - 128/m F) . BE¥10.8/M H (95% CI, 86 — 1250 B) THEZEILZEH L
T (BAllogrankiRE. Frfillp = 0.3196) . B (ddTMZ-BEV:E R L) DAEE
(BEVEEE) ~ DB SRS E M oT=,

Secondary endpoints Cld. £85I (146 A) TOEIEELFFHAM (PFS) (£, HR{E
(mPFS) A’AZ$4.0H" A (95% CL 38 - 5.7/ A) . BEf20H A (95% CL 1.9 - 21/ A) LA
BN RL (EfAlofE =00043) . 65 BPFS (6m-PFS) £,AR$34.2%(95% CI, 23.7 — 45.1%) [
*fUBE#15.1%(95% CI, 80 — 24.2%) T o1=, BEFTIZHI3/40D EE THIEDMRITIES
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DIEE(PD) Z3BH 1=,

BEVEAIAEMmOSIE. AZ£E10.8/HVH (95% CI, 88 — 126/ H) . BEE80M A (95% CI, 6.1 —
9.1h B) TAEMNEEIZRL. BEVEAIAZDmPFSIZAZ#4.0H A (95% CL 3.7 - 58/
R).BE$32A A (95% CI, 20 - 3.7H F) . 6m-PFSIZAE$37.5%(95% CI, 26.5 — 485%) . B
F$17.2%(95% CI 92 - 27.3%) LABFCTRULMERMN RSN Tz, 75 EBEVEEILAIE
BREREBOAHI 2B EBRELY BN B MERTH T,
—IGAEDSEEESHENE (hRFTE) (&, ABE9.7%(6/62, 95% CI, 3.6 — 19.9%) . BEE1.5%
(1/65, 95% CI, 0.0 — 8.3%) (Fisher B {&FEZARTE ., Wifillo = 0.0580) . BEF — S af(d1.7%
(1/58, 95% CI, 00 — 9.2%) TH>1=. —IAEDENEIE (PRFIE) (X, ABE3B.7%
(24/62, 95% CI, 26.6 — 51.9%) . BE¥4.6%(3/65, 95% CI, 1.0 — 12.9%) (FisherEHERESRIR
7E. MifAlp < 00001), BEE = JGARRIL17.2%(10/58, 95% CI, 8.6 — 29.4%) THY ., — KA
EIIABTEVEYEISE RO -, T-BEVEEDEVEIALYIRIBEHRED HH2
EIEBRFLYESLMERTH o=,

SAERIR1£ 1658 H OMMSESEEBILEIS (X, AB$40.6%(28/69, 95% CI, 289 - 53.1%) . B
£$194%(14/72, 95% CI 11.1 — 30.5%) (Fisher[E}EMEZRARTE . Mifilp = 00095) THY. A
fEBAIA12 1618 B OKPSIEBILEIS (X, AR$486%(34/70, 95% CI, 364 — 60.8%) . BEE
26.4%(19/72, 95% CI, 16.7 — 38.1%) (Fisher B {EREFARTE . Mo = 00090) L&HIZHE
[CABTOANBIFCH o=,

OSIZBHF B HTH IL—T AR TIE . pbMGMTAFILIEDER (n = 78) T. mOSIZAEE
(n=37)126/ A (95% CI, 10.1 - 142/ A) . BE#(n = 41)11.6H" A (95% CI, 85 - 20.1H
A) . FEAFILEDER (n = 49) TAEE(n = 24)107H A (95% CI, 7.7 - 139/ A) . BEE
(n=25)9.3N A (95% CI, 6.7 - 11.8H A) THY. LbICHEREICHEEEILI RSN EH
of=, IDH1/ ZERFETIL, ZEHIHSADH (AFE3A. BESA) T, BEFTmOSKE
ETH1=H BIEDEKEEEIRD LI of =, AERIABEORTO/RR5E
ETIE., ZE5HYDER (n = 30) TMOSIFAEE(n = 13)5.9H F (95% CI, 4.1 - 8.0H
A) .BE(h=17)1015 8 (95% CI, 70 - 137/ A) EBEETEM 1M, BE5LLDE
Ml (n = 116) TIZAZE(n = 60) 1245 H (95% CI, 105 - 142/ ) . BE(n =56) 11.0/ B
(95% CI, 86 — 126 B) &E&E(FEBHIEM o1, ATOSFEEHYDERITFETR
THAHAENESNTNBIEIZINZ . BEVOIIENLEREEREZSHATOARD
FELZITT-AIREMLE A oD, BRI TMZEZI—RAHTIE, 30—RALUT
(n =29) T, mOSIZAEE(n = 13) 7.7 H (95% CL 64 — 10.7/ A) . BE(n = 16) 134H
A (95% CI, 6.1 - 205/m R) EBEARULMERA Ron A, 130—RLUL(n=24)T
(X, ABE(n=11)129M A (95% CI, 5.2 — 1855 A) . BEE(n = 13)84H B (95% CI, 45 -
102/ R) EBEETRR THh 1=, OSICRE T S EEEMATIC L5 FREAFAEFTIL.
PMGMTAF JLAEHHR 0577 (95% CI, 0.396 — 0.840, p = 00041) & BIFLEREFI . Ak
BRI R TO4 R EHETRSHY HHR 1.868 (95% CI, 1.238 - 2.819, p = 0.0029)
ERBRGRFITHESINIAY., T, KPSITABELGEFTIFAA o7,
PFSIZEE %Y T4 IL—T BT T, pMGMTAF JLALDER (n = 78) T, mPFSIZA
F(n=37)42H A (95%CL 31-64MA) . BEE(n=41)21MF (95% CL19-24MA) .
JEAFILALDER (n = 49) TAEE(n = 24)40H A (95% CI, 3.7 - 555 B) . BEE(n = 25)
19M A (95% CI 1.7 - 215 B) THY. EHICARHBITOMERICEE LG of =, AE
FIRRID A TAAMEEHETIL., I15HY DEE (n=230) TmPFSIFARE(n=13)26
MA95% CL 1.9 - 38/ A) . BEE(n =17)20M B (95% CI, 1.1 - 27h A) EABE TR
HERAS Rtz AT/ RRELELDE (n = 116) TIXAEE (n = 60)5.6H A (95%
ClL 39 - 655 A) . BEE(n = 56)2.0/HVH (95% CI, 1.9 - 2.1/ B) &L BEHFIART & FlFk
THoTz. TDMDEFTEHE BRI LRI CTH 1=, PFSIZET HEE ST
2k 2 FEREFREITTIL. pMGMTAF JLAEHHR 0.630(95% CL 0432 - 0919, p =
00163) & RIFLHEFIZ. SAEBIRRD A TA( RIRSHETEREHYHHR 1521
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(95% CIL 1.011 — 2.288, p = 0.0440) &R RAARFI S HiHS L, BERBIDHERFTMZEE X
R T 12D EARSAN25BLLEAHR 0.680(95% CI, 0456 — 1.012, P = 0.0572) & BAFA{ERA]

MELNT-HY, F#h, KPSIEBELRERF T of=,

ARERIZBNL =B HE DO VEFHHSDmMOSIXAEE 25.3H A (95%Cl, 20.3 — 285H

H).BEf 24.7H B (95%Cl, 206 — 29.8Hh\H) TH-1=.

Table 3. Outcomes of the Primary Endpoint and Secondary Endpoints

Table 3. Outcomes by Treatment Arms

AmA (n = 73)

ArmB (n=73) p value
Events/No Events/No (logrank)
0OS, median (95% Cl) 70/73 11.0(9.0-12.8) 68/73 10.8 (8.6 -12.5) 0.3196#
1-y OS 45.2% (33.6-56.1) 425% (31.0-53.4)
PFS, median (95% Cl) 72173 40(3.8-57) 72/73 20(19-2.1) 0.0043§
6-m PFS 34.2% (23.7 -45.1) 15.1% (8.0-24.2)
Post-BEV OS, median (95% Cl) 69/72 10.8 (8.8-12.6) 60/64 8.0(6.1-9.1) 0.0304
Post-BEV PFS, median (95% Cl) 7172 40(3.7-538) 62/64 32(20-37) 0.0601
Post-BEV 6-m PFS 37.5% (26.5 - 48.5) 17.2% (9.2-27.3)
First-line treatment
CRR 6/62 9.7% (3.6 - 19.9) 1/65 1.5% (0.0 -8.3) 0.058t
ORR 24/62 38.7% (26.6 - 51.9)% 3/65 46% (1.0-12.9) <0.0001
Second-line treatment
CRR 1/58 1.7% (0.0-9.2)
ORR 10/58 17.2% (8.6-29.4)
MMSE non-worsening rate at 16 w after start of treatment
28/69 40.6% (28.9 -53.1) 1472 19.4% (11.1-30.5) 0.0095t
KPS non-worsening rate at 16 w after start of treatment
34/70 48.6% (36.4 - 60.8) 19/72 26.4% (16.7 - 38.1) 0.009t

#: one-sided logrank test, §: two-sided logrank test, t: Fisher's exact test

OS: overall survival, Cl: confidence interval, y: year(s), PFS: progression-free survival, BEV: bevacizumab, m: month(s),
CRR: complete response rate, ORR: overall response rate, MMSE: mini-mental state examination, KPS: Karnofsky

Performance Status, w: week(s)

1. £F85](n = 146) IZHB T HEEFHM

HH]
0.8
S 0.6
-
=
2 0.4
o
0.24
0.04
146 122 64 34 21 12 10 3 2 2 1 1 0
T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72
Months after randomization
N events censored MST  95%LCI 95%UCI
146 138 8 10.9m 9.3m 12.5m
0.5 F47FHE 1 E4FEE 2EEFRE 3ELEFEE A EEFRE 5 £4FEE
(95%IERAXME) | (95%IEFERME) | (95%EHEEXM) | (95%IEHEEM) | (95%EHEEM) | (95%IEFEX )
83.6% 43.8% 14.4% 8.2% 3.8% 3.8%
(76.5-88.7) (35.7-51.7) (9.3-20.6) (4.4-13.3) (1.1-9.4) (1.1-9.4)

2. &8k (n = 146) 12E (T2 A2 E7EHAR (primary endpoint)
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1.0

0.8

0.6

0.4+

Oveall survival

0.2 1

0.0+
Arm A 73 61 33 16

+ Censored
Logrank two—sided p=0.7368

Arm B 73 61 31 1]8

3. £&EkH(n = 146) |2F 1+ 5 RIS A 77HAR (secondary endpoint)

N events censored
ArmA 73 70 3
Arm B 73 68 5

b =3
=~ >

0
3 2 2 1 1 0
T T T T T

24 30 36 42 48 54 60 66 72
Months after randomization

MST 95%LCI 95%UCI
11.0m 9.0m 12.8m
10.8m 8.6m 12.5m

o =

1.0 1

0.84

0.6

0.44

Progression—free survival

0.24

0.0
Arm A 73 25

+ Censored
Logrank two—sided p=0.0043

8 4
Arm B 73 11 ’ll (?

N events censored MST 95%L.CI 95%UCI
Arm A 73 72 1 4.0m 3.8m 5.7m
ArmB 73 72 1 2.0m 1.9m 2.1m

X4. BEVEfAEDELRIPFS (secondary endpoint)

0

.
24 30 36 42 48 54 60 66 72
Months after randomization
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1.0 + Censored
Logrank two—sided p=0.0601
0.8 1
=
>
£
2 0.6+
®
o
T
8
‘w 0.4
3
)
e
A,
0.2
v 1
0.0 1 Arm A Arm B _LF —t
Arm A 72 27 10 6 5 0
Arm B 64 11 5 3 3 3 2 2 2 1 0
T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72
Months after BEV treatment
N events censored MST  95%L.CI 95%UCI
ArmA 72 71 1 4.0m 3.7Tm 5.8m
Arm B 64 62 2 3.2m 2.0m 3.7m
X5. BEVEfiAR D EERIOS (secondary endpoint)
1.0 + Censored
Logrank two-sided p=0.0304
0.8
=
2 0.6
g
@
s
g 0.4
(@)
0.2
0.0
Arm A 72 60 32 18 13 5 0
Arm B 64 43 13 8 6 2 2 2 1 0
T T T T T T T T T T T T
0 6 12 18 24 36 42 48 54 60 66 72
Months after BEV treatment
N events censored MST  95%L.CI 95%UCI
Arm A 72 69 3 10.8m 8.8m 12.6m
Arm B 64 60 1 8.0m 6.1m 9.1m
T4, —IRBEDORYEE (PRFITE)
¥ & CR PR SD PD NE At
,,,,,,,, A# | 3 | 6 | 18 | 2 | 1 | 0 | 6
B & 58 1 2 3 0 1 65
&5, ZHCRBRDRYEE (FPRYTE)
B & CR PR SD PD NE &t
ARt
B 46 1 9 1 1 0 58
6. MGMTIEAF JLAE (pyrosequencingi®) #5451 A EEEI0S
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1.0+ + Censored
Logrank two—sided p=0.1140
0.8
T 0.6
2
=
1]
3
2 0.4
o
0.2
0.0 1 Arm A + Arm B
Arm A 24 20 9 4 4 1 1 0
Arm B 25 19 7 0
T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72
Months after randomization
N events censored MST 95%LCI 95%UCI
Arm A 24 23 1 10.7m 7.7m  13.9m
Arm B 25 25 0 9.3m 6.7m  11.8m
B7. MGMTAF)L1E (pyrosequencingi®) Bl Z# [T A EEEIOS
1.0+ + Censored
Logrank two—sided p=0.3647
0.8
T 06
2
3
2]
3
2 0.47
@]
0.24
0.0 4 Arm A Arm B
Arm A 37 33 20 11 5 4 3 0
Arm B 41 35 20 17 10 7 6 3 2 2 1 1 0
T T T T T T T T T T T ] T
0 6 12 18 24 30 36 42 48 54 60 66 72

Table 6. Subgroup Analyses for OS

Months after randomization
MST  95%L.CI 95%UCI

12.6m  10.1m 14.2m
11.6m 8.5m  20.1m

N events censored
Arm A 37 35 2
Arm B 41 36 5
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Table 6. Subgroup Analysis of OS

6-m OS (95% Cl)

HR (95% Cl)

Factor Arm Events/No
Age,y
<50 A 1112
B 1113
= 50 A 59/61
B 57/60
KPS
60 - 80 A 49/50
B 45/50
90-100 A 21/23
B 23/26
Time since last TMZ administration
<12 weeks A 57/57
B 51/55
= 12 weeks A 13/16
B 17118
Number of maintenance TMZ cycles
=3 A 13113
B 14/16
4-6 A 18/18
B 17118
7-12 A 28/31
B 24/26
13 or more A 1111
B 13/13
Surgery for recurrence
No A 55/57
B 49/52
Yes A 15/16
B 19/21
Prior use of BEV
No A 66/69
B 66/71
Yes A 4/4
B 2/2
Steroid at study entry
No A 57/60
B 51/56
Yes A 13/13
B 1717
MGMT promoter
Unmethylated A 23/24
B 25/25
Methylated A 35/37
B 36/41
IDH1 status
Wildtype A 57/60
B 59/61
Mutated A 313
B 2/5

83.3 (48.2 - 95.6)
69.2 (37.3-87.2)
83.6 (71.7-90.8)
86.7 (75.1-93.1)

80.0 (66.0 - 88.7)
83.0 (68.8 -91.1)
91.3 (69.5 - 97.8)
84.6 (64.0 - 93.9)

78.9 (65.9 - 87.5)
83.6 (70.9-91.1)
100 (100 - 100)
83.3 (56.8 - 94.3)

84.6 (51.2-95.9)
81.3 (52.5-93.5)
88.9 (62.4-97.1)
83.3 (56.8 - 94.3)
80.6 (61.9 - 90.8)
88.5(68.4 - 96.1)
81.8 (44.7-95.1)
76.9 (44.2-91.9)

82.5 (69.8 - 90.2)
88.5 (66.1 - 94.6)
87.5(58.6 - 96.7)
71.4 (472 - 86.0)

82.6 (71.4 - 89.7)
83.1 (72.2 - 90.0)
100 (100 - 100)
100 (100 - 100)

91.7 (81.1-96.4)
82.1 (69.4 - 90.0)
46.2 (19,2 - 69.6)
88.2 (60.6 - 96.9)

83.3 (61.5-93.4)
76.0 (54.2 - 88.4)
89.2 (63.7 - 95.8)
85.4 (70.3-93.1)

85.0 (73.2-91.9)
82.0 (69.8 - 89.6)
100.0 (100.0 - 100.0)
80.0 (20.4 - 96.9)

1
1.013 (0.438 - 2.343)
1
0.949 (0.658 - 1.369)

1

0.907 (0.603 - 1.364)
1

1.020 (0.562 - 1.851)

1
0.807 (0.551 - 1.183)
1
1.652 (0.797 - 3.426)

§
0.604 (0.281 - 1.299)
0.604 (0.2181 -1.299)
0.773 (0.4144 -1.346)
1.973 (0.8134 -4.668)

1
0.876 (0.596 0 1.288)
1
1.232 (0.619 - 2.453)

1
0.936 (0.665 - 1.319)
1
0.508 (0.055 - 4.741)

1
1.022 (0.700 - 1.493)
1
0.353 (0.156 - 0.799)

1
1.613 (0.887 - 2.932)
1
0.803 (0.500 - 1.290)

1
1.116 (0.774 - 1.610)
1
0.416 (0.068 - 2.564)

y: year(s), KPS: Karnofsky Performance Status, TMZ: temozolomide, BEV: bevacizumab,
MGMT: 06 -methylguanine-DNA methyltransferase, IDH1: isocytrate dehydrogenase 1,
OS: overall survival, Cl: confidence interval
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Outcome measures In this study, overall survival (OS) was set as the primary endpoint to evaluate efficacy.
(ZEEEHFA80003F) The study aimed to determine whether the experimental treatment arm, Arm B (dose—

dense TMZ [ddTMZ]-BEV sequential combination therapy), would surpass the standard
treatment arm, Arm A (BEV therapy), in terms of OS. The study design assumed a median
0S (mOS) of 8 months for Arm A and assessed whether Arm B would achieve an
improvement of 3 months (hazard ratio [HR] = 0.73) in a superiority trial with a one—sided
aof 10% and a power of 70%.

In the final analysis (median observation period: 10.9 months), OS in the full analysis set
(n =146), the primary endpoint, showed an mOS of 11.0 months in Arm A (95% confidence
interval [CI]: 9.0-12.8 months) and 10.8 months in Arm B (95% CL 8.6-12.5 months), with
no significant difference (unstratified log—rank test, one—sided p = 0.3196). Thus, the
superiority of Arm B (ddTMZ-BEV sequential combination therapy) over Arm A (BEV
therapy) was not demonstrated.

For secondary endpoints, the median progression—free survival (mPFS) in the full analysis
set (n = 146) was significantly longer in Arm A at 4.0 months (95% CI: 3.8-5.7 months)
compared to 2.0 months in Arm B (95% CI: 1.9-2.1 months, two—sided p = 0.0043). The 6—
month PFS (6m-PFS) was 34.2% (95% CI: 23.7-45.1) in Arm A and 15.1% (95% CI: 8.0-24.2)
in Arm B. Tumor progression (PD) was frequently observed in Arm B on the first MRI
evaluation.

The mOS following BEV initiation was significantly longer in Arm A (10.8 months, 95% CI:
8.8-12.6 months) compared to Arm B (8.0 months, 95% CI: 6.1-9.1 months,). The mPFS
after BEV initiation was 4.0 months in Arm A (95% CI: 3.7-5.8 months) and 3.2 months in
Arm B (95% CI: 2.0-3.7 months,). The 6m—PFS was higher in Arm A (37.5%, 95% CIL: 26.5—
485) than in Arm B (17.2%, 95% CI: 9.2-27.3), suggesting that BEV therapy was more
effective at the first recurrence than at the second recurrence.

The complete response (CR) rate during first—line treatment (central review) was 9.7% in
Arm A (6/62, 95% CI: 3.6-19.9%) and 1.5% in Arm B (1/65, 95% CL 0.0-8.3%) (Fisher’ s exact
test, two—sided p = 0.0580). The CR rate during second-line treatment in Arm B was 1.7%
(1/58, 95% CI: 0.0-9.2%). The objective response rate (ORR) during first-line treatment
(central review) was significantly higher in Arm A at 38.7% (24/62, 95% CI: 26.6-51.9%)
compared to 4.6% in Arm B (3/65, 95% CL 1.0-12.9%, Fisher’ s exact test, two—sided p <
0.0001). In secondary treatment, the ORR in Arm B was 17.2% (10/58, 95% CI: 8.6-29.4%).
These results suggest that BEV therapy had a higher response rate at first recurrence
than at second recurrence.

At 16 weeks after treatment initiation, the proportion of patients without MMSE
deterioration was significantly higher in Arm A (40.6%, 28/69, 95% CI: 28.9-53.1%) than in
Arm B (19.4%, 14/72, 95% CI: 11.1-30.5%, Fisher’ s exact test, two—sided p = 0.0095).
Similarly, the proportion of patients without KPS deterioration at 16 weeks was
significantly higher in Arm A (48.6%, 34/70, 95% CI: 36.4—60.8%) than in Arm B (26.4%, 19/72,
95% CL: 16.7-38.1%, Fisher” s exact test, two—sided p = 0.0090).

In subgroup analysis of OS, among patients with MGMT promoter methylation (n = 78),
the mOS was 12.6 months in Arm A (n = 37, 95% CI: 10.1-14.2 months) and 11.6 months
in Arm B (n = 41, 95% CI: 8.5-20.1 months). Among patients with unmethylated MGMT (n
= 49), the mOS was 10.7 months in Arm A (n = 24, 95% CL 7.7-13.9 months) and 9.3
months in Arm B (n =25, 95% CI: 6.7—11.8 months), with no significant differences between
arms.

Among patients receiving steroids at treatment initiation (n = 30), the mOS was
significantly longer in Arm B (10.1 months, 95% CI: 7.0-13.7 months) than in Arm A (5.9
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months, 95% CI: 4.1-8.0 months. In contrast, in patients not receiving steroids (n = 116),
there was no significant difference between Arm A (124 months, 95% CI. 105-14.2
months) and Arm B (11.0 months, 95% CI: 8.6-12.6 months).

Steroid use is known to be associated with poor prognosis, and the effect of BEV,
including its anti~edema action, may have been influenced by steroids.

Regarding the number of maintenance TMZ courses administered prior to registration,
among patients who received three courses or fewer (n = 29), the mOS was 7.7 months
(95% CI: 6.4-10.7 months) in Arm A (n = 13) and 13.4 months (95% CI: 6.1-20.5 months) in
Arm B (n = 16), showing a trend toward longer survival in Arm B. However, among patients
who received 13 courses or more (n = 24), the mOS was 12.9 months (95% CI;: 5.2-185
months) in Arm A (n = 11) and 8.4 months (95% Cl:4.5-10.2 months) in Arm B (n = 13),
indicating worse survival in Arm B.

In univariable analysis of prognostic factors for OS, MGMT promoter methylation was
identified as a favorable factor (HR = 0.577, 95% CI: 0.396—0.840, p = 0.0041), while steroid
use at treatment initiation was an unfavorable factor (HR = 1.868, 95% CL 1.238-2.819, p
=0.0029). However, age and KPS were not significant factors.

For PFS, in patients with MGMT promoter methylation (n = 78), the mPFS was 4.2 months
in Arm A (n = 37, 95% CI 3.1-6.4 months) and 2.1 months in Arm B (n = 41, 95% CI: 1.9-
2.4 months). In patients with unmethylated MGMT (n = 49), the mPFS was 4.0 months in
Arm A (n = 24, 95% CL: 3.7-5.5 months) and 1.9 months in Arm B (n = 25, 95% CL 1.7-2.1
months). With respect to corticosteroid use at the initiation of treatment, among patients
who received steroids (n = 30), the mPFS was 2.6 months (95% CI: 1.9-3.8 months) in Arm
A (n = 13) and 2.0 months (95% CI 1.1-2.7 months) in Arm B (n = 17), showing a trend
toward poorer outcomes in Arm A. In the cohort without steroid use (n = 116), the mPFS
was 5.6 months (95% CI: 3.9-6.5 months) in Arm A (n = 60) and 2.0 months (95% CL 1.9
2.1 months) in Arm B (n = 56), consistent with the findings from the overall cohort analysis.
Similar trends were observed for other factors as well, in line with the results of the full
cohort analysis.

In univariable analysis of prognostic factors for PFS, MGMT promoter methylation was a
favorable factor (HR = 0.630, 95% CI: 0.432-0919, p = 0.0163), while steroid use at
treatment initiation was an unfavorable factor (HR = 1521, 95% CL 1.011-2.288, p =
0.0440). A time interval of 12 weeks or more between the end of prior maintenance TMZ
therapy and trial enrollment was associated with a favorable trend in OS (HR 0.680, 95%
CI: 0456-1.012; p = 0.0572). However, neither age nor KPS was identified as a significant
prognostic factor.

The mOS from initial surgery among patients enrolled in this study was 25.3 months (95%
Cl: 20.3-28.5 months) in Arm A and 24.7 months (95% CI: 20.6-29.8 months) in Arm B.
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Table 3. Outcomes by Treatment Arms

Arm A (n=73) Arm B (n =73) p value
Events/No Events/No (logrank)
0OS, median (95% Cl) 70/73 11.0(9.0-12.8) 68/73 10.8 (8.6 -12.5) 0.3196#
1-y OS 45.2% (33.6-56.1) 425% (31.0-53.4)
PFS, median (95% Cl) 72/73 40(3.8-5.7) 72/73 20(19-2.1) 0.0043§
6-m PFS 34.2% (23.7-45.1) 15.1% (8.0-24.2)
Post-BEV OS, median (95% Cl) 69/72 10.8 (8.8-12.6) 60/64 8.0(6.1-9.1) 0.0304
Post-BEV PFS, median (95% Cl) 71172 40(3.7-5.8) 62/64 32(20-37) 0.0601
Post-BEV 6-m PFS 37.5% (26.5 - 48.5) 17.2% (9.2-27.3)
First-line treatment
CRR 6/62 9.7% (3.6 - 19.9) 1/65 1.5% (0.0-8.3) 0.058t
ORR 24/62 38.7% (26.6 - 51.9)% 3/65 46% (1.0-12.9) <0.0001
Second-line treatment
CRR 1/58 1.7% (0.0-9.2)
ORR 10/58 17.2% (8.6 -29.4)

MMSE non-worsening rate at 16 w after start of treatment

28/69 40.6% (28.9 -53.1) 14/72 19.4% (11.1-30.5) 0.0095%
KPS non-worsening rate at 16 w after start of treatment
34/70 48.6% (36.4 - 60.8) 19/72 26.4% (16.7 - 38.1) 0.009t

#: one-sided logrank test, §: two-sided logrank test, t: Fisher's exact test

OS: overall survival, Cl: confidence interval, y: year(s), PFS: progression-free survival, BEV: bevacizumab, m: month(s),
CRR: complete response rate, ORR: overall response rate, MMSE: mini-mental state examination, KPS: Karnofsky
Performance Status, w: week(s)
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Table 6. Subgroup Analysis of OS

Factor Arm  Events/No 6-m OS (95% CI) HR (95% Cl)
Age,y
<50 A 1112 83.3 (48.2-95.6) 1
B 1113 69.2 (37.3-87.2) 1.013 (0.438 - 2.343)
= 50 A 59/61 83.6 (71.7 -90.8) 1
B 57/60 86.7 (75.1-93.1) 0.949 (0.658 - 1.369)
KPS
60 -80 A 49/50 80.0 (66.0 - 88.7) 1
B 45/50 83.0 (68.8-91.1) 0.907 (0.603 - 1.364)
90-100 A 21/23 91.3 (69.5-97.8) 1
B 23/26 84.6 (64.0 - 93.9) 1.020 (0.562 - 1.851)

Time since last TMZ administration

<12 weeks A 57/57 78.9 (65.9 - 87.5) 1
B 51/55 83.6(709-91.1)  0.807 (0.551-1.183)
= 12 weeks A 13/16 100 (100 - 100) 1
B 17118 83.3(56.8-94.3)  1.652(0.797 - 3.426)

Number of maintenance TMZ cycles

=3 A 13/13 84.6 (51.2-95.9) 1
B 14/16 81.3(52.5-93.5) 0.604 (0.281 - 1.299)
4-6 A 18/18 88.9 (624 -97.1) 1
B 1718 83.3 (56.8 -94.3) 0.604 (0.281 - 1.299)
7-12 A 28/31 80.6 (61.9-90.8) 1
B 24/26 88.5(68.4-96.1) 0.773 (0.444 - 1.346)
13 or more A 11111 81.8(44.7-95.1) 1
B 13/13 76.9 (44.2-91.9) 1.973 (0.834 - 4.668)
Surgery for recurrence
No A 55/57 82.5(69.8-90.2) 1
B 49/52 88.5 (66.1 -94.6) 0.876 (0.596 0 1.288)
Yes A 15/16 87.5(58.6-96.7) 1
B 19/21 714 (47.2-86.0) 1.232 (0.619 - 2.453)
Prior use of BEV
No A 66/69 82.6(71.4-89.7) 1
B 66/71 83.1(72.2-90.0) 0.936 (0.665 - 1.319)
Yes A 4/4 100 (100 - 100) 1
B 2/2 100 (100 - 100) 0.508 (0.055 -4.741)
Steroid at study entry
No A 57/60 91.7 (81.1-96.4) 1
B 51/56 82.1(69.4-90.0) 1.022 (0.700 - 1.493)
Yes A 13113 46.2 (19,2 -69.6) 1
B 1717 88.2 (60.6 - 96.9) 0.353 (0.156 - 0.799)
MGMT promoter
Unmethylated A 23/24 83.3(61.5-934) 1
B 25/25 76.0 (54.2-88.4) 1.613 (0.887 - 2.932)
Methylated A 35/37 89.2 (63.7 - 95.8) 1
B 36/41 854 (70.3-93.1) 0.803 (0.500 - 1.290)
IDH1 status
Wildtype A 57/60 85.0 (73.2-91.9) 1
B 59/61 82.0 (69.8 - 89.6) 1.116 (0.774 - 1.610)
Mutated A 3/3 100.0 (100.0 - 100.0) 1
B 2/5 80.0 (20.4 - 96.9) 0.416 (0.068 - 2.564)

y: year(s), KPS: Karnofsky Performance Status, TMZ: temozolomide, BEV: bevacizumab,
MGMT: 06 -methylguanine-DNA methyltransferase, IDH1: isocytrate dehydrogenase 1,

OS: overall survival, Cl: confidence interval
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Brief summary After standard postoperative radiotherapy with temozolomide (TMZ), dose-dense TMZ
and subsequent bevacizumab (BEV) therapy (ddTMZ-BEV) for first recurrent

glioblastoma did not improve overall survival over BEV monotherapy. Secondary

endpoints also showed lower efficacy. Severe adverse events and treatment-related
deaths were low in both groups, with no safety difference. However, ddTMZ-BEV efficacy
was not confirmed, and BEV remains the standard treatment.

Further therapeutic development is needed. Predictive factors are analyzed in an ancillary
study (JCOG2216A) and new trials are under consideration.
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