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-~ L SE 3 L= 24— - > T N YA =— A\ [ T o
gL, RAZHRESLLHONELSRICD, N5 RS WIS S DR L
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AVBBAICK, BT oy bUTA (V) BERE |5 IR ORD IR T 5 B A ORI
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BL, BEOREL THEE L2V S. ZOBREAMEZ30
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HARTA e BHB AR OEHUER R etz +or I3

it L7z LT EIREEOBEINEIT) 2 Lo

6.t - IR Y o SIRICKE B AR OMEE R E O AR O |

ZAEIIRES L TV,

§meﬁ%ﬁ@%%tﬁmﬁé%ﬁu‘%%ﬁ%uﬁwf@ﬂi
L SN AR OHG M, BSREICOWT [BREAE] o
HOWNEERM L. EANORHOTA F T4 V2 BHIT

‘ T5HIE,
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5. TSE DETEMER Otk 2 242 2 i3 Ttan
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(9) 12 MR FEVE MG A SR BER IV 2 356 ARANC X0 1k
WELDBRIBENINA D & DTz & OHEED z!f) Z.) f_&b\ I/ MR %
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IéEuTﬁfﬁl 15760, BIFERIZ936% 12788 H AL, Tz REIE
ﬂi FEE(64.3 %) EHEBL4%). £ 9 QLT %) FHFE

(21.0%) .

12T Y (204%) . eri;ﬁmg%) HER (17.2%)

21T (159%) 5895 (140%) 5T o 720 BRI HEIEE X
IMERIEA (47.8% 2,000/uLPK(WH@EIE[LIJE(TXQIZJ%)\ I ER

A (45.9%-

1.000/pL A di D i ERIRA185%) o /MG A

(102%- 577 /uL i O M/ A 1.9%) . AST(GOT) L5
(108%) % T d - 7z (MR oW Tl [FRREGE] 0 EZ ) o
2) EINEGFRAERAAE (CD20 B BAREEMIER T ¥ 1) > /&

ICX T 2MOMBHEES & DA, MIFEEARE)

RCHOPL Y A v (K#l, 7 uakA77 I AR, FFV
WU VIERRE, COo 2 AF URBRIER 7L F=va v
DOBEF) N & 2 B AR O % eI Bl626H . BIFEH
12984% 278 B av, Tz @IVER E, SIHEHE 555 o g e
(484%) . .0~ (46.8%) . 121K (435%) . EAKIAE (40.3%) . 1

M9 (37.1%)
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T (100%-

PR FH (36.5%) . FE#(32.3%) \ IIEMHEH AN B
MENE: (25.8%) Td - 720 BRRMAME SR IE, FIIMER
2,000/uL K11 0> F1IMER I A82.3%) « I BR g A

(95.2%-+ 1,000/uL Al O I P 2R A90.3%) T dd o 72 HEFE
PR ENE S N7-58FIH . FIFERX86.2% 12380 S, E4&H)
TEHIE, ﬁﬂl,ﬁj\ﬁ?@ﬂi?’bﬁ%%%) BRI (17.2%) « TIN %
(155%) + AR (10.3%) « EE R (10.3%) TH - 720 FRFH
MBI, HIMERIR A (638%. 2,000/ ul A 0 F I ER A
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EHTHoT,
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il D MR 2% ) 2T d - 720
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R-CHOPL Y X ¥ (K#H, ¥ 7 ufrA77 I FAMY. FFv
Ve R, © o) AF URBEE RO L P2y v (E
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FARAW . €Y7 AF VB R 7L K= (EIRFRK
YO LIERFCM LY X v (KHl, 7V¥ S VB
IAF N, Y7 UKRAT7 I FAKHHKROEI bFY > by
YRERYE O BRI 12 & % B8 R3E A I8 1 I 0 %2 G VE SR A E 511,193
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16.7%. R-CVP L ¥ x > (268%1) T149%. RFCM L ¥ * ~ (44
1) T295% 12380 S, ENFEBMEIFhERAME (2.1%) |
W OE (1.2%) « il 45 (1.2%) . 58 24(0.9%) I i BR 4> r
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MEFHISEE TR O 2 MEEHIAE BIS0L B2 BV T B 2RI
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JURAT7 I R, F¥uvey JiERIE. v 7R
FUBEE R 0T L R = s (EINRARRR) OFH) &L T
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MEFEFR I S IR IR BRI 0 22 P RTAITE BI332B112 B¢
BRI T (16651) D73.5% TR S 7z, MEiGHBI
B & i U MR TR B D5% DL b 2 o 72 RIE
W& M (25.3%) « BRI (9.0%) . MK (7.8%) 114942 (7.8%)
O FAGEIEGE (6.0%) TdH - 72,

*%6) EINBRRFAERAAEE (CD20 BBMEDIEME Y >/ Vit B MFE AR
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1T (28.6%) . IEREEAE (286%) . BEIR 5 IR 95 (286%) T
B o720 BRI E IR 1 i EREE A (85.7 % 2,000/ul
O FIMER IR 85.7%) « I EREIRA (85.7% . 1,000/ul A
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AT 7 3 FAKRFY O H) B (40261) D709 % 12788 5 1172,
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3 KA OB B (39861) & L L CFCRL Y A VT
FEEN2% L EEH o 72 Grade 33 AF4DEIEM I E, IFHEk
AE (30.3% )« FTIMERIEAME (23.19% ) o FEER R BRI A i
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G2 L Pk BF AT AE 1546 B0 12 BT, BIVEFHIZFCR L ¥ £ v B
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B (387%) . BEEL(20.1%) . FEFE(15.0%) . FHI(9.9%) . fHEL
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LAEVEFEMEFISABI . BRI B iEo S, R REIE
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I (11.1%) . CPEREEACELE (11.1%) ZCTh 1 |« BERRAH
FE1E, CRP EH-(407%) . ALT (GPT) 15-(259%) . IifFREK
% (204%) W ERIEA (16.7%. 1,000/l Afifi O U i
11.1%) . FImEkiERA (16.7%. 2,000/ ulA5 0 F BRI A0%) T
Holzo

10) EIRERPRARBRFAE (ABO MLRH NE & BHHEICH () 2 AR
ERNEH R IS O AR
GAVERHREGI20080 . BITEFIZ900% 12RO bz,
BEEE, 3824 (40.0%) « A N AH T A )V AJEGL(25.0%)
A b AT E T AV ATE (15.0%) . FREFIES:(15.0%) . FE5E
(15.0%)« 1L E5-(15.0%) % CTd o 720 BRRART 55 14,
a7 ) Y MEA(850%). ka7 G
(85.09) 4L Bkik 4> (60.0 % 2,000/ul A o E4 1fin Bk i 4>
150%) . S s 1 71) ¥ A (55.0%) I EREA (40.0%
1,000/uL i D Uf i Bf ik A25.0%) & Tdp - 72,

1) EREERFERAAE (ABO MR RNESHTEHEIC & () 2 AR
EENE R IC O A& ERAS)
FKRRIRE F T ABO LR B AN 845 T RS A T oD [ R S B i 1
EHHNThaw,

Q) E'EXLEIEA

NTF7 1 7% —HFER MES. OEBEE EEAHD) &
ME, MEZE. BEBFROE. SEEE. HL (FEMERmA.
TLLX—MRHRZEEED). AEMASEZR. HEE. 2
MR BEERE. DEEE. DEME. DEMS 3V IFE
7% infusion reaction OJEKRE L THHLDLNL I LD 5

([Z5] W),
INAZ VA A 2 (e, IRIA. WSS ox=s1) v 7%
HAMEAEIROBIZE 2 & BHEOREL 5 IfET 52 L,
BRSO SN B ISR G F il L, ) L
(WA . SR, R SRR, B R B R V& v HloFk
5485) #2479 L &b, JERANET % F CREOREE T
TICBET LI L,

2) S RRIEE R (AL © I BEERE S &b
B EHDHOT, MG ERERE R OB REREE T
Y, BEOREZ T5IBIET 22 L, BEFROLNL
LA b IcES 2k L, S0l (R ANRR. mK
FRIMLE RIS OF G- EIEE) 2479 & & b2, fERD
By s cREOREL FFICBET L L,

3)BEFFR IR L BBIERTR. FFRDIEE (HEA) ¢
BRIFZET A )V A & 2 BUEF 23U R OB & 5 JFA
ERHEDONDL I ENHDLOT, FIHERERAECIT &Y 1 v
AR=N—=DEZL ) v 7 %479 e EBBEOIREE 15128l
BY LI, BENROLNLEAEIIE, EHIZHY A VA
Fl a4 5 7% EWY) 2 MEETH 2k ([HEERERWE
=] omsi),

A)FFHEBEREE, #iE (01~5% &) : AST(GOT). ALT
(GPT). AP, Y1) VE v EDFHEERAEMD A3 24D
TR E R TIH A D bbb Z LW HHD T, IFkhem
AT R EBEBOREL FICBIET L2 L, BEDRDS
NG E G Ik L. B RLEEZIT) 2 L,

5) R EFEREEIR (HUEAIAD) : B B HARARAE %8S (Stevens-Johnson
FEIREE) . PEMREIZIERARE (Toxic Epidermal Necrolysis:
TEN). REEEER. BRREEL. IKEEEERER
HOEDON TR S 2B HE SN TS, TNEDIERDS
HObNHAREBICHG 2 hIEL., B R RLEZ1TH 2 &,

6) N M BRI D BRI B mEKE D (5~10% A i) . 47 hEk
B (109% D 1) | EEEREGE (BUEA®) . /Mg d (5%
Rili)  BEZ MM H S5 bNDLZ ENH Y, HFhEkED
DWW T, AR ORAEAEG 2 SO DS L CRHT
BBIHHE SN TVDE DT, RAOEHEHR R R OHEBET
BITEMMWICMEREEIT) 7 &y BEOREZ +512 8%
L. BHEPED SN HAITRESE O M) 20L& % 1T 2
Eo
TVRAE HEEAI™) MW, B, H20WEv A LRI S
EELBEYGE (RIME. %% 255 bhb I ehldbiro
Ty ARHNOGHHRWIE PR OERR T HRITEEOREL 5012
e, EIPROONEETHG 2R L, #Y) 2 0iE
1) 2 ko
8)EITHZEMAERAE (PML) GHEEARIE) @ TS B
HEMSiE (PML) 23 5bN b 2 Edidh b0 T, KEDEHE
WIF R OEER T RSB OREZ HoICBE L, Sk
& ORAIEEE, FOERER (R, TUBORE) . SiEEEED
SERATH & b2 354 1 MRIIC X 2 {5 25 1 I O 35 36
MAEZiT) L b, G a Pk L, BMOAREEST) 2 L.
) MR CHEEARIH®)  E M 53 b b 2 LEAd
HDT, BHEOREY THICBE L., RESRBOONHE
FEHIES ERIL L, BURLEERIT) 2k,
10)DREE CHEAID) LMD 5 WILLEEO RN, 50 0E.
IHRENE ENTVDE, TN DRERYH S b e
FE SIS E PR L, YA MER 4TS 2k,
11)BEE EERHD)  EMr LB E T2 HEENHRE SN
TV Zensb, BEOREZ HoICBg L., REmmd,
B2 LT F = RBUNO EFED SNz a3 %5 % dik
L. #YRRAEXIT) L,
12)HIEEZEFL - BAZE CHEAREL) - HALEZRAL - PIENH S DD
ZENHLOT, MIEIRE U ColER. IEE i, T, i,
BIMEOE Y T ATV BFEDRD SN2 HE1E, HHIZXHL,
CTHA S % 950 L CHI MR, 2290 - PHEZERT oA B4 R L.
B ALEEFTH 2k,
13) ME TR CHEAHD) @ — @O NESEHET 5 2 L
HHEDT, DL BRERNDSbNGERERS 2 kL,
B AEEIT) 2 L,
14) B3 14 B B BT IR B & OO B AR E IR BEEEAS ) ) - W]k
PR FVRUAEE AR GER © B 1E, BEIR . AR, BLoLis
4 EITEE) BhObNLIENH b, T2 KRDERET
%eHECOMIC, KB, HIESEOMERREE, RERE, H
TR RIS O IR E AT ST b, BROREY+
FICBIER L, 2O L) RIERD D S b a 3G ek L,
B R WEEIT) L,
*% (3) Z DA DEIEA
DFoORIERD B HN8a1&, #5235 7% L
YR EEITH) T L, CHRFE AR 1556
5% DL DS AN ) 5% il
WRMETE 25 (28.7%) + S | Mg S i
%% (24.7%) . I EMHER
ASPL (15.3%) . B4,
I i
M 5 (17.3%)  #8 | BhE. ML, £
IRk (11.3%) . L PRI, AR
LW (23.09%). I8 | CIPNEZI:, R, L&
i (11.7%) . 1A 45| WIE
(11.7%) . EHAIE.
T
S (47.3%) . EFE| HARR., 17V
(2L.7%). 5895 (20.3%)- | FHEIE B
Z 99 (19.3%). 13TYH
(15.3%) PHENHE, ik
%, i~

wox| IR

s JEERAE

x| AL

x| SEAEE




59% Bl L SR

5% A i

% (39.3%). 18 B I
(23.79%) HERLIE (22.7%).

Mg ARFIEN, ET)
HiE

.
= EHNE ) e 20.7%). 20T
(11.0%) . i1
WAmER | RURGE. LOIE | HE. AR

&k

ksk

* %

I - G

i (27.7%). 7 4 7
V¥ R FEY [FDP.
D% A~ —] 8™,
/A

R e E2

BUN L5, 27 L7 7
—vLEH

JHP R

ALT(GPT) k&
(13.3%) . AST (GOT)
L5 (13.0%) . Al-P |

=

EaS

wryLe s kg

Z DAt

CRP 15} (23.6%).LDH
L5 (15.0%) 8 H
WA R b R

BElg Rz s, 5
AL B (i, B AR
Y TIVT I A

=

5 9%, IR 5 i
) HERE UIEY NI BT SN HE 2B TE 2wy
RITEFH D7z ORI E L7z,
5. S@EANDEE
— R CEEE ISR T LT A0 T, BEORES
TR L PO EEICKS T2 L,
6 .31, ER. RIABEAOKRE

(D) RH) O T OPe 512§ 5 &I L TR o T, 4
I XAIIEIR L C W AW REMED & A I3 3% G- L e w2 & % 5
QT 25, R ETHRGT 256 12IER oA SENE
Bk % B2 SN2 aIl0iaHS5 55, [k b IgG i
e M 2@l 5 2 LD O NTB Y, IR ICAK & %5
L7z EBHEOMARIZBWT, KM ¥ Bk 258dE &
TWh,]

Q) A OGS 2RV L T nwo T, BRI
BT AGAEICEELETILESELZ L, [ b IgGid AL
WZBATTAZENHLNTWAS,]

#x 7 INBEADERE

#% (1)CD20 Bt BHIRE A IE R T F > ) v 38E, CD20 o 1g Y
YOMERAINIR, 2 3EINAE A SEBIAE . SNSRI 2 SRS 2.
VRS MG A TEEBER, 4 > Y s (M) 47
YT FUdtkyy (HETHEZ) FEHEHELOA Y b)Y
5 () AT VERT Fudbyy GEETFHEIRL) Y
W G- ORI 5 ARIAERER, FrA . ZLE. DRSO3N R
WZHF g B AN LT e v, [ RERD 2, ]

(2) SR HPHLIREE T o CD20 Btk B E ) > /3G e« K
WARE R, FrER, RIS 3 2 2T LTz v,
[ IR AR A 72

Q)G ED A 7 10— BEGER (BRIFREND 5 WIEA T84 MK
xRS HA) R ARE R, FiAE R, LR RO 3 EARio
SRR T B EEIRE. L T e, [RERA 2 v ]

(4) ABO Mg RIASE A A - T4 AR TR, FiE . fL
WSR2 4IRS LT\, [ RERD A 72\, ]

8. EALENEE

GELE

(DAPGEE U CAEBAEEW E5% 7 8o iEd gt Ly i e L
TWZ ko,

QPUEDEHET L BENDDH L DT, A L AR D
L) BBLUVIRBIZ N 22 &,

Q) FHFRIZEOWNLE R IHEH T 5 2 & 720 FHBOREIL.
MEEROBZENDEHLOTHA L 2T &,

BE5E

(D ARFNOFG L mEEO A E L, SBlEE. FIRNAKERS X
LawnwZ &,

Q) fb#] & DEIFEIZ LR &,

(3) % YNV EEWMTH DD DT NI EEHOMR 5% Hit

Lxo<D

HZEDBHDLH. THUIX ) REFIOFEIE L T e\ BB,
LIS DIME DB 2D A L e 2k,
9. ZDNEE
(D ARHNDHGENTEBHETIEe MIF A TIMEEELLZ LD
N, INSOBEEICHRG INEER. 7 LVE—, #\Eks
SENEBT L BENND L ([FERKE] 0EHBE),
(2)HEFHZ BT YRR S I NG D PSR BER O B 123 5 L
o8ty /MBI L. MARZERIEDTRRD &Iz & DR
Wb, V)
*x [ Y BhRE]

(1) MAEpEE< CD20 FZ MM BARRRMEIER U % 2 ) L X BREDRE> )
EN D CD20 Byt B EIEAR Y % > ) > /S BHEHIC, 375mg/m2%
1A 4 8 PG B OMLAIEEE & OB X B TR A
PR I ARFIERRE 2 E i L - B EE /X5 X — & — 13D

—Fa) k 3‘:5 V) ‘/C“&J o) f:o
Eiasn Cmax T2 S AUC
(mg/m?) | (ug/mL) (hrs) | B§f (hrs) | (ug-hr/mL)
375 1943 387.8 517 118237
X 43 +58.3 +188.7 +248 +53412
Mean + SD (n=8)
s Cmax T2 SR AUC
(mg/m?) | (ug/mL) (hrs) | B[ (hrs) | (ug-hr/mL)
375 4452 393.6 568 502,147
X 83 +103.0 +185.2 +267 +174,273
Mean + SD (n=15)
e Cmax T2 SR AUC
(mg/m?) | (ug/mL) (hrs) | B¢ (hrs) | (ug+-hr/mL)
375 367.0 344 496 3,370,000
x 20[H] +789 +349 +504 +714,000
Mean + SD (n=12)
(ug/mL)
600 r

Il + R

0 50 100
R
. 38 1 ol 8 ol AR G- O L i (n=15)

150 (day)

(ug/mL)
450 r

400 T Pl R
350 F

w
=}
S

P S =

0 10 20 30
5]

B, AL p bt H S Ei L o0 I TP e (n=12)

QEBNDBIT<HABRACHTZHE (BE) >0
EY1 o CD20 Btk BB EIER ¥ 3 > ) > 7 SEEH 12 A% 100,
250, 500mg/m?% H.[n] i 4, 208 IR 2 R L . A
F & A L2 BE i 5 2 e L CeEEAma oo 2 84 %
B L7z ZORE, IEEAEANOBATIZERIN L 72 7 G 6 i
BINZERD, F5E L7281413 30~100% Th - 720 =B, Fiiof
DTHA-72 1B (Tiz: 21.2hrs) 2DV, EEHEF~OR
TRFBORD 5120

40 (month)

(5)



sk (3) MAENBE<IEM Y > NMAMKBEZEDORE> D (3‘35/’1“
ENOERRFERIC BT, RIEFED CD20 Ftho @) » P
EFIL, FCLY A DALY, EIH A 7V TIEAHA
375mg/m?, 5524 4 7 IV PIEEIEAH]500meg/m? % . 28 HIg:\26H 1 &

Tl R R

WS LB DS MEIE ST A= — 3BT 0L B) Thots %
e Cmax Tz SEIE AUC #*
IR (4e/mL) (hrs) | B¢fd (hrs) | (ug-hr/mL) ’i
=100
375mg/m?
x 1] 351 242 349 804,000
500mg/m? =363 +237 £342 | 155000
x 5[a] 0
-30 0 30 60 90 120 150 (day)
Mean * SD (n=5) S5
(/D) [, B4R H R O 35 L2 & O Ml ikiE (n=16)
400 - s
- o (5357 )
.l s (1)CD20 Bt B ARARHETEA & % > 1) >/ XfE 1010
00t B CER S N7, R A IR Y % ) VoS, <
250 > ROV 2o SBEIC . AHIAIES75me/m2% 1 R T 4 [
2200 PG LB RS TR Y . - BRIk Y % o) oS
8150 A1 R:375me/m? % 1 J8 1 BT 8 [E4% 5 L7 Bk 45 T At
100 BCOBMMR RSN (MEREDHERT) BUTOLBY
50 \{\‘_\ﬂ T&) o) f:.o
of N L 2 T 1)
0 28 56 84 112 140 168 196 224 252 280 308 (day) e W | 58 B4y E-SIES PFS il
; e B | e | R | SR (05% RHEIX 14|95% R HEIX 1
4. FCL ¥ A ¥ LRI G- RO M (n=5
e ; . _ R 1 61% 245H
() MepEYE< BAMD 3 7 O — UEER REBRES 30270 it I U S VI B P O Pt o
1 MK ERTIHE) BEORE>S
BEIERTIEE) BEDRE e . <> VA 46% 111H
EIN QBRI BT, 18R CHRME S 7 0 — VIERR & ) 5l 13101 6 o mmu | 01461
5o L7230 M L OBEAED & 7 0 — VAR HRERER S 5 —
N Rt o g - . - LR 37% 54H
AT U A MRS ERTHE) OBEIC, AF375meg/m? (kK 1 S 57 T Y st | s5~111m)
®500mg/ ) 245 LY ERE ST A -5 — 3P ToL B

protocol compatible fEAT e L e

NCThHo72, PFS (progression-free survival : #ERGIEAE£7HAR)
% o- ~ < ~ o A F
5 Cmax Tz TR AUC Kiwrb )vfliiﬂa 1) 2N 5 Bl & i,
T (ug/mL) (hrs) ¢ (hrs) | (ug-hr/mL) AREM (MREREE)
' ~ SSBL | SR (/ul) [ CoLIm| s Ecomim
375mg/m? = 1o u
Goomer | 422 234 337 366,000 IS gy | i) | oG | o)
! +847 +867 +125 +110,000 ‘
x 438 STIE: S 2,700 14H 7H
Mean + SD (n=22) WA ©P1(900~3900) | (1~266H) | (1~125H)
i Wik | oo 1260 325H 10H
o — WA (10~1980) | (1~266H) | (1~154H)
MM | o 695 25H 6
400 WA <P (25~99%) | (0~201H) (2~42H)
- ARZIEY| o | 995% 20H 7H
oo Ve 27 (90~109) | (~178H) | (2~63H)
% 200 X [AEZOUVEAD] TORAMIL (g/dL) n=157
(2) CD20 BBt DB IER S % > 1) LN ICH T 2 BHREEOE
100 &:jyli_t t"&"éll‘f_t 11) 12)
0

EINCHERE S Nz, CD20 BtEdkR % v ) oSz s L7z

0 50 100 150 (day)

- BRI EE TAHRER IS BV T KRBV TG S NEBI OB ER
B, LB BB IO M HiRTE (n=23) REFRUTOLBY TH 7
(5) M ENAE < ABO M T & BAEEE DR iE > 1) F3hiE — _
E N ABO M BIAS 8 A B R 12, 375mg/m2 % B AlAl O 14 ;l'—ijg %g; ;é.;[g%i’ 95‘?4?;;;2?3 9?‘581;‘;;&%%3
HRI O AT 5 L 0SB $ 5 A — ¥ — R F O & 3 B TR B e B
. . FHIERE | 13| 0 | 5 .
hThoto FHEGIED (14~68%) |(124~230H)
EPECn Y Cmax T2 P AUC ¥ OREMEE I A AMIER T X ) YosE, v v bV v
(mg/m?) | (ug/mL) | (hrs) | W (hrs) | (ug-hr/mL) 73 JE R L AR L L
375 1920 172 248 178,000 T2 ENTHEBS N, b - SmEEEIER Y R 20 2N %
X 2[] +£496 +112 +161 + 38500 G& U7 ERR S TAHGERIC BV 2 B GEE) GEIEIER]) 2 Bl
Mean £ SD (n=15) 1 BT EIR % 2720 2D 2B DPFSIE, 68H K UF109H T
Holzo
ARe

EINTHEE S N 72CD20 By EdEh o % > ) USRS R E L7z
FRPR 25 TAHRUBRIC B\ TR G- S 721980, E42RIE 1358
B (474%) . 7 # (36.8%) « ML L5 (31.6%) . FE9% (21.1%) .
F2(105%) . IR (10.5%) 5 Tdh > 720 FRARMRA I E 13 ILERI
A(684%. 2,000/ul Tl 0 [ 1L Bk 3% 42156.8%) . T o Bk 4



(684%- 1,000/ uL i ORFFHERH15.8%) T - 72,6
(3)CD20 B> BARRIMEIER % > 1) LIRS T 2D IMEMEE
Ble DRI & 2 BREAREE - #IFEE
<ERFERE I8 (IDEC-C2B8-6:8E8) (CH T B MiE> 1L
RIBIHEDETENEE UL ARIMEIEAR Y % > ) v 3JESRE 2, R-CHOP
LU A U & D B AR % i L 7 EEE AR X ) A
RHSFRD & ATz BE I ARFHEFRR I (375mg/m? & 834 [ 8 C e K
1200082 5) & FEhts L 7z AT G 8 RN AR BRI 5k X 726241
TdHh o720 EREEATRLH T WO AT R E RN B 2 255
(95% fEHEX ) 1295.2% (86,5, 99.0%) T - 720 ARHERESHH 2> 5
DPFSIZOWT, T RERIZ BT 544 PES 2 (95% 15 HEH X
) 1369.8% (55.9. 80.0%) TH - 720
<EHNEERENHERER (PRIMARER) ICHF2E> B
FKIBFEOA NIRRT F o) Y 8JEREIC, RCHOPL ¥ X >,
RCVPL ¥ 4 ¥ LIFRFCM L ¥ A V12 X % s A %
L 720 BERRBEASRDN L 0 RDEDFRD O N7 BB\ ARFIHERR
(375mg/m?% 83 [ [ T fie K124 5-) At G B 52 % FE 0t L
7o GFRNTR SEEMNIZ119361TH - 720 8816112 R-CHOP L ¥ 4
UL 268B1ICRCVP LY X L 4B RFCM L ¥ A & 390 & A,
B AR T IR O 2R (95% EHHIX ) 1X. 2 21928%
(90.9. 945%) . 84.7%(79.8. 88.8%). 75.0%(59.7. 86.8%) T > 7z
MEFERR LSOV T, IGIRTT IR M52 & 5 PFS O RIZ LT @
LB THoT,
EERE LM E 12 & 5 PFS(20004E1 1407 —% 71 v b4 7)

HEFERE LT BRIy At
(n=505) (n=513)

PyLfiE (2 H) NE NE

(95% {5 HEIX ) (NE. NE) (345, NE)

NF— Kb 0.50
(95% {5 HEIX 1) (0.39. 0.64)
pfH
(log-rank ¥i72) p 00001

intent to treat f#HT
NE (not estimable : FFfiAfE

— MEERER
--------- EBRBER

— T T 7T T T
0 91 182 273 364 455 546 637 728 819 910 1001 1092 1183 1274
day

At risk £
MAMEEIZREE 513 498 469 446 411 371 289 261 195 125 82 41 15 7 0
HASRUER 505 490 472 460 443 412 336 312 230 164 103 58 18 0 O

[¥. PFS® Kaplan-Meier fi# (200941 H1407—% 71 v v+ 7)
<E4VEEFRFEMEHER (EORTC209815%E8) ICH 1 BMfE> 1L
TSRO AR R ¥ % ) Y oNJEEEIC, CHOP L Y
AV XIER-CHOP L2 A V12 & A Effss A% £l L7, £t
1ok 5 45 12465561 T 1 . 2316112 CHOP L ¥ X >, 2346112
R-CHOP L ¥ X ¥ 8% i & v, EIEEAFHER TR OZRZR)ZT, £
NZNT4.0% (95% S HEIX 1679, 79.6%) . 87.2% (95% 1S HA[X [1182.2.
91.2%) Td o 720 RCHOP L ¥ X ¥ TEIR P EEIZED - 72
(p=0.0003. # A —FHE) o

#x (4) CD20 RFIEDIRIE Y >/ VB MR

<ERFaFRE T8 (IDEC-C2B8-CL1ER) ICH 13 BmHE> 1B
KIGHED CD20 bEtEigtE ) v R mmEE I, FCRL Y A v %
Fihts L 720 RN RN ARBRICESE S NI TH - 720 R
BRI I b o> 42 22 % 52 (95 9% {5 WAIX [H]) 1£71.4 % (29.0 % 96.3%) T
Holzs

<ESERFRFMAEFER (CLL8ERER) ICH I BiE> 19

FififE D CD20 Btk ) v AR EE IS, FCL Y 2 v Wi
FCRUV Y A » & FE N L 720 AT RAERIIBIOFN CTH > 72, T
FERFAMIE H Cdb 2 GBI EE M 521 & % PESOSRIEL T &

BYThHo72,
FCLTY A VEE FCRL Y X VB
(n=407) (n=403)
Ll (H) 981 1,212
(95% 12 HEIX 1) (835, 1,069) (1,098, NE)
NYF— R 0.56
(95% fEHEIX [H) (043, 0.72)
pfiEi (log-rank #5€)
(B BRI 0016) p=00001

intent to treat AT
NE (not estimable : FFAliASEE)

0.9

0.8

0.7

0.6

0.5

0.4

B HE o e

0.3
0.2 FCRL U X » B

A FCL U A LB

0.0

— T T T — T T T T T T UL E— T
1 92 183 274 365 456 547 638 729 820 911 1002 1093 1184 1275 1366 1457
Day

At risk
FCL U X U E 384 371 349 331 311 244 182 134 100 76 53 37 24 14 7 0 O
FCRL ¥ x > 8 393 385 377 362 339 300 237 184 135 101 79 60 40 24 8 1 0

[X. PFS® Kaplan-Meier #i## (20074E7H4H T =% 51 v b+ 7)
<E4EEFRFEM1EE (REACHRER) (CHITIMIE> 10
5T EEGYED CD20 Mt E Y » X Ep S IS, FCL Y
A Y XIEFCR LV YV A v & ihE L 720 AR X 52 46 [ 1255241 T
B o 7o FHEFHTH CTd 2 IGERTATEEMRF £ 1 & % PFS Of%R
O TFTDEBY) THo72,

FCLIYAVE FCRL U 4 U8
(n=276) (n=276)

Hr g (H) 627 932

(95% (2 HHIX 1) (550, 731) (792, 1.161)
AN 0.65

(95% fE FHIX ) (051, 0.82)

p fifl og-rank 1% ) _
(5 EAERT I 0045) p=00002

intent to treat f##T

0.8

0.7

0.6

0.5

0.4

B 3 HE o ok

0.3

0.2

0.1

0.0

v
(‘/J iy
-/44 -y

Wl

FCRL Y X » B

==Ll Ly

wldal

6 9’1 152 2%3 3(’54 4&5 5&6 6(’37 7&8 81’9 9;0 10’0110’9211'8312’7413’6514’5615’4716’3817’29

At risk %
FCL I X V8

Day

276241228208182162119 93 77 60 50 37 31 26 20 10 4 3 0 O

FCRL T 4“8 276259246228207181157133119102 87 72 56 45 32 22 12 9 3 0
[¥. PFS® Kaplan-Meier [fii## (200847 H23H 7 =% /1 v b4 7)

% (5) ZRMERMENZFEEN FBRMBMHSREMNELX &

25 38 M S A SERTRE S SRR SR I 25 36 1A 95 O 90 380 AL T 56
BlE ke LT, [RERIB R E RV E Y HI¥ & ARH375mg/m2%
1EREE T 4 B35-3 2008 ()Y F o~ 78) & [ K
BB ARV E VHIRE Y 70k 27 7 3 FAKHI o 6F %




(Y7uk277 3 FE) L OIEHME MR BT 5 H81EX

UTosBH)THo7,

¥ IEHEATF VT L F=vu r (1,000mg/body/ H) % 1~ 3 [l#%
H, F7-, WL IROSL F=Vr (Img/kg/ H. EXN
HRAKFR) @ S L. EREICBWOL#EEHET 52 &
LRE S NI,

T aRA
773N
(n=98)

M OB RO
UVE s =
IR ATTINEE)
ERE W = 64% 53% 1196 %
(95% 12 HEIX 1) | (54%. 73%) | (43%. 63%) (=3%. 24%)
X IR 560 HBEOBVAS/WGA I T7A0E 2D, &5(2
PEHT 2RO 7L K=V v (BENREKRR) o5 % ik T &7z
WE L ERLL,
X L FIRMEDIELGYE~Y— T v E LTRREL72-20% % Elil»TH
D (=3% >-20%) . IEHMEATR Sz,
B) #ARMD R 70— UERE EREREH 2\ I X701 NMEEMHE
ERTIHE) 2
FEICHEME S N7z, 18R CHi st A 7 0 — BHREfERE % J8E L 72
UL E MG D & 7 0 — PREGRECHEEHEEA D L0z AT 0
4 PR 2 R 54) O BE 12, AFIIEE375mg/m2 (1) K&
500mg/ ) ()Y F < TH) NIE T IR (T T RE) & LEME

YF VTR
(n=99)

B (PSR T O & B ) THo 72,

¥ RHIUE T T AR OME G REO AR L, A O LR £
25mg/ B & L IROTERTIZ100mg/ B, Z D13 K200mg/ 1
LTS Lo $72, 20 H DO TEABIMGHER 1, wEEk

SR ISH L 2B ER DS T - 7o 854, 100mg/ B ¢ 1
CRAMA L 72,
DS AV - 7T R
(211) (2141)

HHET ST ¥ 234H 100H
(95% fZ HEIX [i5) (170H. 358H) (76H. 156H)

INH— R 0.1917
(95% 15T X [H) (00728, 05043)

pfiE _
(log-rank #5€) p=0.00015
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(7)ABO MR T ESEHHE 20

FEIN O R EER 12 B VT, ABO L RIS 8 A & RS R T O Bl e 5

PR, AHI LA 375me/m2 & FEAEAT 14 H A % O 1 H iz 3 5 L 72

BT DN #AEEGL TR O NEIILULT DO EB Y TH-

720

¥ BHSHEAI NS I T 72/ —)VEE E7 2 F VR ORIERE R
WVECVHIERYS. BALHAI»S > 70 2R ¥ d#i2H
6 s 70 AR EHRG Uiz MAESSH % BEAHT I f o k4lm]

Fihts L 72
P LALS | it | pHusEko
4 e | A AR
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(8)

¥ PLAPIB ME R PUARMGO _FA . HUik BE R SOGB4
5L Z LN DHHRIER, BB - BHRZ TR, &
OVBHHERRLE X % Banff 433802007 O Hi 44 B8 TR A SIS 0 45 C
% RRO 7B A\ BT A P B BUR B S AEAG UGS & L7z,
(8) ABO MIiBT A & BT #E4E 2L
EN o ABO I FIAS# A BT S Rl N BB 330112 BV T BBl RIS
AFH375mg/m2, 500mg/ [8l, 300mg/ [0l X 13 100mg/ [0l %, 18] i
25 L 72 VAERE B O PUAR B B AG SRS ML S BT 1391 9% . 14EHF
HOEFRII2% TH o720 T72. EHNO ABO M BIA# A F R
/R AB Tl BRI AFI375mg/m2 % 1[0 313 100mg/m?
Z2l 45 L. BB C B0 B PRI R A BSOS TS H R
CHAFRIZZENZN100% TH > 72,
% I o h 47750 (REPH : 283~617H)
(9) eEMEIARAET O CD20 B3> BiffaME ) >/ SEFEM AR, S3Mm
ERMENGBEN FTEMENSROER. BAKO X 70— EER
B OGEEBRESH 3 VI TOM FEFEERTIHR) RUISMHEE
B M/ MR D BRSO T 2 BRE
TG EE OBV OB T A IEHIZRS T b,
0) & MLF X SHABDER
NEARADCDBZHEDBMAEMIR T XU L INEEEICS
BRkiE 0 12 2
EIN O ES T HIERER & 045 TARBERIC 38\ CllsE S 7214081
L RFNIHT B e ML A FHURZABNIC I Sz,
QHEADCD0BGEEDBMMIERAT XU L NEEHEICS T
DHIE (BE) B
FEY AR ERER 2 35 W CHllE SN 7235660 ., AFNCK 45 & M
F X T PURIFAFNI IR Sz,
% 3)HAAD CD20 BRMENIRMEY >/ M AR EE ICH T B EE 19
N O AR 5 TTAHERBR CARFI A 5 S 22761, AFNIKT T 2
v MR A FPURIE SNk o 7o,
DARADEEMD X 70— CEEH EOBREH DI VIEXT
O4 NMREFEMEERTIHES) BHEICHTIRE L
FEI P R 3B CARH S5 - S =54l rfy RANCHRT T 2 & M
F A FHRIITENC AR H S 7z,
5 ABO MFAENEEGEBRIEEE CH T DHRE 2
FE PR R 3B T ARHI A3 G- S 72208012 . ARFNCH 35 & M
F A IHRIIME SN Do 7,
[FExpEEIE] 202
(1)CD20 R
L CD20 BuJEid. ProBAlfE. HEMBEZHRIZLALEET
DIE T OBERB AL L72B 1) ¥ /SERICZEBL L T s 50 bHE ()
Y UTE) THY ., BY L SERDALOMIIBIIESEEB L T,
(2) =3B
1) in vitro CD20 SR B4 ENESEH
IDEC-2B8 (V) % ¥~ 7 & [d— o CD20 Hul5 sEakih i (256
fHIS) AT A~ AR CD20 £/ 7 0—F ViR 1k BRfE
DL CD20 $LATH HB1O b b CD20 HUlE I3 2 554 % il
FEMRAFRIIZIE L. Z D 1Cs0 (50% FE#EE) flilE Bl Leul6 (L
vk CD20 $ifk) @ 1/2~1/3% ., & b CD20 HUlEIZxF L Colvi
SRR ABEZ R Lo C DWW PLEIE RHE A EId. AH)
(v A - FFATEUE) THHEFFS LTz,
2) invitro B') > INEREEEESTER
ARANL, & FEREIMNB ) v 3gke e MEEMEB ) v/ SEH &
FREIIHE G L. Mo /ML & 3OS L b2 o 72,
3) invivo B > INEIEE(EA
B =7 AV 1 (A 4 R RO 4 B S LR R
KW, BB Y 8Eih OB Y ¥ 7 SERIZEINC KA L7,
BB, TV YERIIIZEIL RO R h o7,
4) & MEEHER DX X RIS
At N IEF RO ST A & OIS & PSR AH
RIS MEA IR L7zDE, ) Y3 i, S, SRR, mhk, B
f& DT, TP DIEY) 7R & LU L R 2o 72
(3) fEFtE R
1) A RIF MRS ZE A (complement-dependent cytotoxicity,
CDC)
AKENT e MEOEET, 22ug/mL O3 E TSBAIM (v M
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WK SR 2 53 5 2 E DRER S L7, 12)Igarashi T, et al. : Int. J. Hematol. 73 : 213 (2001)
F720 b MHAEAAET ., EmEiE (CD34 M) oao= 13) [IDEC-C2B8:5# CD20 FtEd Atk IE AR ¥ F v ) v 8E x5
—TERREIC R L e Do 720 L HERRE O M R AR R O EE | REPVERD
Dk EMMENEEMEEER (antibody-dependent 14)[TDEC-C2BSH 3 LA D A RatEd R % ) v osfEIzxt$ 5
cell-mediated cytotoxicity, ADCC) D FELLIESHI & OB ORI AR OBEE | (RLPI%R
AFNEe v 27 27 ¥ —HEOHFEET . 39ug/mL OiEETSBHMl  **15) [IDEC-C2BSA:IG# CD20 BEE 18 ) > 2 S 1 M [ PN R st BR
Ha50% % g L 7275, HSB M id a3, CD20 $UR% A3 DOWEZE] HENEED
2L U CHURRE A TE M EE 2 A9 5 2 *%16) [IDEC-C2BSA i CD20 B 18 1 U > 7 S 1 i LA g s B
EDHER S N2 OB | RENEED
(B 5 (CBE T 3 IB{EFE R ] #*%17) [IDEC-C2B8TF 38 3L ix #E iAo CD20 FatE 1814 ) > 7 1% s
—W% U YR Y YT GEIEHIRZ) SEERABR O | (R
Rituximab (Genetical Recombination) (JAN) 18)Stone J, et al. : N. Engl. J. Med. 363 : 221 (2010)
A E e FBY) USERERICELT B 0MEPUECD20 (V) v 7 v %8s 19)[IDEC-C2B8#ftiAMED 4 7 0 — YHEfEE: GEREIM S 5\ g A 7
B) RS T HE S/ 70— F AT, CD20 PUE O FRERERAT O A MR Z R 856) EINERRBOMZE ] (g
(M ASERAEI) 3~ AfHH, ENLSL oS (8 H ) 20) [TDEC-C2B8 ABO HiLifd BUA 8 45 R Al [ N i AR s BR O M 2 ] (+E
B MK (gGle) DT A -t b % A THHETHY, o)
L328MHD T 2/ B HHEK STV 5o 2DVTIIS . Bl 50 0 62 (2015)
45 ¥4 0 144,510 Da (daltons) 22) Tobinai K, et al. © Ann. Oncol. 9 : 527 (1998)
CEFEIE 23) KRS S0 2001
(EES Y X7 ERATERED L. BECEBT 52 o 2)Reff ME, et al. : Blood 83 : 435 (1994)
(2)CD20 BB BARIAMEIER S x> 1 L /8B 25)[ & MIEFAHLIR E OB L ROGHERER] FEAER)
R BRI o VT R S NI A BT 2 B o % (mkEEKE]
FABEZ, RN IHEREEZ LD LD TRIET S 2 &, FEHRICFEROANEFRNZ O F LT TRAC TR L 28w,
Q#EMOZ 70— CERE EEBERES 3V 701 FEF R THRAS PRERHE  ERPATER
M ERTIEY) T112-8650 HEHCHIX A 5-6-15
E N T OBRBHEFIAHD TSN T WD 2 & 55 BIEHTE R, — TEL 03-3946-1119

EROIEBNARD 7 — & SER SN S £ TOMIE, &ES %R FAX  03-3946-1103
W BGERA 2 ERiT 5 2 12X ), AR EE O RIEHR
2R T B & E BT KFOZEEROENEHT 27— %
FHNCE L. RAOBIEMAICLEREELZH L 2 L,

(4) ABO MERRNE S BHtE - FFIEMEICH 1T 2 MAEERIERRIED
0l
ABO ML A E A TR LI oW Tt ENTof 2RO T
BRENTWD Z Ehb, BENGER, —EOEIIRD T — 7 28
ERESND ETOMIZ, SEHZ IR RERA 2 Eiid %
ZEICEY KREHEEOERERCILET 5 L L b 12, KH D
ZEWROENMEICE T 57— 2 B HICE L, ARF O @I
FICHERBELZ#H LD Z L,

(2 %]

V) &4 2 EEEHE 100mg - 10mL K X 1

V) &4 2 EEEHE 500mg - 50mL K X 1
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4) Alasfoor K, et al. 1 Ann. Hematol. 88 : 239 (2009)
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WrEhEE | GRLEEL)
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