#%20254F 3 HEka] (B518HK. RhBEZA . U L O HEZATH)
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ik - oS & B F2~8T I HRAF #CD20E ./ 7 O0—F ik H A B it 5 H R
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Vi J7E S hd RFEEE 100 mg AR |23000AMX00185] 23000 AMXO00186
Uly;\'_'lj' )® X BisEEIE 20014 9 A
REFE 500mg
) EE—EMSEOMSEIC L) EHT AL Ri tuxane®intravenous Infusion
1. B 3. #ARE - MK
1.1 AHIDZS . BEEICHHICHETE 3ERBRICHL 3.1 #2RL
T, EISRBOARBL I MBHAEC+H 55058 - BBREHED VY ERY L)Y EY
EEDH & T ANFIOERHEY & HIE & h B EEFIDH T oEd S S RE
328, £, AEBMAICKTSE. BEXEZOREICERD 100mg 500mg
MRUOBRMEE+HICHEL. ABEEETH SRS LAY ﬁjﬁ%(nw7w¢> 10mL 50mL
52 ¢, . LD
| 2 AEIOBSEIEEI0H~2BE E Y & 5 b h Binfusion %y | Gataram ) ® 100mg) — 500mg
reaction® > 67F 714 5% ¥ —, fiEE. DEEZENDEE SR | Y= 180 7mg 35mg
REIER (EMROIE. F2E. SMTRBEaERE. U5 R W ] 90mg 450mg
B DEME. DEMS Sy U%) DL, BEKE- £ # [ W b)Y A, pHREA]
BIPREShTWVD, ThSDETEHDS < FHERS %24 ) AFNE. F oA == ZANARY — PRI % VTS S D,
BRELRICAS N TWD, . ARIEEERE L -BOIE TAY =N Z BRI Y Y O MRS (7 VIR
BEBICH. ChODEERP HObNEEBTh I H 3, & MR T 2y A >) ZHEHLTVL, $72, BETRICBL
BPIEERE N 21 L (IE. BRI, FEWRRZE) OE= T, BEHES L LTy Yoy D-75 27 F—R) %ff
2L IREMEERDERATO L L bIC. BAE5HBLES ALTW,
DIREZ+NBRT D2 &, FICUTOREZEIZCOWTIERR 3.2 BEIDMEIR
BENE POERIELPTVOTERT S &, [7.1, Wisess |V 7 F4 ¥ SiEEHEL00me [ U Y F 4 > HiE#HES00mg
7.2. 7.8, 8.1, 9.1.2, 11.1.1 BH] PEIR AL~ R E OB LD T2 HE L7
- MRPICAKEDEEMIZHI H 2 (25,000/ Ll L) & ERE pH 6.5*+0.3
BEEOZVEE BB 1 CEEAHRBCE L)
CEEEESBE
- DKEBE, MEREREE A AT 2 BE w4 FNBEX X R
1.3 BEEOSHLRY TV, BRL, 549 LN0E. & OCD20B3 D BIMAIIEIER & % > 1 >/ B
AV LME. EREBEOE. &) 0% 0EERIEER OCD20B3 DB Y >/ S A MR
# (tumor lysis syndrome) »& 5bh., AEEEICERL O ZIHIKRET OCD20RZ M DBAAZE ) >/ NIEFE & B
FAMBEEICLIETHAROBMILEL & - -BENH OZRMEXEAZEEE, BMENSRNELA
EINTVWS, MERICABDBEMEIF 55 EBEICHNT, OBFAR CHER+HE IV — T IBL
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1.4 BRI AL X v U TOBRET. AHOLBEHBHR O M I A2 10 /)RR A M R B
FABRTHIC, BIERAX EHAOHEE, FAR2ICL3%E O HMaEE
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THIE,
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WY L HWT SN BEICHAT L L,

(BB R M AL /)RR A S BER)

5.8 HENIHMEOLAIZOAEHNEEZET LI, o, BN
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N BHEIMEHT L2 L,

(&5 EIE)

5.9 [17 . BiRBE | OBEOMNE LD L. KA ORI 0% 4
ZHAICER L2 LT BN FIA VEORTOEREYSE
W2y RANOFG 258 & W SN2 BE T A2 &,

5.10 KRG L LR o 4 B PR R AE 124K D R ZE LR $ B A R M O
SWE T ICRE SN TV AWED, ISR ITRS T 58
Bl VAZERA T4y b2+ EETLHI L,

EHAMOBEURBER VEFERKAEE)
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) W OBFEIHEHTL L,

) [ - AR EMEARY b T ABELRETA KT
1 22023) (HAM#RES) 25512352 L,

513 FHFN. L7 27 7R ) v 4bUKEEOBE IR G T 5 2 &,

(B2 T AERS D HL AR EEE ST O H1H) & U7E )

5.14 [17. BRG] OHEONEZ BRI, KFOAHNIER %4
Vx4 CHE L 72 BT B A K4 v SEoRFoOHEHRY S
ZNZ, AH OG- LR S s BE T A L.

*56. RERUHZ

(BiARMEIER O % > U LX)

WEL RAIIE, VY FYy T (EETHIL) ELTLEE

375mg/m?% 1B [ @ C AGEEHE S %0 IOASG- R8I & T %,

M OPCENERE RS & BT 285 BRI 2 PUEMAE B O 1%
SRBIZADLET, 194 27 vH 720 13%5 T 5o MFEEICH
WAEAE, R, AR, VY Fv v T GEfETMRL) &

L C1RI375mg/m? % HiHEHES %o HO-HFIE8EME z B & L,

AP G- U120 & T 5,

D PZA =Nt
MOHENEIEELH) & OB IZB VT, HE, A, )Yy
~7 GEfET-HELZ) & LCoElic1ml&E375me/m2, 208 3 DL
1E#=500mg/m?% . PEH 3 2 PG A O 543 1 7 vich b

T 1A 7 Vv 72 ) HETEFHE S 50 wASTHEIL6I & 5,

(REMFIRET OB >/ IEFE MR E)
HE. Y XY T (BRI L) & LClRE375me/mi% 134
[l =R R AP 9N S A 1 =g B ] ] R P23
(ZROERUATFEE. BEMENZEOER. BRELEMN/NR
BOMERBUR, 254 EE)
WHR L. ORI, Uy F YT GEfTMR L) 2 LTl
375mg/m?% 18 [ [ s T4l Sl EHE T %,
(RFEABRTHRERTA LI — T IABR, 1SS/ MRR D L
BHR)
WE. VY F YT (EEFHIEZ) & L CLRE375mg/m? % 1538
I R B A TR EE T % o
(70— tEER
CHHAIFIREI S B VIZ AT O A FKEMED & 7 0 — Ve R
HE. Y XUV T (BRI L) & LClRE375me/mi% 134
MR 2l SEEHET 5. 7272, 1ald 720 o kx5 &
500mgE T& 9 5,

CEEEEO A 7 O — VREGRE HEIEER, 2704 NMRGEED S
WIFA T O A NIRRT A
M, Uy v 7 (EETHIRZ) & L CIRE375me/m?% 18
IR CAR S EET 50 22720, 1HEH 720 O kxS =13
500mgFF T& 35,
EHBRMEDBEMRBERVEFERKER)
WHE . A, Uy FdF YT Gz TR Z) & LClhE
1,000mg/body % 258 [ FE1 b 200 ST % o
GRHREERAINRYT NS LEEDBRETR
WL A, VY F YT (EEFEER) L LTIRE
375mg/m?% 138 [ [ b 4Rl SEEHE S 50 2Ok, RS2 5
64 H A2 1E=],000mg/body (FEl5E =) % 2308 [H] i B C 21m] 23
BT 5,
(I 255 4ERS D AR E RV IR R s D HHI & VR E)
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ATVYEXTT Frxt2DEEE)
WEL. RAIE, VYR T R L) & L T250mg/m?
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Ghee@)
ZRHI 3 R 2 BTG 0 SL135% 7 1 B S 1C Tl ~4mg/mLIZ
AR LT 5,

7. HERUVHEICEET %5

(ZhEES @)

7.1 REFLGEEHEZE L TH S b binfusion reactionZ K X4 5
7edIC, REFEEG- D305 27 3 VA, REGERE RS O
BHEITH) L. T, BIBRERIVE VA EBRL Z2WEaiL.
KHNOKGIZELC, BIFRERVE VR ORHS 2 EET 52
ko [1.2, 7.8, 11.1.1 K]

7.2 PEAEFEZ B LTI N R, R SR R SR SR IR
WEBT 5O TRFNOFTEAHEZTY . EAREZ T 5 B30
WCEBET LI L, ERVPEH LA REAEELZHEDOLLD L
ClEWIEd %, EELEROLGIIE S IS 2R L., #Y) %k
WEZITH o F72. TG E2HHT 2L IERSELITHER L
By RIEEE OGS U TR A#ETHES 2GS 5. [1.2,
11.1.1 3]

w7 3 FEAEEILDTOLEBY S5, 2720, BEOIRBEIZXIE
A BAAHEEE (LB EE T A 2 &,

DAL P51
cBHFBEIE R Y F 2 ) [k S

MPAY

AR

&) 03057 1350mg/ B T BHLA

L. BEOIREL o E%

LD 6. ZDO%305H12

50mg/H$ o EIFC. kK

400mg/ME T EIF B Z LA

T&5,

TROVTNNIZHLT S

WA, ME%IENEE F R

RypenTE S,

R3S L 2B
VER DR CTHh - 7284
100mg/# % T R TS
R L. ZDH%3050
12100mg/BE§° > FIF T,
& K400mg/HsF T LA
ZENTE D,

C BEPR B9 T A L AT
RN PSSR E AN 30
L7-BIER DM TH Y |
OG- RTO KM ~
IRERFEH35,000/ u LA T
B 904 TR
(D305 TG 8=D
20% %P5 L. ZDH%605
THSEDO0%EHG) +
HIENTEL,

2[a1 H PR




LIRS UL RN T HE

UMY CONMEAIE RS | R 03051E50me/ R C R A

- SEIEIIHLIREE T OBl L. BEOIREL T 585

BaME Y o SBAGH e B LS, ZDH305HIC

< 2SI 45T A 3 E 50mg/M 9o FIFC. &k

i SEMMBER & S8 AE 400mg/BE T EITA Z &8

% T&5b,

BRI ORI EAN 4| 20 B DR |0 I P 5 LS FE 3 L 2z B

RN— T AE 5% AP TH oG E.

- k70— VIERE 100mg/: ¥ T FIFCHsE %

o 1B VR AR SE I T MR BIMGE L. Z D B3040 812

PR PSR 100mg/Fs3 > FIF T, wk

o 15 R M A 14 L/ SR 400mg/E T EIT A Z &8

SR B T&5b,

o 4 B R A

- WA O SR IEE

AOFE 2R

A TYVERYT T

¥ty v OHEY

BRI AN N WIS R 03055 1350mg/ R TR 4G

7 LREEDO T L. BEOIREL 158
LA 6. Z0O%305 512
50mg/HE$ 2 LT T, &k
400mg/H T EIF A Z &8
TX5%,

2101 H DIRE |90 el G- 12 3B L - B
MM TH o 7284,
100mg/ ¥ T EF TG %
BB L. ZD%305 12
100mg/Bs 2 EF T, &k
400mg/FrF CEIFA Z &°
T& 5%,

B, PEEG52564 HH
DB 5- 084, 6 Hig
W1 B o5 1% [0
51 OFEANEEIHE > T
53452 &,

- AR O PUARBE 8| W 32 5 | O 1R[] 1X25mg /IR & L

TR SIS D3] e O BEOREL+5ICB8R L

hiE A5, ROLEERIZ100me/
B, Z OHIEHA200mg/ I
FCRHARETAHI L,

218 H DA |40 El % G- (2 363 L 2 m
AP BEMTH o> E.
100mg/M ¢ EIFCHG %
BT E B,

(REMENKEE T OBMAIM | > /S EEMER. SRME R ERNFE
fE. EMENZREOEL. BEABECHRER+S,BIL—-TIBX,
X 70— EERE. BMsRMn/R D EEBR, BRMEMme
/R EEBR. £ 5 4REE. #AMOBEEXRBERVE
ERXERE)
w7 4 FIRGEO MR OLEEICE T A HHRIZR SN Tnw b 720,
ARAOBFHGIZHE LTI, EfOTEH2EEICKRETS 2 &,

(BiRRtEIER O x> U LN

7.5 MEFFREEICH V260 % . BRRBBRICHLA AN S N7 B DAL
A 2 oW, T17. BERIERE] oHoNEL P L., BRSO
WHDOTA FI A4 V&R BEVRROHER Ve 4512
HfE L2 BT, BISEEOBEIREIT) 2k, [17.1.2 3]

7.6 - EEEMEEE Y O NBEICAT S B ARH O MEREEE O A R K O
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BREANEVEIDEEINLAIE, SEEIERE ARV T CFH]
DG F1TH) 2 ko [1.2, 7.1, 11.1.1 BH]
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7.9 FEHIE LCRIBREATOA FRIZBATL &,

(% 70— tERE

7.10 HEEED A 7 0 4 NP2 R EBE 1SRG 2 5a1%. B
ELTARTOA FEl OSWVARERDE) 2T L, 512, *®
EIHRR 2 T 2 EHEE L, [17.1.7 -]

GRERERAEINYT NS LEBEOBRERTRA

7.1 RROMARERTICL ) BEOBENDED 5720, 5 HbE
REFTAHIL,

712 RFENZ X 2 —EMMOBEEOHE. FIEOHE IOV THES L.
HIEDHE DDA b N nEE KK ONF 7 1 v b HHIEE
ENmnwEEZSNDLEHTIE. AHN X BEFEOHIEF KRGS
5Tk,

(P25 B RS O L ARS B AV IR AR R IS O )

7.13 RHN OB GEM OF G R, EHOREIG L.
B2k, HHEBEMIICOWTIE, TREERET 2,

c BRI E, A2 B LR AT K O H L 200 SRS S
- R, R, MRS, BERSAN L OV O Ak, BAAlT2
SR LR L S E T B 1ad% G- CHURM L IEBMIL B o
WAt EEI2E, S5IZ1EREIREST 5.

(25 TEERS DM AR BRI R IE DB E)

714 AR OFGE R OG- RIL, BHEOIREIOGE ., Sy
BT e, BHREICOWTIE, T2 LT 5,
< LA SEEHE S 5o 1S CHURE B o A 2R+ 45
AL, X HIC1EBEME ST 5,

8. EELEARINIE

hEEL@)

8.1 Infusion reaction?id HbHNE I ENHLDT, NAL Z VT A~
(M. JRIA. FRRESS) OE=41) v 7R AFMMREEROBIZ 2 &,
BEOREL T3ICBI%ET 52 8. [1.2, 11.1.1 SE]

8.2 EH RN S b b 2 L0 A DT, Mk EHEE
JER OEEREMRAE 21T 2 &, BEOREL T ICBIHET 52 L,
(1.3, 11.1.2 =g]

8.3 AFIOF 512 L b BRIFE Y A )V ZAOFIEHEALIZ & 5 BIERT
RIXITFREDBHObNEZ LD DD, REFZG 129630 > TBRIF
R AN AEG DG M2 R L. RFNF 5101208 Y) 2 WLiE % 1T 9
ko [1.4,9.1.3, 11.1.3 =]

8.4 JHHEREmE, WHNHLDLNLZ LDHLHDT, iM%
179 7 EEEORES IR T L2 b, [11.1.4 2]

8.5 MEKIEAHDH b DL I DB LDT, RKEOFEFEME AR RO
TR T RS B MRS 2 17 9 7 EBE OREZ +45 128
By LHZl, [9.1.5. 11.1.6 ]

8.6 ARAIOGHHH LV RIHIMY) > /BROBA DS & bav, HEKT
BOFHRT HZ L, FETTT) YA LRSS
TWn I ey, REMHIEMIC X D HE R AV A2 & DY
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ko [9.1.4, 11.1.7 =]

8.7 MLEZIL - FIZEDNH O bNDL I ENH LD T, MWHERE L
TR, EHRBMK, T, i, giSosiggs 512479
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BCAF 4, RKEXEZZ 2= —F v FEY Y OIMEHERS %
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OFEMRIFOEHRIMEEZ C&IHIRT A2 L IETELRVWI L2 5,
IR OGRE E OB A TRE o L, KEERET A L, &
B, 5k, BENOFRAEE ZEEOBHLEET LT &,

CIEMEE M /)RR D 1 SR BER)
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O, MR R ZERICHIE L. BESED L NG EITRA O
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9. BENE=%2EBITIEEICEAT2IE
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GhaESE@)

9.1.1 ,U*&z EEENHIEBEENIZDOEREFREOH 2EE
BG5S EBILER, LISk ) VTR
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9.1.2 fiaiE. MtEEREEDH 2EENXZOBRERDH 2EH
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wmEENH b, iRz E/lSE2BEZM0H 5, [1.2,
11.1.1 0]

9.1.3 FRIVAIWNZADBENIIBRFEEZHTI8F
ARFN O ISR o B ONE R T PR ke L C IR e AR A il 0 T 2%
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HeH 4455 BRIRIEIR - 518 Wy - fall 1
gy F v WL T 7 F 2B CSERIBEME IS
iz DEFFIZHE D CFER| L VIR T LB
§9EAT 2 v BRI LIZEEICE| DS,

W) 2 WL F 4T ) o
NELT 7 F » 77 F Y OMEE B v SERGEER I
9 EELBEINDEH LV 2 F TS
%o REPELN L BZ
b 5o
SRR % A 3|38 B 22 & o K e o | B EE o SRE IR A S
% FEH (G KOS 4V A | X 2 BRGUEFHS O faM
SRR ) AZED IERD|EDD S
BRI R AIVE | BBL AT, @
bilE ) 7 WLE % 479 o
R4 7] — WYL I T B A IME TR R R S22

[11.1.13 2] HEDONDLZENDH|BLENDDHD,

%0

1. BIEH
WORIWERDRSH S bIDL I ENHLDOT, BigE+014Tv, 2
HASERD SN i%‘x'%—%EPJJ:ﬁ‘%&tﬁ@JﬁﬂL% 192 &,

1.1 EXEEIER

11.1.1 Infusion reaction (JHJEZAH)
RHN DY 57 TP G- Fa 24 B LUAIC % < & & 1L S infusion
reaction CGGEIR @ Z&#, JEIE, MO, B, N, T O, B,
. R, M FES) A% H5EEOHIWICHE SN TE
. INSOERIE, EEEM~ P SEE T BICRA O S-

WHSbHbNTWDE, 72, TH74 5% —, BiEE, LEE

HFOEBEREIEN (RIMTE., M RE, EEERME, 508 S0,
Mg (HVEMEMiZE, 7LV F—MMi%SEs &) . HEMEMSE X
98 MR, SR EE R, O ZE . LEMED ., ORI
TavrE) BHobNLIENH D, Pk Ay I UK, fEEGE
il BIBERERVE CHEORIEG HITo 72 BB ICB VT,
E%&infusion reactionfﬁ’—"‘fﬁbf LOWEND L, B #lfﬁ:”y)%

nti% (=S WG L, a0l (RERA, AT
xxaiﬁi‘f‘?ﬁﬁ' R BE RV E R BB, ik 2 Y
S /ﬁl D) 2ITH L EHIZ ERPRIET L F TEZOIR

REATIcBigds2 8, [1.20 7.1, 7.2, 7.8, 8.1, 9.1.2 &
]

11.1.2 EEREERE CHEAY)
FENRO L NGAEE, BEhIHS 2k L, @ a0E (F
A, & IRERINE G RH & 075‘1’7 BITEE) 24T L &b
SERAEE T 5 F TREDOIRES BT ATk, [1.30 8.2
Z ]

MA3IBEFRTAINIOBEEMILICK ZRERA. FRADIEBE
(BEFEANH)
BEIFFS ™7 A 0V Z O FIEMEALIC £ 2 BIER 2 T BT Je o B3 12 &
LIFARERH b 2 tﬁ‘?ﬂ) BELCIZE o T ERI S S
TWho BENROLNLLEIE EHIZHY A V 2 H % %5
5 % LY R ALE % 4T C<‘:o [1.4. 8.3, 9.1.3 K]

#11.1.4 FHEEES. &E HBEAH)

ASTEH (8.0%). ALTEH (8.2%). Al-PLE#H (3.3%). #¥
Ve y EF (3.3%) SFONFREBEMAE R & £ O B RER &0
WHEPHHbNLI ENDHDH, (8.4 ZE]

11.1.5 BEMRER (BEAH)
Bz IR B FE (Stevens—JohnsonfEMEHRE) . haElh 3R R 50/l
fitie (Toxic Epidermal Necrolysis : TEN). FI@ERIER, #iE
WREZRE %, INKIBER B RED D 5 bt JEITTICE - 72 B2
ENTw5b, [1.5 %]



w:11.1.6 MERHD
JUMERR D (HEA) . BIMERKA (38.5%) . & Bk A
(37.0%) . MEWURIERAE CBHEEASHH) . I/ RRA (11.3%) 258 5
bNDLZENDH Y, EEZMEKKD LHRE SN TV D, IFRHERR
AZOVTIE, RH OIS 5 4R R DL FGE L CIsE T 5 61
P SN TW5A, [8.5. 9.1.5 ]
##11.1.7 BEE (41.4%)
M. B, VT A VAL L 2 EE R RYE (BIE, il
RE) DHOSDONDL T EWNHDHOT, KK OB K OVEE
HTHRILBHEOREL 51 Bl5 352 &, [8.6, 9.1.4 ]
11.1.8 ETMZEMAEME (PML) GHEREH)
RENOEBE P E ORER T RIZBEZOREL H5 12 BIg L.
kbR, FRAIBEER, RREUEIR (R R, TUBORIE) . SaEkEE
DIERD D & b 723813, MR X 5 {525 e O Bl Tk
HEETH)EELIC, B ERIEL, BURREZITH Z &,
11.1.9 BEMRR (FEARE)
#11.1.10 [DREE (9.5%)
DEED D IR, PeliE
w2, [9.1.1 28]
#1111 BEE (HEAH)
Mgz L7F=vE5H (0.8%). BUNER (2.1%) SOEREE)
HEDNLEZENDHY, BT ELEL T AFEENGREELTY
Bo BEWA, ME7 L7 F= v RBUND LADED S N84
G AL, B A REZIT) 2 &,
11.1.12 JEEEZEFL - BAZE (BEAW)
FBEDHD SN, HH XM, CTHAS: 2 906 L T i
WAL, AL - HEFTROEEAHERL, B2 0EEZITH) 2L,
(8.7 ]
w11.1.13 METE (5.6%)
—BUEDIMTE FHEAEET 2 2 E2d b, [10.2 2]
11.1.14 B4 A B RAEEREE S O BEREIR  CEIEAD)
AV PRI AE T CREIR ¢ RO SE M. B SR, B

s AR

=

R

LREZE DS ST

BB . FESE) 5% bbRo = &b b, %10 KAOEE
ST 6 T COMI. KU, BEEORBEENE, R,
SRR 5 0 B B S X LT 2
1.2 2 OB
S%ULL %K FEAD]
TRT % (25.5%) |7 % 6 % . W
o B% (15.8%). LI, S
PR b (12.8%).
@
M ER (12.3%) . [0 & . 0EE
wliEBE R, W . BIE. &
RiPE I
EL R (15.6%). |16 M.
wliibs . W%, RECR B L3 K
% T
i (29.8%). R . IR
ZIHE (14.0%) . . A .
sk | SBEE 5% (13.6%) PO
WA (12.6%).  |[FHEER
3y
Ve %) . R
BEE (15.2%9). | B0
| BN BB (14.6%).
5 (13.2%).
LiF. iR
AREE. L
B O, LA
IR
Al (17.3%) RS |71 T v
. R
THERE.
o BUN L&, 7
| TR L7 =k
)

5%LIE
ALT LS., AST LA

5% A
<) NP <
. Al-P L

HE A

sk | [

CRPLEH (13.7%).
LDH &

VR
. REH
WA R R
R BRX
ZWhiRE. &
A VA
(P9 . BE IR
Y, TIVT 3
oo
L®o>< 0,
il i
) BMEH oM. BT R Y F 20 vosIBIS 2 E P
PR AT BNER, M2k ) o 2 SPE I 263 2 [P R 45 T AH R
B, BT S VI AT O A MRS 7 0 — VREFERIC
a9 B EI N R 55 AR . HEEME OB 5T H 2 VIZA T
O A MK A 7 0 — BHEER I3 2 EIN EER 4 A 308
ERITED A7 0 A NIRPUE S 7 0 — BREBEEC N 3 2 BN R
S TIAHGRER, 4 B PR e LR 3 2 IR R 45 AR BR, MR
o & R EE M OVE SR RIEE (20 5 EIN R S T
B, BRI A RS T ABEOFE TR 2 EPEE
PRES T/ MAHFBE, ABOIMLE R A # A B AT 5 — %R
AR, BRI o YUK B ARG RO o 3N 3 A EIN IR
ARSI 0 AR B R 3 SO 0 WG 26§ % [
PR R 25 T AH 3R B % JE LSRR L 720

sk

Z DAl

14, BAHLOEE

14.1 ZERIFHEFOTE

1411 F 287 BERTH H72012, DT I FEV OB A A
LMD ENDHLH. TNIL ) RHIOFEIHE L 2T %,
LBy TNLIOIME EORE 2 RO 7Y E I L Aan 2 ko

14.1.2 FfGlE & L CAEBAE G I5% 7 B RS DL
LawZ ik,

14.1.3 SUEAEET 2 BTN D 5 DT, Ak K ORI 07
DI LML IRE MR v C &

14.1.4 FRGOWIIHERLPICMHH T2 2 Lo F72, AR,
MEHROBENDH LD THEHL 2V L,

14.2 FHIRSFOIRE
i & DRIEZ L 2T &

15. ZDOMDEE

15.1 BRRR(ERICE D 1Bk

(xhBELE)

w615.1.1 RHIDH G ENELETEL MIFATHUEERE LD Z LA
HO, INOLOBRFIHKG EINEAEIX, TV VF—, BEK
ISR T 2 BEND D Do
FER B CORFNIA T2 & MLF 2 T IUEROB B FIEIZ LT O
LB THoT,

(1) CD20RZMEDBMAIMIER S x> U L INEEREICH T B
FE A B PR 5 T MR B M OV T AR BB 12 B CHll 2 & 7z 1400w
AN 5 b ML A FHURIZABN R S 7297,

(2) CD20BRMDBHIRIMEIER S 2 1 LINEEE ICH TBHE (BF)
IR BRI B Tl S 72356000, AFNK4 5 FtF
AT HARZAEN IR S JREAT— %),

(3) CD20FZtHEMIEM ) >/ MR MREE ICH T B RE
[EI SR 265 T AHRRER IZ BV Tl S 7278 RFNCR 2 6 b
PUF 2 FHARIIHH S h o 729,

(4) 2 70— UERBEEEICH T DRIE
FEIN R FRER 12 B W ClE S N27960 . RANCXF 35 & Mt
A FPRIE 21BN S 7210 12

(5) 2HMREEREICH T DIRE
[ PN B R 2R R U2 38\ CHllSE & 7248010, AFNZH § 5 b Mk
A T HURIZIBN M S 7219,

(6) HAMDBEURBERVEFERKBEEREICH T 3RE
FEIA R FRER 12 B W CHlE S 722060, RANCXF 34 & Mt
A FHRIEEBN B & 7z,



(7) VEBEEBERINRY MT LBEBEICS T DME
I ERPR B2 35\ Tl E S 721960, ARHNCx 5 2 & MhLF
A ZHURIZIEN R & 7z,

(8) ABOMARMTNEEBERHEEICH B MHE
] A B PR BB B W Tl S 722000, AR 95 & MLF
A ZHRIIHIM S N2 Ao 7210,

(9) BBRAEREICHT 2 MAMERIERERICOMENIC & 2 HiE
IR PR BB 35\ Tl E S u7z24B1 . AHNSx 5 2 & ML
A AR S e o 7217,

CIRMERF M M/ R D M R BES)

15.1.2 #HMI BT VMBI L . e SERAE A0 H /e
LOHENH LY, [8.9 ZHH]

16. ZEA)BHEE

16.1 MFEE

(BHEFRMEFEAR T X > 1) L/ XEE)

16.1.1 EINOCD20BEDOBAINaEIE & ¥ F ) Y oSJEEBEF I, RA375mg/
m2% 148 8BS, CHOPL Y A ¥ (Y7 ukxA 77 3 FAMY,
FEYNVEY VIR, Y7 ) AF VRBER 7L F=vay) L off
FHNC & 2 BRI AR R, R OV RE AL OH2 A 7 v
DLREL29055 ¥ 5 & S fti L 72 BB EE /X T A — & — LT LB ) T
Ho1219,

#16-1
e Cmax Tz S AUC
(mg/m?) (ug/mL) (hrs) 5[ (hrs) | (ug - hr/mL)
375 194.3 387.8 517 118237
X 458 +58.3 +188.7 +248 +53412
Mean+SD (n=8)
#16-2
e Cmax T2 S AUC
(mg/m?) (ug/mL) (hrs) 5 (hrs) | (ug - hr/mL)
375 445.2 393.6 568 502147
x 83k +103.0 +185.2 +267 +174273
Mean=SD (n=15)
#16-3
EREsN Y Cmax Ti2 P AUC
(mg/m?) (ug/mL) (hrs) 5 (hrs) | (ug - hr/mL)
375 367.0 344 496 3370000
x 201[A] +78.9 +349 +504 +714000
Mean=SD (n=12)
#16-4
EREsn Y Cmax Ti2 P AUC
(mg/m?) (ug/mL) (hrs) #5f (hrs) | (ug - hr/mL)
375 294.0 270 389 548000
X 6[0] +41.4 +46.1 +66.6 +93900
375 329.0 282 407 753000
X 8[u] +46.4 +64.1 +92.5 +119000
Mean+SD (6[a] : n=13, 8Ja] : n=8)
(ug/mL)
600

Sl R

0 50 100 150 (day)

B

M16-1  F1[E8[H LA G- k5 O MM i e (n=15)

(ug/mL)
450

PRl R

20 30
B

X16-2 CHOPL ¥ 4 ¥ FtaHEFHRE O M ik (n=12)

40 (month)

(ug/mb)
400 — AL
== 894(IL
THYEZEERE
300 \
il A
& o
th 200 | L
i : P
B : LHER
100 I {
o 2
0 28 56 84 112 140 168 196 (day)
B fE
X16-3 524 A 7 WV PREIZ90455 % 5- % FEhtE L 72CHOP L ¥ X » fif- I 5 fi%

EAFREO MG (634 2V n=13, 8% 1 2 )L : n=8)

(I8 >3/ MR)

16.1.2 EN ORI BT, RIGFEOCD20/ =D EPE) > 7 S iR
FHIZV FCLYAY (FVFFE V) VEET ATV, Y70k A 773 FK
) EOBERICE Y. HIH A 27V TIEAKIZ75mg/m2, 29 1 7 VLI
IEARFIS00mg/m2% . 28 HAEIZ6 A 7 WG L -0 3R/ ST 2 —
=P TFTDEBY) THo7220,

#16-5
e Cmax Ti2 S AUC
e Ga o
(4 g/mL) (hrs) W¢H (hrs) | (ug - hr/mL)
375mg/m2 X 16| 351 242 349 804000
500mg/m?2 X 5[A] +36.3 +237 +342 + 155000
Mean+SD (n=5)
(ug/mL)
400
350 | ety i+ B
300 |
m250 |
fzoo
?50
100
R
0 28 56 84 112 140 168 196 224 252 280 308 (day)

R
M16-4 FCL ¥ 2 ¥ LA GIEOMEEH#E (n=5)
(70— CEER
*%16.1.3 EINOEIRABRIC BT, 18R A CIFZME A 7 1 — VIR % 550
L7zt 70— CREERE HEFEEED L VCIEAT a4 FIREEZRTHE
DOEHZIZ, RAN375mg/m2 (kK ®E500mg/[Hl) % 138 [ i @ c2m% 5 L 72
HEQIPTAE ST A — 5 —Z T DL BY ThHo72,

#16-6
. Cmax Ti2 Reskiat AUC
EREEn s .
(ug/mL) (hrs) i (hrs) | (pg- hr/mL)
/m2
é?)?)ﬁg /) 375 154 203 216000
& +45.0 +64.1 +92.5 +49300
x 218

Mean+SD (n=17)



(#g/mL)

500
FEHfE+RERE

400
1 300
3
+
=
E 200

100

0t .
1 57 113 169 225 281 337 393 (day)
B

[16-5  FA 120 AT G-HE O ML i EE (n=17)

16.1.4 EINORRRBEIC BT, 18R A CHRFEME & 7 1 — BIEMREE 2 J6E
L 723 L E DR ED A 7 0 — VIEGRE GERHIERS 2 WiEA 704 K
AR R TH6) OEFEIC, AHI375mg/m? (FRAR500mg/ M) % 1HE[H

bR CARE G- L 7B O3 BE /ST A — 7 —1Z T DL B TH- 722,

#16-7

e Cmax T2 S AUC

Eacn
(1 g/mL) (hrs) B (hrs) | (ug - hr/mL)
2
(%ZE%%) 421 234 337 366000
s +84.7 +86.7 +125 +110000
X 438
Mean*=SD (n=22)

(ug/mL)
600

Pl B (R

[%]16-6

50

100

BEfE

T 11410 BAS - O ML hig e (n=23)

150 (day)

#16-9
b Cmax T2 I AUC
(mg/m?) (ug/mL) (hrs) @D | BER§ (hrs) | (ug - hr/mL)
375 485 515 789 338000
X 438 +268 +140 +284 +117000
1) n=26 Mean+SD (n=28)
(ng/mL)
700
600 | TiE + RERE
s00 |
% 200 |
i3
é 300 \\
200 \ \
100 | -
0 . \I\I———[\»\ )
0 20 40 80 100 120 140 160 180 (day)

[%16-8

5G]

(HAMOZRUERBRER VEERKER)
16.1.7 ENOEKREERIZ BT, BB 3 F TR R O EIRFTIEE O
BFI, AHIT,000me/body % 238 i i T2l %5 L 7R D FEM B E/ ¥ 7
A= —ZUTOLBE) ThHho72D),

#16-10

SR L1410 AR #5150 L35 e g (n=28)

xGat

Cmax
(ug/mL)

T2
(hrs) %2

TR
FE (hrs)

AUC
(ug - hr/mL)

1,000mg/body
X 2[8]

433
+79.5

535
+255

566
+310

283000
+90200

##2) n=11

(4 £/nL)
600

500

FHELRERE

Mean+SD (n=19)

50

100

5

150 (day)

16.1.5 EINORRIRBEIC BT, 18R A CHRFEME & 7 1 — BIEMAE 2 J6E
L7cHG Mo & 7 0 — B (A7 04 FEPUE2 R T56) oB#EIC,
AH|375mg/m? (FRAKFE500mg/ ) % LM B FEC4m4E 5 L 720 3 H)
BRXT A= —1ZUTOLBE) ThHo722,

#16-8

16-9 258 ] A 2101 SCASH 5K O I R e (n=19)

(BRAEIC & |+ 2 MARIEREHE S D I

16.1.8 ENDOABOMEAIAE & B RAEH 12, AFHI375me/m2 % BAT D14
HATR OLH A B S L 72 OFEMBRE 7 X — 5 —IZUTFO L B) Th o720,

55t

Cmax
(ug/mL)

T2
(hrs)

T
BH_(hrs)

AUC
(ug - hr/mL)

375mg/m?
(500mg/Ial)
X 438

300
+58.3

78.8
+58.5

114
+84.3

171000
+85100

#16-11

Mean*SD (n=6)
(ug/mL)
400

350

01 T FHERERE

=

1 29 57 85 113 141
|
B16-7 81l 4]ml BRI O M i (n=6)
(& B RIE)
16.1.6 [N O &G MM EEEE L. AA375mg/m2% M1 RIE S L -0 3
BT A=y —ZUTO LB Th o720,

169 (day)

P Cmax T2 R askoat AUC
(mg/m2) (ug/mL) (hrs) 5 (hrs) | (ug - hr/mL)
375 192.0 172 248 178000
x 2[H] +49.6 +112 +161 + 38500
Mean=SD (n=15)
(ug/mL)
300 -
TR
2200
+
100
0
-30 0 30 60 9% 120 150 (day)

B
B16-10 FeHiAiy14 H iR OF1H AT H% 5 L7235 6 oM i (n=16)
16.1.9 EINORRHERIZ BT, DSAFE - BLHLASURR BB ALE S 125
PR B s A UG O #] & L CAHI375me/m2 & B AT o 14 H i 1% U1 H i
V22055 L 72T e UM 375me/m2 & FE AR D 14 H AT I 1B G- L 72 R0 3
WENEE/ ST A — 5 —ZUTOLBY) THho7220,



F16-12 F17-2 LR E
Eacmy Cmax Ti/2 SR AUC HIEMEE T | FEEITO
(mg/m?2) (ug/mL) (hrs) BEf (hrs) | (ug - hr/mL) A4, FEH RARfE (/ul) | bl
375 289.0 79.5 115 179000 PR A (§EPH) Ll il
X 2] £54.7 +42 93 | +G1.8iED) +32500 () (45 pH)
375 251.0 94.3 136 62500 55.6%
X 1] +54 8 +97 4 +39.3 +12500 4 I A (2,000/ L <9002f;%00> (112226[]@ (3~1§2D5El)
73) n=12 Mean=SD (2[A] : n=14, 1[A] : n=6) Fili 1 15.6%) '
(e g/mL) I 59.6% 1,370 29.5H 14H
4004 Tg(E + EE R A %%00%‘6;) (250~1,980) | (1~266H) | (3~154H)
15.6%
1T o 6.7575 21 5.50
m e R *E%Tf/s”&};}) (25~9.95) | (0~201H) | (2~42R)
fj sond A §%7“u1£‘> 20.0% 9.95%D 20H 7H
e %2 (9.0~10.9) | (1~178H) | (2~63H)
= 1) [NEZBE Vb ToHA (g/dl) n=90
1004 F 72, REDFEHEG SNIEGOB R OLEMHIFO L 50 Th o729 0,
#17-3
0 - |: | | | | | | | WK | Se4r | Ha EES PFSH il
- 0 16 24 32 A0 458 %3] ('NBEK) ‘JJE_W“ Efﬂ %ﬁg 95%'1;5’@[&?5'1 95%1§*ﬁ[if'ﬁtj
i FR G2 30| 5 38% 1928
BI6-11 BHATLAE AR OL BN L7 A O il i (n=14) (4%, 68%) | (248 230H)
R R DL
(2 g/mL) D) IR I AR U ) v, <> M VAIRY ¥ S
3004 T G A b 1661 THRBL L 7= £ 2 BIERIZ. 58 (50.0%). 25
E¥HE LiEERFE (43.8%) . IMJE E&H (37.5%). %95 (25.0%). HE5E (12.5%). R
(12.5%) Th -7z T BB E R 0EEY (68.8%. 2,000/ 1L
m 2004 i O FIILER T A6.3%) « Bk (68.8%-+ 1,000/ u LA O If i ER R
; 46.3%) T o175,
N (2) EWERFRSE 11858 (IDEC-C2B8-3HE)
2 ol - LRk Y 3 > 1) S AL B3 75me/m? % LB IR <
= Sl G- L 7zl 4 MR O AR O EII U To B TH - 725,
#17-4
A WK | Se4r | #a EIES PFSH J-fif
0= T T T T T T T i SEG] | EfE | R | 95%E FEIX 95% 1 X [
-4 0 B 16 24 32 40 48 56 (Vkek) T EEEEY 37% 541
bRl SIS ST M o 51%) (35H. 111H)
B16-12  FEHiflT14 H B0 35 L 72356 o hiRE  (n=9) protocol compatiblef#HT S oy 4
16.3 2% TE3) < v RVHIELY v SHESEE .

(BfEBEMIEAR T F > 1) L/ NE)

16.3.1 BHEADET
W OCD200 HEOBMIALEIE R 2 % v ) v oSEBRFIZ, RA100, 250,
500mg/m2E40) % Hi[o] s EES . 208 HICHEB AR BRIL . RFI LA L
7oREE A A & Wl 5E L C A T A EE R R Lz, ZofR.
RS ALRE AN OFEATIEBRIL L 72 7B 66112720, #5 6 L 72E141330~100%T
Hotze BB WM OMmD TED - 72160 (T2 21.2hrs) 22V T,
JEBHAARE TN ORBATZ RO e 05 7228 (FEINT— %),
1¥4) A= 1L375mg/m2THh b,

17. ERIRAAE

171 BUERVLRLEICET 2R

(BifEMEIER U ¥ > 1) I NE)

17.1.1 HElAE

(1) ENERFRSE 118545k (IDEC-C2B8-2it5%)
IR X A IR P F ) Y oNfE, ~ v RMOVHIRE ) v SBEIS, AHIL
[0 5:375mg/m2% 138 [ i B C41ml4% 5 L 72 BRIR 55 I AHRRER O A %014 L OV 4
HEDTOEBY THo72d 5,

#17-1
o Wtk | se4 | He EZIES PFSHJLfiE
JEG] | EE | EAE | 9% IS HEIX 959% 15 HAIX 1
ECHE R X1 6l | 14 | 23 61% 245H
ARtk > o8E (47%. 73%) (189H. 337H)
~ > MVHlE 13 0 6 46% 111H
DIPPA (19%. 75%) (50H. 146H)

protocol compatiblef#T FahH L B
PFS (progression—free survival : Mt %8 A= f7 1)
e VEFEAE B0 . RIVEMIZ97.8% 2780 S, EREIERIX. S8
(66.7%). ME5E (37.8%). IMIE A (28.9%). <) # (27.8%). Hlk
(25.6%) . BEIG (23.3%). 389 (21.1%). (TTH (17.8%) T. IMiEkEsE
WBUTFDEBY TH o725,

EVEEHIEFI6THI R, BITEFIX88.1%I2780 Hat, FE 2 mIfER X, F2L
(61.2%) . HEFE (29.9%). 1TTH (23.9%). tEEK (20.9%). Wi
(17.9%) . %9 (16.4%). T (14.9%). %9 (13.4%) T. IMiEkEE
BUTFDEBY TH-79,

#17-5 FERIMiEEE

AR, 8 SEHF TOHM A1 F COHH
" Ll Ty (FEpH) rhyufi (#pH)
37.3%
. 350 6H
F iR (2,000/ uL N N
i+ 7.5%) (2~148H) 1~77H)
32.8%
U 39H 5H
ek (1,000/ uL - N
i 16.4%) (2~148H) (1~35H)
) 33H 70
JINHR TR A 3
i 3.0% (31~3511) (7~7H)
n=67

F /o FHEGER GERSRER]) 260
PFSIZ, 68H & U109H Td - 725,
TG4 b 7230 CHBL L 72 8IEE. ZE061. RERLE. Sm16.
VIR, AR T - 720 BRI LA Bk (260, 2,000/ u L
Al O FLMERIA260) . G ERigA (261, 1,000/ u LA O%f-HHER A 261)
TdHh o725,

17.1.2 {hOMBHEEE & OHEIC L 2 BEREARE - #FEE

(1) ENEEFRE 11855 (IDEC-C2B8-6:K8)
RIGEOBIEE X ARMEIER Y F o) vSEEEIC, R-CHOPL Y X~
(AH, v 7aR277 3 PR, FEYVEY VHERE. Loy ) AF
URERE R YT L F=va YO ) 12X s RE ARG, SRR S
N7z B RHIMER R (375me/m27% S Mg TR 12[I3%S-) % %G L
720 RN RERNIARRER BRI N26200TH - 725, [7.5. 7.7 &
]
BB ST R O SR RN B 2R (95%BHEIXH) (&
95.2% (86.5%. 99.0%) TH o720 RHMEREERH 205 DPFSIZOWVT, 4
AT AT REM 2B 2 44EPFSHE (95%IEHEXH) 1369.8% (55.9%.
80.0%) Td - 729,
R-CHOPL ¥ % |2 & 2 B8 A 0 % A REAE Bl6260 i . BRI
98.4% 2788 H AL, T 7 BIVE & S B 4 45 0 IR e (48.4%) . L
(46.8%) . HEEE (43.5%). EHHE (40.3%). HNZ%E (37.1%). BRI

LBl T FIE 2 R 720 Z D2BID



W (35.5%). B (32.3%). IINENASEARHELUE (27.4%). WEH: (25.8%) T
Hotze FRERMAMERE L, HIMEREGD (100%. 2,000/ u LA O
MERA82.3%) I PERELIRA (95.2%. 1,000/ u LA o 47 v Bk sk A
90.3%) TH-o7z,

HEFPIR DS FENE S 72680, BIVERI1286.2% 2728 S, TR EIERA I,
BIRTE RS DO BYE (69.0%) Th o720 ERMRBAMEFIE, FILERR
4> (63.8%-+ 2,000/ u LA O MLERIRAS5.2%) « 4T ERIRA (58.6%.
1,000/ u LA OUFHERIEAT.2%) Tdh o729,

(2) ERNERRSE T1HER (IDEC-C2B8-L7:tER)

FRIGHFOIER D F 20) VoSJEREE (ARatEY) v X EUL 0 FE AR EB
WM » % ) 12, R-CHOPL Y X > (F#Hl, ¥ 27akA77 3 FAHY.,
FEVLEY VHERE, ©r o) AF UHBRERTTL F=va r o)
2 & B IR AR E FER L 720 H19 A 7 VIEAH OFIRIEE % 4mg/mL
L LT#5- L, Grade 3PL L ®infusion reaction (NCI-CTCAEIZ X %) &Y
BRI B 70 LR (Grade 334D BT, OFFEZE, SMd BhpRGEw:
BEOUTLEEAER. KONYHAZGEHZ L— FILLE) 25806 nd . 2
DG RIO KM > 78EREAYS, 000/ u LE 8 2 R W Eid. §29 14 7 v
PUBEIZ A K375 mg/m2% 45t & L C250mLICF L (F i 131 ~4mg/mL)
L C0 M TG L7ze B, AAIFEGHE, R-CHOPL Y 2 Y IZ&HEN 5
BB R EARIVE VHORS 21T o720 EEFHEIEE T 25291 7 Vi
AH %905 [ TH G- L 72k D Grade 3LL L ?Dinfusion reaction® F&H 1%,
0% (0/3061) TdH -7z BRIKFHMEHEE TH 5 ANtk v EEE ROV F
AMERMBLTEIBMIAL ) > 7 SHE B G ORI (5%EFXM) &, Z2hEh
100% (63.1%. 100%) (8/8%1). 91.7% (73.0%. 99.0%) (22/24f%1) T
Holze

LEVEFHAEBIS26 . BITERIZ90.6% 2780 S, EREIWER X, SILFE
(15.6%) . %9 H#HE (15.6%) Th - 7o ERBEFRBAEMRETI, TRk
W (78.1%. 1,000/ u LA OUF P EkifA78.1%) . HIMEREEA (68.8%.
2,000/ p LA O AR 68.8%)  SEEMEIFHERIRAME (15.6%) Tdh o725,
(3) BHERIRSEMAERER (PRIMARER)

RGOS JaEIER Y F ) w8 EEE I, R-CHOPL ¥ X » (KRHl, ¥ 7
OARA77 3 RAHY., F¥FULVEY VR, 02 2AF Ui ko
TLR=vy (ENRERE) OFH) . R-CVPL Y Ay (KEl, 7 akA
77 3 FAKAW, €Yo ) AF URBER TV F=Vy (EINRKGR) ©
BER) XIER-FCML Y A > (KHl, 7y I ) YBBIATV, Y70
RAT7 I FAHWRI o b RO 12X 2 58 Ak
Bt HEDFRD S N7z BECARFHERE: (375mg/m?2% 838 [ i Thck
1200182 5-) SOEMEGHR B % 0 L 720 ST LRI, 19361 THh -
7229, [7.5. 7.7 ]

881H11ZR-CHOPL ¥ A >, 268BIIZR-CVPL ¥ A ¥, 44fIZR-FCM L & 2
UHERE I, EREARER TR ORER (5% EEXMH) 13, 2heh
92.8% (90.9%. 94.5%). 84.7% (79.8%. 88.8%). 75.0% (59.7%.
86.8%) T o720 MEFHREIZDOWT, AEBRILIEMHIEIC & 2 PFSO#EE
LT EBY TH-o 7229,

£17-6  HEETERHEIC X DPFS (200941 H140 7 =% 7 v b4 7)

MEFRR e IR BT
(n=505) (n=513)
rpLfiE NE NE
(95% 15 HEIX ) (NE. NE) (34.5% H. NE)
N — Kb 0.50
(95% 12 FEIX ) (0.39. 0.64)
pfi
(log-rankhe) p<0.0001

intent to treatf#HT

NE (not estimable : A< AE
10 .

09

08

0.7

—— R
--------- AR

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

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

[¥17-1 PFS®Kaplan-Meier i (2009FE1H14H7—% # v b4+ 7)

R-CHOPL ¥ 2 ¥, R-CVPL ¥ A ¥ WIFR-FCML ¥ * » 2 X % B A J5
D2 A PEFFAMRE B, 1936012 BV T EEAZRIEA X, R-CHOPL ¥ £
> (881f1) T16.7%. R-CVPL ¥ X > (268f) T14.9%. R-FCML ¥ %
> (4481) T29.5%I2FD S, FIZTEBIETFHERIRDAE (2.1%). 8

e (1.2%) . Mg (1.2%). 68 (0.9%). WFhEREAE (0.8%). HEA
WZAED BSOS (0.6%) R OMERL (0.6%) Tdh o729,
MEFRRR T O e VEEHIBE BIS01 B2 B\ T, A FIEH . Grade 3L Lo
BIVER I AR & O FEBIRDTTE T & 72 W Grade 28 EOBYHED W1
20529, 3% 7RO B, FNSREZSE (5.2%) . WFPEkiAE (3.4%). k
KA (3.4%) . BlSIES (2.2%) . HIMERBAAE (1.6%). FIFEAIL R
A (1.4%) REEEG: (1.4%). &3 (1.2%) ROMi% (1.2%) THo7229,

(4) #BHIEEFREEMAEAER (EORTC209815E)
FFNTEE O A RMEIER D X ) Y oNE-EEZIZ, CHOPL Y XY (V7
TRk ZA 77 I NAHY. FEULEy VEmRE,. € o) 2F iR o
TL F=vy (EWNKRAR) OFEH) IER-CHOPL ¥ A 12 & % B A
kR I L 72 ST SRAERNZ46561TH - 7230, [7.5, 7.7 ]
23161IZCHOP L ¥ A >, 234B1IZR-CHOP L ¥ A ¥ A3 S 4L, B i A5
FRTHOZEMERIT, ZNENT4.0% (95%BEHEIXH67.9%. 79.6%)
87.2% (95%IEMEIX[H82.2%. 91.2%) TdH o720 R-CHOPL ¥ X ¥ THEX)
PG E o7 (p=0.0003, # 1 ZFeksE) 30,
R-CHOPV ¥ A Y\2 & 2 Tl 5 A LR 0 22 GV P AE 1 23449012 BV T
BIVEIX97 .9% 2780 B 17z CHOPL ¥ 4 » L [b#k L CR-CHOPL ¥ X ~
THBUAEEAS% L L 20 o 22 RIERNIE . HEBRE (45.3%) . fHFL (26.9%) .
WHUE (17.5%) ROESE (7.7%) Toh-o7230,
MERERR I S I T B 2 R 0 2 P REAIAE (13320112 B\ Ty B AR
SR (16661) D73.5% TRl b7z MEAMEREEE & ol Uik Ri i
THIVEE D% Ao - IERNIE, E9E (25.3%) . B (9.0%) .
Rk (7.8%) TN (7.8%) KOS EAUEREL: (6.0%) T 7280,

(5) BHERFREMAEFGR (RATERER)
KEBEOIER Y F ) LSRG (ARt v SE0Z 0 F A RHITRRIB
MY »o8fE) 12, R-CHOPL Y X ¥ (K#HI, 27 uakA77 3 KA.,
XYV Ey VR, o2 ) AF URBER T L K= v (EINRK
72) Oftf) JIIR-CVPL Y A v (RHl. Y7 uakA7 7 3 FAMY, €
YU AF UREER T L F2v y (ENRKR) OBEH) 12X 5 fEiFE
NFEEAFER L 720 1Y A 7 VIEEFOAHUE % 1~4mg/mL & L TG
L. #1494 7 V2B T, Grade 3LL 1 dDinfusion reaction (NCI-CTCAE
128 2) DSREO LN WAL, BRI & N DAL oRIE
BEARVE VR R LTHWTW R WA T, 2058 o Ky
VOSEREEAS5,000/ u LA Z 2 WA, #5294 2 VBB ARH] (R
JE1Z1~4mg/mL) #9057 TG L7ze 2B, 904 M5 K. R-CHOP
LY A NER-CVPL IV A VIZHEENDLEIE R E A VE Y HOTES %
Tolzo FEFMIEH TH D20 A 7 WIZAKHF %9055 H TG L 720
Grade 3 i4Minfusion reaction®FEHZE (5% MEHKXM) 1x. 1.1% (0.3%-.
2.8%) (4/3631) Tdr o7z,
LA RHMAE 142560 F . BIVERT1X51.8% 2780 S v, ERBEIWERIZ. 957
(12.0%), L (9.9%). HEIE (6.6%). Z ) #EhE (5.4%) TH-7:5,

TP EI=Tit )

17.1.3 tbOMBEERH & ORREE

(1) EAERREIEFE (IDEC-C2B8-CL1RER)
RIEFEOCD20B MEREYE ) » AR EZ IS, FCRL Y 2 v (R#lL, 7 v
FSEY) UEIATIV, Y AKRAT 7 I KAKMNY) ZFEML 72, AT
xof SR MII AR B SR S NZTHITH - 720 BRI b 0 &Z8%h% (95%
FEREIX ) 1371.4% (29.0%. 96.3%) Td - 7230,
LA PEEHIAE G TENC BT BITEHNIZEBNCEED S, T 7 IEH I
(28.6%) . &H (28.6%). SMHEEZE (28.6%). MR (28.6%) . KEESEAE
(28.6%) BEIKEBIREE (28.6%) TH o7z
[if R AR A1 2 3 1 T BRSO A (85. 7% 2,000/ u LA o 1 1 5k ik 4
85.7%) . I EREEAD (85.7%. 1,000/ u LA i rhERkiHA85.7%) . 1ML
BB (85.7%) . ~NEZ T LA (T1.4%) . ARIERERA (42.9%)
HETH o723,

(2) BHIERFREEMAEAER (CLLSRER)
KIGHDOCD20BEE M) v MEAIEER IS, FCLY Ay (FVFTE s
VUYBERT ATV, Y7 aKRAT7 7 I FARMY) IEFCRL Y A ¥ (KRH
TNV FTEL) YBIATIV, Y7 UkA 77 I NI 2ERLT, 4
FENT R SRAEENE81061TH > 720 FEFFMIE H T 2 HERT T M E IS &
LPFSO#E R T D EBY T - 723D 33),

F17-7 TRBREAEERK 12 X APFS (20074E7H4HF—% 71 v b4+ 7)

FCL v & U # FCRL ¥ 4 »
(n=407) (n=403)
rpoLfi 981 H 1,212H
(95% 15 HEIX 1) (835H. 1,069H) (1,098H. NE)
N — Kb 0.56
(95% IS HEIX 1) (0.43. 0.72)
pfii (log-rankifse
(5 /K110, 016) p<0.0001

intent to treatffHr
NE (not estimable : A< A
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1 92 183 274 365 456 547 638 729 820 911 10021093 1184 1275 1366 1457

Day
At risk £
FCL Y4 B 384 371 349 331 311 244 182 134 100 76 53 37 24 14 7 0 0
FCRL ¥ X » ¥ 393 385 377 362 339 300 237 184 135 101 79 60 40 24 8 1 0

[¥17-2 PFS®Kaplan-Meier#i## (20074E7THAR7—% % v M4+ 7)
%A PERFMAE BIS00HI I BV Ty Grade 334D EITEMIZFCRL ¥ 2 v &
(402f1) ©70.9%\258 SN 7=0 FCLY A 8 (398%1) & Hik L CFCRL
DA UBECTEBEE 2% Ao 7-Grade 34D EIWER X, GFHERK
AE (30.3%) . FHMERIRAE (23.1%) . FEBMETFhEGRAAE (9.0%) T
o723,

(3) BHERIRSEMARRER (REACHRER)
T3S T EEEEOCD20B B ) o /SR B EIC, FCLY A Y (70
TS VERIATIV, YOk AT 7 I FAAN) XIZFCRL Y A~
(KH|, 7FVFIE ) VBRI ATIV, Y7 UkAT 7 I FAKHY) % Ehi
L 720 LIRS SAEFNI55260TdH > 720 FEFFMIEE Td 5 BB TIE M
HEIC L APFSOMERIZUT O LB Y T - 728D 34,

#17-9

e | Y TERR 2B OB RO
) \/$577ﬁ$ 773N (Y *y < THE-
(n=59) (n=98) YraFRAT 7 I )
S AR RIS 64% 53% 11%6)
(95% X M) | (54%. 73%) | (43%. 63%) (-3%. 24%)

115) EBEBIIED 564 ABOBVAS/WGA I TH0E 2 ) &SI 55
O7L F=vy (EANRER) oG a2hETEzga L ERLT.

#6) THRMEA L~ -V v & LTHRELAL-20%% ER->THH (-3%>
-20%) « IEHEHIR S NIz,

(% 70— BEEBE)

*%17.1.5 EINERREE MAAEER

18 AT CHEFEME A 7 0 — VIEMERE A 5S0E L 728G I E > T vtk 7
O —VHERERE EREE S 5 VI AT 04 FMKGEHEZRT5E) 0BG,
AH#I375mg/m? (B AKm500mg/H) (1) Y F T~ TH) Ld 7 IR (77

TOHEMEILT O LB Th o730, [5.5 ZH]

#17-10
DI A ava i 75t R
(18%1) (22151)
TS 1 0> v il 285.0H 80.5H
(95% 15 X 1) (173.0H. NE) (66.0H. 100.0H)

SO = NIE
(95%(F ) 7

0.266
(0.120, 0.592)

s

(G BAETII0 . 05) p=0.0006

full analysis setf#T
NE (not estimable :

R

£17-8 HEREICEMAEC X 2PFS (0084 7H230F— %% v b+ 7)
FCL ¥ & B FCRL ¥ A v B
(n=276) (n=276)
Hhff 627M 93211
(95% 15 HEIX ) (550H . 731H) (792H. 1,161H)
N R 0.65
(95%fE #E X ) (0.51. 0.82)
pfti (log-rank#sE)
(4 A0, 045) p=0.000z

intent to treatf#AT

0.9
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0.6

0.5

0.4

0.3

FCRL U % B

0.2

0q]  mmemees FCL U A LBt

0.0

0 91 182 273 364 455 546 637 728 819 910 10011092 1183127413651456 154716381729
Day
At risk %
FCLUALB  276241228208182162119 93 77 60 50 37 31 26 20 10 4 3 0 0
FCRL U % “Bf 276259246228207181157133119102 87 72 56 45 32 22 12 9 3 0

¥17-3 PFS®Kaplan-Meier#i## (20084E7H23H7—% %1 v b4+ 7)
A VEEFHMIEFIS46 611 B\ T, BIEIIIZFCRL ¥ 2 »# (27461) ©95.6%
IZRBD BTz, FCL YA B (2726)) &L HHE L CFCRL 2 A » BECTHBIUH
FEAB% L L ws o - BIVER IE. Bl (38.7%) . B8#L (20.1%). HE3E
(15.0%)+ T (9.9%). R (9.9%). KIE (7.3%). LHKHEGE
(7.3%). &9 FEiE (5.8%). HHIE (4.4%) TH-o7239,
(BRMEREAFEE. BHENSREOER)
17.1.4 Y EERREE M HERER
258 I8 9V P IF I E S B 2 S8 IS 2 D5 B SLIL S0 & 5 S &
LC. [KEEIE R ARV E CHFIED & ARKI375me/m2 % 13 [ [ FE T4l 5
TLOEMEE] (Vv F o7 L [REREIBRERVECFED L2y
OARA7 7 3 FARRPOBEREE] (Y r7uaka77 3 FE) LoIEghs
MR B2 EIEIUTOLEBY) Th o729,

H4) BHEAFIVTL F=va >y (1,000mg/body/H) %1~3E#%5. F7z.

PHEE BTV =V Y (Img/kg/H. BEIWNAKRR) & #EHES
L. BEERENC B TULEERE S 5 2 & LRE SN,

W7) A7 u—EREEHEOR HEFER, A7a4 MEE) 2R L 3
BCox BN — FEFVIZHES XHEH,
#8) 7 u—VREHEHOM ERFHREM, A7uA FEEE) 2 BRIRT &
¥ % J@ B Log-Rankifi 7€
1.0 -

0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2 1 .

0.1+ e —
0.0+

—— UIFLRTH ——— TS5

Db e B o

0 50 100 150 200

B
')‘7#977:3? 18 18 15 15 12 10 9 8 0
TS5t 22 19 7 3 3 2 2 2 0

X17-4 HEFIFEE () v F < 7HISH, 7T bk REE2260)
EVEFEEBISTHI A . BIVEIE89.2% 258 H v, EREMER X, Bk
(18.9%) . FIPENHEEAHUE (16.2%) #IWKE (13.5%) TdH V. BRI
FEE PR (8.1%) . IFEREREN (8.1%) THholz. /.
infusion reaction|&67.6%|Z 588 & 417237,
17.1.6 ENERKSE MHRER

187 A THEZE I A 7 0 — VIR & 58 0E L 723 UL Lo #b o+ 70—
CREMGERE (BTS2 VIEA T 04 FMKEEERTHE) OBEFEIZ. R
FI1EE375mg/m?2 (e KE500mg/[B) ()Y F o< 7#) Lix 77 €K

250 300 350 400

LIt ER OB (FPRBATE) S ToEB ) TH 7238 39, [5.5

2]

19) AH L7 T L ROF AL G-REOIE AR L, RO IR 1L25mg/ W
&Ly ROIEFBIZ100mg/ B, Z O %IERA200me/BF & L TG L7z,
F 720 200 H LA A BIIGEEE & W 5512588 L 72 BIVE SR
WMTHo 7284, 100mg/ W F € R THIBL 720

#17-11
VYR T 77 v R
(21%1) (2151)
AEFEIEHA IO o> rh g 234 H 100H
(95% 15 HEIX H]) (170H. 358H) (76H. 156H)

BHIEONF— it
(95%E MK ) 1D
D)

(f Bk R 110..0025)

full analysis setf#HT
H10) BEREIAH 2 SRS R T 5 £ oMM L ERL 72,
711 CoxMLfBIN+Y— FEFIVIZHED &5,

112) Log-Rank#iE

0.1917
(0.0728, 0.5043)

p=0.00015

—10-—



09 ’ — UVXIITH
0.8
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0.0

0 50 100 150 200 250 300 350 400
Day
At Risk 2
UV TE 21 15 15 15 12 7 3 2
PR ] 21 17 9 7 0 0 0 0

M17-5 EEFIEHIE () v ® 2~ TRR2LE). 75 1 REE216)

LA ERHE FISABI . BIVERNIZ BRSO S, BRI EAGER G
HDIEKGHE (90.7%) . S (22.2%) . IMELF (22.2%) THYH . £
FRRARA S (L. CRP A (40.7%). ALT & (25.9%). #ffEEkis 4
(20.4%) Td -7z F7-. infusion reactioniL63.0%IZ78 &5 417240),

17.1.7 ERERKRE NHERER

18R A T A 7 0 — BIEMERF 2 FSE L 720 AT 0 A B2V AR L 7
FEHIHIF] (27 a AR VE) TEHEMREATE 2 WERGED L 70— YiE
R (A7uq FIPUEZ R 546) OBEIZ, 2704 MOV ZFREH
L) T AR E375mg/m2 (e AE500mg/[n]) & 1 [ [ R T4l -
L 7 I E IR B COFREEID T DL B ) TH-o 721, [5.5 &

H]
#17-12
Day 169B:E15) |ZJREF 7 LT F =V DO NR—=A 5 14 V5 DR
B H350% L EDE A
(95%1E $EIX 1)
6 83.3%
(43.6%. 97.0%)

full analysis setf##HT
Wilson® A 2 7 #1230 < EHEX 1
#13) AF VTV F=varyansiBErz A7)V b)) A%30mg/kg/H. 3

H#f G217 — Ve T H5ATUAL ROV AR RARS 7 — IVESEL .

AT HA B2V A1 7 — )V HBfG H % Day 1& L. Day 8~Day 29%
TEAFOFGWIM L HE L. A7 04 P25V A#ELY — )V HOK
TERAPS TV F=varzfflL, 2784 P28V 2FEE27 —VH
VIBEOITHIE 7L F=va v 23T 2EE Lz,

#14) REBEAOMANEI G ST 2 EIIHFIE N -2 5 1 Vo &

% LIS 2 WHR AL S, REDES Shc6fleplcy
T AR AP S .

E15) A7 uA ROV RA#HEFELZ — VHBMGH #Day 1& L7z,
ZEVERHIEGI6 B b . BIVEIZSENCRRD Hav, FERREMIE. PR
(33.3%) . ITHENNSEASHLE (33.3%) TdH o7z, F 72, infusion reactionid
83.3%IZF2 B ALz,

(& B MREE)

17.1.8 ENERRSS IR
mRSSIZ & % B LOFEEEA2 (moderate) DL o> 4 By V5 R A B

(%VC60% A 13 %DLcod0%A O 153 7% MR RE L O TR D 20 3

s ESE 2 6 0F 3 2 88, B2 U —CEOEGUMBIEICHE ) TEL &0k
FEE AT AEHE, FLWWREEZAT 585N 25, AHLE
w375mg/m? (VY ¥~ T7H) LE 771K (77w ARE) % 1EEME
TAEE S (H17 —v) LIS | 2458 % 1 W3 LA 1] #:375mg/m2 %

FUBRIELD) L) 2B\ T, H AR EEFHIIHE T & 5 #5241 K OmRSS

DNR=AFA Y POOEARIFUTOLE) Tho7z®),

1E16) 7HFA T YEORIEMEIFI OOFH . 10mg/ B LA EORE IR B
AT uA FHRIOPHHIZEEL

EL7) 17 —VIE T T R IR, MR AL, HER, 20 — VIZHE,
ElR=tie

118) IR o - 52 B (R 0 0~268% H).

#17-13 mRSSIZ & 2 B FRELDN— 2T A > 76 OZALE:

URVEIAAVE -3 75 & AR
N—2A T4 v 14.4%3.7 (28) 15.7+5.5 (26)
52438 I 8.3+4.0 (27) 18.2+8.7 (22)

N—=2A T4 V5 OELRED -6.3+0.9 2.1%0.9

77 LKL DAY [05%FHIXH] |-8.4 [-11.0, -5.9]
DI k20 <0.001

full analysis setfi#HT

mRSS (modified Rodnan Total Skin Thickness Score)

SEIE R (B . N—A T4 U LOELE - /IR +

H19) G BT, G ERESOREER. N—A 54 S, REN
6L/ B8) OB s & 0 (/i) 2488 L, FaHodt
G B 7 2 SERE 75 & 5 L ZZMMRM  (Mixed effect Model for
Repeated Measures : FAEHIEHR AR H € 7 IVIRNT)
1#20) A EAKEEHI5%
B17 — VO AVEFHEBI2861H . BIENZ2IBIZRR S, E4EIEH
1% BIHEE 2% (39.3%). CRPEH (10.7%) . #FPEREmA (10.7%) . HIMER
Bigd (10.7%) ThHolze H27 —ND Y v Fx v~ 7RO AE B
2660, BIVEANE14BNCRED S, 4RI EIRTES (42.3%) THhH -
T2o B12 = VDT T2 REETHE2Y — VIIKRF & %5 L 7220 R AE 5120
B, RIFERIZI260CRED B, E2EIERIX LIRSS (40.0%) Tdh -7,
% 72, infusion reaction(Z 161238 & 7240 45,
EHAMDOEEHRARBRVEERXER)
17.1.9 ERERKREE I HHEER
BOT L F=va EFPIC, FRED o007V =1 »10mg/
N0 3 % TR 8 7 3 3 12 00 3 1 T e DNV B2 R 0 g 1522 |2
T R=va T ES) CARFILEL, 000mg % 28 i B K T2 5 L 723k
EHIRIES AR BT, ARIMEO EEEHEHE Th 5. ARFIHS-F k248
TBF |2 SE A B LU0 S ii2) & s L 7o B oA (EFER) 1ZDUT
DEBY TIH o724,
W21) WBS—H Iy bu— L ENZEBET, ROWTNHLOLSEZ 2T
ity ta) I3 LoFERE %o, »oLEK DAL BRI R
L7z b) BEAAREDOIRE RO %o
H22) #AANS N2 HZEDOPDAI (Pemphigus Disease Area Index) A3
7 CEHfE £ fEgFEE) £, 11.7£7.7CTh > 72,
#23) BT 2 7L F=va v izonTld, AR OR#EI5-2:8 70 5 1)
FEEIID LW EDORE AT Y 2 — WIZHEWETE L. AFIF%G-BG
168 O Tl0mg/H % Hig L 72
W24) M 7L F=vu r=10mg/H K ORR o gt H#E I X 596G
JET Ty KIGIEIC & 2 AKEEZ) ST 72 2 FLBEE26) % G2 70 ViR FE
(PDAIA 2 725057) % 8+ L7236
o : 7L F=vo r =10mg/ H K ORARIRO B FH# LI L 56
FEESHEMMkGIC, L F=varyZlEEys 2 LR, EhEL
EAT 0 A FAVEFISECLEAMANISHES 2 —@BE0OHRED H 03
Pa ot
11:25) AIEOFEL. KKK EoOKEEZHZ DL T 5,
#26) FLBEIE, BRALL 7283 KREROOTELRE TG TS KA Lo
BOEPRDEDET D,
#17-14

V< 7RE (200)
P 5- 2431 1 0> i e :2T) 75.0%
(95% 5 HEIX ) (50.9%. 91.3%)
full analysis setf#HT
Clopper-PearsoniE 12 & V) (SHEX [ & & 1
27) #5248 X0 B EERE il L 22 BBRa 1 3E & BUY b7z,
L VERHIEAEBI2060 . RBIVEAIZ25.0%12 5850 S A1, F8HL L 72 RIVE I3 8%
(5.0%), F# (5.0%). fky 7oz viiE (5.0%). Mgk (5.0%) T
Hole BEBMAMBREIZ, y-ZVFINVITFT A7 25—
(5.0%) . F®EFrT7) vigd (5.0%) THo7z. F72. infusion reactiontd
5.0%2 588 57210,
17.1.10 B ERRENERE (PEMPHIXHER)
TL =V (ENEER) 60~120mg/H Xix1.0~1.5mg/kg/ HAH 24 &0
RBOATOA R 2LEET D, PEED O FEAEO T F HERIEHE B E T2
BRHE LT, RIOAT O A FEEHTEZ) ©, [RAED +33 72—
i E7xF VT T ROMMEE] (VX7 & TKHT T4
RIS +3 a7/ — Vg E7 TV (ERRKR) off k] (23
Tx/ =V ®T7 o FIVED) FE L SEE MR R I B v
T, A0 FEFHMEEHE TH 5 . RFEFR5-BIAA52:8 £ CTLlHERRIKIZREY4
B ERREEESD 2 L R OB A (SEamRTOERE) &
DTorBh)THo78),
128) MAANLNIZBZEOPDAIA T 7 CEHfE « ik fF2) 1, 24.36+
16.67TH > 720
1£29) WiEEE B IIREERIARE X D 60mg X id80mgDRE 7L K=Y (EW
FAGE) AMEORL AT O 4 P2 L, $%5-5A248 T Cl2qHm
BN, S S 545 T 5 LEkE Sz,
E30) AHK] (11811,000mg) Xix 7 R % 2.8 kg c2l#y- (127 —))
L. 24081222 B C2lmd% 5 (227 — ) L7z,
##31) PDAIZ 2 708727 L F=v > (EINKKZE) Omg/H 73163 [ DL
kR LA L EFR L T,




#17-15 #£17-17
3 J — VB 438 % DO HL AL
x| C17E0 PRSI | mhusgo | sk
(62f31) (631) k= M;ﬁ%-&sg) ‘ B A HAFR
v o/ f= i W= i
TN s o o (959% (I ) (95% 5 HEIX ) (95% {5 X )
S 4 IR M I 13 o o . 100% 100% 100%
3372/ -V (80.5%. 100%) (80.5%. 100%) | (80.5%. 100%)
ET o FIVEEE OFEE) 30.80% (14.70%, 45.15%) per protocol setf#HT
(95%1§?EIZFEFJ) p<0.0001 11:38) PLAPIBILIEFIHUAAM O 157, PURB AR SO ISR E T 2 & E 2 5
DfIEEsY N2 BREEIR . B TR - TR WT . K OVE A4 #C X % Banff

modified intent to treatffHTiEs)
132) BlE, KIMNZ oW s REBRP IR E Tl A
o T HERE SR LY Heb 7z

11:33) AWM (A2 ) — = ZEHEDN/ED ) RO (b7
AN (AFFROKE) /L7 A0 A DS O ZREE L

Mantel-Haenszel# 5
H34) A EACHEIS% .
WEM I b7 20 h (7 FFROKE] /67 20 7 DAko Hissh)
% [ & L 7zMantel-Haenszel#f %€
135) EBEHRC CRBRIZ BN L 721060 % Bral L 72 S o S 46 o
LEVERHMREBIL35BIFR ., ) Y F ¥~ TH6THITIx. BITERIE47.8%12 72
S, EARBMERIEER (6.0%). E5GERKE (4.5%).
#-72. F7-. infusion reactionl$20.9%IZ78& 5417219
GEHREBERINT b T LEEOBERTF)
17.1.11 ERERKRS 0/ MEHER
BT 7 TR CABURGE GBI o 72
AR BERRA RS b T AEEOBRE FXTRIZ
FITFES) T, AHILEES75mg/m2 (V)Y ¥V 7)) XETIEER (77
LAREE) & LA CAREES L. 24080 M O4SH B I MR & L TR

1lEl#1,000mg/body (V> ¥ ~7#) Wix 771K (777 R %24

fIRIRE 2% Lz EER 7 7 £ A EE AL LB T oA R
UFDLBY THo7250 50,
W36) WHEE BICAZ ) == Y VIR L T A ROA T 0 A FEIZHY
FTAHROTL F=va R L. %588%D 512 HEEIZ10% 32
L. He/h2mg/H F Tl A & RGE L7,
#17-16

TR D E TR W7 S %

B (R 7)) — =¥ ZEil4E DN/ DE) RO

W% (4.5%) T

EEED) ORI
REOTL F=vo sk

DIVE S ava -
(19¢1)

7T KB
(191)

(PZELSI=N)

[opitin 100%

63.2%

T E TolE

(P = ) NE

38.4%19.6

pfi

(log-rank#se) p=0.0058

full analysis setf##HT

NE (not estimable : FFliAAE)

1.0 L 1 1 T ]

0.9+ S

0.8+ |
0.7+
0.6+

0.5+

B e B om

0.4

0.3
0.2

st
014 I E A3
A —

0 8 16 24 32 40 48 56 64 72

week
Uyxo<TE#H19 19 19 18 18 17

F5eAB 19 19 17 17 17 15 14 13 13 9
I17 6 MEFESEHIM () v < TRELIG). 7T L KEELOB)
PEEFAAE BI19B . BIVE AT I289.5% 258 H AL, F 42 EIEH 1% FIREE g%
(2643%) TdH o7z, F72. infusion reactionld36.8%I238& 5417250,
(P2 TEHERS DM ARERE R SO I
17.1.12 EA—HREERAER
ABOILE I 8 A B A Al AT O BB AR 3D ¢, ARHI 0 #:375mg/m2%
FlART 14 H 57 K 0L H A3 5 L 72 B SRR AST D 72 BAGHAE B L7600 A5 %) 1
LT LEBY TH 7252,
TE37) BH28HE 25 I3 72/ — Vi T7 2T VRURIERERVE Y
Hl et L7z BHELHE2S Y 7 0 AR v 23 BH2HE2 5 ¥
70 AAREG Uize NIRRT iR KA N L 72,

80

16 16 16 15

—12—

5332007 DHUABSERMEE SO O 4 T & RO 726
BHEAEFUCTEBLE L7,

IZHIAPLBHLA R

FAEPERHEREFI2080 . BIVENZ90.09%12 5280 S 7z EARRIEANIE, J82k
(40.0%) YA PAITTTANVAREGE (25.0%) Tdholzo FaRRMRA

BRI g7 a7 Y M (85.0%) . fEZ 0T LG (85.0%)
FmERRA (60.0%. 2,000/ 1 LA O FIMERKA15.0%) . g ra 7 »
AR (55.0%) . TFEkEA (40.0%. 1,000/ u LA O i rf kiR 425.0%)
Td o720 F72. infusion reactiontd65.0%2 78 5417253 54,

17.1.13 EANERRE M4EER

PUARBTEELEAG SOS o3 & LT P N - —Pufkbmik. STHLA PR o

AR HT O BURAER D) ¢, ARF 1A F375mg/m2% F AT 14 H i K%

OTHBZ 205 I AF 1A #375mg/m2% FARMT 14 H 8 1% 5- L 72

BRI DN I E RIS IR COENIEIZL T O LB Y T 725,

W39) BHAHFIAS I 72/ — Vi E7 = F VR OEIEEERLVE Y
Hl %P Lrzo BA28HHI 2 SBMTHETE T2y 70 A A0S
% RG L 7zo MBESHIREAR AT SR R4 FERETRE & L 72

#17-18

oy M43 D 0
whiznagae | PSS | st | stk

we | mgeo | ORI mea | e

0 LAETE S 0 2 i [X 0 f2 1 [X
(95% 12 X [) (95% 2 I ) (95% (2 HEIX[H) | (95%(fEHEIX )

o 90.8%1E42) 81.8%1E43) 91.7%1E44) 100%
(81.3%. 95.6%) | (59.7%. 94.8%) | (73.0%. 99.0%) | (85.8%. 100%)

1#41)
11:42)

11:43)
#44)

17.1.14 BREE

full analysis setf#HT
##40)

BEERSO) 70 SHEE SN A6 7 H R OB AERLY b LICHu o4 &

L CBeta (38,5) # ks L. ARIGERORNE240 H s 51 0 A 75 O Gk

(24fr, B REHER IR0 % B < 2260 CHEIK) TR B LAE

E L 7255 ‘Z‘W)l:rﬁdfﬁo

Banff5 4201712 £ 1) 350 L 7257

BEH D 95% 15 fﬂEFEﬁ'I‘ABET“})%74.9%’E]‘A5$fﬁﬁﬁ$ﬁ“0l%’f‘§) UN

HENCHE SN HREROBMETH 55%% Tl - 72,

EFASRE AR IEHE D 2051 % B~ 722260 % AT R S & L 720

AR R IR D283 IS & L CRIT L 720

GEVERFRAEBI2460 H . BIVERIZT75.0% 2380 Stz EREIERIEL, RE

&G (25.0%) . T (16.7%)‘ Mank (12.5%). &l (12.5%) TodhH, &

T BRIRMA R . HIEREGEA (16.7%) . 4 b X770y £ v Ak

Btk (12.5%). IFhEREGRD (8.3%) Tdh o7z F7z.

20.8%IZF28 5H7258),

FRRZR

FREAE, LR, IRSAE. BERSA. /BRI B 250 N —PuikpE, it

HLABURB R 2 R L L2 BRIIZRIC BT, PRt O, e
[F L HE O E B AVE S S AL, AHI375mg/m2iE45) | 500mg/ [A] % 1[a]E45) |

Xlilliﬁf 500mg/Ial & 150mg/[mH#45) % 2[a], GG Pnil#SE & oFH L <54

B BRAER % S0 L 72356, Bt % F2hig 9 R R s o0 151 & B At

DI & Ehii L % 2o 721 % B L 761 (77.8%) T, BAlZEO67% HIH

W PUARBE LRGSR e 0o 720 e B BARHE T o 72 oAl % Tt

L 7% 2o 72160 Tl STHLAPURDIT % 526 7259,

9B, RIMERIZ66.7%2780 b7z, EAREIE-IZ. 14 b Ao AL

AMIAE (44.4%) . FUMEREGRD (22.2%) . BRIERIESE (22.2%) Td - 7259,

{145) AP EIX375mg/m2TH %,

infusion reaction(

17.1.15 EIREREERE

ABOIL R 58 A PR A BB 336112 B v T BRI IC AR #I375mg/
m2#46) | 500mg/[m]#46) . 300mg/[A]#46) N 1£100mg/ [H#46) % | 1[a] i 2[m]
$ G- U 72 VAR IR sT o oAk B S B HE A BSOS S 58 BLER1391%. TAR IR R o0 2R A7 281
82%Tdh o720 F7-. EINOABOMEAA#E & A H/NEEZABITIE,
R R AAI375mg/m2% 11 X 12 100mg/m2#46) % 2[4 5- L, BlE ] e
(2B VF 2 HU A BE 8 B A SO S BLER e ONAEAFR =R IE 2 2 N100% T hH o
7-60)

T MEFFMEGISTE R . BIMERIIE51. 4% 12580 b iz, EREIERIE.
CMVT7 »F 47+ 2 7htE (29.7%). 58 (16.2%) . #Hililﬂi":»mr (16.2%) «
1ETH (8.1%). &aBak URBE, M%) (8.1%). M/ d
(8.1%) . ™ A W AIEYAE (8.1%) T - 7260,

7E46) AFEHE1X375mg/m2TH 5.

A7) B O YLE4A77 5H  (EiPE : 283~617H)



17.1.16 EINERXERE
FERET AT B — PUf % 520 72 FFR R N B 4501 e O/ BB E 26012 B v
T, BHENCAH287 £ 159mg  (375mg/m2#48) | 100mg/m2HE48) | 50mg/m2
E48) | 500mg/[A1E48) . 300mg/[F17E48)) A Sp ikl 45 & B L Ci G L 7
IR % S0 Ly PUARBE S TUEAG SUB 25 13% TR S v, 1» Atk 37
Rty 127 H A0 REEPUAR B ERAEA SOG S B E. 1%, 13%. 13% T
B oTze MANLHIZBIT D147, 3414, SERDOAEHFFEN%. 83%. 83%
TH Y. VER. 3R SIEROAEFED8L%. T7%. T4% Td > 72, /N2
BB, FELCILFED 7 20 - 7261
B NASENZ BTy BRERTIZ 106, BRRIZ24B01 2 FEH R4 20 Bilh
DO EZEWEMIL, infusion reactionT®d V. BiithO E4EIEHIX. 1 b
AATT AN AMIE, IREEEGIE, A b 2 H 07 A ) ARGE, B
WA (P ERERA) CTdh o7z F 72, infusion reactionlI B AEH D4.4%
12388 57260,
7E48) AR R1L375mg/m2THh 5,

(EERTEAERS DA RERIE IR IS D AE)

17.1.17 ENERRE MAERER
RS AR 2 O PR B R SO 2R L CARKI I 5:375mg/m2 % 1[n] 13 2[m]
5% HOIHEEY) 2EZ L 2IFERIEN REBRTORMEIUTO LB
) Ty 7262,
1H49) AT 0 A N7V ARERISARR Z P50 MEEACHULAF I 5-H ISRk

2 EHERE & L7z,

#17-19
i KEFE G517 AR 7 L7 F = il 0t #E50)
(95%f5 FEIX 1)
76.0%
» (54.9%. 90.6%)

full analysis setf#HT
1:50) AR G10 Aol 7 L7 F = AN, PorR BRI SO 15 B

IREEOIME 7 L7 5= il GRIEH) DUT & 7 o 7 #ia o816 2 5l

AR FI2860 . BIFEATE57 . 1%12 7880 H 7z EREIERIL. I
THEEAELS (25.0%) . FIFBEZ (10.7%) Td 0. FHEREMER WX, 1
JEAET (3.6%). M7 VA ) RA7 7% —CH (3.6%). FHMEREGHD
(3.6%) . fFrhEkEGH A (3.6%) TdH -7z, F /2. infusion reactionid32.1%
IZFR8 57263,

17.1.18 ER4FERRIAZ
JEFERE, ORERE, BOREAE. BERSAE. /INEIREAE B2\ HUR B B BUAEAE SUG & BT
ENTBE RIS L LRSI B O, IR, O, iR B
SEIAE SR S . AHI375mg/m2ED | 600mg/[A1HED | 660mg/[AI#SD & 1[A],
SPEPIHRIFG L L TG L e, BAERO6» AEIZB VT, ko
Fatfb & BERAT ot % Z0 72 B A6 (20%) . FUROHEIN & BRARAEIR
DFEALZ RO T o 72 BE D3 (60%) . I I ERIRIT R ot % e 72
A, PUARBIERNEAR UG A3 L 72 &A1 (20%) TH - 7259,
5B, BIERIX60.0% 12780 b7z, EREIEHIZ, 4 b xar oy £
AMEE (40.0%) TdH - 7259,
7E51) AKGEAIE1X375meg/m2TH b o

17.1.19 ERERARERE
FRHELC BTy B ASHIZ AFIS0mg/m27: 5 323mg/m2iEs2) % 1[n] 3 1%
132mg/m?%52) % 2[n], /NESHIZ A HI50me/m2 X 1£200mg/m2i52) % 1[a] 3
V20142 5 LA & /N 251 CHUAR B AU SO O % fRo B A4
LONBABI TS (WIR12H 22 57343H) % @R0 7260, LBAEICB VT, K
N3BNZAFHIZ72mg/m2iE52) % 1[A], 368mg/m2 ¥ (£383mg/m2iE52) 7% 2[n|#% 5-
L. /NE1BIC375mg/m2iE52) % 1% 5 L. 461 CHfF o Huik B H R F 4 SO
DOYGEZE RO, AP IRI121H A 54599H ) 361 CAR (WIF121H
M H4599H ) F 7R 7265, M AEIZ BT, A L3BIC A HI348mg/m272» &
377mg/m2E52) & 1[a 32, /NB16IZ375me/m2i#s2) % 1[5 L, (5
3 A LA O35 % 861 TR0, 3BITHES (IRI27TH 2 51727H) . 461 TH
F QW27 02 517271H) % 87266, BEREHIIZHB VT, B AABI A
50mg/m23 1£200mg/[A]#52) % 1al¥e G- L. 161 CERE (WH45H 7> 51284
H) . 4flcAaf (WR1114H 2052966 H) % 527260, EIfEIE. FFREHE
D46.2% LEIEDT5.0%. B D57 1%, R D50.0% TO .
infusion reaction. J&HAE. A N X H O A )V ARRAEGTE, /MR
M e ) Ve 8. HIMEREGE A . FREREaE A, ik, A% Tdh -
7264 ~67)
7E52) AFEHE1X375mg/m2THh %,

18. FEXNEIR
18.1 1EF#RF

AFHNL, pre-BAIE & BB DML A7 AE T 5 CD20HUE I FF R 1S
WETAH I LT MR MG EER (CDC) K OB VAT
MBS/ (ADCC) 124 b, Bl z{5Ed 59,

18.2 A KIFMMIEZEER (complement-dependent cytotoxicity. CDC)
KHFNZ e M EOFAET . 2.2 0 g/mLOFEEETSBM (v + H3RCD20R
M) D50%% ik L7245, HSBAMIKE (& b HERCD20ME ML) 1XE &
3. CD20LR % 459 2 M 125 L CRIRIKF MG SR 2 A 345 2 &
PRERR S N7z F7o. & MR T, sEimEAiE (CD34km kML) o2
0= — BB L % 0o 7268)

18.3 A kEMHMBENEMEMREEER (antibody-dependent cell-
mediated cytotoxicity. ADCC)
AHENde b7 27 ¥ —MBOFET . 3.9 u g/mLOEREE TSBHNELD50%
%R L7278, HSBHIRR XA R-49°, CD20BUR 2 & % Ml 25 L CHifk
ARAF R A E RS EE R A 3 5 & & ARERR S 7268),

18.4 In vitro CD20H R IFEHFEA1ER
IDEC-2B8 (Vv ¥ ¥ <7 L [{—®OCD20HUE BRI (W ZE5RHIS) %4
5~ ARCD20E / 7 vu—F i) &, BEAFOHCD20bifk TH 5Bl
D hCD20PLFIZ N 4% A & I EARAFIICIAE L. ZDIC0 (50%FH 5 #
BE) fEIEBl. Leul6 (JLk MCD20WiK) ©1/2~1/3&. & bCD204LE LT
L CHOPIFSF R GREZ R L. Z ORMOIRIF R AL, AH
(v A~k b F X FRPGUE) THHMEFESNTN209,

18.5 In vitro BY > INERAE REVKE S 1
RANE, & FRBEIMBY) > /38Eke b MREMEBY &/ SEMT & 55 R0 124
AL Mo RMIIE & TS Lo 7270,

18.6 In vivo BY) > INEMEEEA
B =7 APV BI4E B K O H B H EEsS 7R, R, &
BERLON) 2 8Hid OB Y SERIGEINCMA Lz, B, TY v /3ERICIEE
L% 5RO %205 7268),

18.7 & MEEMER & DX XRICH
B e N IEEHREO FR O R & O BURE R R R . BRI UL &
ALz ) voNEL SR REIAIE. Rk, B AT, Zhbito
IE) R L O L7 o 7270,

19. B2 ICAT 3 EEZMHE

—E VI~ T (EETHREER)
Rituximab (Genetical Recombination) (JAN)

AFE& 1 144,510 Da (daltons)

AN E v FBY YSEREMICAAAET 55 LHUECD20 () ¥ 8 YT H)
WZKEAT BT 70 —F VAT, CD20HURE O BRI (W 2550
) i~ A, ERUA OB GEHEEREE) ATk NH%E
(IgGlk) =Y A-t FF X FEGETHY . 1,328MD 7 I /T
PO EN TV,

20. RV EDER
SMREBIE B L CIRIES B 2 &

21. RFREM
1.1 IR A 2 EERE A HED by HYZERT A ko

22, ‘@B

()Y x4 > EiEEEE100mg)
10mL [1/31 7 V]

(U F 4 > SUEEFE500me)
50mL [1/3%4 7)V]

w623, EEIHR

—13-—

1) EHREOLEEOEAIRESRE - BEIC/ERET S E AP FE~ Y
IRABHEE R~ T (@B CREIHEIRET ©CD20
BrtkoBMIaTE Y > gt R O%AN))

2) B EOWLFEEOB ARG - BISHMENGE 2 SHH RO L
IRABHEE Vv~ @ZFHEZ) CREIHIRE T ©CD20
Bt BRI ) > ssdgE s (hE))

3) Krysko KM, et al. : Neurol Neuroimmunol Neuroinflamm. 2020 ; 7
(1) : e637

4) Igarashi T, et al. : Ann. Oncol. 2002 ; 13 : 928-943

5) [IDEC-C2B8 CD20F DB A 2 % > ) &/ S EIA BRI TRER K OY
AR IR FABROBEE ] (FL &R}

6) Igarashi T, et al. : Int. J. Hematol. 2001 ; 73 : 213-221

7) Tobinai K, et al. : Ann. Oncol. 1998 : 9 : 527-534

8) SKRENTSCE 2001

9) [IDEC-C2B8 CD20Fz k8141 > 7 F L5 P i R 55 K O g4 i
PRABROME | GRKI#EAH : 20194E3H26H . CTD 2.5.3.3.2)

10) TIDEC-C2B8#EfitE D # 7 1 — CHEER: (IR 5 W IZ A 71 A
MR AR THE) EINBRRBROMZ | KR4 H 2014481329
H. CTD 2.5.3.3.2)

11) [IDEC-C2B8+ 7 1 — Vil (5 b 5 Ik A 71 1 MR
RS HE) EINERRHBOE (v MUy 2 ZH0K) ] (RNEED

12) [IDEC-C2B8#fiGED » 7 1 — Vel (A7 04 NPtk 2R3 354)
EINEERHEROMEZE (v FIuF X F3uk) | GRENEED

13) [IDEC-C2B84: 5 14 5 F7 iE [l N B R e BR o 22 | (RF24E H H © 20214E9
H27H. CTD 2.7.2.2.3)

14) [IDEC-C2B8#EiA MR (B HIAEIE R 2 M <) ENERRHERD
W] KFE4EHH : 20214E12H24H. CTD 2.5.3.3.2)

15) [IDEC-C2B8HLMIFEH RIS A <2 T 4B E O T B E A FR AR B O
WEZE ] OKF24EH B ¢ 20224E6 H20H . CTD 2.5.3.3.3)

16) [IDEC-C2B8 ABOIMLfK BIA 8 5 FE FE A A B R S BR O BE 2L ] (RGEAE H
H :20164-2H29H. CTD 2.5.3.3.2)




17) [90 R+ —HotkBE. STHL AU o> A= A BB A R o Bt B 2 2 4 5

i 39 1) P R G BR o ] OKFRAEH H ¢ 20234E12H22H. CTD

2.5.3.3.2)

Alasfoor K, et al. : Ann. Hematol. 2009 ; 88 : 239-243

[CD205 M OBMIIEEIE R Y ¥ ) Y NEIZ BT 5 IDEC-C2B33EW) &)

RE] GERERD

[CD20Fg M) >/ MK 12 B1F 5 IDEC-C2B8# M EhiE | (KFE

FEHH 20194E3H26H, CTD 2.7.2.2)

[IDEC-C2B8+ 7 & — ViEER (HRIFFEE S 5 Wiz A 71 A FRFEE:

R HA) ENERRAEBROME GEMEIRE) | FENEED

[IDEC-C2B8#fiA D 7 0 — PHEMERE (BRI S 2 Wiz AT o4

FAKAE M 2 7R3 55 6) EINERRABROMZE ] GKEEH H © 2014458 H 29

H., CTD2.7.2.2.2.2.1)

[IDEC-C2B8#Eia D & 7 1 — VHEMEH: (A7 04 FIEFEEZ R84

ENERABROME (SEWEIEE) | GENEERD

[IDEC-C2B84x & 1tk i K A [l N B R A BR O BE 2 | ORFEAEH H © 2021479

H27H. CTD 2.7.2.2.1)

[IDEC-C2B8#t itk Kitade  (MEBFHaLEvE e % bk <) EINERR AR O

RS RFE4EA H : 20214E12H24H. CTD 2.7.2.2.2)

[ ABOI i BIAS# A B R 12 B 1) A IDEC-C2B8SE #hfig | (AFE4EH

H :20164F2H29H. CTD 2.5.3.2)

[P RS —Hufkb P, FHL ABUR D 1% 00 LR FE R O Hi AR B 5 A5 B

TSN B 1) 2 IDEC-C2B8SEWBhiE | (ARFRAEH H : 20234E12H 22H |

CTD 2.7.2.2.1)
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