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15 EEXIHEEROBEBERUHEEORE

v A AR ERE Img, R30mg (LA T, A#H) X, KE Genentech, Inc. (BLF,
Genentech #f) 23AI# L7-Hi CD20/CD3t Mb —EHARRME ) /7 o —F AHIKRTHDHE ALY
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(Bia L 2) OBUEREATAL (Fab) fEIKAS, T Ml BARESIKD CD3DMas KA A
v & Bl LoFREHR TH D CD20DMIas KA A L ~FIRHZFEST 5 2 & C, MiaEEE
T MR Z I Lo s ek S 41, CD20%4 A3 & G Al c < L CHUEE IR 2 b7 2
ERHIRfEND,

B MIAMEIER U U Lol (NHL) ROMEMY A (CLL) 2&Te, CD20DFH
NP E D R ATEANE (RIR) O SRR B 2 xR, ARAE2 BAR G LK OT
TN X7 PRGN FE, ShaskdE, JEER, AEWE X OHEILKRBRTH
% GO297813BAMN Ik S 172, GO29781RBRIC BV TIHEIT2L P A VU L2y EiELEZ T
722 ENH AR ITEEMEOERMEY 3 BL+ RIRFL) B Extg4t LizaAk— FTA
FAe ARy Brarybo— LB L TEWAEDNEZRL, ARMELERINE,

£72, HARAD RIR B flifafk NHL B3 & kG AR K 2 HAlR 53X L F U R R EGFAE
LB oRert, BEME, Ey#hie (PK) , JUEREE, @EEEORMZ1T 5 1040295
ABR AN I X A7, J04029555k D3L+ R/IR FL FBEF A xtG & Lzt kadm— MIBW T, AA
ZHEAFIFRIRN (V) &5 Lo, 24t PK, M E2 e L-f R, AFlne
Z R ary b —LE i L CEWEIMEEZ R L, AEMELHERIN,

Uboz enn, TERESUIEREORERMY o= E ] OBEEX TR OV TRBH
ITo2&E LT,

BRI ORREX Z2 X 1.5-1127777,
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1.6 SNEICETLHFERKRECET HERH
1.6.1 NEIZE TS EERFRR
FARY AT (BiETHEz) (LI, KA OAEIZET AR 2 DL ISR T 5,
AFN T2 LU >4 B ikt O B3 SUTEEME O Y VR EO RN BE A EISE S LT,
202443 A B U CKE, EE, A Y, 77U AEET50LL EOFE & HK CHAFR I TV D,
20224E6 H {2 FR M TH )2 Conditional Approval ZHifG L CH 0, 2022412 H (2K ETH
Accelerated Approval % Hifs L T 5,
AFNORERLANERMSCEE LT, KRERMSCE L ORIN I SCEO IR O 24 1.6.212
R L, KRERMSCEDF L, BINRM XTEZEOF TR OARF OAEPET —% 2 — 1 (Core
Data Sheet) ZZi211.6.3, 1.6.4% L6512 T 5,

1.6.2 KRB ENERTXEDOFRBPE
1.6.2.1 KEFMTXEDMRUE

RANDMREH A ERM TR L LT, KEOWMSCE (202245124 /) OfMFMEZ DL FIC
R,

1. shee - IR

1.1 R 2 /NEE

LUNSUMIO %, 22U LD #IE% O F3SUTEREMEOERME Y o EO N EBE OIRHE
ZiENG XD,

KRBT FTENE SIS S RBEB I N TN\ D [MHfkid 14.1) M), WErroRBRIC k1T
DR BATSMENBREE L O &5 Z &S, A ISk Dk 72 &R O TH 5,

2. A& - A=
2.1 % - AEICET 2EELER
e LUNSUMIO iE, +4cKatifaa Tolo BTG T35 &,
o 1V AV NVERKRO2YA IV IVHOKEGRNCHHRIEEITH 2 & [HiL - HE 2.2) ),
o HHOEIKTA AN LIZARMEEL LTORKET DL, A VIFA VT 4NE—2FEH
L72wnWwZ &, LUNSUMIO OFGIZNY v 7 F v o =T g V2 —5FHTHZ ENTED,
e LUNSUMIO 1%, #A ~AUA RGN/ EOEE RN HIETED L9,
WEREFHYR— Db &, BREFFOERNEFEICL - TOLEETHZ L [BELD
@ EoorE 61 kX52) 24,

22 #RERAE

LUNSUMIO DOHELEH &2 R1ZRT,

TR TE VI ITRBEITRZRO HNRWRY, 8% A 7 #5545,

FERBHG LN BENL, 8V A VLV ERBA DIRRIIAETH D,

84 A 7 /L HE G142 LUNSUMIO T & D18 CTHi 2220 AR BVL E DM S b VT2 BRI,
TR TERVENE IR BETRRO N WRD, 512901471 GHTA 7 ) &5
THI L,
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=1 LUNSUMIO A% - BE (21891 7)L)

#5-H LUNSUMIO BE5HE
o5&

1HH | 1mg AFFRLL B TR T 5 2 &,

8HH | 2mg
¥4 7/VRA 15 H | 60 mg

H
2% A 7 )VH 10 H | 60mg 1A 7 )VH ORAEEDR RIS > T28%6, 28FH L E
3 A7 /VHLIE | 1A H | 30mg N TIRETDZ L,

=2 HEIEHAE O LUNSUMIO 5 EEIZEE Y iR EIE

1%+ 27 /LHD8H B

AiEIHR5& - #5H RIEI#E 5B 2> 5 OHAHE &5 5k

1mg LA 521 (1A 7 /VHD8SHHEH L LT) 2

1% 4 7 VHDLHH mg ##& 5L, TEIINL TV
B2 2 — V2 EHET 5,

20 [#] % 8 2. 2 HITH] Q1A 27 VEHDOLIHHAHELT) 1

mg 0L L, 0% YA
7 )VHD8HHIZ) 2 mg =5
L, PESNTWEEEAFr Y
—ILZ2HET 5,

2mg LE A & 238 [H (19 A4 Z7/VHDISHHA & L)

60 mg Z#% 5L, TEIN TV
G AV a—VEHT 5,

23 [ 2 B8 2. 5 HIFE] 70> © 638 ] AR i

1A 27 VHD8HHELT) 2
mg # O 5 L, 0% 1YA
7 JVH®DI5H AIZ) 60 mg &5
L, PESNTW-HEZXFr Vo
— IV EHET 5,

6l [F LA L

Ay A4 Z7/VEOIAHELT) 1
mg, AV A Z7LVH®D®8HAL L
<) 2mg x&h L, £k (1%
A4 27 /VH®DISHHE & L T) 60 mg
G L, TEINLTWZREX
Y a—VEHRT 5,

60 mg
1% 1 7 /VHDI5HH

L3 170> & 61 [ A it

Q¥ A4 27/VEDIEHELT) 60
mg 5L, TEIN TV
52791H/V%ﬁﬁfﬁj‘éo

63l [H LA L

QY47 VADIAERELT) 1
mg, Q¥ A Z7LHD8HHALL
T) 2mg x2EH L, 0% 2%
A4 27 /VH®DISHHE & L T) 60 mg
G5 L, T 3Y A 7 VH
D1HH&ELT) 30 mg &5
L, TEESNTWEREAZF V2
— IV E2 W 5,

60 mg
2% A 7 )VEHDLA B

33 [H] 70> & 638 [ A it

B4 I7VHDIEHB E L) 30
mg Z#H L, TEIIN TV
B2 2— )V EERT 5,




FEARY AT 1.6 AAEICE T DRI IS B9 5 Bk Page 4

piElR 58 - &5 H BiIE$5 B 5> 5 D HiH

616 fH LA 1=

®BEHE

@Y A7 /VEDIHHEELT) 1
mg, BV A Z7/LHD8HHALL
T) 2mg 2f&EL, 20k (31
A4 27/VEHPISHA L LT) 30 mg
b LY, T A7V R
D1IHBE&LT) 30 mg 5
L, PEESNTWEEEAFr Y
— VAT 5,

30 mg &5 L, PEIN TV
BH R a— NV EFET S,
DY A7 VO1LHBIZ1I mg, 8H
HiZ2 mg ZHO0ME L7-1%, 15
HHEIZ30 mg &5 L", HfW\WTZ
DHDOY A 7 D1HHIZ30 mg

S

30 mg 3
391 7 /LA LI

[ 7> & 618 [ A i

[

3

[

Al oA b

G5,

* KDY A7 VDIHHE, 8HH, 15HBO®KE T, & TOEEICK L TEIINNE - TS

21T,

2.3 HBEINIFIRERVFIHNEDRS
B A A FHEBERE L O infusion-related reactions @V 2 7 Z KIS 5 7= O O R 5 O
B RNRT [BLRMEH LoEE (6.1) 2/,

%3 LUNSUMIO & 5RIICEEICIRET %HRE

&G iE 3=

BERRE

Hi# 53

HE

&5 Ik

1% A 7 )V E KO,
9414 7 L H ETOHEE

BIBFREATRA R

F XY A XV 20
mg &R 5 X
IAF VT L =
Y1180 mg HR
N5

KA 5D/ 7
< &AL
piic& G %25%ET
T 5,

it A2 X Al

o7k RT3
> M B ¥ 50 mg~
100 mg XX [R5 D
e 2% I A%
%DR@%%W&

AFN 5D 7
< EH3055LL E
Aic& G535,

TR T =
> (500 mg~ 1,000
mg) &0 &5

AFN 5D 7
< B304 E
AiCHE53 5,

Hif[E o % 5.
THA D
AV HHE
ettt 2 %8 81
L7-BE

341 7 /L HLLE

FTXY ALY 20
mg # RN & 5 X
TAF LT L =
v 80 mg H R
NG

AFN B G- T
< L HIREELL B
ACE G Z5%ET
T 5,

Pre 24 3 Al

o7z RT3
> M B ¥ 50 mg~
100 mg XIiX[FI%D
Ple A% I VA%
%DX@%%W&

AN H- D73
< &3040 F
AN 53 5,

FR Al

TN 7=
> (500 mg~ 1,000
mg) #AO&E

AFN 5D 7
< L H304 Lk E
595,
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2.4 BIVEARIEFORAEHRE
CRS N O Ex 7 = 7 Z —Hifa Bl R M EEERE (ICANS) % & TR dEtE oo BIVE I Xt

L THER SN2 EREIC OV T, RAKOERSEZSMOZ &, LUNSUMIO #5142 D < Ol
DEWERNIR L THESRR S h 5 EMEIL, &K62ZWT5Z &,

YA BT A IR 09 % A

YA b IA HHEGHRE (CRS) 1XERRAVIEIRICESWTHRET 5 2 & [BAL
PEED (6.1) 2R, FEE, RBRSRIE M ORI E DM ORI ZRE L, 18T 52 &,
CRS 735t 2% A3, CRS AMIET 5 E T LUNSUMIO D52 il L, £4DHELE IR
K OB ORI A 1\74/ o THRIST 2 2 & HEUIAEMEE T CRS ITHT 54

MEH D

iR & e, CRS XY DRIk 5 2 &,

K4 YA bhA UBHERBOERICET SHEEE

Grade?

FER

HiE

Grade 1

100.4%F (38°C) DL EdIg#Ehc

LUNSUMIO O# 529l L, &FTo

BWHA K74 20> TEHT A,

o JERMAEELZEAE, FUKRE
WE RGBT D,

L L b ROEEG ORI CRS

DFERNDEEL TWD Z & 2R

%, d

& LUNSUMIO D& 5-RijlZRi# 5 ¢ %

FEhi L, LVHEBEICEEEBIET D,

Grade 2

100.4F (38°C) LLED3ELL L 1T
1587 S SR S A BE G A MG I
KOV X%

= a2 — L SOIMR&E i LIS & D KT
SN SN NI & e

LUNSUMIO D #:5 % il L, &

PETA KT A _ﬁEo TEHT 5,

o JERMNEIE LA, 50%0 %
5@#1&5%%%%5

Lip LB IROBEG-OT2HETIZ CRS

@Ejﬂi?ﬁ‘ilﬁl?ﬁ LTWbZ L 2R

Do

& D LUNSUMIO O H-RijlZRi#5- ¢ &

Ehi L, WOEH %A50% 0 8 E TIT 9

Z L ERE S,

KO LUNSUMIO $¢HI51x, X A%

B L, ABixmitd b,

Grade 20 CRS O3

Grade 3 CRS (27t » TEHT 5,

Grade 3

100.4F (38°C) DL Ed3Eic L L iz
(N TV ORI ST M

LUNSUMIO D # 5z Fillr L, fHxErd
BWEHA RTA - TERRL, &
R 2 &L X FpRIEEIT O,

IS S S AT AR WIp b IROE G OT2REERTIC CRS
DFERNEIE L TWD Z & ZHER
KOV %, ¢
& LUNSUMIO D% 5/l RS- ¢ %
Bhi—a—L, 7z A~ A7, FH Fhe L, KOG % 50% 0 &E E T1T
M~ 27 IR F o) —< A7 (T 256

K B ETE EEREE DS VB 7 A B E

& LUNSUMIO D507 812 ARz
T 5,
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Grade? SE PR WD

Grade 30 CRS D38
LUNSUMIO O # 5% K e )12 1k 9
Do
B OBIETA RF7 4 120E-> T CRS
PEHEL, BHREE S RREE
179,

Grade 4 | 100.4% (38°C) LLEDFE L L Hiz: |+ LUNSUMIO O 5 % Kigifyiz i ik9
Ny F Lo repR) BEROMmER | - é%ﬁ@%%ﬁﬁ% RZ A ZfE->T CRS
i SN R 191 IDES ZEEL, ERIRRE ST IRIRIEE
ROV "
Wil (B2 (X, CPAP Wik, BiPAP it

%, fERBIOANLIER) 2k omHE
Ay R i & e

a KERBMMIIEEFS (ASTCT) 0201940 CRS O ErEIC o<,

b CRS WNBEIEH MDA, MEREEM U o SHEREKIE R E DM RN 2 Z B 5,

C HIREIZ L VRN~ AT INDZ ENH DT, BRIERA CRS & —EHT 25481, Zh
LOEFEBA RTA4 2D Z &,

d & 5EH% O LUNSUMIO O 5-FBICBAT A 1FRIZFR 22 S/ [ - HE 22) 24,

e A 512 Beﬁﬁ“ékbﬂfﬁi& TONWTIERIZSHDOZ &,

f KR Bl ME#N3<6 LIy T SN2 b2, SmEREIL, BEN>6 L/ TG
Y ARA) %@%?aﬁ“

ICANS % & et Bt l 2 x4 2 JH S i

ICANS % & iR stk OF PIC BT~ A HELE IR A REICEHT 5, ICANS % & etk mfth o
e N B W3R8 S-S T, LUNSUMIO O# 5.2 il L, #fpai iz a5 = &
PREIR DM DR R 2RS35 Z &, EHIRRZ GO FFRIEEZIT) 2 &,

=5 HEEM (ICANS #EL) OERICEHT SRR

BIYEA EHAEEL? FE
TS AU Grade 2 - PRRREEMEDS Grade 1 X (ER— R ?4’ MG

(ICANS2%Z & tp) T5HFE T, T2EFRLL ERET 5,
- KEMEEAZITH. ICANS O8E, REEHTDZ
WEWHA RTA4 Nt » TEHT S,

Grade 3 < PRI Grade 1X TR — A T A 2 [HlE
T 5HFET, 720N EREKT S, 3
LR e XRIRIEZ i L, Mk
R 2 #iEtd %, ICANS DA, HEro
PRI A F74’/ IZHE> CTERLT 5,

3 L7=5A1%, LUNSUMIO O 5 % XK
3] EF'J}:TZD

Grade 4 - LUNSUMIO O 5% ki HiE3 5,

- EHIERE SRR EE L, MR
I 2 Miatd %, ICANS DA, o
PRI A RTA N> TERLT 5,

1 KEESES AWFFERTA E S g4k SEHIE (NCI CTCAE) version 4.0123:5< .

2 KERBMMIRIE RS (ASTCT) @2019$o> ICANS 7' L — RAJEICE S <,

3 HHEHIZ D LUNSUMIO D FFBHICEE T 2 HEREHIHIC DWW Tk, K228 [H4 - HE
22) =M .
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&6 TOMOENMERICH L THESWLAERE

BIfEA®

EEEE?

B

iz

WYLIE [ B LK OME/ LD
& (3) =/H]

G
1

Grade1~4

o BBCE DNREDE O YL IE |2 R
BLTWAEAE, BYEN
[F4#8 45 F T LUNSUMIO #%
KIS L L, 2

- Grade 406, KiERIIZ
HA2MIET5Z a2 mEtd
)

I BRI E [ 2R OME
FOVEE (5.4) )

I FRERHE X 55 A30.5 X 109 L A&
i

- T R KT B R 0.6 X 10°IL
PLENT 7 % & IR 5, 2

T OMOEIWER [BHL DR
M EDMEE (55) R OEITEH
6.1) =/

Grade 321

- M2 Grade 1X I R—2 5
A L OWRBEIZEIETHE T
AHN RIS D, 2

1 KREE NN AMFZETA EFH R B HGER % (NCI CTCAE) version 4.01235<,
2 BHIEH % O LUNSUMIO OFBHICE T 2 HELEHIHICOWTIX, K22 4 - HE

2) 2/ .

1.6.2.2

BRM 75T X E DA EREEE

AANORERLAERAMACE L LT, BNOTRMSCE (20244100 i) OFnFEE %2 LI T IC

Y,

4.1 $hee - R

Lunsumio IZHAIEELE LT, D72 & b 20D HEEL ST - 1% O B3 TG OJE N
MY 2 RfE (FL) O NBE OIREICHEIG S D,

4.2 A% - A=

Lunsumio %, YA b A UHHERBERE (CRS) o™ 7 = 7 & — il i BaE AR B e e e
(ICANS) 7¢ EOEE /2 KNI HRIG TE 2R EFY AR — FO T T, brEMEEEA % @)
W CEDEBRENEFEEODERE T TOAEREGT L2 L (FitkU44TEHSH) |

HE

TEI K DR

Lunsumio 1Z -+ 2K ife 21T - T BE IR 5T 5 2 &,
CRS K UV infusion related reactions (Z5%}9~ 2 #fLE X3 2 piife G- Ol 2 R 11T,

%1 Lunsumio 5 DHIEZE

A 5 S BER B

Hi# 5

&5tk

1A 7 VE KRO2Y A 7 v
H:2ToEE

3% 1 7 )V HLKE - Ailalo#
5T L— RizB% 72 < CRS
BRELUT-EE

RIRREa 2T A ROFIK
WHE T 2220
mg XIZAF LT L R=Ynm
80 mg

Lunsumio #5073 Lyl
R LL ERflc B 5 252 71
z)o

PeEXXI A Uo7k
NZ X U HEEEES50 ~ 100 mg
XLAEDO e 22 X A&
8 A ST EARA 5 5-

fREA /X T & & E— 1500
~ 1000 mg

Lunsumio &5 D72 < & b
3047 L ERiic&E 35,

2L DA 7 LT L @ Lunsumio OHELE B O 2 #2107,
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=2 BREXIIIHAMOBERME) V/\EEEFEIZHT S Lunsumio D=

#5H Lunsumio N5 & 5 E
191 7 WV H 1HEH |1mg 19 A 7 JVH® Lunsumio D% 5-1Z4RER] L
8HH [2mg ErFTRETDZ L,
15H H | 60 mg
2% A 7 )VH 1HH |60mg 1A 7 VE CORRENBITE 725
317 /VHLKE | 1HE | 30 mg A, %< Lunsumio OF%5-IFE A 215 &£ T
BfET 2 Z LN TE D,
RGHifE]

BEICHR CERWEM TR BEI TR SN2 WR Y, Lunsumio #8Y% A 7 V#5425
NP

FEEFNEZER LTZBE L, 8 A 7NV TR DIERIIAETH D,

841 7 /L HIGHIZ Lunsumio (T & DR THE O R ST L EN T DN BET, A
TERWEM TR EETRRD NRWVIRY, S H129% A 70 GHTIYA 7 0) 8575
Z&,

REVEN-BEXRITEN-BE
1A 7 VEHOWTNLORENTHM 2B 2 T INZHEE, TESNEZREARAr Y 2
— /LA BT AENC, HiRlIOM&EZ HFERST5Z L,

1A 7 VH E2V A 7 )VH ORICREE L, IREEHMN6HEEILL | & 72> 728541, Lunsumio
Z1H HiZ1lmg, 8H HiZ2mg #5-L, 15H BHIZTESNT=2% A 7 /L H D60mg D5 % FHEi3
AHZ L&,

RIEZ X V3T A 7 IV ALEDONTND YA 7 )V THREMIM 6 LL L & 72 - 725613,
Lunsumio #1H HiZ1lmg, 8H HiZ2mg #5-L, 15 BHIZPE SN EH A7 Y 2 —/1T30mg
DEGZHEHTLZ L,

A=A
Grade 334Dt (Bl EEREYYE, M7 L7, EERBERR) NEIELZBEET
X, SERSEIET A F TR A2 EIchET A2 L A4ESBR)

Yo PO A B IEIREE
CRS [ZFERMZIERIZE SNV THIET D 2 & AATESIR) | RYUE/MUNE 72 3B, (KER
FIE, KM EDM ORI OWTEREZZFME L, 183252 &, Infusion related reactions (IRR)
1%, CRS DJEIR & FEIRHIZ XA TERWIGENH 5D, CRS XU IRR R 2356, #K3IDHE
PRI > CREZEHT L L,
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CRS @ Grade

CRS D& #?

KEFE SN TV Lunsumio
D5

Grade 1
38 CLL LD FE

#5012 CRS AR B LT7-54

- BEHETHETL, ERER
WL L,
JEIRBEE L6, FUT
HWECTEREEZHRT L
L,
B2 L0 ER D FR
L7=%E80%, %5%2% 1k
T5HZ L,

512 CRS BRI L7254
JERZIRIFRT 5 Z &,

JEAR DO EFRFL 12 CRS 34815 ]

Az CRE LT %A

c TXYRAE U KN
X b U XTSRS
e H L,

NS ORERIE, &L O
Wi L b T2 ETIC[EE L
TWNWbZ L,

LVHBEICEHEZBR TS Z
ko

Grade 2

38 CLLEDHEEL

MO XL

I A& AR 2 B L L 722 VM
JilINEE

MO XL

B =a—l, REWLIZEK
DI &R R A2 B L DK
PSR E

512 CRS WL LT-854:

- FBHESHRL, ERER
WTHZ L,
JERNEE L5, 50%
DHEE TG EZHRT S
Z &,
5 X0 JER S
L7=%alE, BE5%2Hik
THZ L,

#5112 CRS N3 HL L T-84:
JEREZIRET 52 &,

JERDBFEHEZIZEKEN DN

ANRY R
FXH AL L3 RV
X U X= TS
PRETH b,

T OERIE, wEEKES D
e B T2EEEETICEIE L
TWAHZ &,

AT G- & B2 S U TRk
THZ LT

R D $¢ G- % 50% O ¥t 53 £ T
TH 2 &ML, L v#EE
WCEREERBET L L,
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CRS @ Grade CRS D& H2 WEFE S TVWA Lunsumio
2F:353
Grade 3 BHHIZ CRS W LI-8E: | 26 0fERIE, REIHEEG O
38CLL D3 EL - EHEHRIETLHZ L, Dip < & B T2 ENICEIE L
KON JERZIRET HZ &, TWbHZ &,

MENAFEE (XY T Lo
RIS T) Z20EET5
1=

M O

Bh—a—L, Tz ATRA
7, FEFER X~ R
Fal—<RAZIZLDEE
P8 % B b 4 DRI EIE

FRY AL R K
) R T e G B
ze.

B5412 CRS "R H L7-54

- EREBRET DL L,
FERHP A2 KN R
V) R T EEET S
Z &,

TEYVRAEZS KPR X

~ TIZHHIMED CRS D4
RIS ENRD B D
F Tt D H0 5 B A K Y
AFNLTVL K=Yy
1,000mg/ H % & Ik N #¢ 5-
5T &,

WE OGO =D HBE > AN
feswnz L,

A 52 B 26 U CTRKb
THrzL. 7

& D ¥ 5. % 50% O £ 533 fE T
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
LUNSUMIO safely and effectively. See full prescribing information for
LUNSUMIO.

LUNSUMIO™ (mosunetuzumab-axgb) injection, for intravenous use
Initial U.S. Approval: 2022

WARNING: CYTOKINE RELEASE SYNDROME
See full prescribing information for complete boxed warning.

Cytokine release syndrome (CRS), including serious or life-threatening
reactions, can occur in patients receiving LUNSUMIO. Initiate treatment
with the LUNSUMIO step-up dosing schedule to reduce the risk of CRS.
Withhold LUNSUMIO until CRS resolves or permanently discontinue
based on severity. (2.1, 2.4, 5.1)

--------------------------- INDICATIONS AND USAGE ----eemeemeemeeeeeeee

LUNSUMIO is a bispecific CD20-directed CD3 T-cell engager indicated for
the treatment of adult patients with relapsed or refractory follicular lymphoma
after two or more lines of systemic therapy.

This indication is approved under accelerated approval based on response rate.
Continued approval for this indication may be contingent upon verification
and description of clinical benefit in a confirmatory trial(s). (1.1)

---------------------- DOSAGE AND ADMINISTRATION ---mmemmemeemeeeee

e  Premedicate to reduce risk of cytokine release syndrome and infusion-
related reactions. (2.3, 5.1)

. Administer only as an intravenous infusion. (2.1)
. Recommended dosage:

Cycle 1 Day 1 — 1 mg

Cycle 1 Day 8 —2 mg

Cycle 1 Day 15— 60 mg

Cycle 2 Day 1 — 60 mg

Cycle 3+ Day 1 — 30 mg

O O O O

See Full Prescribing Information for instructions on preparation and
administration. (2.5)

Injection:
. 1 mg/mL solution in a single-dose vial. (3)
. 30 mg/30 mL (1 mg/mL) solution in a single-dose vial. (3)

CONTRAINDICATIONS

None. (4)

emeeeeeemeeeemeeeee. WARNINGS AND PRECAUTIONS --rmermemmmmemeemee

e  Neurologic Toxicity: Can cause serious neurologic toxicity, including
Immune Effector Cell-Associated Neurotoxicity Syndrome (ICANS).
Monitor patients for signs and symptoms of neurologic toxicity during
treatment; withhold or permanently discontinue based on severity. (5.2)

e Infections: Can cause serious or fatal infections. Monitor patients for
signs and symptoms of infection, including opportunistic infections, and
treat as needed. (5.3)

e  Cytopenias: Monitor complete blood cell counts during treatment. (5.4)

e Tumor Flare: Can cause serious tumor flare reactions. Monitor patients
at risk for complications of tumor flare. (5.5)

. Embryo-Fetal Toxicity: May cause fetal harm. Advise females of
reproductive potential of the potential risk to the fetus and to use
effective contraception. (5.6, 8.1, 8.3)

ADVERSE REACTIONS

The most common adverse reactions (> 20%) are cytokine release syndrome,
fatigue, rash, pyrexia, and headache.

The most common Grade 3 to 4 laboratory abnormalities (> 10%) are
decreased lymphocyte count, decreased phosphate, increased glucose,
decreased neutrophil count, increased uric acid, decreased white blood cell
count, decreased hemoglobin, and decreased platelets. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Genentech at
1-888-835-2555 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

-------------------------- USE IN SPECFIC POPULATIONS------—-—-—mem -
Lactation: Advise not to breastfeed. (8.2)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.

Revised: 12/2022

FULL PRESCRIBING INFORMATION: CONTENTS*

WARNING: CYTOKINE RELEASE SYNDROME
1 INDICATIONS AND USAGE
1.1 Follicular Lymphoma
2  DOSAGE AND ADMINISTRATION
2.1 Important Dosing Information
2.2 Recommended Dosage
2.3 Recommended Premedication and Prophylactic Medications
2.4 Dosage Modifications for Adverse Reactions
2.5 Preparation and Administration
3 DOSAGE FORMS AND STRENGTHS
CONTRAINDICATIONS
5 WARNINGS AND PRECAUTIONS
5.1 Cytokine Release Syndrome
5.2 Neurologic Toxicity
5.3 Infections
5.4 Cytopenias
5.5 Tumor Flare
5.6 Embryo-Fetal Toxicity
6 ADVERSE REACTIONS
6.1 Clinical Trials Experience

-

7 DRUG INTERACTIONS
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
8.2 Lactation
8.3 Females and Males of Reproductive Potential
8.4 Pediatric Use
8.5 Geriatric Use
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
12.6 Immunogenicity
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
14 CLINICAL STUDIES
16 HOW SUPPLIED/STORAGE AND HANDLING
17 PATIENT COUNSELING INFORMATION

* Sections or subsections omitted from the full prescribing information are not
listed.

Reference ID: 5099541



FULL PRESCRIBING INFORMATION

WARNING: CYTOKINE RELEASE SYNDROME

Cytokine release syndrome (CRS), including serious or life-threatening reactions, can occur
in patients receiving LUNSUMIO. Initiate treatment with the LUNSUMIO step-up dosing
schedule to reduce the risk of CRS. Withhold LUNSUMIO until CRS resolves or
permanently discontinue based on severity [see Dosage and Administration (2.1 and 2.4) and
Warnings and Precautions (5.1)].

1 INDICATIONS AND USAGE
1.1 Follicular Lymphoma

LUNSUMIO is indicated for the treatment of adult patients with relapsed or refractory follicular
lymphoma after two or more lines of systemic therapy.

This indication is approved under accelerated approval based on response rate [see Clinical
Studies (14.1)]. Continued approval for this indication may be contingent upon verification and
description of clinical benefit in a confirmatory trial(s).

2 DOSAGE AND ADMINISTRATION

2.1 Important Dosing Information

e Administer LUNSUMIO to well-hydrated patients.

e Premedicate before each dose in Cycle 1 and Cycle 2 [see Dosage and Administration (2.2)].

e Administer only as an intravenous infusion through a dedicated infusion line. Do not use an
in-line filter to administer LUNSUMIO. Drip chamber filters can be used to administer
LUNSUMIO.

e LUNSUMIO should only be administered by a qualified healthcare professional with
appropriate medical support to manage severe reactions such as cytokine release syndrome
and neurologic toxicity [see Warnings and Precautions (5.1 and 5.2)].

2.2 Recommended Dosage
The recommended dosage for LUNSUMIO is presented in Table 1.
Administer for 8 cycles, unless patients experience unacceptable toxicity or disease progression.

For patients who achieve a complete response, no further treatment beyond 8 cycles is required.
For patients who achieve a partial response or have stable disease in response to treatment with
LUNSUMIO after 8 cycles, an additional 9 cycles of treatment (17 cycles total) should be
administered, unless a patient experiences unacceptable toxicity or disease progression.
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Table 1.

Recommended LUNSUMIO Dose and Schedule (21-Day Treatment Cycles)

Day of Treatment Dose of Rate of Infusion
LUNSUMIO
Day 1 1 mg Administer over a minimum of 4 hours.
Cycle 1 Day 8 2 mg
Day 15 60 mg
Cycle 2 Day 1 60 mg Administer over 2 hours if infusions from Cycle 1 were
Cycles 3+ Day 1 30 mg well-tolerated.
Table 2. Recommendations for Restarting Therapy with LUNSUMIO After Dose Delay
Last Dose Time Since the Last Dose Action for Next Dose(s)
Administered Administered
1 to 2 weeks Administer 2 mg (Cycle 1 Day 8), then resume the planned
1 mg treatment schedule.

Cycle 1 Day 1

Greater than 2 weeks

Repeat 1 mg (Cycle 1 Day 1), then administer 2 mg (Cycle 1
Day 8) and resume the planned treatment schedule.

2 mg
Cycle 1 Day 8

1 to 2 weeks

Administer 60 mg (Cycle 1 Day 15), then resume the planned
treatment schedule.

Greater than 2 weeks
to less than 6 weeks

Repeat 2 mg (Cycle 1 Day 8), then administer 60 mg (Cycle 1
Day 15) and resume the planned treatment schedule.

Greater than or equal to 6 weeks

Repeat 1 mg (Cycle 1 Day 1) and 2 mg (Cycle 1 Day 8), then
administer 60 mg (Cycle 1 Day 15) and resume the planned
treatment schedule.

60 mg
Cycle 1 Day 15

1 week to less than 6 weeks

Administer 60 mg (Cycle 2 Day 1), then resume the planned
treatment schedule.

Greater than or equal to 6 weeks

Repeat 1 mg (Cycle 2 Day 1) and 2 mg (Cycle 2 Day 8), then
administer 60 mg (Cycle 2 Day 15), followed by 30 mg
(Cycle 3 Day 1) and then resume the planned treatment
schedule.

60 mg
Cycle 2 Day 1

3 weeks to less than 6 weeks

Administer 30 mg (Cycle 3 Day 1), then resume the planned
treatment schedule.

Greater than or equal to 6 weeks

Repeat 1 mg (Cycle 3 Day 1) and 2 mg (Cycle 3 Day 8), then
administer 30 mg (Cycle 3 Day 15)", followed by 30 mg
(Cycle 4 Day 1) and then resume the planned treatment
schedule.

30 mg
Cycle 3 onwards

3 weeks to less than 6 weeks

Administer 30 mg, then resume the planned treatment
schedule.

Greater than or equal to 6 weeks

Repeat 1 mg on Day 1 and 2 mg on Day 8 during the next
cycle, then administer 30 mg on Day 157, followed by 30 mg
on Day 1 of subsequent cycles.

* For the Day 1, Day 8, and Day 15 doses in the next cycle, administer premedication as per Table 3 for all patients

2.3 Recommended Premedication and Prophylactic Medication

Premedication to reduce the risk of cytokine release syndrome and infusion-related reactions are
outlined in Table 3 [see Warnings and Precautions (5.1)].
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Table 3.

Premedication to be Administered to Patients Prior to LUNSUMIO Infusion

Treatment | Patients Requiring | Premedication | Dosage Administration
Cycle Premedication
Corticosteroid Dexamethasone 20 mg Complete at least
intravenous or methylprednisolone | 1 hour prior to
80 mg intravenous infusion
Cycle 1 and . Antihistamine Diphenhydramine hydrochloride At least 30 minutes
All patients . . . .
Cycle 2 50 mg — 100 mg or equivalent oral | prior to infusion
or intravenous antihistamine
Antipyretic Oral acetaminophen At least 30 minutes
(500 mg — 1,000 mg) prior to infusion
Corticosteroid Dexamethasone 20 mg Complete at least
intravenous or methylprednisolone | 1 hour prior to
Patients who 80 mg intravenous infusion
Cveles 3+ experienced any Antihistamine Diphenhydramine hydrochloride At least 30 minutes
y grade CRS with the 50 mg — 100 mg or equivalent oral | prior to infusion
previous dose or intravenous antihistamine
Antipyretic Oral acetaminophen At least 30 minutes
(500 mg — 1,000 mg) prior to infusion

2.4 Dosage Modifications for Adverse Reactions

See Tables 4 and 5 for the recommended dosage modifications for adverse reactions of CRS and
neurologic toxicity, including Immune Effector Cell Associated Neurotoxicity (ICANS). See
Table 6 for the recommended dosage modifications for other adverse reactions following

administration of LUNSUMIO.

Dosage Modifications for Cytokine Release Syndrome

Identify cytokine release syndrome (CRS) based on clinical presentation [see Warnings and
Precautions (5.1)]. Evaluate for and treat other causes of fever, hypoxia, and hypotension.

If CRS is suspected, withhold LUNSUMIO until CRS resolves, manage according to the
recommendations in Table 4 and per current practice guidelines. Administer supportive therapy
for CRS, which may include intensive care for severe or life-threatening CRS.

Table 4. Recommendations for Management of Cytokine Release Syndrome

Grade?

Presenting Symptoms

Actions®

Grade 1

Fever > 100.4°F (38°C)¢

Withhold current infusion of LUNSUMIO and
manage per current practice guidelines.
o If symptoms resolve, restart infusion at the same

rate.

Ensure CRS symptoms are resolved for at least

72 hours prior to the next dose of LUNSUMIO.¢
Administer premedication® prior to next dose of
LUNSUMIO and monitor patient more frequently.
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Grade?

Presenting Symptoms

Actions®

Grade 2

Fever > 100.4°F (38°C)° with:
Hypotension not requiring vasopressors
and/or

hypoxia requiring low-flow oxygen’by
nasal cannula or blow-by.

Withhold current infusion of LUNSUMIO and
manage per current practice guidelines.

o If symptoms resolve, restart infusion at 50% rate.
Ensure CRS symptoms are resolved for at least

72 hours prior to the next dose of LUNSUMIO.¢
Administer premedication® prior to next dose of
LUNSUMIO and consider infusing the next dose at
50% rate.

For the next dose of LUNSUMIO, monitor more
frequently and consider hospitalization.

Recurrent Grade 2 CRS

Manage per Grade 3 CRS.

Grade 3

Fever > 100.4°F (38°C)° with:

Hypotension requiring a vasopressor
(with or without vasopressin)

and/or
hypoxia requiring high flow oxygen’ by

nasal cannula, face mask, non-rebreather
mask, or Venturi mask.

Withhold LUNSUMIO, manage per current practice
guidelines and provide supportive therapy, which may
include intensive care.

Ensure CRS symptoms are resolved for at least

72 hours prior to the next dose of LUNSUMIO.¢
Administer premedication® prior to next dose of
LUNSUMIO and infuse the next dose at 50% rate.
Hospitalize for the next dose of LUNSUMIO.

Recurrent Grade 3 CRS

Permanently discontinue LUNSUMIO.

Manage CRS per current practice guidelines and
provide supportive therapy, which may include
intensive care.

Grade 4

Fever > 100.4°F (38°C)° with:

Hypotension requiring multiple
vasopressors (excluding vasopressin)

and/or
hypoxia requiring oxygen by positive

pressure (e.g., CPAP, BiPAP, intubation
and mechanical ventilation).

Permanently discontinue LUNSUMIO.

Manage CRS per current practice guidelines and
provide supportive therapy, which may include
intensive care.

2.2)].

2Based on American Society for Transplantation and Cellular Therapy (ASTCT) 2019 grading for CRS.

Tf CRS is refractory to management, consider other causes including hemophagocytic lymphohistiocytosis.

¢ Premedication may mask fever, therefore if clinical presentation is consistent with CRS, follow these
management guidelines.

dRefer to Table 2 for information on restarting LUNSUMIO after dose delays [see Dosage and Administration

¢Refer to Table 3 for additional information on premedication.
fLow-flow oxygen defined as oxygen delivered at < 6 L/minute; high-flow oxygen defined as oxygen delivered
at > 6 L/minute.

Dosage Modifications for Neurologic Toxicity, including ICANS

Management recommendations for neurologic toxicity, including ICANS, is summarized in
Table 5. At the first sign of neurologic toxicity, including ICANS, withhold LUNSUMIO and
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consider neurology evaluation. Rule out other causes of neurologic symptoms. Provide
supportive therapy, which may include intensive care.

Table 5. Recommendations for Management of Neurologic Toxicity (including ICANS)

Adverse Reaction Severity'? Actions

e  Withhold LUNSUMIO until neurologic toxicity
symptoms improve to Grade 1 or baseline for at least

Grade 2 72 hours.’

e Provide supportive therapy. If ICANS, manage per
current practice guidelines.

e  Withhold LUNSUMIO until neurologic toxicity
symptoms improve to Grade 1 or baseline for at least

Neurologic Toxicity! 72 hours.?

(Including ICANS?) Grade 3 e Provide supportive therapy, which may include
intensive care, and consider neurology evaluation. If
ICANS, manage per current practice guidelines.

e Ifrecurrence, permanently discontinue LUNSUMIO.

e  Permanently discontinue LUNSUMIO.

Grade 4 e Provide supportive therapy, which may include
intensive care, and consider neurology evaluation. If
ICANS, manage per current practice guidelines.

!'Based on National Cancer Institute Common Terminology Criteria for Adverse Events (NCI CTCAE),

version 4.0.
2Based on American Society for Transplantation and Cellular Therapy (ASTCT) 2019 grading for ICANS.
3See Table 2 for recommendations on restarting LUNSUMIO after dose delays [see Dosage and Administration

2.2)].

Table 6. Recommended Dosage Modification for Other Adverse Reactions

Adverse Reactions' Severity! Actions

e  Withhold LUNSUMIO in patients with
Infections [see Warnings and Grades 1 — 4 active infection until the infection resolves.?
Precautions (5.3)] e  For Grade 4, consider permanent

discontinuation of LUNSUMIO.

e  Withhold LUNSUMIO until absolute

Neutropenia [see Warnings and | Absolute neutrophil count neutrophil count is 0.5 x 10°/L or higher.2

Precautions (5.4)] less than 0.5 x 10°/L
Other Adverse Reactions [see e  Withhold LUNSUMIO until the toxicity
Warnings and Precautions (5.5) Grade 3 or higher resolves to Grade 1 or baseline.?

and Adverse Reactions (6.1)]

'Based on National Cancer Institute Common Terminology Criteria for Adverse Events (NCI CTCAE), version
4.0.
2See Table 2 for recommendations on restarting LUNSUMIO after dose delays [see Dosage and Administration

2.2)].

2.5 Preparation and Administration

Preparation
Use aseptic technique to prepare LUNSUMIO.
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e Inspect the vial visually for any particulate matter, prior to administration. Do not use if the

solution is discolored, or cloudy, or if foreign particles are present.

e Determine the dose, the total volume of LUNSUMIO solution required, and the number of
LUNSUMIO vials needed.

Dilution

1. Withdraw the volume from an infusion bag of 0.9% Sodium Chloride Injection, USP or
0.45% Sodium Chloride Injection, USP equal to the volume of the LUNSUMIO required for
the patient’s dose and discard. Only use infusion bags made of polyvinyl chloride (PVC) or

polyolefin (PO) such as polyethylene (PE) and polypropylene.

2. Withdraw the required volume of LUNSUMIO from the vial using a sterile needle and
syringe and dilute into the infusion bag of 0.9% Sodium Chloride Injection, USP or 0.45%
Sodium Chloride Injection, USP according to Table 7. Discard any unused portion left in the

vial.

Table 7. Dilution of LUNSUMIO

Dose of LUNSUMIO Volume of LUNSUMIO Size of Infusion Bag
in 0.9% or 0.45% Sodium Chloride Solution
1 mg 1 mL 50 mL or 100 mL
2 mg 2 mL 50 mL or 100 mL
60 mg 60 mL 100 mL or 250 mL
30 mg 30 mL 50 mL, 100 mL, or 250 mL
3. Gently mix the intravenous bag by slowly inverting the bag. Do not shake.

Parenteral drug products should be inspected visually for particulate matter and discoloration
prior to administration, whenever solution and container permit. Do not use if visibly opaque
particles, discoloration, or foreign particles are observed.

Apply the peel-off label from the package insert to the infusion bag.

Immediately use diluted LUNSUMIO infusion solution. If not used immediately, the diluted
solution can be stored refrigerated at 2°C to 8°C (36°F to 46°F) for up to 24 hours and at
ambient temperature 9°C to 30°C (48°F to 86°F) for up to 16 hours. Prior to administration,
ensure the infusion solution comes to reach room temperature.

Administration

e Administer as an intravenous infusion only.
e Do not use an in-line filter to administer LUNSUMIO.

e Do not mix LUNSUMIO with, or administer through the same infusion line, as other
medicinal products.

e No incompatibilities have been observed between LUNSUMIO and intravenous infusion
bags with product contacting materials of polyvinyl chloride (PVC), or polyolefins (PO)
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such as polyethylene (PE) and polypropylene (PP). In addition, no incompatibilities have
been observed with infusion sets or infusion aids with product contacting materials of
PVC, PE, polyurethane (PUR), polybutadiene (PBD), silicone, acrylonitrile butadiene
styrene (ABS), polycarbonate (PC), polyetherurethane (PEU), fluorinated ethylene
propylene (FEP), or polytetrafluorethylene (PTFE), or with drip chamber filter membrane
composed of polyamide (PA).

3 DOSAGE FORMS AND STRENGTHS
LUNSUMIO is a sterile, colorless solution available as:
e Injection: 1 mg/mL mosunetuzumab-axgb of solution in a single-dose vial

e Injection: 30 mg/30 mL (1 mg/mL) mosunetuzumab-axgb of solution in a single-dose
vial

4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS
5.1 Cytokine Release Syndrome

LUNSUMIO can cause cytokine release syndrome (CRS), including serious or life-threatening
reactions [see Adverse Reactions (6.1)].

Cytokine release syndrome occurred in 39% of patients who received LUNSUMIO at the
recommended dose in the clinical trial, with Grade 1 CRS occurring in 28%, Grade 2 in 15%,
Grade 3 in 2%, and Grade 4 in 0.5% of patients. Recurrent CRS occurred in 11% of patients.
Most patients experienced CRS following doses of 1 mg on Cycle 1 Day 1 (15%), 2 mg on Cycle
1 Day 8 (5%), and 60 mg on Cycle 1 Day 15 (33%). Five percent of patients experienced CRS
after receiving 60 mg on Cycle 2 Day 1 with 1% of patients experiencing CRS following
subsequent dosages of LUNSUMIO.

The median time to onset of CRS from the start of administration in Cycle 1 Day 1 was 5 hours
(range: 1 hour to 3 days), Cycle 1 Day 8 was 28 hours (range: 5 hours to 3 days), Cycle 1 Day 15
was 25 hours (range: 0.1 hours to 16 days), and Cycle 2 Day 1 was 46 hours (range: 12 hours to
3 days). The median duration of CRS was 3 days (range: 1 to 29 days).

Clinical signs and symptoms of CRS included, but were not limited to, fever, chills, hypotension,
tachycardia, hypoxia, and headache. Concurrent neurologic adverse reactions occurred in 6% of
patients and included but were not limited to headache, confusional state, and anxiety.

Initiate therapy according to LUNSUMIO step-up dosing schedule to reduce the risk of CRS [see
Dosage and Administration (2.3)]. Administer pretreatment medications to reduce the risk of
CRS, ensure adequate hydration, and monitor patients following administration of LUNSUMIO
accordingly.

At the first sign of CRS, immediately evaluate patients for hospitalization, manage per current
practice guidelines and administer supportive care; withhold or permanently discontinue
LUNSUMIO based on severity /see Dosage and Administration (2.4)].
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Patients who experience CRS (or other adverse reactions that impair consciousness) should be
evaluated and advised not to drive and to refrain from operating heavy or potentially dangerous
machinery until resolution.

5.2 Neurologic Toxicity

LUNSUMIO can cause serious neurologic toxicity, including Immune Effector Cell-Associated
Neurotoxicity Syndrome (ICANS) [see Adverse Reactions (6.1)].

Neurologic toxicity occurred in 39% of patients who received LUNSUMIO at the recommended
dose in the clinical trial, with Grade 3 neurologic toxicity occurring in 3% of patients. The most
frequent neurologic toxicities were headache (21%), peripheral neuropathy (13%), dizziness
(11%), and mental status changes (6%, including confusional state, disturbance in attention,
cognitive disorder, delirium, encephalopathy, and somnolence). ICANS was reported in 1% of
patients (Grade 1: 0.5%, Grade 2: 0.5%) who received LUNSUMIO at the recommended dose in
the clinical trial.

Coadministration of LUNSUMIO with other products that cause dizziness or mental status
changes may increase the risk of neurologic toxicity.

Monitor patients for signs and symptoms of neurologic toxicity during treatment. At the first sign
of neurologic toxicity, including ICANS, immediately evaluate the patient, consider neurology
evaluation as appropriate, and provide supportive therapy based on severity; withhold or
permanently discontinue LUNSUMIO based on severity and follow management
recommendations [see Dosage and Administration (2.4)].

Patients who experience neurologic toxicity such as tremors, dizziness, insomnia, severe
neurotoxicity, or any other adverse reactions that impair consciousness should be evaluated,
including potential neurology evaluation, and patients at increased risk should be advised not to
drive and to refrain from operating heavy or potentially dangerous machinery until resolution.

5.3 Infections
LUNSUMIO can cause serious or fatal infections [see Adverse Reactions (6.1)].

Among patients who received LUNSUMIO at the recommended dose in the clinical trial, serious
infections, including opportunistic infections, occurred in 17%, with Grade 3 or 4 infections in
14%, and fatal infections in 0.9% of patients. The most common Grade 3 or greater infections
were pneumonia, sepsis, and upper respiratory tract infection.

Monitor patients for signs and symptoms of infection prior to and during treatment with
LUNSUMIO and treat appropriately. LUNSUMIO should not be administered in the presence of
active infection. Caution should be exercised when considering the use of LUNSUMIO in
patients with a history of recurring or chronic infections (e.g., chronic, active Epstein-Barr
Virus), with underlying conditions that may predispose to infections or who have had significant
prior immunosuppressive treatment. Administer prophylactic antimicrobials according to
guidelines.

Withhold LUNSUMIO or consider permanent discontinuation of LUNSUMIO based on severity
[see Dosage and Administration (2.4)].
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5.4 Cytopenias

LUNSUMIO can cause serious or severe cytopenias, including neutropenia, anemia, and
thrombocytopenia [see Adverse Reactions (6.1)].

Among patients who received the recommended dosage in the clinical trial, Grade 3 or 4
decreased neutrophils occurred in 38%, decreased hemoglobin in 19%, and decreased platelets in
12% of patients. Grade 4 decreased neutrophils occurred in 19% and decreased platelets in 5% of
patients. Febrile neutropenia occurred in 2%.

Monitor complete blood counts throughout treatment. Based on the severity of cytopenias,
temporarily withhold, or permanently discontinue LUNSUMIO. Consider prophylactic
granulocyte colony-stimulating factor administration as applicable /see Dosage and
Administration (2.4)].

5.5 Tumor Flare
LUNSUMIO can cause serious or severe tumor flare /see Adverse Reactions (6.1)].

Among patients who received LUNSUMIO at the recommended dosage in the clinical trial,
tumor flare occurred in 4% of patients. Manifestations included new or worsening pleural
effusions, localized pain and swelling at the sites of lymphoma lesions, and tumor inflammation.

Patients with bulky tumors or disease located in close proximity to airways or a vital organ
should be monitored closely during initial therapy. Monitor for signs and symptoms of
compression or obstruction due to mass effect secondary to tumor flare. If compression or
obstruction develops, institute standard treatment of these complications.

5.6 Embryo-Fetal Toxicity

Based on its mechanism of action, LUNSUMIO may cause fetal harm when administered to a
pregnant woman. Advise pregnant women of the potential risk to the fetus. Advise females of
reproductive potential to use effective contraception during treatment with LUNSUMIO and for
3 months after the last dose /see Use in Specific Populations (8.1, 8.3)].

6 ADVERSE REACTIONS
The following adverse reactions are described elsewhere in the labeling:
e (ytokine Release Syndrome /see Warnings and Precautions (5.1)]
e Neurologic Toxicity [see Warnings and Precautions (5.2)]
o Infections [see Warnings and Precautions (5.3)]
o Cytopenias [see Warnings and Precautions (5.4)]
e Tumor Flare [see Warnings and Precautions (5.5)]
6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials
of another drug and may not reflect the rates observed in practice.

The pooled safety population described in the WARNINGS AND PRECAUTIONS reflects
exposure to LUNSUMIO as a single agent in GO29781 in 218 patients with hematologic
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malignancies in an open-label, multicenter, multi-cohort study. Patients received step-up doses of
1 mg on Cycle 1 Day 1 and 2 mg on Cycle 1 Day 8, followed by 60 mg on Cycle 1 Day 15, and
60 mg on Cycle 2 Day 1, then 30 mg every 3 weeks in subsequent cycles. A treatment cycle was
21 days. Among 218 patients who received LUNSUMIO, 52% were exposed for at least § cycles
and 8% were exposed for 17 cycles.

In this pooled safety population, the most common (= 20%) adverse reactions were cytokine
release syndrome (39%), fatigue (36%), rash (34%), pyrexia (24%), and headache (21%). The
most common Grade 3 to 4 laboratory abnormalities (> 10%) were decreased lymphocyte count
(92%), decreased phosphate (41%), increased glucose (40%), decreased neutrophil count (38%),
increased uric acid (15%), decreased white blood cell count (22%), decreased hemoglobin
(19%), and decreased platelets (12%).

Relapsed or Refractory Follicular Lymphoma
G0O29781

The safety of LUNSUMIO was evaluated in GO29781, an open-label, multicenter, multi-cohort
study which included a cohort of 90 patients with relapsed or refractory follicular lymphoma
(FL) [see Clinical Studies (14)]. In this cohort, patients with relapsed or refractory FL were
required to have received at least two prior lines of systemic therapy, including an anti-CD20
monoclonal antibody and an alkylating agent. Patients received step-up doses of 1 mg on Cycle 1
Day 1 and 2 mg on Cycle 1 Day 8, followed by 60 mg on Cycle 1 Day 15 and 60 mg on Cycle 2
Day 1, then 30 mg every 3 weeks in subsequent cycles. A treatment cycle was 21 days. The
median number of cycles was 8 (range: 1 — 17). In the relapsed or refractory FL cohort, 77%
were exposed for at least 8 cycles and 12% were exposed for 17 cycles.

The median age of the patients who received LUNSUMIO in the relapsed or refractory FL.
cohort was 60 years (range: 29 to 90 years), 61% were male, 82% were White, 4% were Black or
African American, 9% were Asian, and 8% were Hispanic or Latino.

Serious adverse reactions occurred in 47% of patients who received LUNSUMIO. Serious
adverse reactions in > 2% of patients included cytokine release syndrome, infection (including
urinary tract infection, sepsis, pneumonia, EBV viremia, and COVID-19), renal insufficiency,
pyrexia, and tumor flare.

Permanent discontinuation of LUNSUMIO due to an adverse reaction occurred in 3% of
patients. Adverse reactions resulting in permanent discontinuation of LUNSUMIO included
cytokine release syndrome and EBV viremia.

Dosage interruptions of LUNSUMIO due to an adverse reaction occurred in 37% of patients.
Adverse reactions which required dosage interruption in > 5% of patients included neutropenia,
infection, and cytokine release syndrome.

Table 8 summarizes the adverse reactions in patients with relapsed or refractory FL in GO29781.
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Table 8.

Adverse Reactions (= 10%) in Patients with Relapsed or Refractory FLL. Who

Received LUNSUMIO in GO29781

LUNSUMIO
Adverse Reaction’ (N=90)
All Grades Grade 3 or 4
(%) (%)

Immune system disorders

Cytokine release syndrome 44 2.2
General disorders and administration site conditions

Fatigue® 42 0

Pyrexia 29 1.1#

Edema’ 17 1.1

Chills 13 1.1%
Skin and subcutaneous tissue disorders

Rash* 39 4.4%

Pruritus 21 0

Dry skin 16 0

Skin exfoliation 10 0
Nervous system

Headache? 32 1.1#

Peripheral neuropathy?® 20 0

Dizziness’ 12 0
Musculoskeletal and connective tissue disorders

Musculoskeletal pain® 28 1.1%

Arthralgia 11 0
Respiratory, thoracic, and mediastinal disorders

Cough’ 22 0

Dyspnea'® 11 1.1%
Gastrointestinal disorders

Diarrhea 17 0

Nausea 17 0

Abdominal pain'! 12 1.1#
Infections

Upper respiratory tract infection'? 14 2.2%

Urinary tract infection'? 10 1.1#
Psychiatric disorder

Insomnia 12 0

S

Fatigue in

w

N

3

Headache

=

cludes fatigue, asthenia, and lethargy

includes headache and migraine

Adverse reactions were graded based on CTCAE Version 4.0, with the exception of CRS, which was graded per
ASTCT 2019 criteria

Edema includes edema, edema peripheral, peripheral swelling, face edema, swelling face, pulmonary edema,
fluid overload, and fluid retention
Rash includes rash, rash erythematous, exfoliative rash, rash macular, rash maculo-papular, rash papular, rash
pruritic, rash pustular, erythema, palmar erythema, dermatitis, and dermatitis acneiform

Peripheral neuropathy includes peripheral neuropathy, peripheral sensory neuropathy, paresthesia, dysaesthesia,
hypoaesthesia, burning sensation, and neuralgia
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7 Dizziness includes dizziness and vertigo

8 Musculoskeletal pain includes musculoskeletal pain, back pain, myalgia, musculoskeletal chest pain, and neck
pain

® Cough includes cough, productive cough, and upper airway cough syndrome

19 Dyspnea includes dyspnea and dyspnea exertional

" Abdominal pain includes abdominal pain, lower abdominal pain, and abdominal discomfort

12 Upper respiratory tract infection includes upper respiratory tract infection, nasopharyngitis, sinusitis, and
rhinovirus infection

13 Urinary tract infection includes urinary tract infection and acute pyelonephritis

# Only Grade 3 adverse reactions occurred

Clinically relevant adverse reactions in < 10% of patients who received LUNSUMIO included
pneumonia, sepsis, COVID-19, EBV viremia, mental status changes, tumor lysis syndrome,
renal insufficiency, anxiety, motor dysfunction (including ataxia, gait disturbance and tremor),
and tumor flare.

Table 9 summarizes the laboratory abnormalities in patients with relapsed or refractory FL in
GO29781.

Table 9. Select Laboratory Abnormalities (> 20%) That Worsened from Baseline in
Patients with Relapsed or Refractory FL. Who Received LUNSUMIO in

GO0O29781
LUNSUMIO!
Laboratory Abnormality All Grades Grade 3 or 4
() ()
Hematology
Lymphocyte count decreased 100 98
Hemoglobin decreased 68 12
White blood cells decreased 60 13
Neutrophils decreased 58 40
Platelets decreased 46 10
Chemistry
Phosphate decreased 78 46
Glucose increased 42 42
Aspartate aminotransferase increased 39 4.4
Gamma-glutamyl transferase increased 34 9
Magnesium decreased 34 0
Potassium decreased 33 6
Alanine aminotransferase increased 32 7
Uric acid increased 22 22
'"The denominator used to calculate the rate varied from 72 to 90 based on the number of patients with a baseline
value and at least one post-treatment value.
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7 DRUG INTERACTIONS
Effect of LUNSUMIO on CYP450 Substrates

LUNSUMIO causes release of cytokines [see Clinical Pharmacology (12.2)] that may suppress
activity of CYP450 enzymes, resulting in increased exposure of CYP450 substrates. Increased
exposure of CYP450 substrates is more likely to occur after the first dose of LUNSUMIO on
Cycle 1 Day 1 and up to 14 days after the second 60 mg dose on Cycle 2 Day 1 and during and
after CRS [see Warnings and Precautions (5.1)]. Monitor for toxicity or concentrations of drugs
that are CYP450 substrates where minimal concentration changes may lead to serious adverse
reactions. Consult the concomitant CYP450 substrate drug prescribing information for
recommended dosage modification.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

Based on the mechanism of action, LUNSUMIO may cause fetal harm when administered to a

pregnant woman [see Clinical Pharmacology (12.1)]. There are no available data on the use of
LUNSUMIO in pregnant women to evaluate for a drug-associated risk. No animal reproductive
or developmental toxicity studies have been conducted with mosunetuzumab-axgb.

Mosunetuzumab-axgb causes T-cell activation and cytokine release; immune activation may
compromise pregnancy maintenance. In addition, based on expression of CD20 on B-cells and
the finding of B-cell depletion in non-pregnant animals, mosunetuzumab-axgb can cause B-cell
lymphocytopenia in infants exposed to mosunetuzumab-axgb in-utero. Human immunoglobulin
G (IgG) is known to cross the placenta; therefore, LUNSUMIO has the potential to be
transmitted from the mother to the developing fetus. Advise women of the potential risk to the
fetus.

In the U.S. general population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2% — 4% and 15% — 20%, respectively.

8.2 Lactation

Risk Summary

There is no information regarding the presence of mosunetuzumab-axgb in human milk, the
effect on the breastfed child, or milk production. Because human IgG is present in human milk,
and there is potential for mosunetuzumab-axgb absorption leading to B-cell depletion, advise
women not to breastfeed during treatment with LUNSUMIO and for 3 months after the last dose.

8.3 Females and Males of Reproductive Potential

LUNSUMIO may cause fetal harm when administered to a pregnant woman /see Use in Specific
Populations (8.1)].

Pregnancy Testing

Verify pregnancy status in females of reproductive potential prior to initiating LUNSUMIO.
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Contraception

Females

Advise females of reproductive potential to use effective contraception during treatment with
LUNSUMIO and for 3 months after the last dose.

8.4 Pediatric Use
The safety and efficacy of LUNSUMIO have not been established in pediatric patients.
8.5 Geriatric Use

Among the 90 patients with relapsed or refractory follicular lymphoma treated with
LUNSUMIO, 33% were 65 years of age or older, and 8% were 75 years of age or older. There is
an insufficient number of patients 65 years of age or older and 75 years of age or older to assess
whether there are differences in safety or effectiveness in patients 65 years of age and older
compared to younger adult patients.

11 DESCRIPTION

Mosunetuzumab-axgb is a bispecific CD20-directed CD3 T-cell engager. It is a humanized
monoclonal anti-CD20xCD3 T-cell-dependent bispecific antibody of the immunoglobulin G1
(IgG1) isotype. Mosunetuzumab-axgb is produced in Chinese Hamster Ovary (CHO) cells by
recombinant DNA technology. The approximate molecular weight is 146 kDa.

LUNSUMIO (mosunetuzumab-axgb) injection is a sterile, preservative-free, colorless solution
for intravenous use.

Each single-dose vial contains a 1 mL solution of mosunetuzumab-axgb (1 mg), acetic acid
(0.4 mg), histidine (1.6 mg), methionine (1.5 mg), polysorbate 20 (0.6 mg), sucrose (82.1 mg),
and Water for Injection, USP. The pH is 5.8.

Each single-dose vial contains a 30 mL solution of mosunetuzumab-axgb (30 mg), acetic acid
(12.8 mg), histidine (46.6 mg), methionine (44.8 mg), polysorbate 20 (18 mg), sucrose
(2,462.4 mg), and Water for Injection, USP. The pH is 5.8.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Mosunetuzumab-axgb is a T-cell engaging bispecific antibody that binds to the CD3 receptor
expressed on the surface of T-cells and CD20 expressed on the surface of lymphoma cells and
some healthy B-lineage cells.

In vitro, mosunetuzumab-axgb activated T-cells, caused the release of proinflammatory
cytokines, and induced lysis of B-cells.

12.2 Pharmacodynamics

After administration of the recommended dosage of LUNSUMIO, peripheral B-cell counts
decreased to undetectable levels (< 5 cells/microliter) in most patients (92%) by Cycle 2 Day 1
and the depletion was sustained at later cycles including at Cycle 4 and Cycle 8.

LUNSUMIO caused hypogammaglobulinemia (defined as IgG levels < 500 mg/dL). Among 67
patients with baseline IgG levels > 500 mg/dL, 40% had their IgG level decreased to
< 500 mg/dL after administration of the recommended dosage of LUNSUMIO.
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Plasma concentrations of cytokines (IL-2, IL-6, IL-10, TNF-a, and IFN-y) were measured, and

transient elevation of cytokines were observed at doses of 0.4 mg and above. After

administration of the recommended dosage of LUNSUMIO, the highest elevation of cytokines
was observed within 24 hours after first dose on Cycle 1 Day 1 and after the first 60 mg dose on
Cycle 1 Day 15. The elevated cytokine levels generally returned to baseline prior to the next
infusion on Cycle 1 Day 8 and on Cycle 2 Day 1. Limited data is available in subsequent

treatment cycles.

12.3 Pharmacokinetics

Mosunetuzumab-axgb PK exposure increased proportionally over a dose range from 0.2 mg to
60 mg (0.007 to 2 times the recommended treatment dosage). PK exposures are summarized for
the recommended dosage of LUNSUMIO in Table 10 and Figure 1.

Table 10. Exposure Parameters of Mosunetuzumab-axgb

AUC (dayepg/mL)! Cmax (ug/mL)! Ctrough (ng/mL)!
Cycle 1 (021 days) 35.2 (36.6) 11.1 (36.7) 2.57 (54.0)
Cycle 2 (21 — 42 days) 90.3 (48.5) 13.6 (37.7) 1.97 (83.1)
Steady state? 52.9 (40.7) 7.02 (37.9) 1.29 (59.9)

''Values are geometric mean with geometric CV%
2 Steady state values are approximated at Cycle 4 (63 — 84 days)

Figure 1. Model-Predicted Mosunetuzumab Concentration Time Profile
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The mean (CV%) volume of distribution of mosunetuzumab-axgb was 5.49 L (31%).
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Elimination

The steady-state geometric mean (CV%) terminal elimination half-life of mosunetuzumab-axgb
was 16.1 (17.3%) days. The geometric mean (CV%) clearance at baseline and at steady state are
1.08 L/day (63%) and 0.584 L/day (18%), respectively.

Specific Populations

There were no clinically significant differences in the pharmacokinetics of mosunetuzumab-axgb
based on age (19 to 96 years), sex, race (Asian and Non-Asian), ethnicity (Hispanic/Latino and
not Hispanic/Latino), mild or moderate renal impairment (estimated Creatinine clearance [CrCL]
by Cockcroft-Gault formula: 30 to 89 mL/min), or mild hepatic impairment (total bilirubin less
than or equal to upper limit of normal [ULN] with AST greater than ULN or total bilirubin
greater than 1 to 1.5 times ULN with any AST).

The effects of severe renal impairment (CrCL 15 to 29 mL/min) or moderate to severe hepatic
impairment (total bilirubin greater than 1.5 times ULN with any AST) on the pharmacokinetics
of mosunetuzumab-axgb are unknown.

Drug Interaction Studies

No clinical studies evaluating the drug interaction potential of mosunetuzumab-axgb have been
conducted.

12.6 Immunogenicity

The observed incidence of anti-drug antibodies is highly dependent on the sensitivity and
specificity of the assay. Differences in assay methods preclude meaningful comparisons of the
incidence of anti-drug antibodies in the study described below with the incidence of anti-drug
antibodies in other studies, including those of mosunetuzumab-axgb.

During treatment in Study GO29781 (up to 12 months) /see Clinical Studies (14)], using an
enzyme-linked immunosorbent assay (ELISA), no patients (N = 418) treated with LUNSUMIO
developed anti-mosunetuzumab-axgb antibodies. Based on these data, the clinical relevance of
anti-mosunetuzumab-axgb antibodies could not be assessed.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
No carcinogenicity or genotoxicity studies have been conducted with mosunetuzumab-axgb.

No dedicated studies have been conducted to evaluate the effects of mosunetuzumab-axgb on
fertility. No adverse effects on either male or female reproductive organs were identified in a 26-
week repeat dose chronic toxicity study in sexually mature cynomolgus monkeys.

14 CLINICAL STUDIES

The efficacy of LUNSUMIO was evaluated in an open-label, multicenter, multi-cohort study
(GO29781, NCT02500407) in patients with relapsed or refractory follicular lymphoma (FL) who
had received at least two prior therapies, including an anti-CD20 monoclonal antibody and an
alkylating agent. The study excluded patients with active infections, history of autoimmune
disease, prior allogeneic transplant, or any history of CNS lymphoma or CNS disorders.

Reference ID: 5099541



Patients received step-up doses of 1 mg on Cycle 1 Day 1 and 2 mg on Cycle 1 Day 8, followed
by 60 mg on Cycle 1 Day 15, and 60 mg on Cycle 2 Day 1, then 30 mg every 3 weeks in
subsequent cycles. A treatment cycle was 21 days. LUNSUMIO was administered for 8 cycles
unless patients experienced progressive disease or unacceptable toxicity. After 8 cycles, patients
with a complete response discontinued therapy; patients with a partial response or stable disease
continued treatment up to 17 cycles, unless patients experienced progressive disease or
unacceptable toxicity.

Among the 90 patients with relapsed or refractory FL, the median age was 60 years (range:

29 to 90 years), 33% were 65 years of age or older, 61% were male, 82% were White, 9% were
Asian, 4% were Black or African American, and 8% were Hispanic or Latino. A total of 77% of
patients had Stage III-IV disease, 34% had bulky disease, and all patients had an Eastern
Cooperative Oncology Group (ECOG) performance status of 0 or 1. The median number of prior
therapies was 3 (range: 2 to 10), with 38% receiving 2 prior therapies, 31% receiving 3 prior
therapies, and 31% receiving more than 3 prior therapies.

Seventy-nine percent of patients were refractory to prior anti-CD20 monoclonal antibody
therapy, 53% were refractory to both anti-CD20 monoclonal antibody and alkylator therapy, 9%
received prior rituximab plus lenalidomide therapy, 21% received prior autologous stem cell
transplant, and 3% received prior CAR T therapy. Fifty-two percent of patients had progression
of disease within 24 months of first systemic therapy.

Efficacy was established on the basis of objective response rate (ORR) and duration of response
(DOR) as assessed by an independent review facility according to standard criteria for NHL
(Cheson 2007). The median follow-up for DOR was 14.9 months. The efficacy results are
summarized in Table 11.

Table 11. Efficacy Results in Patients with Relapsed or Refractory FL

Response LUNSUMIO
N=90
Objective response rate (ORR), n (%) 72 (80)
(95% CI) (70, 88)
Complete response rate (CR), n (%) 54 (60)
(95% CI) (49, 70)
Partial response rate (PR), n (%) 18 (20)
(95% CI) (12, 30)
Duration of Response (DOR) N=72
Median DOR!2, months (95% CI) 22.8 (10, NR)
Rate of Continued Response?
At 12 months, % 62
(95% CI) (50, 74)
At 18 months, % 57
(95% CI) (44,70)
CI = confidence interval; NR = not reached
IDOR is defined as the time from the initial occurrence of a documented PR or CR until the patient experienced an event
(documented disease progression or death due to any cause, whichever occurs first), among patients who achieved a PR or
CR.
2 Kaplan-Meier estimate.
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The median time to first response was 1.4 months (range: 1.1 to 8.9).
16 HOW SUPPLIED/STORAGE AND HANDLING

LUNSUMIO (mosunetuzumab-axgb) injection is a sterile, colorless, preservative-free solution
supplied as follows:

e One 1 mg/mL single-dose vial in a carton (NDC 50242-159-01)
e  One 30 mg/30 mL (1 mg/mL) single-dose vial in a carton (NDC 50242-142-01).

Store refrigerated at 2°C to 8°C (36°F to 46°F) in the original carton to protect from light.
Do not freeze. Do not shake.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide).

Cytokine Release Syndrome (CRS) — Discuss the signs and symptoms associated with CRS,
including fever, chills, hypotension, tachycardia, hypoxia, and headache. Counsel patients to
seek immediate medical attention should signs or symptoms of CRS occur at any time. Advise
patients who experience symptoms that impair consciousness not to drive and refrain from
operating heavy or potentially dangerous machinery until events resolve [see Warnings and
Precautions (5.1)].

Neurologic Toxicity — Discuss the signs and symptoms associated with neurologic toxicity,
including ICANS, headache, peripheral neuropathy, dizziness, or mental status changes. Advise
patients to immediately contact their healthcare provider if they experience any signs or
symptoms of neurologic toxicity. Advise patients who experience neurologic toxicity that
impairs consciousness to refrain from driving or operating heavy or potentially dangerous
machinery until neurologic toxicity resolves [see Warnings and Precautions (5.2)].

Infections — Discuss the signs or symptoms associated with infection /see Warnings and
Precautions (5.3)].

Cytopenias — Discuss the signs and symptoms associated with cytopenias, including neutropenia
and febrile neutropenia, anemia, and thrombocytopenia [see Warnings and Precautions (5.4)].

Tumor Flare — Inform patients of the potential risk of tumor flare reaction and to report any signs
and symptoms associated with this event to their healthcare provider for evaluation /see
Warnings and Precautions (5.5)].

Embryo-Fetal Toxicity — Advise pregnant women of the potential risk to a fetus. Advise females
of reproductive potential to inform their healthcare provider if they are pregnant or become
pregnant [see Use in Specific Populations (8.1)]. Advise females of reproductive potential to use
effective contraception during treatment with LUNSUMIO and for 3 months after the last dose
[see Use in Specific Populations (8.3)].

Lactation — Advise women not to breastfeed during treatment with LUNSUMIO and for 3
months after the last dose [see Use in Specific Populations (8.2)].
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Manufactured by: LUNSUMIO is a trademark of Genentech, Inc.
Genentech, Inc. ©2022 Genentech, Inc.

A Member of the Roche Group
1 DNA Way
South San Francisco, CA 94080-4990

U.S. License No.: 1048
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MEDICATION GUIDE
LUNSUMIO™ (lun-SUM-mee-oh)
(mosunetuzumab-axgb)
injection, for intravenous infusion

What is the most important information | should know about LUNSUMIO?

LUNSUMIO may cause Cytokine Release Syndrome (CRS), a serious side effect that is common during treatment
with LUNSUMIO, and can also be severe or life-threatening.

Get medical help right away if you develop any signs or symptoms of CRS at any time, including:

o fever of 100.4°F (38°C) or higher e headache

e chills e confusion

e low blood pressure o feeling anxious

o fast orirregular heartbeat o dizziness or light-headedness
e tiredness or weakness e nausea

o difficulty breathing e vomiting

Due to the risk of CRS, you will receive LUNSUMIO on a “step-up dosing schedule”.

e The step-up dosing schedule is when you receive smaller “step-up” doses of LUNSUMIO on Day 1 and Day 8 of
your first cycle of treatment.

e You will receive a higher dose of LUNSUMIO on Day 15 of your first cycle of treatment.

e If your dose of LUNSUMIO is delayed for any reason, you may need to repeat the “step-up dosing schedule.”
e Before each dose in Cycle 1 and Cycle 2, you will receive medicines to help reduce your risk of CRS.

e See “How will | receive LUNSUMIO?” for more information about how you will receive LUNSUMIO.

Your healthcare provider will check you for CRS during treatment with LUNSUMIO and may treat you in a hospital if
you develop signs and symptoms of CRS. Your healthcare provider may temporarily stop or completely stop your
treatment with LUNSUMIO, if you have severe side effects.

See “What are the possible side effects of LUNSUMIO?” for more information about side effects.

What is LUNSUMIO?

LUNSUMIO is a prescription medicine used to treat adults with follicular ymphoma whose cancer has come back or
did not respond to previous treatment, and who have already received two or more treatments for their cancer.

It is not known if LUNSUMIO is safe and effective in children.

Before receiving LUNSUMIO, tell your healthcare provider about all of your medical conditions, including if
you:

e have ever had an infusion reaction after receiving LUNSUMIO.
e have an infection or have had an infection in the past which lasted a long time or keeps coming back.
e have or had Epstein-Barr Virus.

e are pregnant or plan to become pregnant. LUNSUMIO may harm your unborn baby. Tell your healthcare provider
right away if you become pregnant or think you may be pregnant during treatment with LUNSUMIO.

Females who are able to become pregnant:

o your healthcare provider should do a pregnancy test before you start treatment with LUNSUMIO.

o you should use an effective method of birth control during your treatment and for 3 months after the last dose
of LUNSUMIO.

e are breastfeeding or plan to breastfeed. It is not known if LUNSUMIO passes into your breast milk. Do not
breastfeed during treatment and for 3 months after the last dose of LUNSUMIO.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter
medicines, vitamins, and herbal supplements.
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How will | receive LUNSUMIO?

e LUNSUMIO will be given to you by your healthcare provider by infusion through a needle placed in a vein
(intravenous infusion).

e After you complete the weekly “step-up dosing schedule” in Cycle 1, LUNSUMIO is given every 21 days.

e After Cycle 1 and Cycle 2, your healthcare provider will decide if you need to continue to take other medicines to
help reduce side effects from LUNSUMIO during future cycles.

e Your healthcare provider will decide how many treatment cycles you will receive of LUNSUMIO.

See “What is the most important information | should know about LUNSUMIO?” for more information about how
you will receive LUNSUMIO.

What should | avoid while receiving LUNSUMIO?

Do not drive, operate heavy machinery, or do other dangerous activities if you develop dizziness, confusion, tremors,
sleepiness, or any other symptoms that impair consciousness until your signs and symptoms go away. These may be
signs and symptoms of CRS or neurologic problems.

See “What is the most important information | should know about LUNSUMIO?” and “What are the possible
side effects of LUNSUMIO?” for more information about signs and symptoms of CRS and neurologic problems.

What are the possible side effects of LUNSUMIO?
LUNSUMIO may cause serious side effects, including:
See “What is the most important information | should know about LUNSUMIO?”

¢ Neurologic problems. Your healthcare provider will check you for neurologic problems during treatment with
LUNSUMIO. Your healthcare provider may also refer you to a healthcare provider who specializes in neurologic
problems. Tell your healthcare provider right away if you develop any signs or symptoms of neurologic problems
during or after treatment with LUNSUMIO, including:

o headache o sleepiness or trouble sleeping

o numbness and tingling of the arms, legs, hands, or feet o tremors

o dizziness o loss of consciousness

o confusion and disorientation o seizures

o difficulty paying attention or understanding things o muscle problems or muscle weakness
o forgetting things or forgetting who or where you are o loss of balance or trouble walking

@)

trouble speaking, reading, or writing

e Serious infections. LUNSUMIO can cause serious infections that may lead to death. Your healthcare provider will
check you for signs and symptoms of infection before and during treatment. Tell your healthcare provider right
away if you develop any signs or symptoms of infection during treatment with LUNSUMIO, including:

o fever of 100.4°F (38°C) or higher o painful rash

o cough o sore throat

o chest pain o pain during urination

o tiredness o feeling weak or generally unwell
@)

shortness of breath

e Low blood cell counts. Low blood cell counts are common during treatment with LUNSUMIO and can also be
severe.

Your healthcare provider will check your blood cell counts during treatment with LUNSUMIO. LUNSUMIO may
cause the following low blood cell counts:

o low white blood cell counts (neutropenia). Low white blood cells can increase your risk for infection.

o low red blood cell counts (anemia). Low red blood cells can cause tiredness and shortness of breath.

o low platelet counts (thrombocytopenia). Low platelet counts can cause bruising or bleeding problems.
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e Growth in your tumor or worsening of tumor related problems (Tumor flare). LUNSUMIO may cause serious
or severe worsening of your tumor.

Tell your healthcare provider if you develop any of these signs or symptoms of tumor flare during your treatment
with LUNSUMIO: tender or swollen lymph nodes, chest pain, cough, trouble breathing, and pain or swelling at the
site of the tumor.

Your healthcare provider may temporarily stop or permanently stop treatment with LUNSUMIO if you develop
severe side effects.

The most common side effects of LUNSUMIO include: tiredness, rash, fever, and headache.

The most common severe abnormal lab test results with LUNSUMIO include: decreased phosphate, increased
glucose, and increased uric acid levels.

These are not all the possible side effects of LUNSUMIO.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

General information about the safe and effective use of LUNSUMIO.

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. You can ask your
pharmacist or healthcare provider for information about LUNSUMIO that is written for health professionals.

What are the ingredients in LUNSUMIO?
Active ingredient: mosunetuzumab-axgb
Inactive ingredients: acetic acid, histidine, methionine, polysorbate 20, sucrose, and Water for Injection

Manufactured by: Genentech, Inc., A Member of the Roche Group, 1 DNA Way, South San Francisco, CA 94080-4990
U.S. License No.: 1048

LUNSUMIOQ is a trademark of Genentech, Inc.

For more information, call 1-844-832-3687 or go to www.LUNSUMIO.com.

This Medication Guide has been approved by the U.S. Food and Drug Administration. Issued: 12/2022
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ANNEX'I

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1 NAME OF THE MEDICINAL PRODUCT

Lunsumio 1 mg concentrate for solution for infusion
Lunsumio 30 mg concentrate for solution for infusion

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Lunsumio 1 mg concentrate for solution for infusion

Each vial contains 1 mg of mosunetuzumab in 1 mL at a concentration of 1 mg/mL.

Lunsumio 30 mqg concentrate for solution for infusion

Each vial contains 30 mg of mosunetuzumab in 30 mL at a concentration of 1 mg/mL.

Mosunetuzumab is a full-length, humanized anti-CD20/CD3 immunoglobulin (1g)G1 isotype that is
produced in Chinese hamster ovary (CHO) cells by recombinant DNA technology.

For the full list of excipients, see section 6.1.

3 PHARMACEUTICAL FORM

Concentrate for solution for infusion.

Clear, colourless liquid, pH 5.8 and osmolality of 240-356 mOsm/kg.
4 CLINICAL PARTICULARS

4.1 Therapeutic indications

Lunsumio as monotherapy is indicated for the treatment of adult patients with relapsed or refractory
follicular lymphoma (FL) who have received at least two prior systemic therapies.

4.2 Posology and method of administration
Lunsumio must only be administered under the supervision of a healthcare professional qualified in
the use of anti-cancer therapies, in a setting with appropriate medical support to manage severe

reactions such as cytokine release syndrome (CRS) and Immune Effector Cell-Associated
Neurotoxicity Syndrome (ICANS) (see below and section 4.4).

Posology
Prophylaxis and premedication

Lunsumio should be administered to well-hydrated patients.

Table 1 provides details on recommended premedication for CRS and infusion related reactions.



Table 1 Premedication to be administered to patients prior to Lunsumio infusion

Patients requiring Premedication Administration
premedication
Intravenous corticosteroids: Complete at least 1 hour
dexamethasone 20 mg or prior to Lunsumio infusion
) . methylprednisolone 80 mg
Cycles 1 and 2:all patients Anti-histamine: 50-100 mg At least 30 minutes prior to

diphenhydramine hydrochloride or | Lunsumio infusion
equivalent oral or intravenous
anti-histamine

Cycles 3 and beyond: patients
who experienced any grade CRS
with previous dose

Anti-pyretic: 500-1000 mg
paracetamol

The recommended dose of Lunsumio for each 21 day-cycle is detailed in Table 2.

Table 2 Dose of Lunsumio for patients with relapsed or refractory follicular lymphoma

Day of treatment Dose of Lunsumio Rate of infusion

Cycle 1 Day 1 1mg Infusions of Lunsumio in Cycle 1 should be
Day 8 2 mg administered over a minimum of 4 hours.
Day 15 60 mg

Cycle 2 Day 1 60 mg If the infusions were well-tolerated in

Cycles 3and | Day 1 30 mg Cycle 1, subsequent infusions of Lunsumio

beyond may be administered over 2 hours.

Duration of treatment

Lunsumio should be administered for 8 cycles, unless a patient experiences unacceptable toxicity or
disease progression.

For patients who achieve a complete response, no further treatment beyond 8 cycles is required. For
patients who achieve a partial response or have stable disease in response to treatment with Lunsumio
after 8 cycles, an additional 9 cycles of treatment (17 cycles total) should be administered, unless a
patient experiences unacceptable toxicity or disease progression.

Delayed or missed dose

If any dose in cycle 1 is delayed for > 7 days, the previous tolerated dose should be repeated prior to
resuming the planned treatment schedule.

If a dose interruption occurs between Cycles 1 and 2 that results in a treatment-free interval
of > 6 weeks, Lunsumio should be administered at 1 mg on Day 1, 2 mg on Day 8, then resume the
planned Cycle 2 treatment of 60 mg on Day 15.

If a dose interruption occurs that results in a treatment-free interval of > 6 weeks between any Cycles
in Cycle 3 onwards, Lunsumio should be administered at 1 mg on Day 1, 2 mg on Day 8, then resume
the planned treatment schedule of 30 mg on Day 15.

Dose modification

Patients who experience grade 3 or 4 reactions (e.g. serious infection, tumour flare, tumour lysis
syndrome) should have treatment temporarily withheld until symptoms are resolved (see section 4.4).
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Cytokine Release Syndrome

CRS should be identified based on clinical presentation (see section 4.4). Patients should be evaluated
and treated for, other causes of fever, hypoxia, and hypotension, such as infections/sepsis. Infusion
related reactions (IRR) may be clinically indistinguishable from manifestations of CRS. If CRS or IRR
is suspected, patients should be managed according to the recommendations in Table 3.

Table 3 CRS grading® and management
CRS grade CRS management? Next scheduled infusion of
Lunsumio
Grade 1 If CRS occurs during infusion: The symptoms should be
e The infusion should be interrupted and | resolved for at least 72 hours
Fever > 38°C symptoms treated prior to next infusion
e The infusion should be re-started at the
same rate once the symptoms resolve The patient should be
e |f symptoms recur with monitored more frequently
re-administration, the current infusion
should be discontinued
If CRS occurs post-infusion:
o The symptoms should be treated
If CRS lasts > 48 hours after symptomatic
management:
. Dexamethasone® and/or tocilizumab*®
should be considered
Grade 2 If CRS occurs during infusion: The symptoms should be
. . . resolved for at least 72 hours
Fover > 389C o The infusion should be interrupted and prior to next infusion

and/or hypotension
not requiring
Vasopressors
and/or hypoxia
requiring

low-flow oxygen®
by nasal cannula
or blow-by

symptoms treated

. The infusion should be re-started at 50%
the rate once the symptoms resolve

o If symptoms recur with re-
administration, the current infusion
should be discontinued

If CRS occurs post-infusion:

o The symptoms should be treated

If no improvement occurs after symptomatic
management:

. Dexamethasone® and/or tocilizumab*®
should be considered

Premedication should be
maximized as appropriate’

Consideration should be
given to administration of the
next infusion 50% rate, with
more frequent monitoring of
the patient




Grade 3 If CRS occurs during infusion: The symptoms should be
o The current infusion should be re§olved for a}t Iea_st 72 hours
Fever > 38°C . . prior to next infusion
. discontinued
and/or hypotension
requiring a . The symptoms should be treated Patients should be
vasopressor . Dexamethasone® and tocilizumab® 5 hospitalized for the next
(with or without should be administered infusion
vasopressin)
and/or _ _ Premedication should be
hypoxia requiring | If CRS occurs post-infusion: maximized as appropriate’
high . e The symptoms should be treated o
flow oxygen® by , . it The next infusion should be
nasal cannula, face | ¢~ Dexamethasone” and tocilizumab™ administered at a 50% rate
mask, should be administered
non-rebreather
mask, or Venturi | |f CRS is refractory to dexamethasone and
mask tocilizumab:
o Alternative immunosuppressants® and

methylprednisolone 1 000 mg/day

intravenously should be administered

until clinical improvement
Grade 4 If CRS occurs during or post-infusion:
Fever > 389C ) Treatment with Lunsumio should be permanently discontinued

and/or hypotension | ® The symptoms should be treated
requiring multiple
Vasopressors

(excluding
vasopressin) If CRS is refractory to dexamethasone and tocilizumab:

and/or

. Dexamethasone® and tocilizumab* ® should be administered

o Alternative immunosuppressants® and methylprednisolone 1 000 mg/day

hypoxia requiring intravenously should be administered until clinical improvement
oxygen by positive

pressure
(e.g., CPAP,
BiPAP,
intubation and
mechanical
ventilation)

L ASTCT = American Society for Transplant and Cellular Therapy. Premedication may mask fever,
therefore if clinical presentation is consistent with CRS, please follow these management guidelines.
2 If CRS is refractory to management, consider other causes including hemophagocytic
lymphohistiocytosis

® Dexamethasone should be administered at 10 mg intravenously every 6 hours (or equivalent)

until clinical improvement

*In study GO29781, tocilizumab was administered intravenously at a dose of 8 mg/kg (not to exceed
800 mg per infusion), as needed for CRS management

® If no clinical improvement in the signs and symptoms of CRS occurs after the first dose, a second
dose of intravenous tocilizumab 8 mg/kg may be administered at least 8 hours apart (maximum 2
doses per CRS event). Within each time period of 6 weeks of Lunsumio treatment, the total amount
of tocilizumab doses should not exceed 3 doses

® Low-flow oxygen is defined as oxygen delivered at < 6 L/minute.

" Refer to Table 1 for additional information

8 High-flow oxygen is defined as oxygen delivered at > 6 L/minute

°Riegler L et al. (2019)
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Immune Effector Cell-Associated Neurotoxicity Syndrome (ICANS) grading and management

ICANS should be identified based on clinical presentation (see Section 4.4). Rule out other causes of
neurologic symptoms. If ICANS is suspected, it should be managed according to the recommendations
in Table 4.

Table 4 Immune Effector Cell-Associated Neurotoxicity Syndrome (ICANS)
Grade® Actions
Grade 1 Withhold Lunsumio and monitor neurologic toxicity

symptoms until ICANS resolves.®®

ICEP 7-9 or depressed level of

consciousness but awakens spontaneously Provide supportive therapy and consider neurologic
consultation and evaluation.

Consider a single dose of dexamethasone 10mg, if
not taking other corticosteroids.

Consider non-sedating, anti-seizure medicinal
products (e.g., levetiracetam) for seizure
prophylaxis.

Grade 2 Withhold Lunsumio and monitor neurologic toxicity
symptoms until ICANS resolves.®®

ICEP 3-6 or depressed level of

consciousness but awakens to voice Provide supportive therapy and consider neurologic
consultation and evaluation.
Treat with dexamethasone 10 mg intravenously
every 6 hours, if not taking other corticosteroids,
until improvement to Grade 1, then taper.

Consider non-sedating, anti-seizure medicinal
products (e.g., levetiracetam) for seizure
prophylaxis.

Grade 3 Withhold Lunsumio and monitor neurologic toxicity
symptoms until ICANS resolves.*®
ICEP 0-2 or depressed level of

consciousness but awakens to tactile Provide supportive therapy, which may include
stimulus or any clinical seizure that intensive care, and consider neurologic consultation
resolves rapidly or focal/local oedema on and evaluation.

neuroimaging
Treat with dexamethasone 10 mg intravenously
every 6 hours, if not taking other corticosteroids,
until improvement to Grade 1, then taper.

Consider non-sedating anti-seizure medication for

seizure prophylaxis until resolution of ICANS. Use
anti-seizure medication for seizure management as
needed.
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For recurrent grade 3 ICANS, consider permanently
discontinuing Lunsumio.

Grade 4 Permanently discontinue Lunsumio.

ICEP is 0 or patient is unarousable or Provide supportive therapy, which may include
requires vigorous or repetitive tactile intensive care, and consider neurologic consultation
stimuli, or life-threatening prolonged and evaluation.

seizure (>5 min) or repetitive seizures

without return to baseline or deep focal Treat with dexamethasone 10 mg intravenously
motor weakness or diffuse cerebral oedema | every 6 hours, if not taking other corticosteroids,

on neuroimaging until improvement to Grade 1, then taper.

Alternatively, consider administration of
methylprednisolone 1 000 mg per day intravenously
for 3 days, if symptoms improve, then manage as
above.

Consider non-sedating anti-seizure medication for

seizure prophylaxis until resolution of ICANS. Use
anti-seizure medication for seizure management as
needed.

& American Society for Transplantation and Cellular Therapy (ASTCT) consensus grading criteria.

b |f patient is arousable and able to perform Immune Effector Cell-Associated Encephalopathy (ICE)
Assessment, assess: Orientation (oriented to year, month, city, hospital = 4 points); Naming (name 3
objects, e.g., point to clock, pen, button = 3 points); Following Commands (e.g., “show me 2 fingers”
or “close your eyes and stick out your tongue” = 1 point); Writing (ability to write a standard
sentence = 1 point; and Attention (count backwards from 100 by ten = 1 point). If patient is
unarousable and unable to perform ICE Assessment (Grade 4 ICANS) = 0 points.

¢ Consider the type of neurologic toxicity before deciding to withhold Lunsumio.

9 See Delayed or missed dose for guidance on restarting Lunsumio after dose delay.

¢ Evaluate benefit/risk before restarting Lunsumio.

Special populations

Elderly

No dose adjustment of Lunsumio is required in patients > 65 years of age (see section 5.2).

Renal impairment

Lunsumio has not been studied in patients with severe renal impairment. Dose adjustments are not
considered necessary in patients with mild to moderate renal impairment based on pharmacokinetics
(see section 5.2).

Hepatic impairment

Lunsumio has not been studied in patients with hepatic impairment. Dose adjustments are not
considered necessary based on pharmacokinetics (see section 5.2).



Paediatric population
The safety and efficacy of Lunsumio in children below 18 years of age have not yet been established.

Method of administration

Lunsumio is for intravenous use only.

Lunsumio must be diluted using aseptic technique under the supervision of a healthcare professional.
It should be administered as an intravenous infusion through a dedicated infusion line. Do not use an
in-line filter to administer Lunsumio. Drip chamber filters can be used to administer Lunsumio.

The first cycle of Lunsumio should be administered over a minimum of 4 hours as intravenous
infusion. If the infusions are well-tolerated in cycle 1, the subsequent cycles may be administered over
a 2-hours infusion.

Lunsumio must not be administered as intravenous push or bolus.

For instructions on dilution of the medicinal product before administration, see section 6.6

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

4.4  Special warnings and precautions for use

Traceability

In order to improve traceability of biological medicinal products, the trade name and the batch number
of the administered product should be clearly recorded.

Cytokine Release Syndrome (CRS)

CRS, including life-threatening reactions, have occurred in patients receiving Lunsumio (see

section 4.8). Signs and symptoms included pyrexia, chills, hypotension, tachycardia, hypoxia, and
headache. Infusion related reactions may be clinically indistinguishable from manifestations of CRS.
CRS events occurred predominantly in cycle 1 and were mainly associated with Day 1 and Day 15
dose administrations.

Patients should be premedicated with corticosteroids, antipyretics and antihistamines at least through
cycle 2. Patients must receive adequate hydration prior to the administration of Lunsumio. Patients
should be monitored for signs or symptoms of CRS. Patients should be counselled to seek immediate
medical attention should signs or symptoms of CRS occur at any time. Physicians should institute
treatment with supportive care, tocilizumab and/or corticosteroids as indicated. (see section 4.2).

Haemophagocytic lymphobhistiocytosis (HLH), including fatal cases, have been reported in patients
receiving Lunsumio. HLH is a life-threatening syndrome characterized by fever, hepatomegaly and
cytopenias. HLH should be considered when the presentation of CRS is atypical or prolonged. Patients
should be monitored for clinical signs and symptoms of HLH (see Section 4.2). For suspected HLH,
Lunsumio must be interrupted and treatment for HLH initiated.

Serious infections

Serious infections such as pneumonia, bacteraemia, and sepsis or septic shock have occurred in
patients receiving Lunsumio, some of which were life-threatening or fatal events (see section 4.8).
Febrile neutropenia was observed in patients after receiving Lunsumio infusion.
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Lunsumio should not be administered in the presence of active infections. Caution should be exercised
when considering the use of Lunsumio in patients with a history of recurring or chronic infections
(e.g., chronic, active Epstein-Barr Virus), with underlying conditions that may predispose to infections
or who have had significant prior immunosuppressive treatment. Patients should be administered
prophylactic antibacterial, antiviral and/or antifungal medicinal products, as appropriate. Patients
should be monitored for signs and symptoms of infection, before and after Lunsumio administration,
and treated appropriately. In the event of febrile neutropenia, patients should be evaluated for infection
and managed with antibiotics, fluids and other supportive care, according to local guidelines.

Immune Effector Cell-Associated Neurotoxicity Syndrome (ICANS)

ICANS have occurred in patients receiving Lunsumio, including serious and life threatening reactions.
The onset of ICANS can be concurrent with CRS, following resolution of CRS, or in the absence of
CRS. Manifestations of ICANS reported in clinical trials included confusional state, lethargy,
encephalopathy, depressed level of consciousness, and memory impairment. The majority of cases
occurred during Cycle 1.

Patients should be monitored for signs and symptoms of ICANS following Lunsumio administration.
Patients must be counselled to seek immediate medical attention should signs or symptoms occur at
any time (see Patient card below).

Patients should be advised to exercise caution while (or avoid if symptomatic) driving, cycling or
using heavy or potentially dangerous machines (see section 4.7).

At the first signs or symptoms of ICANS, manage according to the ICANS guidance provided in Table
4. Treatment with Lunsumio should be withheld or discontinued permanently as recommended.

Tumour flare

Tumour flare has been reported in patients treated with Lunsumio (see section 4.8). Manifestations
included new or worsening pleural effusions, localised pain and swelling at the sites of lymphoma
lesions and tumour inflammation. Consistent with the mechanism of action of Lunsumio, tumour flare
is likely due to the influx of T-cells into tumour sites following Lunsumio administration.

There are no specific risk factors for tumour flare that have been identified, however, there is a
heightened risk of compromise and morbidity due to mass effect secondary to tumour flare in patients
with bulky tumours located in close proximity to airways and/or a vital organ. Patients treated with
Lunsumio should be monitored and evaluated for tumour flare at critical anatomical sites.

Tumour lysis syndrome (TLS)

TLS has been reported in patients receiving Lunsumio (see section 4.8). Patients must have adequate
hydration prior to the administration of Lunsumio. Patients should be administered prophylactic anti-
hyperuricemic therapy (e.g allopurinol, rasburicase), as appropriate. Patients should be monitored for
signs or symptoms of TLS, especially patients with high tumour burden or rapidly proliferative
tumours, and patients with reduced renal function. Patients should be monitored for blood chemistries
and abnormalities should be managed promptly.

Immunisation

Live and/or live-attenuated vaccines should not be given concurrently with Lunsumio. Studies have
not been conducted in patients who recently received live vaccines.

Patient card

The prescriber must discuss the risks of Lunsumio therapy with the patient. The patient should be
provided with the patient card and instructed to carry it at all times. The patient card describes the

9



common signs and symptoms of CRS and ICANS, including instructions on when a patient should
seek medical attention.

4.5 Interaction with other medicinal products and other forms of interaction

No interaction studies have been performed.

A transient clinically relevant effect on CYP450 substrates with a narrow therapeutic index (e.g.
warfarin, voriconazole, cyclosporine, etc) cannot be excluded, since initiation of Lunsumio treatment
causes a transient increase in cytokine levels which may cause inhibition of CYP450 enzymes. On
initiation of Lunsumio therapy in patients being treated with CYP450 substrates with a narrow
therapeutic index, therapeutic monitoring should be considered. The dose of the concomitant
medicinal product should be adjusted as needed.

4.6  Fertility, pregnancy and lactation

Women of childbearing potential/Contraception

Women of childbearing potential should use effective contraception while receiving Lunsumio and for
at least 3 months after the last infusion of Lunsumio.

Pregnancy

There are no data from the use of Lunsumio in pregnant women. Animal studies are insufficient with
respect to reproductive toxicity (see section 5.3). Lunsumio is not recommended during pregnancy and
in women of childbearing potential not using contraception.

Breast-feeding

It is unknown whether mosunetuzumab/metabolites are excreted in human milk. A risk to
newborns/infants cannot be excluded. Breast-feeding should be discontinued during treatment with
Lunsumio therapy.

Fertility

No human data on fertility are available. No impairments were observed in male or female
reproductive organs in the 26-week toxicity studies with cynomolgus monkeys at exposures (AUC)
similar to exposure (AUC) in patients receiving the recommended dose.

4.7  Effects on ability to drive and use machines

Lunsumio has major influence on the ability to drive and use machines.. Due to the potential for
ICANS, patients receiving Lunsumio are at risk of depressed level of consciousness (see section 4.4).
Due to the potential for ICANS, patients should be advised to exercise caution while (or avoid if
symptomatic) driving, cycling or using heavy or potentially dangerous machines.

4.8 Undesirable effects

Summary of safety profile

The adverse reactions (ARs) described in this section were identified from the pivotal clinical trial
G029781 in patients treated at the recommended dose (n=218). Patients had follicular lymphoma
(41.3%), diffuse large B-cell lymphoma/transformed follicular lymphoma (40.4%) mantle cell
lymphoma (11.5%), Richter’s transformation (6.4%), and other histologies (0.5%). The median
number of cycles of Lunsumio received was 8 (range 1 -17), 37% of patients received 8 cycles, and
15% received more than 8 cycles up to 17 cycles.
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The most common adverse reactions (> 20%) observed were cytokine release syndrome, neutropenia,
pyrexia, hypophosphatemia and headache. The most common serious adverse reactions (> 2%)
observed included cytokine release syndrome (CRS) (21% by ASTCT grading system), pyrexia (5%),
and pneumonia (3%). Nine of 218 patients (4.1%) discontinued Lunsumio due to an adverse event.
CRS was the only adverse reaction that led to discontinuation in more than one patient (2 patients
[0.9%]).

Tabulated list of adverse reactions

The adverse reactions are listed below by MedDRA system organ class (SOC) and categories of
frequency. Frequency categories are defined as very common (> 1/10), common (> 1/100 to < 1/10),
uncommon (> 1/1,000 to < 1/100), rare (> 1/10,000 to < 1/1,000), very rare (< 1/10,000) and not
known (cannot be estimated from the available data). Within each frequency grouping, adverse
reactions are presented in order of decreasing seriousness.

Table 5 Adverse reactions occurring in patients treated with Lunsumio

2(31/\5/2err:eor:e%i?i (():Inass / preferred term or All grades Grade 3 -4
Infections and infestations

Upper respiratory tract infection Common Common
Urinary tract infection Common Common
Pneumonia Common Common
Neoplasms benign, malignant and unspecified (including cysts and polyps)

Tumour flare Common Common

Blood and lymphatic system disorders

Neutropenia Very common Very common
Anaemia Very common Common
Thrombocytopenia? Very common Common
Febrile neutropenia Common Common
Haemophagocytic lymphohistiocytosis® Uncommon Uncommon

Immune system disorders

Cytokine release syndrome® Very common Common

Metabolism and nutrition disorders

Hypophosphataemia Very common Very common
Hypokalaemia Very common Common
Hypomagnesaemia Very common Very rare
Tumour lysis syndrome Uncommon Uncommon
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ié/\s/';err?eor;%i?i (c)::]ass [ preferred term or All grades Grade 3 -4
Nervous system disorders

Headache Very common Uncommon
Immune effector cell-associated

neurotoxicity syndrome*® Common Very rare

Gastrointestinal disorders

Diarrhoea Very common Very rare

Skin and subcutaneous tissue disorders

Rash Very common Uncommon
Pruritus Very common Very rare

Dry skin Very common Very rare

General disorders and administration site conditions

Pyrexia Very common Common

Chills Very common Uncommon
Investigations

Alanine aminotransferase, increased Very common Common

Aspartate aminotransferase, increased Common Common

! Neutropenia includes neutropenia and neutrophil count decreased

> Thrombocytopenia includes thrombocytopenia and platelet count decreased

3By American Society for Transplant and Cellular Therapy

* Consistent with the medical concept of ICANS according to American Society for Transplant and
Cellular Therapy and includes confusional state, ICANS, lethargy, encephalopathy, depressed level

of consciousness, and memory impairment

®The frequency calculation is based on additional clinical studies

Description of selected adverse reactions

Cytokine release syndrome (CRS)

CRS (ASTCT grading system) of any grade occurred in 39% (86/218) of patients, with grade 2
occurring in 14%, grade 3 occurring in 2.3%, and grade 4 occurring in 0.5% of patients treated with
Lunsumio. The one patient with the grade 4 event was a patient with FL in the leukemic phase who
also experienced concurrent TLS.

CRS of any grade occurred in 15% of patients after the Cycle 1, Day 1 dose; 5% after the Cycle 1,
Day 8 dose; 33% after the Cycle 1, Day 15 dose, 5% occurred in patients after the Cycle 2 and 1% in
Cycles 3 and beyond. The median time to CRS onset from the start of administration in Cycle 1 Day 1
was 5 hours (range: 1-73 hours), Cycle 1 Day 8 was 28 hours (range: 5-81 hours), Cycle 1 Day 15 was
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25 hours (range: 0.1-391 hours), and Cycle 2 Day 1 was 46 hours (range: 12-82 hours). CRS resolved
in all patients, and the median duration of CRS events was 3 days (range 1-29 days).

Of the 86 patients that experienced CRS, the most common signs and symptoms of CRS included
pyrexia (98%), chills (36%), hypotension (35%), tachycardia (24%), hypoxia (22%) and headache
(16%).

Tocilizumab and/or corticosteroids were used to manage a CRS event in 16% of patients: 6% received
tocilizumab alone, 6% received corticosteroids alone, and 4% received both tocilizumab and
corticosteroids. Among the 10% of patients who received tocilizumab (with or without a
corticosteroid), 86% received only one dose of tocilizumab, with no more than two doses of
tocilizumab administered for a single CRS event. In patients experiencing Grade 2 CRS, 48% of
patients were treated with symptomatic management without corticosteroids or tocilizumab, 18%
received tocilizumab alone, 21% received corticosteroids alone, and 12% received both corticosteroids
and tocilizumab. Patients with grade 3 or grade 4 CRS received tocilizumab, corticosteroids,
vasopressors and/or oxygen supplementation. Three percent of patients experienced hypotension
and/or hypoxia without fever following Lunsumio administration; 2% of patients received tocilizumab
and/or corticosteroids in the absence of fever.

Hospitalizations due to CRS occurred in 21% of patients and the median duration of hospitalization
was 5 days (range 0-30 days).

Neutropenia

Neutropenia of any grade occurred in 28% of patients, including 24% Grade 3-4 events. The median
time to onset of first neutropenia/neutrophil count decreased events was 48 days (range: 1-280 days),
with median duration of 8 days (range: 1-314 days). Of the 60 patients who had neutropenia/neutrophil
count decreased events 68% received treatment G-CSF to treat the events.

Serious infections

Serious infections of any grade occurred in 17% of patients. 1.8% of patients experienced serious
infections concurrently with grade 3-4 neutropenia. The median time to onset of first serious infection
was 50 days (range: 1-561 days), with median duration of 12 days (range: 2-174 days). Grade 5 events
occurred in 0.9% of patients, which included pneumonia and sepsis.

Immune Effector Cell-Associated Neurotoxicity Syndrome

Immune Effector Cell-Associated Neurotoxicity Syndrome (ICANS) occurred in 2.1% (20/949) of
patients, 19 patients had Grade 1-2 events and 1 patient had Grade 3 event. The majority of events
occurred during the first cycle of treatment. The majority of cases resolved. The median time to onset
from initial dose was 17 days (range: 1 to 48 days). The median duration was 3 days (range: 1-20
days).

Tumour flare

Tumour flare (including pleural effusion and tumour inflammation) occurred in 4% of patients, which
included 1.8% grade 2 and 2.3% grade 3 events. The median time to onset was 13 days (range

5-84 days), and median duration was 10 days (range 1-77 days).

Tumour Lysis Syndrome (TLS)

TLS occurred in 0.9% of patients, concurrent with CRS. One patient with follicular lymphoma was in

the leukemic phase who experienced Grade 4 TLS. TLS onset was on days 2 and 24, and resolved
within 4 and 6 days, respectively.
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Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system

listed in Appendix V.

4.9 Overdose

In case of overdose, patients should be closely monitored for signs or symptoms of adverse reactions,
and appropriate symptomatic treatment instituted.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antineoplastic agents; other antineoplastic agents; monoclonal
antibodies,

ATC code: LO1FX25

Mechanism of action

Mosunetuzumab is an anti-CD20/CD3 T-cell engaging bispecific antibody targeting CD20-expressing
B-cells. It is a conditional agonist; targeted B-cell killing is observed only upon simultaneous binding
to CD20 on B-cells and CD3 on T-cells. Engagement of both arms of mosunetuzumab results in the
formation of an immunologic synapse between a target B cell and a cytotoxic T cell leading to T-cell
activation. Subsequent directed release of perforin and granzymes from T-cell activation through the
immunologic synapsis induce B-cell lysis leading to cell death.

Lunsumio caused B-cell depletion (defined as CD19 B-cell counts < 0.07 x 10%L) and
hypogammaglobulinemia (defined as 1gG levels < 500 mg/dL).

Clinical efficacy and safety

Relapsed or refractory B-cell Non-Hodgkin's lymphoma

An open-label, multicentre, multi-cohort study (GO29781) was conducted to evaluate Lunsumio in
patients with relapsed or refractory B-cell non-Hodgkin's lymphoma for whom there was no available
therapy expected to improve survival. In the follicular lymphoma (FL) cohort (n=90), patients with
relapsed or refractory FL (Grade 1-3A) were required to have received at least two prior systemic
therapies, including an anti-CD20 monoclonal antibody and an alkylating agent. Patients with FL
Grade 3b and patients with transformed FL at study entry were not eligible; those with a history of
transformed FL but FL Grade 1-3A at study entry were included in the FL cohort.

The study excluded patients with Eastern Cooperative Oncology Group (ECOG) performance status

> 2, significant cardiovascular disease (such as New York Heart Association Class 111 or IV cardiac
disease, myocardial infarction within the last 6 months, unstable arrhythmias, or unstable angina),
significant active pulmonary disease, impaired renal functions (Creatinine clearance

[CrCl] < 60 mL/min with elevated serum creatinine level), active autoimmune disease requiring
immunosuppressive therapy, active infections (i.e., chronic active EBV, acute or chronic hepatitis C,
hepatitis B, HIV), progressive multifocal leukoencephalopathy, current or a history of CNS lymphoma
or CNS disease, a history of macrophage activation syndrome / hemophagocytic lymphohistiocytosis,
prior allogeneic stem cell transplant, or prior organ transplantation.
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Patients received Lunsumio intravenously in a 21-day Cycle as follows:

Cycle 1 Day 1: 1 mg

Cycle 1 Day 8: 2 mg

Cycle 1 Day 15: 60 mg

Cycle 2 Day 1: 60 mg

Cycle 3 and beyond Day 1: 30 mg

The median number of cycles was 8, 59% received 8 cycles, and 18% received more than 8 cycles up
to 17 cycles.

The median age was 60 years (range 29 to 90 years) with 31% being > age 65, and 7.8% being > age
75. Sixty-one percent were male, 82% were white, 9% were Asian, 4% were Black, 100% had an
ECOG performance status of 0 or 1 and 34% of patients had bulky disease (at least one lesion > 6 cm).
The median number of prior therapies was 3 (range: 2-10), with 38% receiving 2 prior therapies, 31%
receiving 3 prior therapies and 31% receiving more than 3 prior therapies.

All patients received prior anti-CD20 and alkylator therapies, 21% received autologous stem cell
transplant, 19% received PI3K inhibitors, 9% received prior rituximab plus lenalidomide therapy, and
3% received CAR-T therapies. Seventy-nine percent of patients were refractory to prior anti-CD20
monoclonal antibody therapy and 53% were refractory to both anti-CD20 monoclonal antibody and
alkylator therapy. Sixty-nine percent of patients were refractory to the last prior therapy and 52% had
progression of disease within 24 months of first systemic therapy.

The primary efficacy endpoint was complete response (CR) as assessed by an independent review
facility (IRF) according to standard criteria for NHL (Cheson 2007). The efficacy results are
summarised in Table 6.
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Table 6 Summary of efficacy in patients with relapsed/refractory FL

Efficacy parameter Lunsumio
N=90
Median observation time 18.3 months (range 2 — 27 months)
Complete Response (CR), n (%), 54 (60.0)
(95% CI) (49.1, 70.2)
Objective Response Rate (ORR), n (%) 72 (80.0)
(95% ClI) (70.3, 87.7)
Partial Response (PR) n (%) 18 (20.0)
(95% ClI) (12.3,29.8)
Duration of Response (DOR)?
Patients with event, n (%) 29 (40.3)
Median, months (95% CI) 22.8 (9.7, NR)
K-M event-free proportion
12 months 61.8
(95% ClI) (50.0, 73.7)
18 months 56.9
(95% ClI) (44.1, 69.6)

Duration of Complete Response (DOCR)?

Patients with event, n (%) 16 (29.6)
Median, months (95% CI) NR (14.6, NR)
K-M event-free proportion,

12 months 71.4
(95% ClI) (57.9, 84.9)
18 months 63.7
(95% CI) (48.0, 79.4)

Cl=confidence interval; K-M=Kaplan-Meier; NR=not reached.

Clinical Cut-off: 27 August 2021

Hypothesis testing was conducted on the primary endpoint of IRF assessed CR rate.

' DOR is defined as the time from the initial occurrence of a documented PR or CR until the patient
experiences an event (documented disease progression or death due to any cause, whichever occurs
first).

> DOCR is defined as the time from the initial occurrence of a documented CR until the patient
experiences an event (documented disease progression or death due to any cause, whichever occurs
first).

The median follow-up for DOR was 14.9 months. Additional exploratory efficacy outcomes included
the median time to first response (1.4 months, range: 1.1 - 8.9) and the median time to first complete
response (3.0 months, range: 1.1- 18.9).

Immunogenicity

The immunogenicity of mosunetuzumab was evaluated using an enzyme-linked immunosorbent assay
(ELISA). No patients tested positive for anti-mosunetuzumab antibodies in 418 ADA-evaluable

patients who received Lunsumio single-agent intravenous treatments in Study GO27981. Based on the
available information, the clinical relevance of anti-mosunetuzumab antibodies could not be assessed.
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Paediatric population

The European Medicines Agency has waived the obligation to submit results of studies with Lunsumio
in all subsets of the paediatric population for the treatment of mature B-cell neoplasms (see section 4.2
for information on paediatric use).

Conditional approval

This medicinal product has been authorised under a so-called ‘conditional approval’ scheme. This
means that further evidence on this medicinal product is awaited. The European Medicines Agency
will review new information on this medicinal product at least every year and this SmPC will be
updated as necessary.

5.2  Pharmacokinetic properties

Mosunetuzumab pharmacokinetic (PK) exposure increased in an approximately dose-proportional
manner over the dose range studied, from 0.05 to 60 mg. The population pharmacokinetic following
intravenous administrations of Lunsumio was described by a 2-compartment PK model with time-
dependent clearance, which was parameterized as descending to a steady-state plateau (CLss) from a
baseline value (CLuase) at the start of treatment according to transitional half-life of 16.3 days.
Moderate to high pharmacokinetic variability for mosunetuzumab was observed and characterized by
inter-individual variability (11V) ranging from 18% to 86% coefficient of variation (CV) for
mosunetuzumab PK parameters: 11V was estimated for CLpase (63% CV), central volume of
distribution (31% CV), peripheral volume of distribution (25% CV), CLs (18% CV), and transitional
half-life (86% CV).

After the first two Cycles (i.e., 42 days) of the dosing with Lunsumio, the serum concentration reaches
the Cmax at the end of dose of Cycle 2 Day 1 of the Lunsumio intravenous infusion with an average

maximal concentration of 17.9 pg/mL and %CV of 49.6%. The average total two cycles (42 days)
mosunetuzumab exposure AUC was 126 dayeug/mL with %CV of 44.4%.

Absorption

Lunsumio is administered intravenously.

Distribution

The population estimate of central volume of distribution for mosunetuzumab was 5.49 L with
intravenous infusion of Lunsumio. Because mosunetuzumab is an antibody, protein binding studies

were not conducted.

Biotransformation

The metabolic pathway of mosunetuzumab has not been directly studied. Like other protein
therapeutics, mosunetuzumab is expected to be degraded into small peptides and amino acids via
catabolic pathways.

Elimination

Based on a population pharmacokinetic analysis, the estimated mean CLss and baseline clearance
(CLpase) were 1.08 L/day and 0.584 L/day, respectively. The terminal half-life estimate was 16.1 days
at steady state based on population pharmacokinetic model estimates. The results obtained in study
G029781 indicate that mosunetuzumab serum concentration reaches the Cmax at the end of the
intravenous infusion and declines in a bi-exponential fashion.
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Special populations

Elderly

Age did not have an effect on the pharmacokinetics of mosunetuzumab based on a population
pharmacokinetic analysis with patients aged 19-96 years (n=439). No clinically important difference
was observed in the pharmacokinetics of mosunetuzumab for patients in this age group.

Bodyweight

Like other therapeutic proteins, bodyweight was positively associated with mosunetuzumab estimated
clearance and volume of distribution. However, based on exposure-response analysis and clinical
exposure margins, considering the exposures in patients at either “low” (<50 kg) or “high” (>112 kg)
weight, no dose adjustment is required due to patient bodyweight.

Gender

Based upon population pharmacokinetic analysis, steady-state clearance of mosunetuzumab is
marginally lower in females (~13%) compared to males. No dose adjustment is required due to gender,
based on exposure-response analysis.

Race

Race (Asian vs. non-Asian) was not identified as a covariate influencing mosunetuzumab
pharmacokinetics.

Renal impairment

No dedicated studies have been conducted to determine the effect of renal impairment on the
pharmacokinetics of mosunetuzumab. The renal elimination of intact mosunetuzumab, an 19G
monoclonal antibody, is expected to be low and of minor importance.

The population PK analysis of mosunetuzumab showed that creatinine clearance (CrCl) does not
affect pharmacokinetics of mosunetuzumab. Pharmacokinetics of mosunetuzumab in patients with
mild (CrCl 60 to 89 mL/min, n=178) or moderate (CrCl 30 to 59 mL/min, n=53) renal impairment
were similar to those in patients with normal renal function (CrCl > 90 mL/min, n=200).
Pharmacokinetic data in patients with severe renal impairment (CrCl 15 to 29 mL/min) is limited
(n=1), therefore no dose recommendations can be made. Lunsumio was not studied in patients with
end-stage renal disease and/or who are on dialysis.

Hepatic impairment

No specific studies have been conducted to determine the effect of hepatic impairment on the
pharmacokinetics of mosunetuzumab. 1gGs are mainly eliminated via intracellular catabolism and
hepatic impairment is not expected to influence clearance of mosunetuzumab.

The population PK analysis of mosunetuzumab showed that hepatic impairment does not affect
pharmacokinetics of mosunetuzumab. Pharmacokinetics of mosunetuzumab in patients with mild
hepatic impairment (total bilirubin > ULN to 1.5 x ULN or AST > ULN, n=53) were similar to those
in patients with normal hepatic function (n=384). The number of patients with moderate hepatic
impairment is limited (total bilirubin > 1.5-3 x ULN, any AST, n=2) and no patients with severe
hepatic impairment have been studied.
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Paediatric population

No studies have been conducted to investigate the pharmacokinetics of mosunetuzumab in the
paediatric population (< 18 years old).

5.3 Preclinical safety data

Systemic toxicity

Key nonclinical findings with mosunetuzumab identified in single- and repeat-dose toxicity studies up
to 26-weeks in duration included transient post-dose CRS primarily limited to the first dose,
vascular/perivascular inflammatory cell infiltrates that were primarily in the CNS and infrequently in
other organs that were likely secondary to cytokine release and immune cell activation, and increased
susceptibility to infection following chronic dosing due to sustained B-cell depletion.

All of the findings were considered pharmacologically-mediated effects and reversible. Across studies
there was a single incidence of convulsion in one animal at Crmax and AUC exposures (time-averaged
over 7 days) of 3.3- and 1.8- fold higher, respectively, than those in patients receiving Lunsumio at the
recommended dose and schedule in Study GO29781.

Impairment of fertility

An assessment of the male and female reproductive organs was included in a 26-week chronic toxicity
study in sexually mature cynomolgus monkeys administered by intravenous infusion. Mosunetuzumab
had no effect on either male or female reproductive organs at exposures (AUC) similar to exposure
(AUC) in patients receiving the recommended dose.

Reproductive toxicity

No developmental toxicity studies in animals have been conducted with mosunetuzumab. Based on
low placental transfer of antibodies during the first trimester, the mechanism of action and available
data of mosunetuzumab, and the data on the anti-CD20 antibody class, the risk for teratogenicity is
low. Studies with mosunetuzumab in non-pregnant animals have demonstrated that prolonged B-cell
depletion can lead to increased risk of opportunistic infection, which may cause foetal loss. Transient
CRS associated with Lunsumio administration may also be harmful to pregnancy.

6 PHARMACEUTICAL PARTICULARS
6.1 List of excipients

L-histidine

L-methionine

Acetic acid (pH adjustment)
Sucrose

Polysorbate 20 (E 432)
Water for injections

6.2 Incompatibilities

o Do not mix Lunsumio with, or administer through the same infusion line, as other medicinal
products.

o Do not use solvents other than sodium chloride 9 mg/mL (0.9%) solution for injection or
sodium chloride 4.5 mg/mL (0.45%) solution for injection to dilute Lunsumio since its use has
not been tested.
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o No incompatibilities have been observed between Lunsumio and intravenous infusion bags with
product contacting materials of polyvinyl chloride (PVC), or polyolefins (PO) such as
polyethylene (PE) and polypropylene (PP). In addition, no incompatibilities have been observed
with infusion sets or infusion aids with product contacting materials of PVC, PE, polyurethane
(PUR), polybutadiene (PBD), silicone, acrylonitrile butadiene styrene (ABS), polycarbonate
(PC), polyetherurethane (PEU), fluorinated ethylene propylene (FEP), or polytetrafluorethylene
(PTFE), or with drip chamber filter membrane composed of polyamide (PA).

o Do not use an in-line filter.

6.3  Shelf life
Unopened vial
3 years

Diluted solution

Chemical and physical in-use stability has been demonstrated for 24 hours at 2 °C - 8 °C and 24 hours
at9°C-30°C.

From a microbiological point of view, the product should be used immediately. If not used
immediately, in-use storage times and conditions are the responsibility of the user and would normally
not be longer than 24 hours at 2 °C to 8 °C, unless dilution has taken place in controlled and validated
aseptic conditions.

6.4  Special precautions for storage

Store in a refrigerator (2 °C - 8 °C).

Do not freeze.

Keep the vial in the outer carton in order to protect from light.

For storage conditions after dilution of the medicinal product,see section 6.3.

6.5 Nature and contents of container

1 mqg concentrate for solution for infusion

Type | glass-vial with a butyl rubber stopper and an aluminium seal with a plastic dark grey flip-off
cap containing 1 mg of concentrate for solution for infusion.

Pack of one vial.

30 mg concentrate for solution for infusion

Type | glass-vial with a butyl rubber stopper and an aluminium seal with a plastic light blue flip-off
cap containing 30 mg of concentrate for solution for infusion.

Pack of one vial.
6.6  Special precautions for disposal and other handling

General precautions

Lunsumio contains no preservative and is intended for single-dose only. Proper aseptic technique
throughout the handling of this medicinal product should be followed. Do not shake.
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Instructions for dilution

Lunsumio must be diluted into a PVC or polyolefin (PO) such as polyethylene (PE) and polypropylene
infusion bag containing sodium chloride 9 mg/mL (0.9%) solution for injection or sodium chloride 4.5
mg/mL (0.45%) solution for injection by a healthcare professional using aseptic technique prior to
administration.

Use sterile needle and syringe to prepare Lunsumio. Discard any unused portion.

A dedicated infusion line should be used during intravenous administration.

Do not use an in-line filter to administer Lunsumio.

Drip chamber filters can be used to administer Lunsumio.

Preparation for infusion

1. Withdraw and discard a volume of sodium chloride 9 mg/mL (0.9%) solution for injection or
sodium chloride 4.5 mg/mL (0.45%) solution for injection equal to the volume of the Lunsumio
required for the patient’s dose from the infusion bag according to the Table 7 below.

2. Withdraw the required volume of Lunsumio from the vial using a sterile syringe and dilute into
the infusion bag. Discard any unused portion left in the vial.

Table 7: Dilution of Lunsumio

Volume of Lunsumio in
sodium chloride 9
mg/mL (0.9%) or 4.5
Dose of mg/mL (0.45%) solution
Day of treatment Lunsumio for injection Size of infusion bag
Cycle 1 Dayl |1mg 1mL 50 mL or 100 mL
Day8 |2mg 2mL 50 mL or 100 mL
Day 15 | 60 mg 60 mL 100 mL or 250 mL
Cycle 2 Dayl |60mg 60 mL 100 mL or 250 mL
Cycle 3 Dayl |30mg 30 mL 100 mL or 250 mL
and
beyond

3. Gently mix the infusion bag by slowly inverting the bag. Do not shake.
4, Inspect the infusion bag for particulates and discard if present.
5. Apply the peel-off label from the leaflet to the infusion bag.

For storage conditions of the infusion bags, see section 6.3.

Disposal

The release of pharmaceuticals into the environment should be minimised. Medicinal products should

not be disposed of via wastewater and disposal through household waste should be avoided.

The following points should be strictly adhered to regarding the use and disposal of syringes and other

medicinal sharps:

o Needles and syringes should never be reused.

o Place all used needles and syringes into a sharps container (puncture-proof disposable
container).

21



Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7 MARKETING AUTHORISATION HOLDER
Roche Registration GmbH

Emil-Barell-Strasse 1

79639 Grenzach-Wyhlen

Germany

8 MARKETING AUTHORISATION NUMBERS

EU/1/22/1649/001
EU/1/22/1649/002

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 3 June 2022
Date of latest renewal 19 April 2024

10 DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency https://www.ema.europa.eu.
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ANNEX 11

MANUFACTURER OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

SPECIFIC OBLIGATION TO COMPLETE POSTAUTHORISATION
MEASURES FOR THE CONDITIONAL MARKETING AUTHORISATION
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A.  MANUFACTURER OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer of the biological active substance

Genentech, Inc.

1 DNA Way

South San Francisco, CA 94080
USA

F.Hoffmann-La Roche AG
Grenzacherstrasse 124
4058 Basel

Switzerland

Name and address of the manufacturer responsible for batch release

Roche Pharma AG
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
GERMANY

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product

Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

o Periodic safety update reports (PSURS)

The requirements for submission of PSURs for this medicinal product are set out in Article 9 of

Regulation (EC) No 507/2006 and, accordingly, the marketing authorisation holder (MAH) shall

submit PSURs every 6 months.

The requirements for submission of PSURs for this medicinal product are set out in the list of Union

reference dates (EURD list) provided for under Article 107c (7) of Directive 2001/83/EC and any

subsequent updates published on the European medicines web-portal.

The marketing authorisation holder (MAH) shall submit the first PSUR for this product within 6

months following authorisation.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk management plan (RMP)

The marketing authorisation holder (MAH) shall perform the required pharmacovigilance activities

and interventions detailed in the agreed RMP presented in Module 1.8.2 of the marketing authorisation
and any agreed subsequent updates of the RMP.
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An updated RMP should be submitted:

At the request of the European Medicines Agency;

Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.

Additional risk minimisation measures

The MAH shall ensure that in each Member State where Lunsumio is marketed, all patients/carers
who are expected to use Lunsumio have access to/are provided with the Patient Card which will
inform and explain to patients the risks of cytokine release syndrome (CRS) and immune effector cell-
associated neurotoxicity syndrome (ICANS). The Patient Card also includes a warning message for
healthcare professionals treating the patient that the patient is receiving Lunsumio.

The patient card shall contain the following key messages:

A description of the key signs and symptoms of CRS

A description of the key signs and symptoms of ICANS

A description of when to seek urgent attention from the healthcare provider or seek emergency
help, should signs and symptoms of CRS or ICANS present themselves

The prescribing physician’s contact details

SPECIFIC OBLIGATION TO COMPLETE POST-AUTHORISATION MEASURES
FOR THE CONDITIONAL MARKETING AUTHORISATION

This being a conditional marketing authorisation and pursuant to Article 14-a(4) of Regulation (EC)
No 726/2004, the MAH shall complete, within the stated timeframe, the following measures:

Description Due Date

In order to provide further evidence of efficacy and safety of mosunetuzumab | Q1 2026
in follicular lymphoma, the MAH will provide results from Study GO42909,
a randomised, open-label, multicentre trial evaluating mosunetuzumab in
combination with lenalidomide in comparison to rituximab in combination
with lenalidomide in patients with follicular lymphoma after at least one line
of systemic therapy.
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ANNEX 111

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

Lunsumio 1 mg concentrate for solution for infusion
mosunetuzumab

2. STATEMENT OF ACTIVE SUBSTANCE

Each vial contains 1 mg mosunetuzumab at a concentration of 1 mg/ml.

3. LIST OF EXCIPIENTS

Excipients: L-histidine, L-methionine, acetic acid, sucrose, polysorbate 20, water for injections.

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Concentrate for solution for infusion
1 mg/1 mL
1 vial

5. METHOD AND ROUTE OF ADMINISTRATION

For single use only
Read the package leaflet before use
For intravenous use after dilution

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children

7. OTHER SPECIAL WARNING(S), IF NECESSARY

Do not shake the vial
Do not use in-line filter

On the inside flap of the outer carton

AN

Do not use in-line filter
Apply peel-off label from the enclosed leaflet to the infusion bag
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8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator
Do not freeze
Keep the vial in the outer carton in order to protect from light

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Roche Registration GmbH
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
Germany

‘ 12. MARKETING AUTHORISATION NUMBER

EU/1/22/1649/001

| 13.  BATCH NUMBER

Batch

‘ 14.  GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying unique identifier included
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18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

2mL VIAL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTES OF ADMINISTRATION

Lunsumio 1 mg sterile concentrate
mosunetuzumab
IV use after dilution

‘ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

1 mg/1 mL

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

Lunsumio 30 mg concentrate for solution for infusion
mosunetuzumab

2. STATEMENT OF ACTIVE SUBSTANCE

Each vial contains 30 mg mosunetuzumab at a concentration of 1 mg/ml.

3. LIST OF EXCIPIENTS

Excipients: L-histidine, L-methionine, acetic acid, sucrose, polysorbate 20, water for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Concentrate for solution for infusion
30 mg/30 mL
1 vial

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only
Read the package leaflet before use
For intravenous use after dilution

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children

7. OTHER SPECIAL WARNINGS, IF NECESSARY

Do not shake the vial
Do not use in-line filter

On the inside flap of the outer carton

M

Do not use in-line filter
Apply peel-off label from the enclosed leaflet to the infusion bag
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8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator
Do not freeze
Keep the vial in the outer carton in order to protect from light

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Roche Registration GmbH
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
Germany

‘ 12. MARKETING AUTHORISATION NUMBER

EU/1/22/1649/002

‘ 13. BATCH NUMBER

Batch

‘ 14.  GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted

‘ 17.  UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying unique identifier included
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18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN

34



MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

50 mL VIAL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE OF ADMINISTRATION

Lunsumio 30 mg concentrate for solution for infusion
mosunetuzumab
For intravenous use after dilution

‘ 2. METHOD OF ADMINISTRATION

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

30 mg/30 mL

6. OTHER
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

Lunsumio 1 mg concentrate for solution for infusion
Lunsumio 30 mg concentrate for solution for infusion
mosunetuzumab

W This medicine is subject to additional monitoring. This will allow quick identification of new safety
information. You can help by reporting any side effects you may get. See the end of section 4 for how
to report side effects.

Read all of this leaflet carefully before you start taking this medicine because it contains
important information for you.

o Keep this leaflet. You may need to read it again.

o If you have any further questions, ask your doctor, pharmacist or nurse.

o If you get any side effects talk to your doctor, pharmacist or nurse. This includes any possible
side effects not listed in this leaflet. See section 4.

What is in this leaflet

What Lunsumio is and what it is used for

What you need to know before you use Lunsumio
How to take Lunsumio

Possible side effects

How to store Lunsumio

Contents of the pack and other information

I CHEN

1. What Lunsumio is and what it is used for

Lunsumio contains the active substance mosunetuzumab, which is a type of antibody. This is a cancer
medicine. It is used to treat adults who have a blood cancer called follicular lymphoma (FL).

In FL, a type of white blood cells called ‘B cells’ become cancerous. The abnormal B cells do not
work properly and grow too quickly, crowding out the normal B cells in the bone marrow and lymph
nodes that help protect you from infection.

Lunsumio is given to patients who have tried at least two previous treatments for FL, when either the
cancer has not responded to them, or it has come back again.

How Lunsumio works

The active substance in Lunsumio, mosunetuzumab, is a monoclonal antibody, a type of protein that
attaches to specific targets in the body. In this case, mosunetuzumab attaches to a target substance
found on B cells, including the cancerous B cells, and another target found on ‘T cells’, a different
type of white blood cell. T cells are another part of the body’s defences that can destroy invading cells.
By attaching the two cells together like a bridge, Lunsumio encourages the T cells to destroy the
cancerous B cells. This helps control the FL and prevent its spread.
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2. What you need to know before you use Lunsumio
You must not be given Lunsumio

o if you are allergic to mosunetuzumab or any of the other ingredients of this medicine (listed in
section 6).

If you are not sure, talk to your doctor or nurse before you are given Lunsumio.
Warnings and precautions

Talk to your doctor or nurse before you are given Lunsumio if any of the following apply to you (or

you are not sure):

o you have ever had heart, lung or kidney problems

o you have an infection, or have had an infection in the past which lasted a long time or keeps
coming back

o you are due to have a vaccine or you know you may need to have one in the near future.

If any of the above apply to you (or you are not sure), talk to your doctor or nurse before having this
medicine.

Tell your doctor straight away if you get symptoms of any of the side effects listed below during or
after treatment with Lunsumio. You may need additional medical treatment. The symptoms of each
side effect are listed in section 4.

) Cytokine release syndrome (CRS) — a condition associated with medicines that stimulate T
cells.

- Before each infusion, you may be given medicines, which help reduce possible side
effects of cytokine release syndrome.

- Haemophagocytic lymphohistiocytosis is a condition where the immune system makes
too many infection-fighting cells called histiocytes and lymphocytes. Signs and
symptoms may overlap with CRS, your doctor will check for this condition if your CRS
does not respond to treatment or lasts longer than expected.

. Immune effector cell-associated neurotoxicity syndrome (ICANS) — a condition associated
with effects on the nervous system. Symptoms include feeling confused, problems with memory,
language or judgement, disorientation and confusion often accompanied by hallucination (seeing,
hearing or feeling things that are not there), and not being able to concentrate.

o Tumour lysis syndrome — some people may get unusual levels of some salts in the

blood — caused by the fast breakdown of cancer cells during treatment.

- Your doctor or nurse will do blood tests to check for this condition. Before each infusion,
you should be well-hydrated and may be given medicines that can help reduce high levels
of uric acid. These may help reduce possible side effects of tumour lysis syndrome.

) Tumour flare — as your cancer is destroyed, it may react and appear to get worse — this is called

‘tumour flare reaction’.

o Infections — you may get signs of infection, which can vary depending on where in the body the
infection is.

Children and adolescents

This medicine should not be used in children or adolescents under the age of 18. This is because there
is no information about use in this age group.
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Other medicines and Lunsumio

Tell your doctor if you are taking, have recently taken or might take any other medicines. This
includes medicines obtained without a prescription and herbal medicines.

Pregnancy and breast-feeding

It is important to tell your doctor before and during treatment if you are pregnant, think you may be
pregnant, or are planning to get pregnant. This is because Lunsumio may affect your unborn baby.

. Do not use Lunsumio during pregnancy, unless after discussion with your doctor, it is agreed
that the benefits of treatment outweigh any risk to the unborn baby.

Contraception

Women who could become pregnant must use effective contraception during treatment — and for
3 months after the last dose of Lunsumio.

o Talk to your doctor or nurse about suitable methods of contraception.
Breast-feeding

You must not breast-feed during and for at least 3 months after your last treatment. This is because it
is not known whether any Lunsumio passes into breast milk and could therefore affect the baby.

Driving and using machines

Lunsumio has major influence on your ability to drive, cycle or use any tools or machines. Due to the
possible symptoms of ICANS, you should be careful while driving, cycling or using heavy or
potentially dangerous machines. If you currently have such symptoms, avoid these activities and
contact your doctor, nurse, or pharmacist. See section 4 for more information about side effects.

3. How Lunsumio is given

Lunsumio is given under the supervision of a doctor experienced in giving such treatments. Follow the
treatment schedule explained to you by your doctor. Check with your doctor if you are not sure.

How Lunsumio is given

It is given into a vein, as a drip (infusion).

o It is given over 4 hours during the first cycle. Each cycle is 21 days and in the first cycle, you
will be given the 4 hour infusion on day 1, day 8 and day 15.
o If side effects are not too severe, the dose may be given over 2 hours during the

following cycles.
Medicines given before Lunsumio treatment

You may be given other medicines 30 to 60 minutes before you are given Lunsumio. This is to help
prevent infusion reactions and fever. These other medicines may include:

) Corticosteroids — such as dexamethasone or methylprednisolone

J Paracetamol

o An antihistamine - such as diphenhydramine
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How much Lunsumio is given

Lunsumio is normally given in cycles of 21 days. The recommended treatment duration is at least
8 treatment cycles. However, depending on side effects and how the disease responds to treatment,
you may be given up to 17 cycles.

In cycle 1, you will be given 3 doses of Lunsumio in the 21 days:
. Day 1: 1 mg

. Day 8: 2 mg

. Day 15: 60 mg

In cycle 2, you will be given just one dose:
o Day 1: 60 mg

In cycles 3 to 17, you will be given just one dose:
o Day 1: 30 mg

If you miss a dose of Lunsumio

If you miss an appointment, make another one straight away. For the treatment to be fully effective, it
is very important not to miss a dose.

If you stop receiving Lunsumio

Do not stop treatment with Lunsumio unless you have discussed this with your doctor. This is because
stopping treatment may make your condition worse.

If you have any further questions on the use of this medicine, ask your doctor or nurse.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.
Serious side effects

Tell your doctor straight away if you notice any of the symptoms of the following serious side effects.
You may only get one or some of these symptoms.

Cytokine release syndrome
Symptoms can include:

o fever (38°C or higher)
chills or shaking chills
cold or pale clammy skin
difficulty breathing
feeling dizzy or lightheaded
fast or uneven heartbeat
confusion

feeling very tired or weak
fainting

blurred vision

headache.
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Haemophagocytic lymphohistiocytosis

Symptoms can include:

fever

enlarged liver and/or spleen
skin rash

lymph node enlargement
easy bruising

kidney abnormalities
breathing problems

heart problems.

Tumour lysis syndrome
Symptoms can include:
fever

chills

feeling or being sick (nausea and vomiting)
confusion

being short of breath
fits (seizures)
uneven heartbeat
dark or cloudy urine
unusual tiredness
muscle or joint pain.

Shown in blood tests
o increase in potassium, phosphate or uric acid — which can cause kidney problems (part of
tumour lysis syndrome)

Tumour flare

Symptoms can include:

o tender swollen lymph nodes

o chest pain

o cough or difficulty breathing easily
o pain at the site of the tumour.

Infections

Symptoms can include:

fever

cough

chest pain

tiredness

shortness of breath

painful rash

sore throat

burning pain when passing urine
feeling weak or generally unwell.

Immune effector cell-associated neurotoxicity syndrome (ICANS)

The symptoms can occur days or weeks after you receive the infusion and may initially be subtle.
Symptoms can include:
. confusion/disorientation
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tiredness

altered mental state
lowered mental state
impaired memory

If you have any of these symptoms after treatment with Lunsumio, tell your doctor straight away. You
may need medical treatment.

Other side effects

Very common: may affect more than 1 in 10 people

Rash

Itchy skin

Dry skin

Diarrhoea

Headache

Fever

Chills

Cytokine release syndrome

Shown in blood tests

o Low levels of some white blood cells (neutropenia)

Low number of red blood cells, which can cause tiredness and shortness of breath
Low platelet count, which may make you more likely to bruise or bleed (thrombocytopenia)
Low level of phosphate, potassium or magnesium

High level of alanine aminotransferase in the blood

Common: may affect up to 1 in 10 people

Lung infection

Infection of upper airways (infection of nose, throat, sinuses)

Urinary tract infection

Fever due to low levels of neutrophils (a type of white blood cell)

Tumour flare

A serious immune reaction affecting the nervous system (immune effector cell-associated
neurotoxicity syndrome)

Shown in blood tests

o Increased levels of liver enzymes, which may be a sign of liver problems

Uncommon: may affect up to 1 in 100 people

o A rapid breakdown of tumour cells resulting in chemical changes in the blood and damage to
organs, including the kidneys, heart, and liver (tumour lysis syndrome)

. A condition where the immune system makes too many infection-fighting cells called
histiocytes and lymphocytes (haemophagocytic lymphohistiocytosis).

Reporting of side effects
If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting

system listed in Appendix V. By reporting side effects, you can help provide more information on the
safety of this medicine.
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5. How to store Lunsumio

Lunsumio will be stored by the healthcare professionals at the hospital or clinic. The storage details

that they must take account of are as follows

) Keep this medicine out of the sight and reach of children.

o Do not use this medicine after the expiry date which is stated on the carton and the vial after
EXP. The expiry date refers to the last day of that month.

o Store in a refrigerator (2°C — 8°C).

J Do not freeze.

o The diluted solution should not be kept more than 24 hours at 2°C — 8°C and 24 hours at
ambient temperature (9°C — 30°C).

o Keep the container in the outer carton in order to protect from light.

Your healthcare professional will dispose of any unneeded medicine appropriately. These measures
will help protect the environment.

6. Contents of the pack and other information
What Lunsumio contains

o The active substance is mosunetuzumab.

o Lunsumio 1 mg: Each vial contains 1 milligram (mg) mosunetuzumab in 1 mL at a
concentration of 1 mg/mL.

o Lunsumio 30 mg: Each vial contains 30 milligrams (mg) mosunetuzumab in 30 mL at a
concentration of 1 mg/mL.

. The other ingredients are: L-histidine, L-methionine, acetic acid, sucrose, polysorbate 20
(E432), water for injections.

What Lunsumio looks like and contents of the pack

Lunsumio is a concentrate for solution for infusion (sterile concentrate). It is a clear, colourless liquid
provided in a glass vial.

Each pack of Lunsumio contains one vial.
Marketing Authorisation Holder

Roche Registration GmbH
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
Germany

Manufacturer
Roche Pharma AG
Emil-Barell-Strasse 1

79639 Grenzach-Wyhlen
Germany
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For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva

N.V. Roche S.A. UAB “Roche Lietuva”
Teél/Tel: +32 (0) 2 525 82 11 Tel: +370 5 2546799
Bouarapus Luxembourg/Luxemburg
Pom Bearapus EOO/] (Voir/siehe Belgique/Belgien)

Ten: +359 2 474 54 44

Ceska republika Magyarorszag

Roche s. r. O. Roche (Magyarorszag) Kft.
Tel: +420 - 2 20382111 Tel: +36 1 279 4500
Danmark Malta

Roche Pharmaceuticals A/S Irreferi ghall-Irlanda

TIf: +45 - 36 39 99 99

Deutschland Nederland

Roche Pharma AG Roche Nederland B.V.
Tel: +49 (0) 7624 140 Tel: +31 (0) 348 438050
Eesti Norge

Roche Eesti OU Roche Norge AS

Tel: +372 -6 177 380 TIf: +47 - 22 78 90 00
EMGda Osterreich

Roche (Hellas) A.E. Roche Austria GmbH
TnA: +30 210 61 66 100 Tel: +43 (0) 1 27739
Espafa Polska

Roche Farma S.A. Roche Polska Sp.z o.0.
Tel: +34 - 91 324 81 00 Tel: +48 - 22 345 18 88
France Portugal

Roche Roche Farmacéutica Quimica, Lda
Tél: +33 (0) 147 61 40 00 Tel: +351 - 21 425 70 00
Hrvatska Romania

Roche d.o.o. Roche Roménia S.R.L.
Tel: +3851 4722 333 Tel: +40 21 206 47 01
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Ireland Slovenija

Roche Products (Ireland) Ltd. Roche farmacevtska druzba d.o.o.
Tel: +353 (0) 1 469 0700 Tel: +386 - 1 360 26 00

island Slovenska republika

Roche Pharmaceuticals A/S Roche Slovensko, s.r.o.

c/o Icepharma hf Tel: +421 - 2 52638201

Simi: +354 540 8000

Italia Suomi/Finland

Roche S.p.A. Roche Oy

Tel: +39 - 039 2471 Puh/Tel: +358 (0) 10 554 500
Kbnpog Sverige

I' A Ztopdme & X Atd. Roche AB

TnA: +357 - 22 76 62 76 Tel: +46 (0) 8 726 1200

Latvija United Kingdom (Northern Ireland)
Roche Latvija SIA Roche Products (Ireland) Ltd.
Tel: +371 - 6 7039831 Tel: +44 (0) 1707 366000

This leaflet was last revised in

This medicine has been given ‘conditional approval’. This means that there is more evidence to come
about this medicine.

The European Medicines Agency will review new information on this medicine at least every year and
this leaflet will be updated as necessary.

Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:
https://www.ema.europa.eu/
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The following information is intended for healthcare professionals only:
Procedures for proper handling and disposal of anticancer medicinal products should be considered.

Instructions for dilution

1. Withdraw and discard a volume of sodium chloride 9 mg/mL (0.9%) solution for injection or
sodium chloride 4.5 mg/mL (0.45%) solution for injection equal to the volume of the Lunsumio
required for the patient’s dose from the infusion bag according to the table below.

2. Withdraw the required volume of Lunsumio from the vial using a sterile syringe and dilute into
the infusion bag. Discard any unused portion left in the vial.

Table 1: Dilution of Lunsumio

Volume of Lunsumio in
sodium chloride 9
mg/mL (0.9%) or 4.5
Dose of mg/mL (0.45%) solution
Day of treatment Lunsumio for injection Size of infusion bag
Cycle 1 Dayl |1mg 1mL 50 mL or 100 mL
Day 8 | 2mg 2 mL 50 mL or 100 mL
Day 1 | 60 mg 60 mL 100 mL or 250 mL
5
Cycle 2 Day 1 | 60 mg 60 mL 100 mL or 250 mL
Cycle 3 Day1l |30mg 30 mL 100 mL or 250 mL
and
beyond

3. Gently mix the infusion bag by slowly inverting the bag. Do not shake.
4, Inspect the infusion bag for particulates and discard if present.
5. Apply the peel-off label from the leaflet to the infusion bag.

Diluted solution

The product should be used immediately. If not used immediately, in-use storage times and conditions
are the responsibility of the user and would normally not be longer than 24 hours at 2 °C to 8 °C,
unless dilution has taken place in controlled and validated aseptic conditions.

Peel-off label
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A\

Do not use

in-line filter

Lunsumio® a0za0s05 1

Peel and apply this label to the infusion bag
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ANNEX IV

SCIENTIFIC CONCLUSIONS AND GROUNDS FOR THE VARIATION TO THE TERMS
OF THE MARKETING AUTHORISATION(S)
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Scientific conclusions

Taking into account the PRAC Assessment Report on the PSUR(s) for mosunetuzumab, the scientific
conclusions of PRAC are as follows:

In view of available data on ICANS from clinical trials, including a close temporal relationship in
provided cases, a positive de-challenge after discontinuation of treatment and initiation of appropriate
therapy and in view of a plausible mechanism of action, the PRAC Rapporteur considers a causal
relationship between mosunetuzumab and Immune effector cell-associated neurotoxicity syndrome is
at least a reasonable possibility. The PRAC Rapporteur concluded that the product information of
products containing mosunetuzumab should be amended accordingly.

Having reviewed the PRAC recommendation, the CHMP agrees with the PRAC overall conclusions
and grounds for recommendation.

Grounds for the variation to the terms of the marketing authorisation(s)
On the basis of the scientific conclusions for mosunetuzumab the CHMP is of the opinion that the
benefit-risk balance of the medicinal product(s) containing mosunetuzumab is unchanged subject to

the proposed changes to the product information

The CHMP recommends that the terms of the marketing authorisation(s) should be varied.
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FERBEEHA 4 AHKICRV., BYERBEITS C

&, [8.2. 8.3. 11.1.28H8]

i

2. #8

B2 (ROBEICEIBELEWN &)
AHN DAV LB EE O B O & 5 B

3. fER - MR
3.1 #rk
154 7)v (0.8mL) Hr
- T7F ITx )
e K Fid4mg B Fi:48mg
— o Y
ﬁmm%?%m2f57(ﬁﬁ 4.0mg 48.0mg
FElE - b ) 7 A KA 2.82mg 2.82mg
I IKIETR 0.19mg 0.19mg
o D-VIVE b= 21.9mg 21.9mg
ARV I R— h80 0.32mg 0.32mg

) AR BIZFAHBZBERICED, Frf=—ANLAY —

FHEMIL 2 W CELE S D,
3.2 BIHIOMR
Wit % I7% 2 ) B Fidmg [T 7% ) FiE48mg
HI @% L (S T
Sl ~FEOBERE ZREI ALY RT
éﬂfifé)éo
pH 5.2~5.8
LB
(HJR/EBEE [#0.8
WK 2H)

(1)

4. EERIIHHR
OMT OB FE RO XHIIEIBHRAZ Y > /&
U AMXHIRREIBHI Y > /\HE
St Bl Y >/ &
SRR A Ao Zi Bl ) >/ \IE
OBEXZE#EMORIAME"Y >/ E

5. DEER IR RICEET 5=

(?ﬂJ'ﬁE#iﬁ)

5.1 AR X 5iE#E. PICD20E / 7 u — F L Hiik iz %
air’)‘tc( & 2D OREHRER) 70 IR DR AL IE WAL
BLEEFE2NRETL L, [17.1.1, 17.1.25H]

(BRERTHEREOERM >/ E)

5.2 T %k A3 2WBEICL D, Grade 3BE B
NBE ST 5L, [17.1.281]

6. AERUHAE
BHEL, KA Ty <7 (EIEFHEBRZ) &L
T, 28HE #1427 vE LT, 14 7 VHIZIHHEIZ]
110.16mg. 8H HZ1M0.8mg. 15H H & U22H H 21
A8mg % [ T 59 5. €DH%IE1M48mgx . 2K U39 A
ZIVHIEL, 8. 15, 22HH. 422569% 4 Z VHIZIZL. 15
HH. 1094 7 )V HUBREIE B2 TH#59 %,

7. BERUHAEICEET 215

7.1 AH LA PUEMEEA & OBEHICOWT, AR RO
REVEIRE. LT,

7.2 ARG X B A N H A R R K O 55 1 3
BERE% FEi5 5720, REFE SRR GHRR Z 5012479
ko, [1.2, 8.1, 8.6, 11.1.1, 11.1.5%H]

7.3 AHBEGIZEBHA P A A4 VHEBERZ R S5
720, ARG BICTEO LB EXHKE 247 2 &,
1.2, 8.1, 11.1.1=H]

A 7N | WFREE e PG5 A V2=
$§U®E1M&%’E :
- B R R L . j;;ﬁu & 5-30~120
194 7V H £ A ) ”
(1. 8 15k |4 ToBE ﬁiﬁf&LZ&
v2HE) TREAF v A0 BT
# - AR A $25-30~120
- i BA R A Van:i]
FA R AA > IE
3 S A /\'\ N,
A 0 1 ekl o
B R <
- KA 5-30~120
Grade 2 X i
24 4 7 V|IZ3V DA | - R E | b
HUBe | b4 o VEA ii%éﬁL?&
495 A B ¢ o
Hobhi AHN DY 5-#12Grade
s - 2B DA M A L
- HUERRREDS D b
BBFTRGE).

1) Gradeld REBAMILERFES (ASTCT) 2 & ¥4 Rr

[ SOREH



7.4 FHNFGA X BIVEH SR L 72381213, BUF o4k
EZEIT, AR ZREIPIET L2 L,

HUFEH R AL
B4 b A A VJE|Grade 3L FES 5 THRET B,
fETE Grade 4 w5 ERIET 5,
HEL 7 = 7 ¥ —#ll|Grade 2LLF T % F ThRET 5,
N B AN AEREEAE % | Grade 3 HET 2 F CHRET 2,
e HELLLE 5%

Hik3 %,
Grade 4 &5 2Hikd %,
3 L)

IWNTE 2 50.000/mm’ i |y T‘)%g%“;l Z)%Lk 5%

U . 500/mm*Lh 127 % %
Ifrh BRI A 500/ mm>A i T
355 o S A A - BT % F THRIET %,
) Gradeld kE#MMIBIAEHRES 2 (ASTCT) 2 vt rH2RY

1235,

7.5 LFOWTNPIRENT BHGEED D - 72513, A4
A U IHSEBERE 2 IR T 572002, 194 7 VHOFRET5
BICR L CHUORS 2T 52, (1.2, 8.1, 11.1.15H]
- 0.16mg & 0.8mgD G- HEHSH % M8 2 7= ¥ &
< 0.8mg k 48mgD P 5-MbEA 14 H 2B 2. 7256
- 48mg D G- M FR A6 M 288 2 72

ZO®RIE, FEEINTWROBGH A 7V (5 %L
WL A 2 VRO 4 7 0) O1HE» HH%S
EHBHTAZ L,

8. EELEANEE

8.1 14 MU A VIHIERHERDH O bNDLZ ENH L DT,
A DOFEGH 2o TiE, UTOFHICEET LI &,
1.2, 7.2, 7.3, 7.5, 11.1.1%#]

8.1.1 ¥4 bH A VIHIEBER I S i 530 550
TR EITS 2 Lo

8.1.2 RAIOFL G- rpid s, ACME, KEEFE. EHE. M
Wi, TEFG. IPIRREESS IOV, BIgA 00T 2 &,

*8.1.3 %4 A A VHERE RS IHICZ B LN
b, 14 2 VHOERGHIIE AR M2 M9
HZ L, 72720, A EB1Y A 7V HOHEID48mgHk
L% AQ R T ABEE R LT 52 L,

8.1.4 414 M A A VIKHEMREESEE DN L IERD D H b7z
Wtniid, He P ICEFEERME Y 23T 5 L) BEERIRET
é : ko

8.1.5 BAIICHZ TN ) XA~ GEEFHIERZ) %#R
PIHHTE S L) ICHEMLTBL &,

8.2 ET 7 = 7 ¥ — Mg BB RS D S b b
LD BHOT, KOG L, JKEEE. Bl XLo
ZAb, REAIRETI OREE, BT, EEEISE, RIESRC
DWTC, BIEETHIATIT L, o RELT T Y —
H B R AR T E R DS S b L B IEIR DS D & b2
12, MR ERRE A 22T 5 L ) BB EIREST L 2
Lo [1.3. 11.1.2&8H]

8.3 fET 7 = 7 & — Mg B R E R & L CRGRL
NVDOEAL, FEBEEDRDH LDNL ENHILDOT, K
F PG o BE 21 E B I 0 R S R & 1 ) B % e
AT NEsSESs I, [1.3, 11.1.28 8]

8.4 [EYYE (HMRIEYIEZ &) ORI L I13E, X
FHFREB SO FITIALYE D bbb I ENHLHDT, &K
HPE GV > T2 —F Y AF A - £ BRF [ S Y
DOFEXMHERT 52 Lo RAFR ST @ Y) 7 QL % 47,
ARAPE G IS EGIE DR BT EALICHEET A 2 &,
[9.1.1. 11.1.3&H]

8.5 MEKMADH SN DT 2D DDT, KHIT LSBT
T OAHKIB 5 2 @ MR 2 47, BE0IREZ
TR A2 L, [11.1.45H]

8.6 MR MIBEBEEADH b D I EDHLDT, liGEHE
TR T O RREM AT 2 4T ) &, A OIREZE 140128l
B Hzr, (7.2, 11.1.538]

9. HENEEZHTIBREICHETIIE

1 BHHE - BEEZDH28E

9.1.1 BREEEZEHLTWVWIEE
MERIR AN X D IEGIENEBALT 2 BENDD 5, [8.4,
11.1.38M1]

©

9.4 £JEREEHT BF
AR BT RETED & B IR, AFIR G- J DV dx -
tod» AN B THEAL S 2 26 TR K OVB U Ze s 43012 D
WCHMT 22 &, [9.58H]

9.5 iEiw
I IR L T 2 W R D & 2 kI, B EOf
wEDE % Ll 2 L HW SN HEICOHELGT 5T
Lo AAZ WIS AFRBIEFEE S Tu vy,
IgGlE / 7 v — F I VHURIC G BB D 9 5 2 LA S
NTHEY . KHOMEEF A S AHOIENRT OBEEEIC X
D\ BRI Y >/ SERIEAE B OFIEH 72 S92 SIS D2 LA,
fa R S TS R D 5o [9.45 ]

9.6 ®ilw
R EOARER O BIREOHRMEEZZE L, HILOH
Be ik 2 A 5 2 Lo Aok M EEFLPANORATIC
B3b7—5d%wh, b MG RRLPIIRT§52 L
PRGN TV,

9.7 NEZE
IBEZ MR E L 72 IRRABRIIIER L T2 v,
10. tHE(EA

10.2 fAEE (BFRICEET SR L)
WH 5% BRARAEIR - #5855 B - kRN T
T 7 F v I R L kT 2 7 2 | RKKIDOBY) v osER G

v DI I SR EIERC X S8
PRI A2 BE N DD,
) 7R 2 AT
1. ElER

WROEWER DS bbb Z &ML DT, BigEE 45247
VW, BEDRD SNYE I3RS 2T B 4 ) %
WiEXITH T &,

1.1 EXLEMER

.1 YA bhA U REBERE (56.0%)

DD S NGAIE, BB EERIT B4
b A VHEERRE LY £ & 2 RV, AR OG-
Rk, BB ARIVE VHL. YY) X< T GEIET-HLIE
2) ORHHEOBY RNEEITH) L. [1.20 7.2, 7.3,
7.5, 8.1%M]

1.1.2 RIFEL7 77— HIREESRSHEERE 5.7%)
TS LNEAIE, BLER T EE A 5k
I7 x 7 & — M B ARRSE RIS I A & RS
e, REOF G IR, BB RE R VE SR ORGS0
Y iE %2475 2 &, [1.3, 8.2, 8.3%MK]

11.1.3 BEFAE (11.4%)

Bii7¢ (1.6%). HeiisiE (0.5%), =2 —FEYAF A - 4
aNRF AN GHEAD), BRGERKG (B, WIEd,
MBS, 4 2 7 A4 VARG, RS AV AEG% &)
(1.0%) SDBISERH EbNDL I Wb b, T2 YA
kAT T AV ARG, WRIEIEE DS EIEELT A 2 &Y
H5b, [8.4. 9.1.1H]

11.1.4 MmERESD (35.2%)

I v Bk K A (23.8%). I/ B A (8.8%). A fiL
(5.7%). FEEAMEAF R ERIRAIE (1.0%). 1) ¥ 282k
(6.7%) HRHObNDLT ENH L, [8.581K]

11.1.5 FEEHEREREE (1.0%)

DR LN, YR E CERATER. SR
BRIMAE AR OFe -, BATEE) 2479 L LI, FERD IR
THECTHEORELZ OB TLIE, [7.2, 8.68H]

11.1.6 EITHSEMAERE (PML) HERH)
RHNOPE L O 5T $HITEE OIREZ 1B 5
L. BakBisE, FRANPRRERE S, RREUEIR R FREE, DU
BRI M REE, LGRS OIEIRY D S b 211,
MRIZ & % WEEZ W OB HEMREZ T L & 1T, K
oGzl L, @Y RLEZIT) 2 &,



1.2 Z0OEHER
10%2A 1

L 1 AT T
(T 55 #8 A7 AT 31T
[ER VRN VAL SN
EH AL 9 3
NS AL
—# - 4| B AL g%
SEE N e, T 58 %6
OG-80 95, TS AN
PLIRTE | oML, 73 5 8 L
R NE S N I A
JUE e, 5 AL
EREZEO)
(35.8%). ¥t #
(Al A2 &)

5%24_F10% A 5% Al

O W M -
JE 5 (R |29 i
(RN RN
JatEres, KB
MWE = Et)

b

B 08
BT ALK

I

FUE N
&
*| Bk, T
B
FEMIANHA
DAY
(T ks X
O —
Trtts)

14. BHEDEE

14.1 EXIFARFOEE

(7% >V ETFiEamg)

14.1.1 FIR (XF0.16mgR V0. 8mgi 5B DHEY)

(1) A#]0.16mgl 0. 8mgfx G- lfix. LN X 5 1A
WEHBL, 201.0mLE2¥H%5 7 5.
0.8mgfx5-Wld, ARHFIE FiH4mg/N 4 7V X D0.8mLZ= K
XY, ORAEMAERL 2mLTHRL, =73) y<7
(T z) £ LT0.8mg/mLOERE T 5, 0.16mg
5L, Z00.8mg/mLOER2.0mL % H )& 2EBL AR
8.0mLTHEIZARL, =739 ¥~<7 (EZTHIRZ) &
L C0.16mg/mLOE & T 5o BRI~ ICA M2 1
R TRMTAZ L,

(2) FRMBOBRSENTH D Z &% B THERT 5, Tk
THRDOENTHEIMH L 2w b,

(3) PRI ER I T A2 L, MBBEDICHHTX
TWHEIE, 2~8C THMYERAE L. 4B DINICHE§ %
Z & BT 5E, WRORERGD S5 F T12
BN ET 22 8, KRDNAL 7IVIZEEWE ) TH
%o RBFIFRIITEICEET L 2 &,

14.2 EFIRSFOZE
MR LB PRS- A05A. MCELEES A0 539 4
7 VH) Tk, EAOKRBEER. S ICREIRS T 5%
ER—I g 2T B 2k

15. ZODEE

15.1 EEERFERICE D 153k

BRRERIC BT, RANIH T 2 VRO AL RE ST
W5,

16. FEHMENRE

16.1 MAEBE

16.1.1 R1ERE
HARANERDF ) UNEBRZFICARAZ28HM 2194 7 v &
LT, 1% 4 7 VHIZ1HHI20.16mg. 8H H120.8mg. 15HH
T 022 H H1224mg™ & %\ 1348mg % 2 %5 L7z & % OAH|
DOIMAETREHRERE 2 KR TY. £72. F4 2 V1020 HIC
24mg™® & B\ 348mgx x5 L 72 D AK| o i 4 b oo S B g
8T A =5 RFIORTY, SHEAEE KO HARNBE2TH O F
— Z IO BT BT IC X D . PiNE22.0~24.4
H&HEw sy,

U

Eg7L7

AH % B G- L7z & SO A 7 V1o MbE iR EHER

8
-- 0.16/0.8/24/24 mg (N=3)
— 0.16/0.8/48/48 mg (N=5~6)

0 7 14 21 28
B3fE(R)

MighT 73 I TRE (ng/mL)
Y

Mean = SD

SAgH G (4 7 VID22H H) OFRFOIEMBE ST X — ¥

b Crax AUClast

# N (ug/mL) |(ug-h/mL) Toax (h)
2.227 276.2

24mg 3 (51.03) (41.14) 95.83 (95.0, 96.0)
5.465 610.8

48mg 6 (35.59) (66.74) 94.68 (92.2, 96.2)

%}fm;;i’:mﬁ (ZEERE%) o 7272 Ly Toaddd WL (/ML f5 K AH)
AliRo
i) AHOKESNWERCHEZ, TiorB) Th b,

M. RAICEZ 7Yy~ 7 GEETHIRZ) L LT 28HM%
194 70 LT, 194 7 VHIZIHHIZ1E0.16mg. 8H HIZ1lH
0.8mg. 15H H 2 U022H HIZ1148mg% % FH 53 5. T D3l
M48mg#%. 2K O3% 4 7 Vv HIZ1, 8. 15. 22HH. 45 59% 4 »
JVEIZIZL, 15HHE, 1094 Z VELRIZIHBICE TS T %,

17. BEEREGIE

17.1 AR UREM(ICET 355K

17.1.1 BIRE 1 /1438 (GCT3013-0458&. H 1 48/5— b
DLBCLa®— k)
HREXIEEREO T A KM EBM Y » 3 E
(DLBCL) BEF366IC, AHE S LA™, FEHIED &
KNP RSB L BREYREITEDOEBY ThHo72 (F—%
v bA T 20224E131H) Y,

WS IAH/¥— FDLBCLa &k —
B B A LA e b
St (CR) 16 (44.4)
@A ER (PR) 4 (LD
%% (SD) 3 (8.3)
#%Er7 (PD) 13 (36.1)
S (R [95% (R 20 (35.6 (38,1, 72.10)

R (%)

RHN D3 G- S 7236613661 (100.0%) (ZREIFEH SRR 51
720 EREWERIE, YA b A A CIHERRE (3081, 83.3%).
EFHBRALOE (2161, 58.3%) . A EREGRA (1141, 30.6%) .
Y OSEREGRA (THIL 19.4%) . STERBGR (760, 19.4%). 1L
ABCEIRA (TH1L 19.4%) 8% (THI. 19.4%). KA ) 7 A
miE (5B, 13.9%). BRI (GFl. 13.9%). HMmEkERA (5
B, 13.9%), K7 V7 I Y MdE (460, 11.1%). G ALRE
(4Bl, 11.1%) FTh oz [5.12H]

HED 128 EOHCD20%E / 7 0 —F VHUABEA & a7k L & b2
Vb4 g b B X 5 RMEE2 AT 5 BE, b, Mo
95 B AR O G 12 50 X CD20M MDA S 72 2 & LA R
FTHo T,

TE2) ARF OB RO R 28HZ1% 4 2V LT, 144 2 VH
F1H HIZ1H0.16mg. 8H HI21IM0.8mg. 15H H K U22H HIZ1
W48mg % B2 F 45 L7zo € D% Ix148mg% ., 2 U3H 4 7 v
Hixl, 8 15, 22HH. 455941 7 VHIZIX1, 150 H, 10+
A7 VHBBEIH HICE P85S L. BT LEFRTE %
WHEHRHED 5N D T TG Z Mk L7

17.1.2 #5481/ 1485388 (GCT3013-015XB&. S I 4H/N— k

aNHLI&— R)

BRI HEEOT 7Ly 7B MEIER Y F ) v oSl

(aNHL) JEEFVE576IC, ARH 2 5 L2, T EF

HE SN/Ahyel i X 2 28%0%03263.1% (99/15761) (95%15

WX R 1 55.0~70.6%) Toh o7V, M AN SN BE O

R OZRGHFEIE, TROEBY) THo7z (F—FHh vy b+ 7:

202241 H31H) Y,



I N A I BN B
L 7
MR | AR CR PR SD PD NE | Z%hs
sat | 157 61 38 5 37 16 99
(38.9) | (24.2) | (3.2) | (23.6) | (10.2) | (63.1)
54 32 4 33 16 86
DLBCL | 139 | (38 8) | (23.0) | 2.9) | 23.7) | (11.5) | (61.9)
2 2 1 4 4
HGBCL | 9 o0 | 222 | 1) | @ | © | ww
2 2 4
PMBCL| 41 5070 | 0.0y | © 0 O | (100
3 2 5
FL3B 5 (60.0) | (40.0) 0 0 0 (100)

B %% (%), NE: #FAli A5 fie. HGBCL : w5 2 VE EEB#MI flw U > /% Jifi,
PMBCL : J§ 56 A b A KL BRI 1 > /X[, FL3B : Grade 3BO 1§
ERER ISP
RHFN e G- S 721576113061 (82.8%) ZEITEH 25#8d H
Too BEHREERIZ. A4 N A A S HONSEBRE (7861, 49.7%).
EERAL RO (3161, 19.7%) . I ERIR A 5E (2861, 17.8%).
JE7 (21610, 13.4%). FE# (1961, 12.1%) % TH o7 [5.1.
5.2z ]

71:3) WHOZ 4540 (20084F) X AIWHO S FH e 7T 454 h (20164%)
W2H L RMIEBAINL Y > o8iE (DLBCL. HGBCL. PMBCL)
LIIFL3BOWT L B S - BE

18. EEHIEIE

18.1 {EA#E
73 5= 71d. CD3RUCD0IZ AT 5 MutEru sy
v (Ig) G WIERMEE ) 70— F Wik ThH L, =T7a) ¥
Z1& THINE DM 112 533 % CD3 & B 1k I 555 o0 Al Jst
BB 2CD00 M H AT 5 2 L1 & ) THIRR OB 58 K O
Wb FE L. CD20M YOI Z s L E2 5h 5%,

18.2 HilEBERR
I3 y=7i. CD20%FBLT 5 0 F AL RIBAIL )
¥ SHEBE R Y 2214 E 5 MU 2 Be TRA L. & b S
kD CD34 R M ATERHINL 2 BRIRINEBRE L 724 v & —1 4 F
2ZEAR y BADERG I RAE T AT S B IR BORE R EAE A A
RIGIE R4~ 7 228V, SR IHIEN 2R3 L7227,

19. AR AICEY 2 E{LEAE

—fZEY &
I7a) <7 (EETHIEZ)
(Epcoritamab (Genetical Recombination)) (JAN)

xrE:
72 %<7, CD3: 8 OFCD20IZ )¢ % s Rk 2 —
ERRME ) 7o —F VPR TH ). PICD3. PR o 2
= APURIC, Fofbide FgGLIZH®E L, PLCD20HLkIE
v MeGLIZHIRT %, $ICD3.-H D42 D 7 I J IR IEDE
i (L242F, L243E. D273A. F413L) &i. CRUsDOK4551 k4
FENTVD, T/, PICD20-HEHD4D D7 I/ BFkIE)sE it
(L239F. L240E. D270A. K414R) & . CHKImDK45213 ks
ENTWwE, =7a)¥<71% CHOMMIC X Y EAE SN S,
I7a) ¥ 7%, BUEDT I 7 BRIRIED S 4 5HCD3 . -HH
(y188) IR, 2157 3 /7 EEFRIED S % 5 HICD3.-L# (A
) 1A, 51O 7 3 7 BEE D S 72 2 PICD20-HE (y 184)
IARRO21MAD T 3 FEFEIED S 7 2 HICD20-LEH (k8) 14
THER SN DMy Vo828 (55 18#9149,000) TH S,

20. BRVEDEE

201 S Z B CRAET AT &,

20.2 TAZEABIE B ILERATT 5 2 &,
20.3 RHIZRE D LAanwZ &,

21. ASBEM

211 BREEGY A 7 AN A RED b, #YICERT L I L,

21.2 FNTORBIEG D BO TROSNTWE I L5, Wik
Ttk —EROEMRL F— ¥ BERENL T TOMIE, 4
FEB] % R G AR A % £ 5 2 L2k ). RAMEER
HOF MM BIRT 5 L L IS, AR OREN R OHRMEIC
B9 57— 2B BICIUE L. ARH o @8 1E A 22 7 58 %
WLHZ L,

21.3 AR T3 IE T & B EFFIERR IS BTy 7SI gk
BT 2T ik - R A ROEMO L LT A AL v
TBUH i 5 T D 5 B S8 0 8 8] 72 RIS A3 7 S 0 B AR T CAH A3
Hanad k), WEBGECH o TUELIEELZHELLZ &,

2. B

(I7 %>V B Tix4mg)
INA 7V

(T7F%>2 VK Tix48ng)
154 7w

23. B

1) Lee D. W, et al. : Biol Blood Marrow Transplant.
2019 ;5 25 : 625-638.

2) FLPEEL C HARANCBU 2 3EWHhRE (GCT3013-04785%)
(20234F9H 25 H A&7 CTD 2.7.2.2.1.3)

3) PR - RHEREY BT (20234E9 H 25 H &GE.,
2.7.2.3.2)

4) FLPVEEL  EINE T/ DAHERER (GCT3013-0430%) M OV
H4eE T/ T AHAER (GCT3013-01345%) (202349 H 25 H K72
CTD 2.7.3.3)

5) FEAEAL - A S T/ THRER (GCT3013-01585%) (20234
9H25H &8, CTD 2.7.6.1)

6) Engelberts P. J, et al. : EBioMedicine. 2020 : 52 : 102625.

7) *LPIEEL © GMB 3013-083:85% (20234-9H 25 H & #E. CTD
2.6.2.2.4.4)

24, XEHFKRERCHEHOEDESE
VY THASE (3 OAERE
T107-6235 WHEHSEXAFFITHIHFLFI v Ky v - 7 —
7Y —=%4 Y 0120-470-317
ZAFRER] 90 00~17 © 30 (LHBLH - SAAKREH 2R <)

CTD

T4 At 3RS

T108-0023 HCHHRPE X EiH3-1-21

7 =¥ 4 ¥ 0120-587-874

ZAFRER 90 00~17 : 30 (LHBLH - SHAKEH 2R <)

26. BERTEEE
26.1 BGEERSET (BA)

JIJNTHASH
RREBBXFRATE7THES
IYRNYOY T —

26.2 BRSEIRiE

7y« REt
REEAEXZHE3-1-21

EPC003



% 20224E12HET (55 5 )
20224F 9 HELET (54 M ARG EoEEIc B+ 2 1 k)
Bp & SR

* HRHAR : 354

BAEEmADEES

874291

AFES | 30300AMX00278000

MEMEEX (EZH2FEEH) BRGSBAME | 20214 8/
AEAMZXEy NRI{EKFERIESIA
I7PN ] ®
o P TARYIT 5 200me
Tazverik® tablets
W) FEE—EASEONFEICL VTSI L
P AFIO ML
KEE., BERFCTHIMRICTEIEERZICHV T, &I 545 e G
HEMEEOREICHL THaamM#E - BRZFOEMD S ass 1[H1800mg % 1 H 2[n]
HET. ABOBREFBY LS BEFICOVTDH 1B s 111600mg % 1 H 2J1]
BETHZE, £, FENCKBEBERIBICEKILS. BE 28 R 1[51400mg % 1 H 2]
RIFZOREICENEROERMEE+2ICHBEAL., AE% SE R ek
BThHOBEEEBTEC L, ‘ -
AHENORIE, ke
2. B2 (ROBHZICEBELEWI L) FIEH FEE* WLiE

AFN DM 5 LS BOE DO BEALIE D & 2 B

TFAERIRA | B EREL 750/ mmB R | B ERE750/ mmB L 2
IS 5 THRES S,

A, vy, KEHEE FoX s 7Tadrbn
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ZEIWER] omEBR)

(9) B EREBERED H S5 b D Z DD DT, KiLoHks
W27z T, LT T R R O P 5 e OV B e i A %
f1oke, BgEz+HIr) 28 (4. REE - EIEH
(1) ERZEWER] OEBH)

(10) BEiAR. BT, ilEsEESrHobhd 2 L
HBDT, KRiEI540BFIIE A BT OMIES G %
IR DI RE STV EIEETHI L,
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w
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* (1) EmABUE 272 S 2 WEDIHNC X ), Kt s

HWITREED S 5 2 L2 Do WT, FERNCEE I LT
ThHI L,

HREE BHRISEETS L)

3. HEMER (OERER - - EERSKSEOHABICEHTSZL)

ERE EEREE | mamt - mEZE | 5 BRET
D 7 F Y M| BB TR 7 |0 7 7 > B
BAERLAT 7 F 2 | F o 2HMT 5 L5 | 3 2 ULDBRYITH
ek ER LAY |ETL2BIMBH5 |, WiiELEzd 5 b
YF v, EOAEK) | OCHALENE b, | S D 5.
RIS
BCG)

4. RES - BUER

5 AT HEE E O CD19RG M o BRI Ra 2 ) » 3 3E sk
FIIIG BE % oh g & L2z ER L 45 TAERBR I BV T A
s G- E 7 75B (H AR NI 2 Bl % &) 7161 (95%)
WCEIWEH AT R Bz ERiIfEMIEY A4 b4 Ve
BB (77%), ARyZ a7 VIFE (39%). SEEMELFhER
WAE (27%). Fe#. MRIMLTE (%25%). #IR (24%).
Mg (21%). FRGKRE (20%) % TH - 720
(K 3 ToH4EED
FFROIHRTEDO OV F AR RIBHL ) > B %
xhge & Uz ERR LA THERBR IS B W T, RS sh
7211150 (HARANBEESBIEET) 99681 (89%) (ZHIME
MDD S NTze ERBEWEHIEY A b A 2B AE B
(58%). F&#h (25%). RIME (21%) ETH - 720
(KR ¥ TR
BT EEATE O MR ) o S ERE  ate b L ER
[F£5 DARABRIC BT, Rtk 5- SN 7-978 (HARA
BEIBEET) 7661 (78%) \CEIVEM SRR bz, &
EWERIEY A N A AV HOERERE (48%) . S ERIR A AE
(21%). &l (13%) HETHotze (KA T TOESRD

(1) EXLEMERY

D YA bAoA RBEEERRE (60%) 0 4 bAoA 2RI EERE
HRHOLNDZEVHLOT, BHOREL 551285
L. m# BIE Wivim. BEE. B, WEr. TR, %
i 5895, BEAMR, 097, BUM. e, PPN, A
WP, ERFE, BRARREE (DA E R AR, B4,
JFRSE (ASTHIIN, ALTH#IN, #E ) ve s mns) %
E8) HORFENRD SNIHEIIE, REEEET R
BT 294 b A VBHERREE R T L T X LR,
WY RMEZAT) ko T2 YA A A VIRIEREEE
FEBL U 72 A CHERE MRS P BERETAE BERE AT O R E
el MERE SRR, ~ 27 07 7 — VI UERER. 2
PRI B0 RE AR AF 3 ST B

* % 2) HRERER  ME (11%) FOMERAR_(WEL T =7

& — M BE R E B (ICANS) 2 &) 2d 5
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W, RS OREIRD D S b GEIE. BEOREE T4
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RS 2B RE SN TV D, 72, BRI BRI
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FED#F i ERIRAE (29%) . FIIERIAE (26%) |
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PREEERE &L LTHRE SN TWADT, BEO
WEZ T ICBIE L. BWAHL0 5N RE1I2E,
W) R WEEATH T Lo
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UBHERERAE 21T e & BEOIREEZ 5128
By LIl BEDNED S NGAI3EY)
B CERAEK, BIRBIEREASEORS. &
MaE) %479 & & DI, ERPNMIET 2 F THEHA
DOWRERZTICBIET L,

7) Infusion reaction (1%). 7+ 74 5%>— (B

FEANB) : Infusion reaction. 777 4 7% =A%
HobNLIENHLDOT, BEDIREEZ 1451
B L., BEIFEOOLNILAIE, Y 2 LE
27 T ko

(2) ZDfOEIER"

10~20%K i 10% K SEREANEA
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BHOHEY
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355 ¢4 1L
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2 LA PN o 1

ik 9540
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U SRV N
(AN ES TN TV
il R, AW
MR L, 0 E

TR L, ERL,
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L, EIE K
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=

E N R INTRZ 2N
Bi5. B,
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SRR R
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faRIBMIM ) > /S lE R & R & L7z BRI AR A
B, WL A O M) o ERE R IR L L
[EIBR I [ 45 TOHTERBR % DR L 22 RIC D & Ridk L 720

. EEREANOEA

N E Tl R AR T L TWw 5 0T,
BEDIREZBB LA SERICKRETLI L,

. ER. RILERONEEAOER
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SNDBYLGECOAPGTHI Lo T2, IR
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WAFERAN DB (F ML IE ) Y3 E) Db b
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Bk OB IS B8 2335 & L 7zidh 8 T
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R BOMEITIZL DIBLE L,
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BT, B ICCARB M O THIT % 2 5 &

%Y SREE OB HRE SN TV S,."

(7359
BREXIZEAMOCDI9EMOBMBEMSMY /N
FHRMEAMRBEE MR E L -ERERSE 1855 GE
ERIEXTEREER)
3k (A7) —= v ZH)~21 DT (Bl &
P o8FERRMEA M (B-ALL) @ #) [0 22 #i k)
DOEF I HBTEDOB-ALLEE 2 1212, Ko
BRVE R OV 4k & Wit $ % IR B Ik ot IR R 3
[ 55 T AH 3B % 9206 L 720
TR OB-ALLEF & LT, UToO~
EDOWTNMPIZHENT B BENRAAN DN
ek, BEVEREE (BILAG) O Bh Ik o ik iR
BHO B 2 BEHE RO HRMIRLEOHEDH 2 B
EARY ANy (AN
D2 H L, E o5 BEFIE RS Sz, @RI
R (DT, THSCT & w9) I8
L. ARG CRAHSCTA S 6 7 A LR
HWLTWAD, QFFHSCTDMIEA R\, @RLHED
LFREL DA V% 294 7 V22t THERE
R L v & BRI N DU R SUEFERE L
72 Ao LR Dbk 2 1% 4 7 v
J72 5 CTHEMEER LW & BRI N B bk
BEHERTE. ®7 4 950V 7 4 7 Yetutk btk o g o
BEIZiE, Fay rdF—YHlEES (TKD AN X
BES, 2HHEMD EOTKIZ 2 TLESPE LR
R\,

RSO MR OB ST 5 B:0&. ARES0kg L

T OWAIZIZ HEH 20X 10°~50 x 10 /kg  (§F

IR 1 02x10°~50x 10 /kg) . A E50kg il D

WA ZIZ B R0 X 10°~25 x 10 (FFA & -

01x10°~25x 10"H) % H [l RIS 32 2 &

Lanr,

BED{LEEE (V) > NEBREEZEE)

PG H ORTALE & L TULT oAbl 2 w7z

(72720, AEFERT 0 1 8B LN o [ Bk

1,000/ uLUL F DFEIIIARE L L), Lo

SETHOARNEG T TIZ2 ~14H ORI %% T 72,
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e TINVFSFE YY) VEBEL ATV (30mg/m’E 1 H
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(kP LC) 500mg/m*%& 1 H 11l &2 0
He Y27u0XRA7 73 NOKGERODTINVE
FE VY VBT AT VS L FIFICEIGT %]
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AL M BRI MG DA+ 55 7 58 A2 2 iR (CRi)) [98.9%
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BRI N22601" 11BN, ARBETRELH
a7z LB ERETCE R o 72”

) ARRBOBEIEE LWL DT T L —

VAR ED 2o DF AFEME R Lz
B
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BEarxge L -ERERSE IHEKR GEEHRIEN
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185 DL L o Fgs SR M o e AN TN F AP KT
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DA RE B O 2 & WS 3 % 36 E MRk B B
LGS TR & F2 0t L 72,
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DOWFNPICEY Ly 2D F S s i F2 b it
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D2 oD EofegidiE (VY Xy~ 7 (HET
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Eote) BdLEBE. QuERMEY ¥/ EADLBCL
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ROWENRD DYA. ik, Y 27aFx A 773 F
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a7z LR R TE Loz
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Y AEWDRED 720 DF ARLME R 72 L7z
B

BRE#EEMORRE) > NEEZNREL R
PRAEFEIEE I AHEER GEEWMRIEXTERER)
18 UA Lo F5E A HAPE ek ) 7 3iE (FL)
BHEENGI, BROFENEROZEME2 MG
% IEE RIS e [ B 7] 45 T AH BBk % 920t L 72,
TR HHRMOFL (L —F1, 2. 3A) &
LT, UTFTOO~@D W hIligNd 2870
MMAANSNT, B, EWES () Y3 E) o
W PEO PR AIRSR I O B 5 BEH LRSS Lz,
O Wi UBED 4 it (FICD20VUA K YT v
FLR E ET) THREE o7 ETKEG
WU DB TH 6 7 HUNICHI L&
Z. @PICD20HURIC X A HMERED: (DD 254 »
YL EOWBERE T #H) OFEEHLETH6 4 HL.
WICFRSE L7283 O K A A4 12
L EE
ARG R O = S 53 1d, e 206
X 10°~6.0 x 10* % HL. Il RN 535 2 L & &
n7z.
AILEOLZEE (U D NBRERE(LEEE)
BGR ORILE & L CULT b gskm = vz
(72720, HEEOMIEAE (HIMEREA,000/ul
Ky ) ¥ SERAEREAT200/ uL A 7 &) DY G
WAL L] ALFEEORE Th b ARMIKS £
TIZ2~6 HORMMZ 72,
cTNVF T YY) VBRI ATV (25mg/m’%F 1 H
LI, FF3 Hi#E). ROy 27ak2A77 3K
[k e LC) 250mg/m*% 1 H 1 [H, 3 0k
He Y27URA77 I FOBRGEIRONOTI VY
FE L) VBT AT VG & RRIZHGT 5]
7 aRAT7 7 3 FIZX BGrade 40 Wi B b
ROWMAEDD L6, XiE, ¥ 27uaFA773IF
EEHEL L YA VTR LTSIt o YAk
UToLI Xy 2L,
e RV FAAF VIEEEEIONg/m*Z 1 H 1 E,
2 HigE
(2) EFFEES I HRER DERRRRIE
FEFHMIEE & SN 7258228303 [99.5%18 1HIX ]
X, 654% [45.1%, 824%] TH o720
FILERT 7 = L — ¥ AW L 72104610 5 & 6 11
E ARRERCEE L 7B i 72 U 730 & 324t
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[EE - X Hh=X L]

Aihid, CD19F X Z il Z 4k (CAR) a2 — F ¢
LRIETEBEAGOTHILIZEA L/-CARBIHAT
ML % HERHIIR & 3 %6 $mmﬁﬁ%ﬁxéhaam
&, CD19% Z63 L7zl % a3 % & B ATHINIC
ﬁbfﬁh\@ﬁm\ﬁmm%mﬂ?éﬁﬁﬁwm%
OFfE - FRAFCHET A REFE2mET 5, Ao s
O X b, BHRRMEZAYEY ¥ SSERRME IR, O
T AR EIBIINE Y /8l S OB Y o s
& o BRI PR IR B L xf L PSRl SR &2 R & E &
5N5T

(AR EIEE
1. BREUIHAMOCDIGHOBMMEMEAMY /Y
FrRME MR RS
CR/CRIBHIZBIT 2 AR MOMIBBIE 707 7 4 )V
1, PG 2RI L C10H B A E Tt
KHG (Cmax) %R L7z %eh i Ao
BT 2RLAY

1,000,000 -

HifTEY
* CR/CRi
R

& "B

AT

BRI R DL
o CF;;JCRl CR/CRi

© ANER - B

100,000

10,000

1,000 4

100+

HWACARBIEZFL NI (copies/ug)

10

- ’ “ an:;"'fﬂﬁﬂ) EI:; %
BRI BAMOCDIBI OB ALY > / 5k
Mo IR (R 5 6 DR CARBIRT L N
LOEFHRIDEHS (HE7— %)

BHEXIZHAHOCDINGHOBMIRMESM ) > /NEFER
MEMBEREICREL /- & EDBREDREOMREIE
INTXA—4H

Cmax AUCo-284 Tmax T2
(copies/ug DNA) | (copies/ug DNA x day) (day) (day)
CR/CRi 32,700 300,000 9.83 21.7
(n=79) (163) (193)" [0.0111~27.8]| (197)¢
AR 19,500 210,000 20.0 2.70
(n=10) (124) (112)" [0.0278~62.7]1| (154)¢

AT GRITFEIICV %), Tmaxidhyefli [R/ME~ A il]

a) n=78, b) n=8, ¢) n=65 d) n=3

2. BRIUGHAMOUVTAMKMREBHEY > /N
EEE
CRAEIZH T 2 ARMOMIEEIE T 07 7 4 )Vid,
5 AN 23 H L < 9 H HAF i TCmax
R L7, R MO T 2R L7z

HATEY  ATEY  ARNRIBIEE
5 100001 i OR 23
2 2 PR PR PR
8 “RE A RE R
2 oo R 5T
= B FH 753
2
"( 1,000 4 N
Y Y /
N S e S
5w - Sy
o
<
o
,.< 104
o
1 T T T T T T
ERTEY % %% 590%‘%")%*%% %% % %5 % % % % ooe,wo 5 oe&so
FRHSHOAY

BREIIHAEOUTAMAHBEBM > /NER
FHIKRBREBORHEMPCARETF L NILDAEEMD
BRI DREFHERS

BRIXGHEEOVEAMKHEBHKY > /\EE
FEIRE L L2 0BRBEDRANOMRBE N X -5

Cmax AUCo-284 Tmax T2

(copies/ug DNA) | (copies/ug DNA x day) (day) (day)

CR/PR 6,210 64,300 9.83 91.3
(n=35) (226) (156)" [5.78~16.8] | (201)°

;gg/ B/ 5100 64800 886 154
(n=51) (373) (301)" [3.04~277] | (156)¢

AT GRATTEHCV %) Tmaxidhyefli (/M ~ IR K fil]
a) n=33, b) n=42, ¢) n=22, d) n=34



3. BRI AEMOERMED D INESEE
CR/PREZICBIT 2R MOMIEE T 7 7 1 Vi
G AAINC S B L C10H ETTLTCmaX%

R L7, BN HEOKT 2R L 72"
1,000,000
HiliFY BT AR RAERS K
- CR/PR - CR/PR ~— CR/PR

10000 1 R/ A7/

« RE/ET/THA

¢« REAET/AH -
10,000 -
1,000 a2

100 4

10 4

HACARBIZFL NI (copies/ug)

14
M2 M3 M6 M9 M12 M18

FRBEHOBH (months)

BREXIHEaMOERE) CNEREICARRSED
KABMPCARBIETF L NIV DEEN R B OREFHER

BRI GH#EAMEOEREY D NEREICHRSLALLEE
DEEHRINOHBBEE/NT X — 42

Cmax AUCo-284 Tmax T2
(copies/ug DNA) | (copies/ug DNA x day) (day) (day)
CR/PR 6,280 57,500 9.92 438
(n=67) (331) (261)" [262~280] | (287)7
BE /AT 3,000 20,100 130 244
(n=8) (1,190) (18,100)" [7.73~16.0] | (180)"

AT GRITEHCV%) . Tmaxid el [/Mili~ e Al
a) n=66, b) n=7, ¢) n=43, d) n=6

(P = R OB HE %)

(i 7 i)

WARE TS T XL -120CDUF
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A G I SRCR S N IR 5 2 &0

(ARG RUHARR]

1. BRI T MIS T & 2 RHHER 12 B\ T, il
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DY) RIS H % SN BER T TR EMHHT S 2
Lo

2. ENTOBRBIERASHO TRONTWE I Ens, #
EWTEtR. —EROREBNARL T — 5 HER SN D &
TOMIE, R Z 6 G EH ORI T 22
FET 52 LX) AWMEHEEOTRIEHZ LR
T5LEBIT. KMOREW R ENEICHT S 7 —
5 Z RN Ly AR S 8 EAE (20 20 1 % Gl
Lszi,
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JERE 1 12.5ug/mL) o

14.1.2 WL AL 2 KA OBERICH w2 &,
W 2 EACT T AR KN DS N v 7 R T 2 — 7
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0.6-0.69 | 0.86mL
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(pg/mL) 1 H9ng 1 H28pg 1 H 28 pg

10000
il [ I | \
1
1000 i
>
P}
+ 100
Y
E 10
7 o414 7 )Vl (n=13~24) —o- 4 7 )2 (n=19~21)
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1H28ug| 1 | 25| 948+488 |2.38+1.36™ | 1.62+0.925 | 6.02+6.09"%
2 |21 |1,150+575 - 1.34%0.915 -
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1H15ug/m? | 1 7 | 361*137 | 1.92+1.12" | 2.02+1.02 | 5.05+3.35™
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R L O T2 R T - 720 CLOMEMAMZS) A
&< (CV% : R 1H93.5%) « BREE I OV &5 B B p e s
BEICBIT ACLIRIEE BHRERE OFHATH - 72,2 (f
EIANT—% &&t)

FE2) AAIOKRAE - R 3R L - R TS S e ERR
ERDT— ¥ b B,

17. BERREIE
17.1 RO REMICEET 5 55%
17.1.1 EIRE I b/ I H&BER (20130265558%)
TR AR TEEY o BRIF 2k 1) > 7 S 9 28 2 35451
(5EToAH S — 1461 (A (18I L) #2561, /NE (18
R VOB . I S— b s A (18I L) #¥21
B) 2, AE RS L2E, BT S— M IZBWT, &%
D2 A 7 )W ELLNIZCRIIZCRh ™ A3 5 5 172 BE Dl
A1338.1% (8/21451 (CR 5%, CRh*3f) . 95%EHIX [ -
18.1%~61.6%) TH o720 T2, HIbHIS— FD/HNED
HBFEIZBWWT, R 255 N7 BE DEIE1355.6% (5/9
B, 95%IETEIX R : 21.29%~86.3%) Td-72Y,
A B TIE, AHZ G S 726602661 (100%)
WCEWER SRS vz, EREIERIZ, A4 M A Vi
JEMETEL20] (46.2%) . ZE260 (46.2%) . FrhEkiRA10
B (38.5%) . M/NKAIBI (34.6%) &TdH o720 MR
IZBWTIE, AH 2GS S n-96 8kl (88.9%) |ZEIME
FDERD S NTz. EREITERIX, IR EA6B (66.7%) .
FEG6H (66.7%). A bH A VUHEREEESE] (55.6%) .
BEFEAK) (44.4%) ZTH o720
1) UFOWTNArIcE41 585
B
- RIERR I TR LA L I S L, S R AT12
HUToEE
— R R TS AT & I S e R
—w&ﬁgﬁﬂw%m%m%mwHumuﬁ%xu%mﬁzw%
SN EE

L)



NS
- 2B H DO EHERETH L BE
~ [l A M RS RS P | i T 38 L 7 R
~ MG F I EER I & S R
- RIMFRFS B T e R R A T A AR T R AL
PR CEMIE L ol BH
IR EREZE L o 2 BE T R GERIE R AT AR
W R AL HE TERIE L Bh o 7 BH
TATTNT A THEAEEDOER,
TATTNT A THROEOFHEL B DRV,
28 H B O FEfe i FE & 14H M OREE 1 1 7L & L, O185%
VDb B @18 Ao & I3 L, 14 7 VH ORI D
THENIZIHO9ng X 1x@bug/m? (fkFEmfE) . MFZO28ug i
@15ug/m?> (REMRE) 2 FHHEIRMES L. Ay 1 7V E
TG L7z,
B S EREE A359% LU T 200 AR I8 B 1fi R L FT IR A 25 RR 8 & 4L
ZVIREE T, I MOV T, ERE Mo /£ 100, 000/
UL A DI R ERAER £, 000/ uli8 (CR) LA Mo MM £
50,000/ L A > A B0 #5500/ uLi (CRh*) O#H5h.
B2 EREE 2359% LU T 200 AR I8 B 1fi R L ET IR AT SRR & 4L
B \VIREET, HEMOMAE (A ML M MRE R O i 2R e 50
BqiliE oy A
17.1.2 @S MHEFER (001033115K5%)
A (I8 L L) oI IFEEET D7 1+ 57T 4
7 Gt ARBE BB A ) > S VE T ILE BB 40561 (FE
HEALSRE R - 134010, ARFIRE - 27160) 1ok L C. fEi#EAL
SRS L ORFNE & Il L 7e, FEFMMEH TH L ek
M OGS (b Yl (95%ETEIXH) ) &, B baE
FHET4.00 H(2.9~5.37 H) AF#ETT.77 H(5.6~9.6
A H) THY ., LRI L CARAIBECH BRI
FEaR L7 (O — FI0.71 (95%FHEX [ © 0.55~0.93) .
P=0.012 (J@yla s s > 7kE)) 49,
AHN % P G- 2722676021451 (80.1%) (ZEIVEH AR
D OHNTz, EEIERIZ. 3210450 (39.0%). T HERH
3060 (14.6%). A N B A v U ERERE36H] (13.5%)
FEBEIF BRI AE2961 (10.9%) . BEFE2761 (10.1%). I
FEs 2760 (10.1%) I/ MRGE A 2761 (10.1%) T - 72,

*2)
13)
*4)

115)

11:6)

1.0 Ty FvEYTHE
T e TR
0.8
A 0.61
T:Z 4
#0041
0.24
0,
0 3 6 9 12 15 18 21 24 27
Atrisk £ ;I:H Fﬁﬂ (H>
TysvEeTEE 271 176 124 79 45 27 9 4 0 0

HHEALEARERE 134 71 41 27 17 7 4 1 0 0
X1 AR oOKaplan-Meier B (HE4 &R 0ER)
7)) LTFOWTFNAIcigbd 584

0 B A AR SN BRI T S B R X B X s

~ WIE 127 B DRI L, REETH - B

- QWP S L. R TH o EE

- [ AR NG R L P L 7 i

TROLIY A YD) bnFhrziifr L7z : FLAG (7 V55 ¢

Y. ¥ Iy (Ara-C) R ORI T 0= — il T (G-CSF)

WHIOVREEG) % G bR, K Ara-CHE & & b L8

Poo KA NP LFY— MEEZGTLRRE, 20778

WAMES X2 07 7 5 € 2 % G it

TR AR O MR 038 11328 F 1] o Bt i 7 2 141

BORIEA LT A 20V & Ly R I328 B 1E o R i i

E56H H ORI A 2 Ve L7z, EREE ARSI O A 2

HOBMOTHIEIE1 Houg. MKEIE28ug % Ff RN 5 L, 5

S JIR U & L2 4 2 b, MEORE & LCRASY A 2

o HERRRD L CRRI2) B E RS L7,

17.1.3 @588 1/ T HHEABR (MT103-20555%)

AR (I8ReA) O FFFEUILEEREY OBtk 2% )
oS MR R T 93BN ARF 2 H G- L 7ze B AR N —
N CAK Z 3G SN2 4482 BT B, BAD2Y A1 7
DAPNC BRI 385 5 7 R O E141331.8% (1474441,
5% EHEIX [ © 18.6%~47.6%) T - 7257,

1:8)

1£9)

AHN % P 5- 217293608051 (86.0%) (ZRINEH 2538 5
Nizo EREIWERIZ. 38246161 (65.6%) . AIM18HI (19.4%) .
A M A HEERELSB] (16.1%) . FFEESR LA 1561
(16.1%) « ML/ IR A 15480 (16.19%) « FAIILER %A 14480 (15.1%)
IFAERIRA 1461 (15.1%) . BEIR1LE0 (11.8%) ZTdh -7z,
7#10) LT OWFNIcig:4d 5484
- 2l H RO BITIS Th 2 B
[ A S BT SS L 7
- o TEHE HERTE & B S
CWRITIREE - SR 55 R RIS 2 T 5
I A LA TR L o R
R E L Ao 7R T RIS 2 AT B
B AL CEIRIE L 2o 72
FE1D) BB S50 >0 AR AR BRI 1 PR A A58 & T
ZREEC, PRI (RS I oD I/ INEOR, O R Sk 250
XHbH %,
17.1.4 B5 8 THEER (201202165%58)
BN (18 LIE) OFIEEIGEHEMF Y074 570V 7 4
T et AR B P BAINA ) > S I S 3 A5 06 12 AR
PG L7202 A 2V PUNIZCRIIZCRL ) 73
BoN-BEDEEIE35.6% (16/4561 (CR 14%). CRh*2
). 95WBEFEX M : 21.9%~51.2%) T - 7259,
AN % PG SN 7458094160 (91.1%) (ZEITER AR 5
N7zo FERBEWERIZ, S8B21H1 (46.7%) . FSEEIF Bk
WRELLBI (24.4%) . B 166 (13.3%) . SEFESH1 (11.1%)
B EAS6 (11.1%) % Tdh o 77,
%7112 MTFOWFRIICHLT 2B
- g LI F O Y v ¥ F— Y HEH (FHF=T, ZaF
=7, RAF =T, BFF 7)) KL X BEBERICHES
SARHERTE R S B
- Ao F O Y v xS —ElHER (FF=T, —aF
=7, RAF =T, RFF=7) \ZHEEMDR L, O, 4%
F 2T A VBRI B XA & RIS N R
18. ZERpEEIE
18.1 fEA#F
7 FvEv7iE, CD3RUCDINIRT A 2fED~ 7 A E
J 7 a—F VPO ZEESZ, Vo =2 AL TREES
W EEHEER Y s ThDH, 7)) FYETTIE T
M M E 2 F8BL9 2 CD3 & B 1 IE 35 oo M s L
WZHETHCDINCHA L. BT 5 2 L1248 ) Tl s
WEHAL L. CDI9G M OBESEME 2 HET L L £ HbN b,
18.2 MEER
7)) FYET T, b MEMMERER (PBMC) OfFET
2BV, & MBI MEZYEY ¥ SPE B s B RN ALM-
6. KOPN-8. SEMHAZREE: 1Zx0) L CHTEMHIER 278 L
720 VW (n vitroiER)
7 F v EYTIE, NALM-6& O'SEMM Rk Z v b
PBMC & & b 1R PR HE U 72 I AT fiis LB PR s / 5B S & T
IEAR4 (NOD/SCID) <~ A2 BT, 5 B 40 i)
e zmR L7ze 720 7V F Y EY 71X, NALM-65
¥eE v FPBMCE & b ICHIRPIHE L 72NOD/SCID~< ™7
212BVWT, EFHHOEEZ R L7z, 29

19. B3Ik 2 BT 2B{LZAHER
—fk& 7)) FvEY T (EIETHEIEZ) (Blinatumomab
(Genetical Recombination))
7)) F 'Y T B AR 2 —REEPUA (scFy -
scFv) THY ., 1-111FHIZ~ 7 Z$itk FCD19E
J 70 —F VPR OLEE O W S, 127 - 2507 H
X~ A3k FCDI9E / 7 0 — F VHEOHIE D
[ ZEGEN . 256 - 374 HIZ~ ™ APtk FCD3E /
7 a—F VPR OH oW 2 5E I, 393 - 498%F H
< APk FCD3E / 7 0 —F VHAEDLEE O
RS b T FVETTIE, S04HD T 2
VRIS By YN ETH D, (T8 K
54,000)
20. BRVL EDEE
RENIAFEIC AN TR TR T 5 2 & AR ILE
WL THRAFET 5 2 &

A OH:



21. ARG

211 B A 7 EHENE 2 HEO b B ERT 5 2 Lo

21.2 EIN COBBIEGIDBO TROLN T WL T &h b,
EIRIETR —EBOEBNIRD 7= PR EIN D T TO
Al AE R 2 R SRR A 2 F2E S 5 2 L1z & D,
FAVEHEE DT RIEM LIRS 2 & £ b12, KA OLE
PERCHNEIZE S 27— 2 FHNCIUE L. AA o#EIE
I LELIEEZ#R LD 2 Lo

22. ‘@i
INA 7OV (B 222 B10mL 1281 7OV EAT)

23. EEW
1) HPER D HARNEZIZBIT 2EWERE (2018494 21
H#&FE. CTD 2.7.2.3)
2) FLPERL  EREREREE R I BT A3 EAE (20184E9
H21H#GE, CTD 2.7.2.3)
3) FLAERE - 20130265588 HAANESIb/ IAHER (2018
F9H21HAKR, CTD 2.7.6.11)
4) FEPVERL 1 00103311506k YA AHRER (20184F9H
21H#&#. CTD 2.7.6.1)
5) Kantarjian H, et al. : N Engl ] Med. 2017:376:836-847
6) FLAERL - MT103-20538% #4141/ TAHRER (2018
EIH21H AR, CTD 2.7.6.5)
7) von Stackelberg A, et al. : J Clin Oncol.
2016;34:4381-4389
8) LA 1 20120216508% LA TARERER (20184E9H
210 #%5E. CTD 2.7.6.4)
9) Martinelli G, et al. : J Clin Oncol. 2017;35:1795-1802
10) Dreier T, et al. : Int J Cancer. 2002;100:690-697
11) #HAER - 103-PCD-007638%8%  H IR ARk 2 H
W 7zin vitro T O (201849 H 21 HAARE.CTD 2.6.2.3)
12) fLA&ERE 0 103-PCD-009955% oG MakEiEE 7
Va7 (20184E9H 21 H AR, CTD 2.6.2.3)
13) Dreier T, et al. : ] Immunol. 2003;170:4397-4402

24, XEEERERVBEVEDELE
T ALY o CRRRASHE
ATAHNNA Y T H A—=artryy—
T107-6239 HEHRE R T H7H 15
0120-790-549

T AT T AMBHRREE ATFAINA L TF A= 3y
iy —

T103-8411 HFARHIJLIX H ARIGAN 2T H5%H 15

79— ¥4 ¥ 0120-189-371

26. BLEERGEEESE

26.1 &h&BRT
TLYUTY RSt
AR RN T H7E1 S

26.2 $5% i
PATFSARER ST
R REOAEAE 2 TH5 %12
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s % 20244E6 H 2ET (55440

% 20224512 H ek ET (4530, AIREL T, R OHEZH)
T HE S

BREAR : 3664 H

EMEFICD20E./ 70—FILHE
FEXYVAYT (B FHEER) *

BFEEmasgEs
874291

ARES
BR5ChIA

23000AMX 00488
201848 H

CRUISES SN IE N UVE -1 i

HY L)\ = 1000,

GAZ Y VA\® for Intravenous Infusion

ARE Sl X IR J OV IVFE I NINR O h a Ryt

M

Ova JIL—7

1 XA

- =8

FRZECPALLEEEEG. BRIFCTHIHETE 2EENR
BRICHBWT, EMBBMEEORBECKHL T, +95HMH - &
BREROEMDS & T, REENVET EHIBT SN BEFICOV
THARBT B &, Tz, RERIKICEILS. BEXIZTD
REICHMIMERUERIEZTSCHBEAL, AEZH T SRE
TB&,

2. B (ROBEIZIBELHWI L)

AFN DA IR UBBIEOBEHE D H 5 B H

3. MK - IR
3.1 8k
Wi 7e 44 T A 2N HEEHEL000mg
. 184 7V (40.0mL)
7% yaN
G FURY AT GRETHHL) ) 1000mg
A 7 (40.0mL) Hi
kL — ZKH 3632.0mg
\ SEAF Y ‘
T L 7’“//# 57.6mg
L-t A F T VIEERE KR 89.6mg
K+ FFL > (160)
Kyt F 7oL (30) 8.0mg
7 :,___)1/&2>

WD AFNE, Ty A =—ANAAY —JIEAE A W CEE S S,
W2) HiLHIE LCY T F e Faxs MLy v Ede,
3.2 A IOMHK

Wi5e s AT A N R HEL000mg

kA TEGHR ONA 70v)

PRIR It~ RS L O

pH 5.7~6.3

RIEELL 0.9~1.2 (AFAHBIZHT 2 1)

*4. REER TR
OCD20Fz 1 DigRatE ") > /\IE
OCD20RZ DR ) > /MR IR (U 2 \BRiE ) 2N EZ D)

5. MBEX IR ICEET 3FE
(GhEEHE)
5.1 70— A M X MY —FEE L) A EZITV. CD209UE A 1k
TH5DHIEDPMRINTEBBAMHENTALZ L,
(CD20RzMDEMY >/ \MamE (I NERMEU > NEEED))
#5.2 [17. BRG] OHOMNEZ P . RHIOH N 0% &%
TR L 72 Tl R OBIRE (T T E.[17.1.4.17.1 55 8]

*6. AERUVHE
(CD20FZ M DRt > /3 FE)
WEL. AR, A XY A7 (#EETHEZ) & LCLHLE
1000mg % fIEEHET %o BAEEIE. DUF O A 7 VIR K 0%
G347 nvie L, 14 27 0HIEL, 8 1I5HHE. 2% 4 7 )VHLL

Fld 1 H B354 20 MR cld, Bk X v 2y Hic1m,
IRE2MEM ., B 5 & ) R,
Oy zukzx77 I KA, FFYIVEY VHERRE €7 2T
BRI T L Ry I AF VT L =y a v OB A
JAEAEIFA 27V E L, 84 7V
Oy ZuirA7 7y I KR, Cro ) AF VIRIBER DT L F
ZvaryEAFVTL F=va o E
JAEMALIFA 27V E L, 84 7V
ONY ¥ AAF VIEmIEH N o4
LRMELIFAZVE L, 634 7L
(CD20 M DIBMY > /MBI (U SNBSS NEEE D))
THTTIVF=TEDOHIZB T, #lE. AR, FEXY
A=7 (BETFHEEZ) LT THITVF =T EDfHTOl
WA 7 )VHDIHHIZ100mg. 2H H12900mg. 8H H K UF15H HIZ
1000mg. 2% 4 7 v HLPREIZ1H H121000mg % fifEE s 50 28
HM A1 A7)V E L, KT A 7 V5% ) K3,

7. BERUBEICEEYT %EE

(ZheEHE)

710 HEFRIZI VAR ZHG TELadro 2101, METLF
TGAEHTL L,

7.2 KFPEG12 X infusion reaction % B &4 5 72012, AHIEG-
D305 ~1FEHAENC, e A Y I V] BESURF ORI %179
ZEo Fo, BIBERERVECHIEGHL WAL, AFIOH%
HZELT, AIBRERVE KOG 2 EZET 52 L,

(CD20RZ M DiEkatE Y >/ FE)

7.3 BB S 2 PUEEIE SR & bk L 22 A
BeH2ET A LD TE D,

7.4 50mg/ B OG5 M T HEFE T BT 5 2 Lo Infusion
reaction2SiB LNk o 7 HGAIIE. BEOREZBL L 255
BGREEX TROLIIIEHT LI LN TE 5,

ARHNOF 5755

G- M

50mg/fEThfA L 30771851 250mg/ ™D,

T R400mg/ I E T EIFLZ N TE D,

Bl D # 5 CTGrade 22l E®infusion

reaction?¥FH L 22 - 7:35413.100mg /I

THGEMIEL. 305 100mg/FEO,

TRAOmE/EE T EIF A2 LD TES,

1A 7V OF: 5 TGrade 3LL_E?infusion

reactionSFEH L o2 A1, &

D304713100mg/FECRIMAL . TDEIRK

900mg/ M E T LHIFAZ &N TE D, B, Hi

[HO#:5-TGrade 3Minfusion reaction?)S3

HL 72563 W GO T 2 &,

7.5 Infusion reaction?S%EBLL 72356, TRO L H 12, KHEOFG H
Wi, ik, B GEEOLEEOIEEIT) T L,

A B

G-
1A 7 v

a5

2In1 5 LR

2 A 7 VLA




Infusion reaction&IHIRE D WLE iz U35 15 B IR O $¢ -3 i

Infusion
reaction®
Grade”

i

G- O 58

Grade 2LLF

B2l 5 05
HE & TP CaE Y 2
BEEIT) 2 ke 5%
kT L 72854 infusion
reaction’ [l %, %5
THBTE %,

PG O LU O

HEETHIE, TDH,

infusion reaction?¥F4&

SN l2EiE. L

ToX)IKkGHEES b

FHZENTE D,

- infusion reactionF&#
S o DIk
FETHEG LW
#id. 30045 250mg /Ry
3O, AR400mg/IREE
TG BT
ATED,

- infusion reactionZ&#
TRE, B G-IREH Af P 5-
FiEE TG LT
B3, moRk900mg /Iy
FTLIFAZENTED,

Grade 3

5% il LGy AL
B%175 2 &, Infusion
reaction At fE . #%
GEBHTE 5, 7272
L. Grade 3®infusion
reactionSF33E L 72 &
X, S5 ERELICHIE
L. BA Z2 5L aw
Z,

B 5 a0 424 LU
7>2400mg/ I LT 0 i#
LB L, TDE,
infusion reaction?%i2
O SN Do AL,
3043 #:1250mg/F§ 3O
R AK400mg/ I ¥ TG
HEE LD Z EHT
x5,

Grade 4

B EEDBIZPIEL,

Y RLEZAT) 2 Lo
EANIE S R R S

HTnZ b,

*: GradelZNCI-CTCAE v4.012# L %,

¥ GRS A 1A 2 )V oF 5 CGrade 3LLED

infusion reaction?S%HL L %22 o 728 A1E. 2 A 7 VD, &%

FD305713100mg/FE TR L. Z Dk K900mg/Hr ¥ T EIF A

ZENTELEGHE
(CD20BZMD M Y >/ stEamnR (Y /N > NEZED))
*7.6 77T NF =7 2 2BHMEG L BRICAH OG- 2GS 52 &0
*7.7 25mg/ W O G- HBE TR E L 4T 4 2 Lo Infusion
reactionSid SN o 72 AIIE, BEORELX B L 2055
BHEEZ TEDIIEETLIENTE D,
RF) DFEG-HEE

PG

25mg/FF CARF L LT TR 53 4,
PG EE PP vz &,
A8l O P 5-Cinfusion reaction?¥38H L
o 12 AE. 50mg/ TS & BlAG
L. 3053#1250mg/HE 92, i k400mg/
HECTRIF2Z N T&D, Bk, i
O ¥ 5-Tinfusion reaction?S56H L 7285
AlE. 25mg/ TG A MG L, 3057
1250mg/k 3o, & AK400mg/HE T L
JFAHZENTED,
[ Al O 2 5- Cinfusion reaction 35 H
9 AN B G- EE 2 100mg / E DL
ETHoYA1E, 100mg/ BTG %
FAfG L. 3020 12100mg/ "o, ik
400mg/FEFCLIFAZENTE D, &
B. Wil OS5 Tinfusion reaction?s%
BLL72840d, 50me/B TG 2 BMG L.
304 1250mg/ 7o, fie k400mg/ Hy
FCTEIFAZENTE S,

P 554
Bl A 7 v

1HH
(100mg)
2HH
(900mg)

8HHEW
15H H
(1000mg)
1HH
(1000mg)

2 A 7 v
LIRE

(2)

%7.8 Infusion reaction?"FEH L72HE. THRD L H 12, KEIOFG-H

[ AHISN

KGR DEFEOIGZIT) T Lo

Infusion reaction%§HiIRE DULIE J UM% 5- T BH IR O P 53

Infusion AL G- TR O $ 52

reaction?®

Grade”

Grade 2LLF | 5-% 9 2 2 4% 5[ G- lrai o550 LU F o
WA MU C#Y) LT AL, 2Ok,
BEAITH 2 & 5 %|infusion reaction?¥il®
T L 72354 infusion| 5N 2o 72 8A1E. DL
reaction¥ a4 f%, 5| TO XI5 H#EL b
FHHTE %, FHZENTEL,

Grade 3 5% il L CBY) 2L - infusion reactionF$¥i
Hx479 Z &, Infusion| M. #5144 2 V1A H
reactionIE K. | o5 Kk cikh L
5%WHATE %, 7272 Cwi%Bait. 25me/
L. Grade 3®infusion| W C#&5#E % F
reactionHIE L7256 22 L TE 5,
i3, %52 E 5 I2H k] - infusion reactionFsHl
L. AAZHET Lav] B 5194 2 V20 H
2o Dk o4 5 kT

HLTwWg4a1E, 30
S EIZ50mg /T O
i K400mg/W F < L
FBHZENTED,

Grade 4 B EEHIZHRIL, -
YR B AT T &,

T, AFEFERS L
HnZk,

*: Gradel¥NCI-CTCAE v4.01CH#: L %
8. ERLEARIR

2 B ERR A SERE R A

8.1 BEUF Y A VADFHEMHALIC X DIF R HHDID Z WD

B DT, RFILGNIAL - T T AV AEGD F 2 T 72
RGN BN 2 ME 2179 Z & [9.1.2, 11.1.62]
HIMERB A A bbb 2 &
DB DT, RHOWBEMIGH ., BHE R OERGE T RI3E
IR 21T ) 2 & BEOREZ HICBET 2 L.
F7, AHOFGIZH 72 o Tid, G-CSFRA D@ 2= B L
THEETHT L, [9.1.5, 11.1.35H]

B MR8 H b D 2 EH D LD T, BFOIREZERR

Bl L, E72MNMEREZ1T) 2 & [9.1.5, 11.1.45MH]

A JEB BRI H S5 b s L AH 5O T, LT E R

JER OB 21T 2 & BBEOREZ TICBET L2 L,
[11.1.22H]

5 HVE R ES S Sbi b Z LW DD DT, Kk, UL,

FBFEOWHHRERE T8I 52 £o [11.1.105H]

9. BENEREFHIHREICHTIEE
9.1 BHHE - EREZFDH 5 8E
9.1.1 BPEEZAHL TV IRIIBREBJEORETELET T 58E

SEEINHIERC & 0 BRE 2 B S5 IS E L BN
b5 [11.1.52H]

9.1.2 FRIANVZADBEER IBREEZFT 5 EE

ARFN ORI ONBHHE T fald . MkE L CRFRE B AR X0 1T 25
TANAR—=A—DEZL ) v T HITH) e BRFFRY A VAD
FHEHLOBERLEROEIIEET AT Lo BREFLEY A VA
¥ v ) 7T OEBE ARG (HBsHUE M, A DOHBcHiR X
IEHBsHUERRYE) 12B W T BRI &Y 4 v AOFEELIZ & 0T
KD HLNEBENNH S, [8.1. 11.1.6&H]

9.1.3 LIREEREDH 2 BER I ZOREED S 5 BE

BRI F GRS EENR PO SE 2 BALE S S ¥ 5 BT
Nhdb. [11.1.82MH]

9.1.4 MREEREDH 2 BER I ZOREED S 5 BE

PG S FE G- Bl AU SR IR % 18 ) B oW G
&2 H S, itz BLs s B2hd 5. [11.1.1ZH]



9.1.5 EELBHEEETOH2EE
T BRI I OS> & B S T EEL S 2 BZIW0H 5.
[8.2, 8.3, 11.1.3, 11.1.4=%]
9.1.6 EBEENSVEE
Infusion reaction?Sd HHIL EEN S 2BZNDD 5. [11.1. 1]
9.4 £JEREEH I 5%
IR AW REVE D & B PRI, RFE G L O R 54— 58
WIRE, #Y) RE A7) L) fRET 52 &, [9.551K]
9.5 iT@
PRI SOIIEIRE L C W B etk H 2 iz i, EH Eof SR
faltEx L2 L HBF SN2 EICOAEET 5 L, BiRER
(h=74FN) IZBWT, HAERTBY ¥/ SEREOEA RO 5
NTwb, 72, b MeGIHaRMAME#BET 52 LMo T
%o [9.42M]
9.6 R3ILIB
IR L O R ORI REOA M A ZE L, ZAOME UL
a3 a2 8 BWEREE (h=2719N) 2BV, FLil~D
BATOHE SN T0D, b M TOLNBITEME L7 — 7 134w,
9.7 NRE
NSRS R L L BRIRRERIZ TR L T,
9.8 EiE
BEOIREL T BIRE Lo EE IR G352 &, BRREERICE
W, S IS EE 2 EIEH ORI TE MEAIDFRD STV b,

10. #HE{EH
10.2 ffREE BFRAICEETS L)

Bk FRARAEIR - $5iE % | W - fefRii T

VAL 72T T
DRI HED EIR
MEEH L 72561213
BB ZAT) -

KK DB » 3Rk
EERHICE D BT
LBENDD B,

g7 F v ke
BT 75

— D ML N DS

R A B R
it = b gy LEE T3 2

S
PR BBENDD D

%o

1. 8ER
KOBWERD D BN D Z EHDHBHDT, BIgEx 15147,
WD BN E I G % kT 5 7 S R LE AT
1.1 EXLEER

%11.1.1 Infusion reaction (51.9%)
T 747Xy = MEKT, B, EE, KELEE, HHE -
MR R, igH . MEUEGRAE. (CBEHHED. BR. BEUESE &
infusion reaction?’® 5 b5 = L% V) . WA 5K D ARHK x5
HOUEE G- BIA B 24 DUNIZ % CRRO H LTV 2205, 2 LLRE
R, 20 B G- DIEORFEGIFZ DO 5N TWD, ik A ¥ 3
VA, RESUEHR], BRI E RV E R OIS 21T o 72 BEIC
BWTHEE Zinfusion reaction3FEH L 72 & ORED D 5. B
PR & NG A G, k. 53R EOLHEED R IG
ATV, EYRAE Pk 27 3 U MAGERA, B R
WE R OFGE) 2179 2 ko [9.1.4, 9.1.62H]

*11.1.2 EERERAERE (0.9%)
FEDVRD LN A IRF O G 2 huk L, @) 2 iE (R
ARV, BRI ME SRRSO S B #17) L &b,
JERAAET % F CREOREL Bl d 52 &, [8.48H]

*11.1.3 #FhERigd . BMERR S
T BRI A (42.2%)  FERAMEIF R BRI A (5.3%) « FIfERE A (8.1%)
ML bIb IR, IFPEREDICOWTIE, BIET Z60%
AHENOPEGHT H HARM Y EFGE L CRET AR M s hTwn
%o [8.2. 9.1.5%M8]

*11.1.4 M/VRIES (11.9%)
MR (CRFNH G- v S35 G- 5 248 1 DL S8 B3 4 i/ IO
Vaagts) BHObNLEIENDHY ., WA 7V TEHE SN
TwWho Tz, HIMICX VIBTEICELTHEED D 5, REDPED S
N7 A MR LR A F DR IEFE DY) 2 LB 247 L& b
2L BHE S 2 F TR IR & 4 5 2 £ ,[8.3.9.1.52 ]

==y
INH

&0

*11.1.5 BEEAE (29.0%)
HH . BEE, HDH0IE7 A VA X BEGeE (Hmse, i) 23
HHDbN, FETICE S B HE SN TN LD T, KA R
R ONEER T RIZEZE OREL T CBl% 35 2 L. [9.1. 1]
11.1.6 BEIFFR 7 1 IV ZOEEMALIC K 2 BIERF K. FFROHEE (5
JEAH)
BEICEALTREME L H S, BEFRBOLNHEIE. LI
TANWAFN NG T B EWY BB AT 2 £.[8.1.9.1.25 ]
*11.1.7 EITHSEMAERAE (PML) (0.1%)
RFNO I e OGRS T R I BB OREE T ICBZ L.,
TR FRANEEE . BRI ORORRME. UM |
DIERA D & b N7 A2, MRS & 2 E G2 K O B
MAEZIT) L& IS AR oG 2 dIE L Y 2 ULEE1T) 2 &,
F7-PMLE B SN 861E. DIBERFI 2 BHRG LenwT &,
11.1.8 DEE EEAH)
NENR (BB . PolE, OigE, OAEEDNH 5 b,
BCICE Sl ST b, [9.1.381]
11.1.9 BEEZEF (0.1%)
*11.1.10 BEEMMER (0.4%)
FEDERO N A2, BEXE. MEC TS oid % FE s
5k, MBEMERIESELNEGEI2I1E, AR OG- 2d kL,
BB E RV E VR OBGEOEY) 2 MEEZITH) 2 &, [8.55M]
1.2 ZOfDEIER

10%2L E

= e g A
S

2% £10%

0, i HHEEANH
il 2% A4 HHIEANH]

]

EEAE TE9 |
Z ) FEAE.
WIGIZ IR
FLBE. Bzf§#z
JeS

TN
s, SR,
BRI S 5
T

il

<

i

L LN
1

JFF I

ALT E5
AST 54

IIR((3

Zl, V) oo%
ERE A

(0 S/ N1
PEFFIR IS i
HRESS

PIPAYIT:

*

HALSR

AL (37.5%)
AL M
T

LR NRIA DN
HALAR R

I AT B
HNTZE. H

F b

NP

[l

RILE ., i
£

BUIR.
%

IR

G

ERUTE NA
Wk, 1N
i MHEH S
L KRR

EXTNEY

*

LR

AR

KM= = —
0 8F —
]

| K

b9)

5 3
=
ey
g
Y

Y
J
5

Z DAty

9257 (24.3%)

FEBL, A

AR, B
B9 T
T D 935 |
R,
AP, Tl
NI TAEEN
P, MR
BN, I

i, PERR.
HE A M
. KAy
AME. Ky
o7 CME,
fEAE . R
me 7 L7
=B, 9K
i TG
PETR BEDRI
PER N, TR
KEE B




14. BRAEDIE

14.1 EFREBEOZE

%1411 KA OB GHIZIEINA T h S LB XELY |
HIRAEREHR AL CUTOBME L T2 &,
Wil LCHBAER AU ET L2 wv S &,

15 HEHY & A ORI =
100mg 4mL 100mL
900mg 36mL 250mL
1000mg 40mL 250mL

14.1.2 BRI I ZIEIRT 5 2 &0

14.1.3 JHRHE L, SREITERL»IHHT2 2 &,

*14.1.4 RO &GS, PRERS 2R TAHUE % RAE
THEEL, 2~8CTIREL, MEOBH I TITHET 2
ik,

14.2 BHHBRSEHOIE

14.2.1 fhHFl & DREEZ LT &,

14.2.2 0.23130.22umD A > 94 > 74 V¥ — % HHT 5
ik,

15. ZOMOEE

15.1 ERARER ICE D 153
FRIRFRERIZ BT ARANZHTT 2 PUARDEE S ST
Who

16. EYENRE
16.1 MAigE
16.1.1 BRI S5
CD20M D BRI MEIE K ¥ % > ) > /8 12 AR #1200,
400, 800% UM1200mgt % miifiiiE L7z & & o i o i
FEHERS R OSSR BIRE ST A — F RITF D LB ) TH - 72,
AUCrst 2 U Crmaxt 3200~ 1200mg o> 2 FH < H & ik %
N7z ®H 27V 75 A (CL) KO (tie)
FHEGEIC L S TRBEOEA R LY,

HLEP G- B o Mg i RS CRIg il = it iR =)

—e—  200mg (n=3)
1000 —a—  400mg (n=3)
—e—  800mg (n=3)
. 500 — 1200mg (n=3)
i?_k@ 1004
% 50 - H\i\;\!
104 ‘ ‘ ‘
0 1 3 7
R (H)
B 50y ERE/ T 2 — ¥
% 1}” % AUClasl Cmax CL t12
(mg) | |(ug-day/mL)| (ug/mL) | (mL/day)| (day)
200 | 3 305+39.5 |79.0£17.2|257+12.6{9.65=2.00
400 | 3 768109 |157+24.4]220+49.0|10.9+1.80
800 | 3 1470297 |358+37.2|347+82.416.11%0.617
1200 | 3 1970624 |415+81.7| 248+ 155 | 14.5+8.87
AUCnst - G- H7TH £ TOAUC (Pl = 1Rt R )

1) KRR S N7z A EIE1000mg T o
16.1.2 RIEIRERF

FRIGHECD20W gt ) > /i G (2 baeik (CHOPX
ENYFTAZF ) GERTCARM Z 194 7 )V3EH %
KEY A 7 )V IUXIH A 7 VAR 2 K6 A 7 ViZh7zo
THMEHE L 72 & S i i EEHERS e N B RE N T
A=FFUTOEB) THoz?, b, KHNIHA 7]
OIHHKU8HH, X &Y 1 7 )V o1H HI21000mg %
SR L7220 (PHEC BT B ) -

SO G- O I hife RS (P9 + iR (R )

900+ ° NV KATF VPR
800 e CHOPB:H #:
2 700
2 6004
& 500 -
2 400 7|
L a0 ¢l
= a0 %
100 |
0 2 0 6 S 100 1D Mo 160 18 20 20 20 20
e (H)
R G- R DS EE 8T A — %
AUClast C CL t
S e % ‘max 1/2
DERgE | B | B (g ( ug/mL) (mL/ (day)
day/mL) e day) Y
FA 71 1310+
2 24 +82. -+ =+
DIHH 4 380 S8
a2 3640 =
HOP 1 406+ 12 - -+
CHO D3H H : 1640 06128
20700 + 126+ |37.2%
FA 7 N8| 28 638 =223
8300 33.6 | 11.6
A7l 1249+
+ _ _*
DIH 32 7 314+88.2
NYTN|FA 7 V] 5750 =
+ * *
AF v | OZHH 3 2580 o0z 151
22700+ 97.9%139.0%
)IZ +
FA 76| 30 12700 616183 34.3 | 12.7
- B CPIgfE + friEfF22)

1$£2) CD20M D gt 7 SiE D A&R S - i R O
i, BAEETIZIYA 2 VEHDL, 8. 15HH. 294~
JVHPIBEOLH B, #1327 JIZ1E 0 1000megd 5
HHHETH Do

17. EREREGIE

171 BHMRURLMICEET 235

(CD20RZ M DiIERaM: ) >/ \FE)

17.1.1 EEERSENET > ¥ LEEBHER (BO212235E
[GALLIUMER])
FIHFEOCD20M IR 2 % ) v oXJEEE 1401
Bl (HARNI29B % &) ZXPHRIC, VY F 2~ 7 +{L
HEEE (CHOPHY, CVPHI AZ AN 2 2 F 1))
FRREIEE L, AR AL AR L2 L EOER)
P MET L7zo A#I1000me % 3[4 (CHOPILIZCVPH;
IR J34EmME (KXY AATF A 12831 2
VOIHBICHEG L, 1 7 V10ASHH, 15HHIZHA
#11000mgz #%5- L 720 V)V F < 713375mg/m’ % 3 ]
7 (CHOPJUIZCVPPFHIKE) i34 R (N & A AT
YRR 2B A 2 VO1TH BICHRS L7z. EASEL
FE3 BB OBE & 1384 4 7 v, 4B OB &6 4 &
Wb Lze EAER TIHCE GRS EoRMIBEs
oA, MERRRDLE L TARFII000mg X iZ) v ¥~ T
375mg/m?% 271 AR\ 24E G- L 7ze E oS, IRtk
1) VOSIERE12026012 BT, AREBEHTE TR, SRR
HARFZEHIIE H T do 2 HERE AT A 12 & 5 ek gk
M OEEFERILENED 5L (0= FIb [95%EHEX
M1 :0.66 [0.51~0.85]. [@JlLog-ranki®sE : P=0.0012
(B EKEEMO0.012) 1. 20164F 1 H3IH T =4 B v M4 7).
ULl [95% G HEIX ] (X AHI BRI ClEkaE [EER
BE]. NMEBECIIARE (4717 H ~HEEARRE] TH o 72V,
W) v NI B O YRR 559561 (H A 6581
FET) I2BWT, 56561 (95.0%) (ZEIERIATHED 5
720 EREIWEHIX. infusion reaction (59.0%). FrERE
B (45.5%) « T (43.0%) + IBEGHE (37.0%) < 9557 (26.9%) «
353 (25.5%) TH-o 7,
F1) EMEIF A2 vEL, Y2 akA 77 2 F750mg/
m?, F¥FV)ILE Y U50mg/m? LN > 7 1) AF ~1.4mg/m?
EEAZVIABICHES L. 7L =y (ENEKE



/7L F=var100mg X iZ AF V7L F=va »80mg%
FAA 2 )V OTHH~5H HIcH 5

H2) BEMEIFA 7 vEL, Y7 akAT 7 3 K750mg/
mK Oy 7 ) AF 1. dmg/m?% &%+ 14 7 V1IHHIZ
#5 L. TV Py (EAREKR) /7L F=var
100mg i AF V7L F=va »80mgx %44 7 VO1H
H~5H B2 5,

#3) A ALY A 7V E L, XY T LAF I0meg/mPE
B A 7 IVoO1IH B L U2H BIH 5

4104 78 A A7 1 ] O Kaplan—-Meier Bl

—— A+ LR
------ 0% T LB B

v e

) DY
506

i

: T 0,66

% 04 950 (X ] e

z Pl 00012

& 024 | (@3ILogrankiz) .

T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54

<VATREDOREE> s (1)

AAlHEFRRE 601 570 536 502 405 278 168 75 13

1‘@;;37'/* 601 562 505 463 378 266 160 638 10

17.1.2 BHELHET > 7 LELEEHKER (GAO4753gHER
[GADOLINZE])
1) % 3w THBESIE O CD20 B AR IE R O F &
) SHEEE36H E KT RIS, N T LAT VRS
L. REERY T LAF 22 L7z &A% Hat
L7z MIEHIZ, N2 4 AT 2 120me/m? % 48 B 412 %
FA 7 NVOIH B KO2H BIZHES™ L, kK61 7 Vg
DR U720 MEFREEIIC BV TIRBERE L Sz, K
BERREIX. ARAI1000mg % 4 MBI &4 7 Vo1HBIZ
w5 L, A4 7 v1oA8HH. 16H BHIZH AFI1000mg %
W5 L7206 PEFHT ARV ¥ A AF 2 1390me/m?% K A 7
VOIH B O2H BIZHG L7z EARSINIZ6Y 1 2
& L BEAFREHE T R R S OHEATARED S e W&
. MEERED L L CAFII000me % 2 B4 24E RS- L
72o TOREF AREMEIER D F 2 v R E 39665112
BWC, REIPEFBECLEL, MBI TZEFMIEE CTH
B IR EIC & B A O A B R IERARD b
(= NIt [95%E#EX ] 1 0.55 [0.40~0.74]. (g3l
Log-rank##7E : P=0.0001 (f&EAKMEmHEO0.015)]. 2014
FIHIHT— %Ay b 7). il [95%EMHIXH] (%
RAEGEHBEClERE [22.57 H~HEEARE] MR CE
1497 H [12.8~16.6/7H] Th o7z F72. WEhatEY »
JSME 321N BT 5 P ULl g8 |2 & B A AR T o
MNF— R [95%EHEX H ] 1£0.48 [0.34~0.68] TH -
720 MEREME Y oS IEEE O R 1646012 B
T, 15661 (95.1%) \[ZRIERDSTED Sz, EREERIE.
infusion reaction (64.6%). H.(s (45.7%) . 955 (35.4%) «
I ERIE A (33.5%) . IEGHE (28.7%) Th o7z,
H4) NU Y ART M GBI ENKE T -
A& E . RAICIE, N Y ARTF UEBREE LT
120mg/m? (RFEMHIFE) % 1 H 1R A C i3 %,
RG220 B HATV, I9HBRES 2, i1 7L
ELTC, #EEHYET, B, BEOIREEIC LD @K
w5

Ay B8 AR AP A ] O Kaplan-Meier [l
(ICEREEIER Y F 01 L SEHEH)

= I
BIEHXH

P
(# Bl Log-rankf5e)

0.55
(040. 0.74)

0.0001

0.6
04

LA

e KA N S BAF AR e
NY T RAF B

DB

02

005 6 12 18 24 30 36 42 48 51
YRS REDRE S i OF)
H+
NyynaFrlo4 15T 06 75 47 27 2 1
Ny T NAF 202 149 86 42 26 13 4 1

(5)

104 78 A A7 B ] O K aplan—Meier i
(ERE ) oS HEEE)

NF— B
95%fE X [

048
(0.34, 0.68)

08 Pl
Fia (g 3| Log-rank#5E) <0001
% 06
E o,
& 02 s e i SO
VST — R+ N F B AT B S
N Y AAF VB
00 T T T T T T T T
0 6 12 18 24 30 36 42 48 54
<Y RAYREDRE &> i (3)
AAl+
~NyynAFy 155 120 79 61 38 20 6 2 1

NyFuAFy 166 122 66 29 17 7 2 1

17.1.3 EREEFAFEVHERER (MO40597: 5% [GAZELLER

E&1)
FIEFEO UMY ¥ ERELLH (HARAN70 % &)
RIS, AH L LFERE: (CHOPHY, CVPH* g~y
FRAAF ) R L7z E EOREWSEEMG Lz, &
#11000mg % 3 M 45 (CHOP I AZCVPHEEE) x4
(XY T AATF R 2K 4 2 L o1H BI2#S L.
A7 NV1DOAHSHH, 15H HIZH AFI1000mg % $5- L 72,
A 7 VLEARHA % 50me/ I CTRI%E L. fek400mg/ I T
5. L726 %4 7 V1CTGrade 3L _L-®infusion reaction?%g
HL oA, 1 27 V2DBEICARA 2 100mg/ T
Ffa L. & AK900mg/ R CHG- (HEEd G : 9047) L
720 SEAFEHIENISE B BEOY A 138 A 7 )V, 4 [H
DO EIZ6Y A 7V & Uiz 38AFRER T REIZE 5 2% L
LOZHHE L NI AT, MR L L TAAI1000mg
w20 B2 G- L7z, ofR. FEHEHE Tdh
%A 7 V1 TGrade 3Ll ®infusion reaction? 383 L 7
Mo WERED D B A 7 V2281 % Grade 3LLED
infusion reaction®ZEHEIE (95% B E) 120% (0%,
3.66%) (0/99%1) TH - 72", BIKFFHIEE TH 5EA
PRI T RE ST O Z R 61386 7% [95% 5 AKX © 79.1-
92.4] Tdh o 720 BAFE T I 2T O 2 VERHiA 511361
(HARN27B % &) 2BV, 11061 (97.3%) (ZREI1ER
MR BTz FEREIVEMIZ, infusion reaction (61.1%).
TR EREAE (59.3%) . Bl (36.3%) Tho72,
(CD20BREDIBME ) > /SMEIIRE (INU 2/SERME D > /SEE%
&L))

*17.1.4 BHETHEFEER (ACE-CL-007:5%)

FIBRFEDOCD20B DI > 7Sk 137 5 5953561 % %
KA, AF+T H T TNF T RIS ROTH T T
F =7 100mgx LH2[3%5-5 2 7 /1 7 7V F = 7 Bz
5. A e 0% 4k % AR +chlorambucil™ ff Fi#% 5 (k)
FEHE) 9 & i3 2 I E M R A LA AR ER % 6 L 720
BRI Z B S 7S & 2 M8 T8 A A7 T [ o0 v R SRATT O s
By BE+T7H T TNV F = TGRSR L LKL
TORETEMICAE R ERE 2R L7 (REEFEEE - N —
FI0.10. 95%1EFEIXH0.06~0.17. p<0.0001), g
MM ORIEIZ, RFI+T B 5 TV TF = TSR
THREE, WRBET2.67ATH-o7 (2019F2A8H 7 —
59y vE7) 9,
SEbd T A I O Kaplan-Meier ffi# (ACE-CL-007:E%)

207 — KA+ T H T TNF =T PR GRE

- T T T NTF = T A R

e A7+ chlorambuci 1 B G-HE Cef FURE)
‘ 6 12 ‘

+ Censored
T T 1
30 36 42

T
18 24
MR LD b ORI (7)
176 170 168 163 160 159 155 109 104 46 41 4 2
166 161 157 153 150 148 147 103 94 43 40 4 3
7 162 157 151 136 113 102 86 46 41 13 13 3 2

1E5) 65 MLl Ud 65 AR THAEESEE A TS (D
L7F=2 2075 AN 30~69 mL/min. @Cumulative



Tllness Rating Scale for Geriatric (CIRS-G) A 2772 6D 7%
kb 1 2%z d) BEPSRHEE S,

E6) 28HM 1A 7 vk L, 757N F=71H100mg%1H2
[\, H 4 7 VIOIHBA 5850 RKFN100mg% 1 7 V201HH.
900mg%x A 7 V2D2H H. 1000mg% 1 7 )V2m8H H L U'15H
HIZH 5 L 721%.1000mgx 4 7 V30634 72 V7D1H B Ik 5
7:7) chlorambucil IEAFECTHRKLTH 5,

W8) 28HM A1 4 7 V& L, AF100mgx 4 7 VIDNIHH.
900mgx 4 7 V1D2H B, 1000mg#% A 7 WV1D8H H L U 15H
Hic#5- L7z, 1000mgz 1 7 W2h 6434 72 Vved1H HIZHK
5. chlorambucil 0.5mg/kg% A 7 V1554 7 V6D1H H K
UN15H HI2# 5

KF+T7 715 7T =TG- S 178BIH1336 (74.7%) 12 Hl
TERDSTRO BTz EREIWERNIIFRERBAME 22.5% (40/17861)
SR 22.5% (40/178%1) . T3 21.9% (39/178%1) . #4155 15.2% (27/178
B0, P57 12.4% (22/17861) . Hls 10.1% (18/178%1). M/ IMIIK
AhE 9.6% (17/17861) .58 6.7% (12/178 51) BAET 6.2% (11/178
). BRI 5.6% (10/178 #1). FEED F v 5.6% (10/17841)
ROEIN 5.1% (9/178%1) THh -7 [5.2Z0H]

*17.1.5 EIRNEE I #H508& (D8220C000015KE%) /S— K3
FIGHOCD200 D EYEY) & 7 PR M5 EH 1060 & k5, &
KO T 55 7T =7 % GG L7z BRI R E 12
£ B ZNEIE100% [95%EFEX I @ 66.4~100%] (9/961) Tdh -
7‘:7),8)0

1061961 (90.0%) |ZEIWERA RS Sz, EREIERIE. B3
Bl (30.0%). Al FFHEREGRA . M/ IMEGR A SRBE R OSBEIK
BRI, %260 (20.0%) Th -7z, [6.250H]

18. ZFERhEEIE

18.1 fERAF
AHNE. v MEFICD20E / 7 a—F VA TH Y. b FCD20IZ
KA L PURMRGEIRMEE (ADCC) (it & OSHUARARAE M
HA (ADCP) {HHEIC LY. EHEOBIMAIHI T2 L E2 51T
\”69)*11)0

18.2 MIEB®HE
AL, CD20BED & b g ) > SIE f sk RUAIa M % K2 T 7%
WL 22 A TR S (SCID) ~ W A2B W, JEEE
IR % 7~ L7210,

19. AR ICREY 2 EIEZRIFA
—EEIGFR A XY Av T GEIE TR Z)
(Obinutuzumab (Genetical Recombination)) (JAN)

KO AEXY X TR, #aFHRz e MU 2 a— )Lt
K TH Y., < APk FNCD20E / 7 10— F Mk oA
PERR, STk MgGld 7 L — 47 — 7 8 OSEH o
ko FEXY AT, PUR#EETF L& HIF-1,4-7
V) YNREY YN EAH-N-T 2 F VTV T I VR
BERP~ Y 2 -41) THEL, 31,60~ > ) ¥ 5 —E
DELFDEA S NI F v 4 =— AN A Y —JIEAIC
LWEEESND, A XY A TE, MO T I/ ik
6% LHE (P18 2RB U290 T 3/ Wik o 72
LA (k) 2RTHR SN MY V878 (5T 1
148,000~150,000) T»H 5%,

20. BV EDEE
HIERELILEE L CTIRFT A Z Lo

21. A& H
) A 7 EHE A SSED L, BUICERT 2 2 &,
22, a3

40mL X 1231 7V

*23. FEX@

(6)

1) Ogura M, et al. Cancer Sci. 2013;104:105-10.

2) WEFLES T bAHEER (BO210007KER) (20184E7 H 2 H AGE.
FH%TE2.7.2.2.6)

3) EBEHE S AT LB (BO21223305%) (20184E7 H 2 H 742,
HREE R 2.7.3.2.1)

4) WAV AR L BGAER (GAO4753g7iklR) (201847 H 2 H AGE.
HREE RN S2.7.3.2.2)

5) FLPVERL © EIBSIEE EE VARG ER (MO405975ER)

6) Sharman JP, et al. Lancet. 2020; 395 (10232) : 1278-1291

7) Izutsu K, et al. Cancer Sci. 2021; 112 (6) :2405-2415

8) FPEEL ¢ EPNE T AHEER (D8220C00001 FikR)

9) Mossner E, et al. Blood. 2010;115:4393-402.

10) Herter S, et al. Mol Cancer Ther. 2013:12:2031-42.

11) v~z a7y —Y/HEKIZ X 5 ADCC/ADCPIE: (201847 H2H
KRR, HAHEARE2.6.2.2.2.3 (3))

24, XWFEKRERVHEWNEDESE
PSR AE A TA DN v T A= a vE
T103-8324 HHUHR X H 4G R 2-1-1
FEqf © 0120-189706
Fax : 0120-189705
https://www .chugai-pharm.co.jp/

26. BUEIRTTRES
26.1 SOEARSTIT

m RSP RN S 11

RREPRXEAAEERT 2-1-1
ova S)b—7

CiEEN

® F.h7vr -7 -0vaft (A4 R) BEEE

202406 A



% % 20214F 11 2LET (45200
% 20214E3 H LT (BB 1.

B R
BRHARE - 34

MR MEER
N2 8 L2 TF BBRIERIEEZ RS E
L NPIVCE i

I‘UT:FJ Jmﬁ,m25mg
I‘IJ?*‘J Jmﬁm’IOOmg

TREAKISYM' Injection

KhREETE, R - ARAT)

TEL R - ESEORTEIC LV HRTA L

H AR R i 0 0 75

874219

SUEEHEM25mg | RUEFREA 100mg
FKERAE 5 | 22800AMX 00700000 | 22200AMX 00964000
GRS 20174F1H 20104F12H

1. B

1.1 AFE. BEFCTOWETEIERBRICSV T, &M
BEMEEOEEICH L TH2 R mH - mﬁﬁ%olzﬁm%)
ET. FEIDHBEPBEY EHEF SN BEBICOVWTDAHES
TBHIE, T, FAENCKZAERIBICELS. BEXRIEZ
DHREFEICEHERVERMEEZ +2ICHBEL. AEZETHLS
B’EEBIBTD &S

1.2 BREMFEICE Y BLEENEELEERAP H5HNBZ &
PHBdNDT, EARICMAFEREZITOERE, BEOREZ 9
ICBET3I L, [8.1. 9.1.1, 11.1.1BE]

Th\(M@%%(\-‘i*ﬂ%’btb\(—t)
2.12&%!@& WZxh U B OB O & 2 B
2.2 HRIE AR L T B REtE 0 & % ok [9. 55 ]

3. HARE - MR
3.1 #rk

LT R UEEENER | ML TR v A
25mg 100mg

INATIVHNRY T LA IS, TIHFRNY T LR
F U YEERYE 25mg F Y HEEENE 100mg

whnn D-¥v»=h;—)V 30mg |D-¥v>r=bF— 120mg
2 BE|IOMR
e LT YV EEEHEN | N LT Y v TEEHEN
(G %5
mg 100mg
bilbIA HUE IR TESTH
IR F o &G S PR R 33

2.5~3.5(RHINA T |2.5~3.5(KK1NA 7
pH V%S K IOMLIZ % | v % FESTH K40mL 12 %
AP AR Rl &)

#90.9
[100mg#HI LN A 7 IV IS FAK40mL % n 2 T
WA % Ltk BRAEERICHRMARL

ZEE
(A A i
233 % 1)

250mL & L 723 (0.4mg/mL) ]

k4, FHEER IR
OBEEMEBHMIERS XU NERV~Y 2 MUk >/ &
OBFHRIIHEEOV £ AMAMBEBMIEY >/ E
@)1 DA I=Tit
OEEHENTHREE IEEDRLE

5. MEERIIRHRICEET 5=

(RBEORBEMEBMBRMIERS XU NERT Y MUK
2 NEE g S/ B mE)

5.1 [17. BERMEE JOEOMNE 2B L. REOFRMEf OV 4
B L 72 BT ARFI DAL EBREOFERIC OV T HEE IS
Tﬁ%‘J‘L\ WIGEZORIREITH) 2 &6 [17.1.2-17.1.4.17.1.92 ]

(BHEIUIHAEOV E AMAMIREIBH Y >/ &)

*5.2 [17. HAREE JOHONEZ S L. KHOAH MR O
LW E TR L2 BT, BISEEORIREITH 2 &
[17.1.6-17.1.8%M1]

*6. AERUVAE

(BEEMEBMRMIERY X2 U L NE)
OVICD205LABEH D35 &
WEL AT, N ¥ A RF R L L C90me/m? (R E
&) & 1H LAILEER] A0 CRiEES %0 %5 220 ME 017w,
26HFIRIES 2, CNELITFA 2V E LT G280 BT, 2B,
BB OIRREIZ X0 M EHET 5.
OHMP%E G- OB 4 (FIOULEERTEO S IZR D)
WHL AL, N Y ARF R L L T120me/m? (55
i) 2 1H 1RNTERER 200 C R EE T %0 5% 20 [ H AT,
1OHMIREET B CNEIF A 2 Ve LT G20 BT, 25,
BEORBEIZL D BEEHET 5.

(> NIVERRRY >/ EE)
OXREROYE
VY F w7 GRETHIRZ) L OBFHIZB VT, @, A
N2 L AF R E L T90me/m? (RETIRE) 2 1 H 1M 1EERH
P CHEENET B0 K5 Z2H M HATV, 26 H FIk3ES 2,
INEIFA 7 VE LT, F5EEEVIET, B, BEOIREL
LV BEEHET Do
OSBRI E
FHEL AT, R YL RAF UHEERE L L T120me/m® (E#E
i) 2 1H 1RNTEER 200 C R EE T %0 &5 % 20 R H AT,
19HMIREET B CNEIF A 20 E LT G520 RT. 2 5.
BEORBEIZL D BEEHET 5.

(BEIIHEHEMOV T AMXMIRIBHEY > /&)
OV x v~ 7 Gafa TR ) B o4
FHEL AT, R YL RAF UHEERE L L T120me/m® (E#E
i) 2 1H 1RNTERER 200 C R EE T %0 5% 20 R H AT,
19HMR#EST L, Tzl A7)V E LT, k61 7 vixkh
YGRS, B, BEOREIC L) EEHET 5.
OV F 27 (BEETHBEZ)KPERT Y A7 NFF U (GE

mTHIR ) BEH OGS
WHEL AR, N YA RF CERE L L C90me/m? (K FE T

Ff) % 1TH 1R 200 CREEE S 50 %5 220 B AT,
19HMR#EST L, Tzl A7)V E LT, k61 7 vixkh
VRS, B, BHEOREBICL) BEEHET S,
(8 /A M)
SFEL RACIE, NS A AT M & L C100mg/m? (k3
) % 1 H LR TRE R 200 C REENE T %0 $5-% 2H i H A7,
6HBIRES 2, CNEIF A 2V E LT RG2S, B,
HEORBICI YV EEHET 2,
(EBSENTHRETEEZOTLE)
FAEFEBESERGORATE R OHE IFERF TS EEHT 5,

7. RARVAEICEET 218

(GhRESEE)
BRI KK L 20O BRI S N A

/2R SR SEK 3B IN
52k, [11.1.12H]

BENAREE, 3 F Gk % F



*7.

75,000/mm?Lh I

BB oo

BRI, TRLOIFIEIZEELY T 2 FHIHIATLD S 7z
F2iE, REOHOIRRIZMIE L 722 & 2o L, kY

A7 VOG- ERIGT 52 Lo ZDOYH,

IR GPILEEET L 2 Lo

Dro & B0 R

B IE R Y F ) N ER
0= v MV Y SR HEA

CHIY A 7 VR 5 E120me/miD Y
4 1 90mg/mA ik
CHIY A 7 VIS5 E90mg/ miD Y
4 1 60mg/mA i E
CHIY A 7 VIS E60mg/ miD Y
GGk
B, WEEITo AT, DIERS
AL, MR LW &,

1B o RO S
CHIY A 7 V5 E100mg/mio Y
A 75meg/mAZ
CHIH A 7 VIS R T5mg/ m DY
4 1 50mg/mAZ
CHIY A 7 VIG5 E50mg/ mio Y
GG HIR
BB, BEEZT-o2EAICIE, DIBERS
EEMFL, MELR2VWI &,

IR EREL
500/ mm® A:Jifi
X
MR EL
25,000/ mm®>A i

FEESUTEEE O O F A R BT
fa) v SIEOSE
Y Xy~ 7 (B 2) o8&
S A 2 VISR 120mg/miD B
& 90mg/mAZ
CHIY A 7 VIS EIOmg/ miD Y
A 0 60mg/m? I ik
ST A 2 VG E60mg/mPD
A Gk
B, WEEITo AL, MRS
mAEAAMRFL, MR LW &,

IR R
500/mm> i
I BR AL
1,000/ mm?®A: i
P32 DL
LA RN
Nix
M/ REL
75,000/mm> il

FEESUTEEE O O F AR R BT
B ) v SIEOYA
I Fo~7 GRIZTHIEZ) RORT Y X
<7 NRF Y GEEFIE ) IO 5
WA 7 VG FEHOTHH £ TICRSE
DOIEOIFEZ[AIHE L 7235413, BEE I
¥e5-L. SHHLBRIZHE L 228413, D
TOLBYEE G ETIET52 8,
CHI A 2 VG E9I0me/ miD B
4 T0mg/m? 2=
CHIY A 7 VIS ET0mg/ miD Y
A 1 50mg/m2 Iz iR
CHIY A 7 VIS E50mg/ miD Y
Gk
BB, BEEZT-725A101E DIBERS
HEMIFL, MELL2VWI &,

I HRERE
1,000/mm®* il
i
TR
50,000/mm>Aiif

2 KRFNC L BHEPICIEMBEEEA RO S N2 AI2IE,. KD &
I R HZICE Y BENRIE, R Gk BB A2 &,

$e 13- ] B D3 e -1 D B

izt

WA 7 VGRS 720 . ERRIRAS
HEPHROTRZICIET % F THRIET
Z) : a o

Grade 2#1PLF
E IR &
wEy s
2.0mg/dL A
mE sz Lrs=
v
2.0mg/dL A

P 5- R0 AT -4 0 o Y5 MM 34 - O M i
IR EREL BHFRIC, TROBEICEST R O N a
i WA 2 VARG BRI B 70 . BFREREL | 1,000/mm®E k- Cix, REOEOIBEICEA LA & AR L kA
LN RONIIUN & YTt it AL i i 40 INOEESEBET AL, ZOHA. UToLB) e
TlokEETs k. N &4 PR AT -t o

M B IR AR Y % o) Vo SE, <
¥ NV > SBE T OV S S Bl
OV F AN TIBHING ) > 7 SIEOH; A
SH A 7 VS E120mg/miD
A 90mg/m R
CHIY A 7 ViR G- E90mg/ miD Y
& 1 60mg/mAlZ i &
CHIY A 7 VRS E60mg/ miD
G FEH Ik
B, WE AT AT, IR
EAMREL, WE LW &,
&) VSRR IR O Y&
CHIY A 7 VIS E100mg/mPo B
& 75mg/mI
CHIY A 2 VR G- = T75mg/ miD
& 50mg/m?lZ
SHIY A 7 v G- =50mg/ miD Y
SNl
BB, WEET- 72T, UBERS
HEMRL, MELZVWI L,
71 : NCI-CTCAE Version 4.0

(EEMEBHEMIER S XU NERVEREBED Y MUK
YA

7.3 PICD20HLARDOFE G ZBE L T, [17. ERREGEL OO NE,
PRI - AR OESEE T T MLz L Cir) 2 &,
[17.1.2-17.1.5%H]

(BREIHARMOY > MUY > NEROEM D >/ M E )

7.4 MoOPEMEELEH & ORI WT, AR T e 1360
VLTV,

8. EELEANEE

8.1 EREFEAEATIIHI S AL, EIGESE O EHE 2 BIEH S 135
S5bNbIENHDHOT, BENIMHEMREZIT) 2L, BED
REEZ P ICBIE T A2k, [1.2, 9.1.1, 11.1.12/]

8.2 V) YISERIRAAEAEEIZ D S b, TAED FEIEA L AR

B35BT 5 2 03B 50T, BN ERRRA (MR AESE) 21T
3 &, MEARAEDORBEIZOVTHELMELTI I, BV
UHEDOBER., A P ATATANVAEDTA VA, 2 —F
VAT A AFIZ L AEIEAMAERIEET LI L,
F72. BRI R AV AOFEHILICX A EBH S5bLNAE S
EWHDHDT, REFRGAIET - TR Y A IV A EGD A I %
AL AHIPG AN B 2l 479 2 ke [9.1.2, 9.1.4,
11.1.1, 11.1.2%HH]

8.3 KA L BiBHEE. IREDADIE L L OWEDH B DT,
RENOPEGHTHLBMEBRT 20 8 H5EFET o2 L,

9. BENDHEZHI2BEICETIEE
9.1 ABHE - MEEZEDH 2 H8E
9.1.1 BREIMHEIDH 3 BE
BRI AR SN A BENAH 5. [1.2, 8.1, 11.1.1&H]
9.1.2 BPEZAHL TV EE
EEEIHNC X 0 BRIEDEES 2 BN D 5,[8.2.11.1.25 1]
9.1.3 DEB(DHIEE. EEOFRERSE) 2467 5 NIIEEE
DH>HBE
DRBZELE DB ENDD D,
9.1.4 FRIVAIWADBEERIIBRTEET28E
RHF) O G AP B ONEIERE T $ld. Wk L TR A0 T
RIANVAY—H—DEZF ) V7 %47 2 &, BEIFEY AL
A DFFEEAC DB AERLIEIR DO FEBIEE T 5 2 Lo BAIOHY.
2& 0. BEIFRE Y AV AOFIEEALIZ L DIFREPH SIS S
EDBH D, (8.2, 11.1.28H]
9.2 BiEEERE
BITEAD5R L HHDNDEBEZNDEDH 5,
9.3 FFifgeEERE
BIERDS8L HHDNDEBENDEDH Do

(o= TSl

Grade 3%#'PL
[PERINE




9.4 £JEREEEFT 5

9.4.1 RS AW EEMED B 2 LB E G, FEG IR o f O 5%
T3 ARNEE Y Al i % W B X9 dRE S 5 2 &, [9.58 ]

9.4.2 /N— b+ F—=HIEIRT A HEMED H 2 BB E T, 5
ML 2 ks W2 X IRET L 28, F/2, K
TH6H ARNTEET 2 2 E D2 E L, [9.5, 15.28H]

9.4.3 AU REREM D BE I T 5 LEND HHE121E.
BRI BB EEET 52 L, [15.281H]

9.5 1113
B IR L CW A TTREME D & 2 I idfx G L nwa &,
TR (=7 AR T v MIZBWT, JE - BRSO 4
DR NI L DHENH 5.[2.2.9.4.1.9.4.2,15. 25 ]

%9.6 IR

BIL VI ENLE L, FEOILHBITICOVTIIAHTS
BH5, AHNZFLEmE & (BCRP) OB TH A e A D 5 72
O, FUTRBITOMREMEL D 1 . FLIEAFLIT & A L CARFI Z L
7o a FLBICEE LR RWER ST 2 B2 NN H 5. [15.25]

9.7 NRE
INBEE RS E LA R O R IR b L 2 E N R R
BRIZER L T\,

9.8 EipE
BEDIREZ TR L AP oRGTH2 L, —HICEmE
TIZAEMEEDE T LTV 2 2%,

10. tBE{EMA
10.2 AR BGHRICEETS 2 L)

SAE | BRI R [ RE - BT

i HLIE 55 | 5 B2 0 R 5 | B0 1 e 3

o WS 5 Enibho | T AN S 5o
11. BIER

WROBEWER DS HbIL AT LD DD T, Bl E T3 T, BE
RO SN Y A G2 T 5 2 Y R LEE 1T 2 &,
1.1 EXLEIER
*11.1.1 BEEIHI
FIMERIRA (68.9%) « MM (37.4%) « B ERA (34.1%)
1) SERRA (30.6%) . NFEZ T VA (25.7%) . BIRIERRA
(24.0%). CD4Y > 73EkikA (23.7%) . ARILERKA (9.6%) D&
W H S5 bNLZ D H 5 [1.2.7.1.8.1.8.2.9.1. 1]
*11.1.2 BERLIE
Jii%& (2.0%) . BIidE (0.7%) S D EIE D IEGED H b b 2 &
Wb 7. BEIFSEY 4V ADOFEMLIC L 50 5 b
NAZENHbH, [8.2, 9.1.2, 9.1.4=17]
*11.1.3 BEEMMAS SEERH)
FEE, WLk, DU REE, B X A SR SR TR S N A 1S
G diE L, Y2 EEIT) 2.
*11.1.4 FEBEIRAEIREF (0.8%)
AUEEEICELBEINDDH DD T, RNKD = % B KR
L. MEAA LR (FRIRBE LS ) 7 8) 21T B EEED
WA G ICBIET L2 &
11.1.5 EEL KEER GEETH)
r B 5% R AR 7 (Toxic Epidermal Necrolysis: TEN) .,
J R AR E 5 T (Stevens—JohnsonJEERE) 23 b A Z L 0%
HOT, BEETHIAT W, FEEL MO SSE . HNEED
JERD S B bN a1 d S 2Pk L B 2 i %17 2 &,
1.1.6 >avy. 7F7147x%>— (EEFBH)
*11.2 ZOMOEHER

10% E 10% i BUEA Y]
L, A L7 |G, 58I R | SRR Y
707 v WA, SRR, HER| EE. CD4/
(IgA. TeM. |4, FLIEREINL, 4 5k | CDSILAE T,
IgG) T BN, iFERERRM. 1) > /% CD4/CD8LL

« I AN, ANEZTECHIN | B AN

70 v bRk
b, ARA L
SR, S
HIRE

10%2L

109% A% i

BHEZAN

PAER(BETT Y 7, Wk
R, EEVEADGE. O
SN . BE, O

A4,
i

AL, DIMEREE, B
Lo EHOLBEBRIFR ., OAAE,
Jﬁ[ fEERRREA G, BRI
5 Nz b Talby¥—
B SERRRE, MR ()
E R . SIE . SIE 27
V=¥, 1ZTY, @A, &
DR75. EIRIMARE., OERX
QTR LEXST-THS
FR L OB RITH IR A
HRZ 5 e, HRFEIm., ARG
il ALHE, BRI I, A 2%

DOHERE 2, G

RS T,

Hf LR g, TR E

| i
B W BEPEEER. A%, | 45 B
WL, EHEE, . | LE e
7 Wi, BIRE, B0, |#
1t B, BREE. BB
i PR, AN, .
TR, M. 05
AT A4, AL A,
FERL. TP
ALT ES. AST RS 0N
W BREE . LD o, JH
ik FIES BEER ) — 7, M.
y-GTP.L#. ffidi ey Ly
VR, BY VY CIEE
AR IR . | B, (G KR | ALPICT. 5
LDH 5 A ok, &7 39 —YIlE. | vy Al
* ) T AE, &2 89— ||
a4 HLE 5 B Y 271) ) R,
. ERERIAE. ALP LS., #
% EEOET, 7073 vl
§ . AEH Y Y AE. Y
i VT AE, KT R A
HE. Mk~ 7 % > ™ A M.
) >~ ERINAE
b P 385 5 B R L 305 PV
& S, B PURR .
1 WEERRG . AL
mEPES £, RS $ [T SR
v RIS T, R | MR, 2
1 ORGSR, SIS, BR | AR, BB
ﬁ B A, WA, | . M. &
b WS, AU, BERREE, | 52k
£ IR, R, ARE= 2 —
ST —, 527 FRZE, B
SEER A
PR RERE E . B LA, B BUNIET
W R, MR, BEUR. HR.
I BB, 2 LT F =
[y YR, p23irurus)
VB, BUNER
Tligetes. MRS, PR, | JBUSet EAR
B} BRI, AR S, W | 26 st
@ A FAGEOLIE. T | Mihe s
5 S, CUPEIEEURELE, S
Wk, Wk, 7LV E—PEE,
S, 8. Leodh
5595 (22.8%) | KR g6, STERRE %, TL |2 D M
WE— PR . FUBPERE | 5. AUk

i

P B OND Ay B2 RS FLBENE,
BEJE L B2 IS I RZELAE
VoW ZURLBE, RLBE. E
G RINTR 2NN
B\ €9 FEIE LI g5
BB, T5 - RIEIERA
WAGERERNE, GRILER
ELOET. ZIE

=Y




109%2) I 109% i HHEEA
* VAL A S L S
L HRL DU (370, #E9 . W
o )
i o

S 7. | C-RUSMEE ARSI, . | RIEE. R
R, WEL | AR RS, EBIE, BUK, | v a Y L
I AR, KO 20, YR E | PE SR
DORRE. HEME, BB, | £

A AN H R e A R
RE A REB N, v
a4 K=&, Ko, Fm.
BB . LBl 55 7
LIV ¥ —, &5 RIREE

1t

WL BN LT EER R 2R T L) BERIRET L2 L,

14. BAEDEE

14.1 EZIFARSFOEE

1411 1BEREOHANGE
100mg#H DYA 121N A 7 IV d 72 D 40mL. 25mgil#H o34
WZIEINA TIVvd 72 ) 1I0mLOFEFHK CTHEM T 5 BEOEKRE
WD S L 2% G582 AWM AEHTAR L, R&&5H%
250mLICHE T 2 2 &, B, AEEICIE, FEZENTLE
EDEFE L,

14.1.2 AEPEBICHBL HEE
EHICABRME S RmOK T8, IBIZKTHRET S 2 L,

14.2 EHIRESEFOEE

14.2. 1 BEEEICE L, S mEsciminsg &, #5860
FLBE, JEAR. J. ARSI LD H D0 T, &5
BN AW X SIS T 5 2 &, MEIMIREN AR,
LG E AR L, MY RLEET) 2k,

14.2.2 FHEIE, SRR G 2R TS5 2k,

*15. ZOMOEE
15.2 FEERAREAERICE D 5%
M 2 T\ 72 IR 22k 28 BBk, I FLEE RS 2800 2 T Vv 7 et
R REE. 9 v ORI E v R S~ A %
7 ERBIERERIC BT, EfEHEIrmE S h, 2.
B (= AR T v MICBWTEIARROT L O EEE)
W sz [9.4.2, 9.4.3. 9.5, 9.6&R]

16. ZEMENRE

16.1 MFiRE

16.1.1 BEKRE
HA MBS, AHII0XIZ120me/m?/ H % 1 A T oiiiisni L2 & &
DIEYBFEIST A —FIEUTOEBY TH o720

16.3 oA
AHlO v MR EANOME LN vitroi B TRI94~96%TH 1 . allik
PEREEE T (<6%) £ D & 773 ¥ (80~92%) ~DiE AEEDE - 722,

16.4 X

16.4.1 £ MFI 70V — A2 X i vitroiFIZ BT, RFNZCYPLA2IZ
X 5 CTgamma-hydroxybendamustine[M3] % )N-des-methylbendamustine
[MANCAREF S, F 7o, FERERIIIIK R % 20 5 2 LR s 7z

16.4.2 HANER IZARA120mg/m?/ H % sSiEE Lz & & M3 UTM4D
SEBAUCIE. M3 THRZIAD6.3%. MATL.2%Td - 72V,

16.4.3 AFNIF L LCTONE FH U 3ab %2278, Y ATA VG HRZELT
AT T — VAR O REBHER 2 TR SN LEE s Tn gt 9,

16.5 Bt

16.5.1 HANEEIZAH120mg/m?/ H % fMiEsE L7z & &, £21k, M3
K OMAD 24K B IR PRI 1L, 22 ngx5mD1.6%. 0.2% K% 00.1%
Tho72Y,

16.5.2 T v MZ[MCINY & A A F ¥ 2 i IRIITE 5151680 £ TO IR - 3
OB REFEIEZR X R 1136 5% FH49.0%TH D . A XITBWTIRIRT
22.2%. #1166.4%TdH o7z,

16.6 HENERZHT H8E

16.6.1 FFH%EER (3 BHREREE ICH (T 5 EYENE
MABEIZBVT, T - BHREIE R OW & & IR RERE & (P~ - iz
FH330%~70%) XILEHRERE (7 L7 F =221 7 F ¥ AH60mL/min
LUF) %38 2856 % i 5 72912, A#I120mg/m?/ H % 3045 Mk
DI EEE L M L 720 I - BERRRIEE . AR N OB R RR R E
BULEPYTENT XA —F U TOEBY) THo7-(JEANT— %),

el Tmax Conax t2 AUCo+
% (min) (ng/mL) (min) (hr - ng/mL)

JiF - EARRRIE R | 12| 29.6%7.2 | 10780+7024 | 28.2%15.9 | 11654+10590

JFRERERS ST [ 12] 29.6+4.0 | 9893+3335 | 26.9%7.6 | 88684260
ERERER T 12| 31.3+10.0 | 97492542 | 26.4%6.4 | 8013+3404
CPIgfE = R

1Y) ILE X0.5~2.0mg/dLO B
F2 ENBRE G, 2 LT F =2 ) T T Y AHY9.05~35.73mL/
min® H#H

17. BRERRGE

17.1 B RORESM(ICREY 255

(BEIHEAMOEEHEBRERMIER Y X2 UL NERV Y MUl
VAV )

17.1.1 EIRE I HHERRER (20070025458)
DS AALEIER G I PURIRIE O IR IE 2 45 3 2 BEEE B/ IR 2 %
) 2 SEESE < 2 ROV 2SR B o RIS ARH & BTG (R
#1120mg/m?*% Day 12 U'Day 21Z#IRNTxS- L. € OH%1I9H BARES %,
IHEIFA 7V E LT, K6 A 7V E THG) SN BREAIZ T
DEBYTH-77,

A8 L AR R PR B (200700250 5%) 0> A R 1A Rt D ZE#

EES St fee T e A
B, P Geetime | SR | VEAEE
uﬂﬁﬁﬁ*’/@u@b (Eﬁﬁﬁ*/ﬁ”iﬁ) H‘_ﬁ—'—
(AEVE R BRI 89.7% 65.5%
et G ) (/58pn) | 04
ST 100% 72.7%
02 SIE S GVt ®/11%1) 20.0%

Dose il 12 Trmax Crnax AUCo+ Vz CL
(mg/m?) | | (hr) (hr) | (ng/mL) | (ng-hr/mL) | (mL) | (mL/hr)
%0 3 0.53 0.8 7250 8327 15075 20246
+0.09 | *0.3 +3303 +3626 +449] +8185
120 6 0.47 0.9 8616 10212 17532 25963
+0.06 | *0.2 +4488 +5759 +10578 | *15531
CrIfE + B R )
14000
12000
10000 - —o—  90mg/m?(n=3)
)
5 —e—  120mg/m2 (n=6)
% 8000 -
®
-4
T 6000
=
g
4000 +
CPfE + EHEfF =)
2000 +
0 i \ |
0 2 4 6 8

5 R ()
B EBAIB IR & 2 % > ) 2 oSIESE~ > M OVHIEE Y >/ SIEEE 12N
¥ K AT IEIRNEI0IE120me/m?/ H & 1R I I A L 72 & & o3y
BT A — & R O IR EAER

F 7o, TR 61696 6951 (100%) ([CFIVER 2SR Hviz, Eix
BIVERIE. U v N EREE A (98.6%) . EHIMERE A (97.1%) « Bk 5L
W (89.9%) . ML (84.1%) . CD4Y) > 7SERIEA (78.3%)  IL/INK AL A
(75.4%) « FRILEREHA (68.1%) . ~NEZ T E VKA (66.7%) . EakiKE
(60.9%) . I FLERIL K EBEZ N (50.7%) . fHHk (46.4%) . C-FUlhsE
EI3E0 (44.9%) « MR- (42.0%) « 957 (40.6%) « ML SRIE 7 07 > Mk
A (40.6%) . 595 (39.1%) . T AT E VBT I ) b I VAT 2T —
m6.2%). 75=rT7 I/ NF A7 25— EHNN(34.8%) . KEKD
(34.8%) . 36#(31.9%) . Bk (30.4%) % CTdh > 720
(REBOEBEEMEBMBMIER Y > UL NERVY T MUY > /NE)
17.1.2 ERE I #EEFRER (2011002:K88)
RIBHEDEIENE BT 2 % 20) o N %38 1 s R 4l o) i i
L bwvnzy MUMIRY SO BE ARG, REL) XY T R
BERIC T @AM A1 A 7 v & LT, RHI9Omg/m*% Day 1% UDay 212,
VY F v 7375mg/m?E 1Y A 7 VvidDay 0. #2494 7 VDI Day
L ERRIRNEE S L. 20847 < L b26 0 MKIEST 2) . K631 7
W ECTHEL LR, e @mieii, EEEBMAaEIE R Y ) voN
JE67 . 8% (40/59%1) KOS~ > M VAIRA Y > 7$HE70.0% (7/1061) Td - 72%,
F 70 TR R EI69BIH 6965 (100%) \ZEITEHI S8 bz, F4
BIE A T IER B A (100%) ) > 7SERBUR A (97.1%) « iR ER B0 A
(94.2%) . CD4Y > /3ERkiHA (92.8%) « 5 (66.7%) . HHL(62.3%) /s
B A (55.1%) « HERIK(53.6%) . y7 1 7)) » e (52.2%) . FRANR
(43.5%) + TEAIZPED BUS (40.6%) . 5895 (39.1%) . £l (34.8%) . ik 2%
(34.8%). AST I5(31.9%) . LDH#4/II(30.4%) % Cdp o 72 [5.1, 7.35H]
17.1.3 #5155 MAEERPREABR (NHL1-200355%)
FIGFEOEMEBMIaIE R D X v ) VoSBT~ >~ MVl ) » o S)iE
DEH IR E LB E RN BGRBRO B E D To L B
N THole KHEY Y F < T OHHH & R-CHOP# % ik L 72,
FEFEMIEE & SN2 BB TR E IS & 2 EHIEA I (PFS) 0%
HIBHTIE D FE#1Z . R-CHOPEED31.37 A (Fofefit) 12k L€, AFIFETIE
61.471 H (b fl) THh o720 7272 L. HEEBREMGTIEICHANCHE SR T



W WREFTRIE Z D S D TH B 720, R-CHOPEEIZR§ 2 RAIBE O
BAPEIIMEE S T v,

7o RAIDHEG S N7z VM 5126761426351 (98.5%) 12 FIfE
FAED LNz, EREIERIE. HMBREA (81.6%) . Fik: kAL
4 (54.3%) . WEIE(40.8%) . ~NEZ TV 2 EA (36.0%) . M/MEEEA
(27.3%) %95 (24.3%). T A7 I F—¥ ER(22.1%). 5#(20.6%)
HCThHo7z. [5.1. 7.35H]

155 TAR B IR 5% (NHL1-20035088%) O A R A 0 244y

ES i R-CHOPZ:*
N=274 N=275
PFS (B& fifif) 52 ) 61.4(45.3-NA) 31.3(25.4-40.7)
oL (H)  (95% 15X [H)
N — R 1 (999 {5 1K ) 0.607(0.43-0.86)
P4 p<0.0001
PFS (g7 SEATi 2 B 20 ) 89 N=182 N=171%
qjég%[ﬁf;;ﬁ&i%%%ﬁ) 30.6(23.6-33.3) | 23.3(16.5-26.0)

A= IF 1 (9% HEIX M)

& 0.735(0.5-1.08
pﬂEVM < )

p=0.0420
AAAT NA(NA-NA) NA(NA-NA)
L () (95%ETHIK )
PN I8 He (95% (X ) 0.846(0.61-1.17)
P4 p=0.3101

NA @ #%47% L
L 4B A 1A 2 v e LT AHIMIOmg/m*% Day 1% U212 BRI

5., N2 v F < 7375mg/m?% Day LIZi#IRNTE S B, 551

HA 7Nk v F <7 #Day 0125 L7z.

SEMEINA 7 VELT, VY F < 7375mg/m?, Y7 HKAT T

3 F750mg/m?. FF VIV E ¥ VIERRESOmg/m° KON > 7 1) AT~

TR dmg/m® (F K2mg) # Day LIZEHIRNIR S, SEI2 7L F=

> (EINF#&ZE) 100mg % Day 1~512fE 0% 5. %H. H1 14 7 Vi

)Y ¥ <7 %Day Ol2%5- L7z

P PESOFHIE A3 A 7V ORI T 2. WM DIk, BB & S,

TR CREME FRIE 27 > Tz,

BB E T OPE

BT EFAZE B AR et REN . 2B, HEREMRIEEICHE S

T 7 Ao 7T FHNZE B 2K 58 & AR IS L 7205, LA S

HoEF TRUMAREEL T2 %25, FlilcLELR T TOM

GIEMEAFCTCELR P o7,

(RBBEOEERMEBMEMIERD X > U 2 /NE)

17.1.4 EFEHFE S I AEER R SR (GALLIUMEER)
FihHE O CD20M M O M EBMA I AR 2 F ) v EEEL, 40141
(HARNI2961 % &) & at G & L7z IEE M 2 AL LU G B 0 o i f g
BUTOEBY ThHote FERXY XY T (HBIETHIMEZ) &AL FEEE
(CHOP™, CVP#ILEARAIHO) & R (F ¥ %y X< 7 /AR ERE)
LY F T T e bR OB IR & i L 72,
JENBNEY > RIEEE (1, 20260, HARANIZBIZ &) I2BWT, FERXY
A 7 /ACFIEERECIL, o RBEC R TSI H & 2 R BT IE A
HEIZ L APFSOA E R HERARED b (N — FIL[95%ETEX ] : 0.66
[0.51~0.85]. [k@%lLog-rank#5E : P=0.0012 (4 & AKHEmH0.012) 1.
20164F1H3IHT =4 71 v M4 7)., HYLli[95%EEXEId A v Xy A<
T /ACEREE R IR E (e A RE] . A IREE Tl AR [47 .17 A ~HEEAR
HE1Cdh o720 T2 RFIDPEM S8 >/ S EF6866112 BV T,
KHN/FE XY X TETIE, AF/) Y F 2~ TR ARERIT TR )
SELZ £ BPFSO /N — R [95% 15 #HIX [71120.61[0.43~0.86] Td - 7217,
F 70, RFIDHG S NI ) o o S B E 0 2 Ak ER T S 167640 (H
ARN1260 % &) th57861 (85.5%) I BIVEM AT RS SN 7ze T aREIEMIE.
TN (48.7%) 57 (30.8%) « WFHERIRAME (26.6%) « 1 ANLE D BUS
(14.8%) . MEm:(14.1%) . fHL(11.1%) 5T 72, [5.1. 7.351]

16 1 AR (R8T A 7 V) & EABREII TR BN Lo

ZIRNDTRD BN EBBE F RIS, MR E SN,

CHOP. CVPXUIAFIDO 3L & DB,

20HM #1947 Ve LT, Y70k A77 3 F750mg/m? F¥F VL

Yy UHEEERS0me/m? . N v 7 ) AF k] 4mg/m® (i K2mg)

ZDay LZEIRMEES. I 7L F=vay/7L F=y > (ERE

HGR)/ AF VT L F=vu 80 1F100mg % Day 1~512#E 1% 5

QIHM %1 A 2 Ve LT, Y270 KRA7 7 3 F750mg/m* Kk f ¥ »

7 1) AF U] . 4mg/m® (it K2mg) % Day LIZEHIRNF% G- 608

7LV r=vay/7L R=y y (EWNRER) / AT VT L F=var

80X 1X100mg# Day 1~5IZ#E %% 5o

280 %1414 7 )V & LT, A#I90mg/m?% Day 1% U'Day 22 EIRN

#5. LZELIFA 7 vdDay LlI27L F=vay /7L =V (HE

PNFRAFE) /A F V7L K =v1 v 801 100mg % 6 L UL IR 3%

: CHOP. CVPXIUIAFH L DftH T, ¥ XY A< 71H111000mg %

194 7 vidDay 1. 8% UDay 15, #5241 7 )V LIEIEDay 112

DR G- L 720 MEFREEICIX. 4 ¥ Xy A~ 7 1TH1A1000mg% 27

I R BR C fe R 24F B IR % 5 L 72

CHOP. CVPILIEARHA L OPT. VY F ¥~ 71375mg/m?% %4

A 2 VODay UZHlRNTES L7z MFEElclk, vy v <7l

[M375mg/m?% 277 I 8 I b C i 24 AR M4 55 L 72

F U XY A< T OEREREE - L. CD20M O IENEY »8ET

H5o

(BREIEEHEOEBHEBMMIER S X2 U 2/ E)

17.1.5 @515 I AAEG PR35k (GADOLINRER)
1)y F 2w 7 EBEPIE T O CD20R M O EME EBAI B EIE R U % )
SIEBHALSG R L L7 I A A AL R G O o0 A 3 DL
THEBYTHolze KHIEFE XY AT L DA (CRA/F ¥ XY
A~ T FIEE) & AR B 57 O BREE) A& ML L 7275,

12

3

4
5

T
118 -

9 -

10 -

11

12

13 :

ICEMAEBHIIAMEIE AR Y F 2 ) SR E396BIIZ BT, AHl/F Xy
A TP HBECIL, A ERBC IR FEFFIE B T 5 P ULflElc X 2 PFS
DA ERILRDRD B O — FIL[95%EHEXH] © 0.55[0.40~0.74],
[f@ 3 Log-rank#®5€ : P=0.0001 (f # /K8 #10.015) 1, 20144F9H 1H 7 —
&9y MF 7). hIELSWETAX NI AR/ 4 € Xy X~ T HHEE T
FiE[22.57 A ~HEEARE] . oHBEETIZ14.9% A[12.8~16.67 A1TH >
Too F7o MEMMEY) CSIEEETS 2161ICB VT, RE/ A E XY AT
BEHIBECIL, *FIRBEIZ AP gL %2 12 X A PFSO N — N [95%15 HHIX
1120.48[0.34~0.681CTd - 721V,
F720 ARG SN IEME D © oS B % AR 65 61330111304
51(92.19) \ZEIWEH 2SR Sz, EREWERIZ. EACHE) BB (55.5%)
TE(52.4%) 957 (31.8%) B ERIAME (25.8%) % TH - 720 [7.321H]
14 )Y R~ TR GUIHREION L TRttt o B (ELo) v ¥
< TP (HAIFR LR L OB OV IR LTRG. U
IR T 1267 A ISR OHEITATTED BN BE) AR G & sz,
SRR (K6 1 7 V) & AR T B IR ST AT
SN o 2 BE RIS, MR E Sz,
SEAEESI TR, 28HMZ1H A4 2 v L, 4194 7V TldDay 1.
8K U815, #2~6% 1 2 )V TidDay 1124 ¥ X v X< 71H1000mg%
EHIRNI% S, &9 A4 2 VoDay 1K UDay 212 A#I1M90mg/m?%
BRIEES- Ly IeR6TH A 7 Vg R L7z, 72, %1% 1 7 V®DDay 1
7L R=vay /7L Ry v (EINFRER) / AF VT L K=oy
803 1E100mg % RIS EARNFE G- L 720 AEFpEClx, A2y
A~ 71000mg% 27 H 1 @ T 24 M IR 5 L 720
EARETIE, 28HMZIY A 2 vE L, B A 2 VDDay 10
Day 2(2A&#I1120mg/m*% RS- L. k61 7 Vg )R L
720 MEFRREIICIE, BB L SNz, B, RAOKEHE - H
wid, [2IHMZ1F A 2 v L. &9 4 2 voDay 1 UDay 2104
H1Ia1120mg/m* % RIS 3% 1 CTh .
(BREIEEHOV E AMKHERREBHY >/ VE)

15 ¢

16

17 ¢

*17.1.6 EINE MAEERAREER (20170025K5%)

PRSI EER O O F AR RIBMIAL ) > SEEE TS A2 RIC, A
L) v F T RS LR, FEFIEE CH L BT
76.3%(29/38%1. 95%ISHAIXH] : 59.8~88.6%) TH - 7217,
% 7o, RAEVERHTR 54513861t 3741 (97 .4%) \ZEIWERI SRR Sz, £k
BIVERE. U >/ SEREGEA (89.5%) I ERE IR (81.6%) « I IMLERELIL
4 (81.6%) . CD4Y) > 738k A (65.8%) « M/IMREL A (60.5%) & Tdh - 720
[5.22H#]
18 : OHNEHEA 2. D ORARAFHEE K O B R & M A2 A A5 i <
Nre. @unGHEHD2. 20 BRE MBI MG & 2 5 38
(LR D AU K B BRI S 7z I @RTAE B 220,
AR T S OB & ) . 28 DL Lo FUEEEEF oI L 2
HORAL AR B O TG EE & HWF S Nz, DTz 3 BED
G E SNz,
WM 1A 7 v LT, AHFLE120mg/m?*% Day 2% UDay 3. &
W) Y & v ~<7375mg/m*% Day 112 ZF ENEIRANIES- L 720 5 K6
YA TG L1,

1119 ¢

*17.1.7 @548 1 b/ 1 HAEERR 35 (G0293655K58)

GO29365: RO M T >~ 7 24k 3= MZBWT, HEEMBHRREAO
WIS & 7 5 R WIS UIEEG O OV F AMERMIBEIBAIL ) > SR &
WG & LI E M E AL LR O A X LT O L B0 Th - 72,
KH, VY FYITROET Y XA<T XFF 2 EDPEHF(BR+Pola ;
4081) EARF L) v F = T OB (BR ¢ 4060) & L 72,
EHFFMIE H & SN2 FE % B & 5F 2 & 4 Primary Response
Assessment (PRA. ARH| A% 5-146~8) B s 12 BT Z2PET-CT % il
725E W EI A 1L, BR+Polafif Ti%40.0% (16/4061) (95%EHAIX 1 © 24.9
~56.7%)  BREETIE17.5% (7/4081) (95%(5HEIX I 1 7.3~32.8%) TdH >
72 (20184E4 H30H F— % A1 v b4 7)1 1,
F 7o, ARV R B (BR + Polal) 39611361 (92.3%) 12 EIEFH 2572
DO, FRBEIVEMIE. IFHERAMESS. 8% M/IMKIKAMEAL. 0%, T
W O 4:33.3%. 97 M OB A28 1%, 5B OV RMEME = = —
TN F— 34520 5% CTdH - 72 [5.250H]
120 SEM ALY A 2 Ve L. FIEFEZRK6T A 7 V59 %,
- AKHI (90mg/m?) © 5144 7 VTlidDay 2 *Day 3. %2~6% 1
27 )V CldDay 1M UDay 2
- )Y ¥ 277 (375mg/m?) 1 %A 7 )VDay 1
ARGV AXT NFF U (1.8meg/keg) 1A 7 VDay 2. #2~6
A 7 Viz& A 7 )V Day 1

*17.1.8 EINE T HEERAREER (JO4076255%)

F 5 & MR AL O )G & 7 5 2 WIS AT EEEME D O F AR AL
B > 3B % A RIC, BR+Pola™ % #%5 L =45 5, TEFHME H
TdH D IERIALEMEENC X 2PRAMTICBIF APET-CT 2 /2584
RN EIE1334.3% (12/358), 95%EHAXR : 19.1~52.2%) Td - 72 (2019
FEI2H2AH 7 =% 51y b4 7)9 T 7z, eV EF i $451 3561 f 3341
(94.3%) \ZHINE AT BTz ERFMERIE, £1Mn37.1%. E31.4%.
AR A fE T O i R BE A3 4525 7% AL T/ IR B B Ot e
BB 7545:22.9% 1B EIE L N ERIIE A3 %20.0% CTdy o 720 [5.25H]
(B Y > /MR )
17.1.9 @515 M ARER PR B (02CLL 1NEKER)
RGO ¥ /SN EE % A R L3 2 B4 LI B HoE s H et
BEDORAEMEII T O EBY THo7zo AH(100mg/m?% 2 H 5L,
RO A 7V ETEDYET) & 70T 472 V(0. 8mg/kg. 1IAl/23EHH
RS- ZIRR6 A 7V TR RS 2 It L 72,
FBRFIZ 0T LTV VEED39.2%(49/125601) 120k LT, AHIFE T
67.6%(94/139%1) Td - 72o PRSTIZZ 0T 47 3 )VEEDI. 377 H (Hhaufili)
W2k LTy ARFIBECIZ21.7 0 A (Fhaefi) T - 7219,



F7o, AHIORG %%
TERD RO bz EallEiiE. i ERE A (27.3%)
2(24.2%) « FEH(23.6%) . - (19.3%) . AIML(18.6%)

(17.4%) + Want:(14.9%) 5 CTh o7z, [5.12H1]

HESL S AR R U8R (02CLL  MAkER) A 1 i O B4

VT 722 A PR R B1161 60 H1 13751 (85.1%) 12 &l
I ANES IR
F I ER Kk A

ARF 70T AT OVEEE
N=139 N=125
ReRAR AR 67.6% 39.2%
;%Aj]$”:22
+ v X 0.3005
(95% 12 #EIX [H]) (0.1799-0.5020)
PfE*» p<0.0001
PFS 21.74 H 9.37H
Froefit (F) o P
(95%{E W) (18.7-25.9) (8.6-11.7)
P p<0.0001
21 0 EPFRAKGE
722 NCI-WG D3 (CR+PR)

723 D 4R A1 1 2V e L, AHI100mg/m*% Day 1) U'Day 2\ ##IRN
5

41_f“1%14?'4 s)VvE L. 70757 00.8mg/kgx Day 1% U'Day
151213 -

1&&1&"’@2’( DOPfE

J& B K12 & 9§ L 7z Log-ranki® g TOPAE

24

25 :
1426

18. ZEhskiE

18.1 1EFAH#RE
N LAF AR L. 7TIOVFVLERIZ X W DNAZ S L7, ph3fk
e 19)7&(}*3#11{7?1'&20‘ W7 RN =2 AFE, LOICHERTEY D
%1 v 7 R AV NEIC L B GRP B & v o 2HRBORFE R L

. BB e &R Y,

18. 2 HEBER? -2
NY Y NAF VIEEEE, i vitroikBRIZ BT, b MEEM B TEIE
RV %) oS ERSRAIEM (DOHH-2) . ~ > MIVHIELY > 7 S i skl
R (Z-138, REC-1). 18 >/ S B Rk (HG-3) . ®iY » 788k
P I SRR (JVM-3) B OSOY F AR RI BRI ) > 2 S i s
Jia#k: (Toledo) \2kf LC. AEFEBIGEINGHIER AR L7z 72, XY FLAT
YRR, RIERA~Y Y ADK T2, DOHH-2. HG-3% %\ >3 Toledo
MRk % BARAZHE L 72in vivoiBRIC B\ T TEBEAEIIHIE I 2R L 720

19. FRKSCET 2ELEAR

—fe T N NAT R

(Bendamustine Hydrochloride) (JAN)

4-15-[Bis (2-chloroethyl) amino]-1-methyl-14-benzoimidazol-2-yl}
butanoic acid monohydrochloride

M

(227

CO2H

CHs
/
N
. - HCI
Cl_~ N/©: N>—\_\

Cl
CisH21CLl2N3O2 +
394.72
Ny LAF B, A~ IKAtaoEREOmETH 5,
A= VIZEHEFR T, 28 7 =)V (99.5) ISR REIT R L 2-
VARV l»— FUVIZETFIZCL, TR MY d 70
TRV A IS THEIT IS K RUBRB T F V213 & A LT v,

20. BBV EDEE
WHERAEHEONA T VEFANTRET B2 &,

21, ERREH
[ ) A 7 BT

22. G

(FLT7HD 2 HiEREA25mg)
1a%Ed 720 151 7L

(FLT7 X2 HiEREA100mg)
W72 1IN, T

FE

FEPVERE ¢ SR EhRE [EIPAS T AR PR 35R (2006001 548 ]
(KFB4EHH @ 20104£10H27H. CTD 2.7.6.1)

FEAERL © SR B RE Y IR AR (KLG/065 %) ]
(KFB4EHH © 20104£10H27H. CTD 2.6.4.4.5)
FEAERL © SR B RS YRR R SR (DM-2008-006345%) ]
(KFB4EHH © 20104£10H27H. CTD 2.6.4.5.5)
Teichert J. et al. : Drug Metab. Dispos. 2005; 33: 984
Teichert J. et al. : Drug Metab. Dispos. 2009; 37: 292
FEAERL © SR B RS DA M R SR (98BO3FER) ]
(KFB4EHH - 20104£10H27H. CTD 2.7.6.8)

Ohmachi K. et al. : Cancer Sci. 2010; 101: 2059
Ogura M. et al. :Int. J. Hematol. 2017; 105: 470
FEAERL ¢ A TUAR R PR SR (NHL 1-20037305%)
GKFBEHH © 20164£12H19H, CTD 2.7.6.1)

10) Marcus R. et al. : N. Engl. J. Med. 2017; 377: 1331

FC HCI
Grfam
[N

S

WED B, BYICHERT ST L,

*23.
1)

2)

3)

4)
5)
6)

7)
8)
9)

11)
12)

Sehn LH. et al. ! Lancet Oncol. 2016; 17: 1081
AL ER IS TLARRR R 3% (2017002505%)
(KFR4EAH © 20214E3H23H. CTD 2.7.6.2)

13) AEPNEEL AL T b/ T ARRER (GO29365735%)
KFEAEHH @ 20214E3A 230, CTD2.7.3.2, 2.7.4.2.1.1)
14) Sehn LH, et al. J Clin Oncol 2020;38:155-65
15) APt © A THIAER (JO40762508k)
KB HH © 202143H23H. CTD2.7.3.2, 2.7.4.2.1.1)
16) AL © sk as AR RRIR ABR (02CLL L atER)
(AFEAEHH 1 20164E8H26H . CTD 2.7.6.1)
17) Strumberg D. et al. : Anticancer Drugs 1996; 7: 415
18) Leoni L.M. et al. : Clin. Cancer Res. 2008; 14: 309
19) Gaul L. et al. :J. Cancer Res. Clin. Oncol. 2008; 134: 245
20) Roue G. et al. : Clin. Cancer Res. 2008; 14: 6907
21) Alonso R. et al. : Blood 2009; 114: 1563
22) AR FERPEPL[ AN ¥ A2 F O b MEEMEEBIIEIER Y F
o) wosIEERAIER L O~ > MOV Y > SR ESEAR AR L3 2 A
Jl s G B i ]
(RFB4EAH : 20104£10A27H. CTD 2.6.2.2.1.7. CTD 2.6.2.2.2.7)
23) *il*Ji%’rJr HOPHBL[ N F AAFT > D MEM) P A sk
V29 % A B e ]
(KB4 HH 2016458 H26H. CTD 2.6.2.2.1.1, CTD 2.6.2.2.2.1)
24) FPEH X?JJW%E[/\/ FARTF O FOFEAMKHERIBAIAE )
> S SRAR AR LR 3 2 M R g B 0
(KR H @ 2021483A23H. CTD 2.6.2.2.1.1, CTD 2.6.2.2.2.1)
24, XHEEKERVEVEDEE

T NS T BEERGUAE REE R > v —
7 ) =54 Y 1 0120-481-055

. BERGTRES
26. 1 SGEBR5ETT

VI ARERARH
SERHBHBR G/ FI4-1-28
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Ak 2023412 7 SET (55 6 1)

% 20234 8 HLLET (45 5 hi)
B &k, 28T
BEXNEIR : 30 A

MBS

N2 5 L RAF P IERIE KI5 E
B, AR

U752 50410 0ne/4n.

TREAKISYM ' Injection Solution

) EE—EMSEOLTEIC IV ERT L

H AR it 0 JE A

874219

AKERFE 5 | 30200AMX00927000

Wi5E bl i 2021421 1

1.
1.1 AEZ, BEBECHOMETE 3ESERRICHV T, &I
BEMBEEOAEICHL THoLME - BREF OEMND
ET. FEOHREHEY) EHIF SN BEBICOVTDOHIRS
TBIE, £, KK BABEMIBICELS., BELZ
DOREICEDERVEHREZTHICHBAL, ABE2BTHS
BEEBRBTE &,
1.2 BEEMEIC K BRESEOEELRERA S5 b3l &
PHZOT, ERICMAEREEITOERE, BEOREZ+H
ICB=T3I L, [8.1. 9.1.1, 11.1.1 BH]

mg

4
=

2. BR(ROBFICEBELHEWVWI L)
2.1 AR OB LR 2 S BUE OBEAEEE D & 2 B
2.2 WlmSO3HIR LT 2 WREE O & 5 K1k [9.5 ]

3. MR - IR
3.1 #k
R7e 44 ML 7 %Y R EHET 100mg/4mL

R & RV F L AF VR 104.6mg
(W34 7vi4mL) | (N 7 A AF L EEREE & L Cl00mgllH2Y)

TIWVT 7F A7) k) Y 20mg
JOov¥lLy 7)) a—)b0.4mL
~ 7 1 I—)1400 3.5mL
JKEEAEF b U 7 2 (pHERHIA])

kY]

3.2 HEOHERK

Wi5e 4 b LT F D 2 i EHE100mg/4mL

A TEGTHI

- IR IO~ OB DM

N A 7OV & B AR ES0mL TR L 72 & &

pH 3.0-3.6

B #92. 7 CEPLAIR ISR 3 2 1)

NA 7OV & P AR AR L C250mLICTRB L 72 & &

pH 3.4-4.0

B #91.3CEEL AR 5 5 18)

4. REERIIFHR

OEEMEBMIIMIER Y > U L NERV~Y > MIVHlilRY >/ &

OBREXZHEEMEOV F AMKHIRZIBHY >/ &
OlgtEY >\ PEH IR
OB RN THaE T EDTLE

5. MEERIHRICEET 2EE

(RBRBEOEEMEBMMIERD 2 U NERV~ > MUK

DAV & AN -y JVZAN A=Y b))

5.1 [17. BRREGEJOHEONE % 35 L. RANOF K %4
Pz C B L 72 BT RFIDSLOEBEOFERIZOWT HIE
WICHET L. BISEBEZEOEIREITH) 2 &, [17.1.2-17.1.4,

17.1.9. 17.1.10 ]
(BREXIEBMOU T AMAMILIBHE ) >/ E)

5.2 [17. FRREFEIOHEONE 23 A L, RH O V24
Meta 8L ET, BICEEOEREZITH 2 L.

(17.1.6-17.1.8, 17.1.10 ZHH]

6. ERUAE
(EEHEBMRAMIER D X 2 U 2 /\[E)
OPLCD205UABEH 0854
WEL A, N ¥ A AT HEEEE L L C90me/m? (K E
&) & 1H 1AI107 A TR A0 C AidsE 4 5. #%5-%22H [
HATV, 26HBIREES 2, a1y A 20 e LT, &5 %2840
B B, BBEOREIC L) EERET 5.
OHMP G- OE (BTG EIZRS)
WHE., WA, XU ¥ ART MR E L T120me/m? (5
TR 2 1H 1E105 S 1B 20 COlilisiE S 20 %59 % 20 W
FHHATV, I9HMEKES 2, Shzld 1 7 ve LT, #5248
DR, B, BEONRBIZLVEETRET 5,
(> NIVEERE Y > /NEE)
OXREROYE
Vv T (BETFHEE ) EOPEHIZB VT, EE. AL
d. NU YA AF RN L L T90me/m? (R EER) % 1 H 1A
1043 AKX THE [ 200 C il s 50 #5- % 2H BEH TV, 26
HERSET 2, ChE1F A4 20 e LT, 5 E2EYET, 2B,
BB OIRREIZ X0 W EHET 5.
OF SRS A
WE, WA, XU ¥ A AT HEMEE L T120me/m? (53
TR 2 1H 1105 S 1B 2 COlilsiE S 20 %59 % 20 W
FHHATV, 19HMEKES 2, Chzld 1 7 ve LT, #5246
DR, B, BEORBIZLVEERET 5,
(BEIIEHEMOV T AMXMIEIBHEY > /&)
OV Y F o< 7 GEETHEZL) OS5 E
WHE, WA, XU ¥ A AT HEMEE L T120me/m? (5%
TR %2 LH 11045 A TR 200 C MiisiE 3 2. %52 2H M
HEHATW, 19HBARSEST 2, ThE1d A 7 )b e LT, wk6H
A7 NG EED R, B, BEOREIZLVETHET 5.
OV Y F 37 (EEFHBZ) ROKRT Y XA~xT RFFV(#
ETHIR ) BEH O E
WHEL AR, N YA RF CEEE L L C90me/m? (K FETH
&) 2 1H 1A 1050 XA LRI A2 C AU 5. %5 %2 2H i
HATW, 19HBREES 2, SnEIF A 70 E LT, K69 A
IV EED T, B, BEOREICE ) EERET 5.
G DDA =Tk
FHEL AT, N YA RAF UHEEEE L L T100me/m? (E#E
THifE) % 1H 1105 AL 1R 20 T A EE S 50 %5 %20 H
HHATV, 26HBIREES 2, Zhz1g A4 27 0vE LT, &5 %%
DR, B, BEOWRBIZLVEERET 5,
(EEHENTHREIEEDONLE)
T S B S 0 T e OB S 52 D S T %6

7. BERUVHEICEET 28

(FhREHE)

7.0 RFN & 2 BRSO BRI AR A2,
KO L) 2 BLRIEY . BUNRIE, W3 G Pk e E
T5Z L, [11.1.1 2]



75,000/mm?LL_F

BB B

ERPIZ, TRROIFEICEZ YT 2 5 HPH 2350 5 7z
EFIIE, WEOHOIBIFICHIE L 722 L 2RO £, kY

A7 VORGEHIEST 52 L. TOWAE,

EIUIHRG P EET L 2 L,

PDToEBYIK

BB EIE R Y % ) v fE &
Ux > bvilile) v SEOYE
SHIY A 7 VG E120mg/ miD Y
A 90mg/mAI I E
CHI A 7 VRS E90me/miD YA
60mg/m?2\Z Jf &
CHI A 7 VIS E60me/ mr O A
5k
LB, WEEAToEAIE. MRS
EEAMEFEL, WE L 2w &,

) AR O A
A4 7 V5 =100mg/ m20 ¥
& ¢ T5mg/m2|Z
CHI A 7 VR S-E T me/mi DA
50mg/m?2\Z i &
CHI A 7 VIS ES0me/ mr DA
w5k
B, WETITo A, IR
EEAMEFEL, MR L 2w &,

I ER B
500/ mm>AJili
BEES
TR
25,000/ mm?> il

PRI SR D U8 F AME IR BB A
i) v osEOSE
(7% v~ 7 GRE AR ) BFR 0% &)
SHIY A 2 V5 = 120me/mPO Y
A 90mg/m2|Z R
CHIA 7 VG EIOme/miD YA
60mg/m*\Z i
CH A 7 VIS E60mg/mPD
5k
B, WETo 72T MRS
EAMFEL, WE LW &,

Wie

I ER$
500/ mm? A1l
I Bk E
1,000/mm? i
AS2:B ] DL e
T 5.

BEES
M/ REL
75,000/ mm? A il

HE TG ED O F A MR B B AT
i) v oSIEDE
Y X~ 7GERETHIRZ) RUERS
VAT NFF BT Z) R o
Wit
R4 7 VEETFEHOTHH L TIZK
EOHOIRIZIZAE L 72HE 1. HE
PG L. SHHUMEBIZREL 256
E. PIT o & B Y s S & kg
6 :_ & o
ST A 7 VR SE90me/miO YA
70mg/m?2\ 2 JF &
CHIY A 2 VEESETOmg/mEO A
50mg/m?2\Z i &
CHI A 7 VRS ES0me/miD WA
5k
B, WETo 72T MRS
EEAMFEL, WE LW &,

TF i EREL
1,000/ mm°>ii
X
I/ EL
50, 000/ mm>ifi

7.2 AN X 0B AR 5 N2 E121E, kD

£ RBRICEY . B,

&
— o

ST Ik S

$5- ] B 3455 18 D i

Eiskid

HSE

KA 7 VIGFIRIZH 720 BRRIRTE
HEEAHROIREICNE T 2 F THRIET
Z.) :— k o

Grade 2% LLF o
Jeim i
wmEY e
2.0mg/dL A
mEz vrF=
M
2.0mg/dL A

P -l B D13 $e - D 5 Fizl Fe - b S #e - 4m  AR Ef \ i
TFrpERE HHEAIC, TROBEICENS T LEEH RS b 26
R A 7 VGBI H 720 o R ERE] 1,000/mm3EL ZiE, REOHOIRBEICRHE L 722 & 2o b ki A
%\5 B OIS A RL O TR IR 5 2 £ o INVORGERIGET A . TOWE. DO LB E
TIRIET L &, HANCEL G HE 2 ZM T 5 2 Lo

—_

W oz —‘ i

EMEEBMIMEIER D F ) v NE,
< PVHIEE Y o SHE K OS5 LA
HoE AMEKMIBEBMIZY >~ XED
Wit
CHIY A 7 VG E120mg/m2o
4 1 90mg/mA 2 E
CHIY A 7 VRS E90me/mPO A
60mg/m?2\Z 8
S A 7 VS E60mg/ mP oA
Gk
BB, WMEEITo AR DIERS
wEAMEEL, HMELEWI L,
B st RmEoS s
SHI A 7 VS E100me/mEo Y
4 75mg/mA ik e
CHIY A 7 VRS- =T mg/mP O
50mg/m?2\
S A 2 VS ES0meg/ mP O A
B 5k
B, WEETo AT, DIERS
EEMFL, MR L2V &,
71 : NCI-CTCAE Version 4.0

Grade 3# LI LD
FE A

B

(BEEHEBMMIERS X2 U L NERVKREEDY > Ui
1) > INEE)
7.3 VICD20HUA DG B L Cld, [17. FRIRBGE OO NE

RO - HERCESEE 2 0B L2 BT ) 2 &,
[17.1.2-17.1.5, 17.1.10 Z#]

(BRXIZHEAMOY > MViERRY > /NXERVEREY >/ RN
)
7.4 MOTCEMENEGH] & OOV, BN O A

LTV,

. BERLRERNER
A B REREE I S . RYSEF O EE LRI E LS

LML ENHLOT, BENIMEREZIT) &= & BEFOD
REZ T BigET52 Lo [1.2, 9.1.1, 11.1.1 2]

2 ) YOS DR IZ S S b AL, HIE O RIEA DR L

FRBT 5 2L 05H 50T, BN RS (ERES) 217
)L, REREDOIRBEICOVWTHBELMEYIT) 2L,
VEEOEE, A M AT T A NVAEDOY A VA, Z2—F
VAT A4 R X D EIEH A RE R EE T L 2 L,

F72. BREFR YA VAOFEHALIC L 2 RDBH HbILE T &
DI BHDT, KEFEGAIZIET o THFE™Y A IV ARG D 1% Fi
L. ARFEGANICEY) R LEEZITH) Lo [9.1.2, 9.1.4,
11.1.1. 11.1.2 BH]

B RHN & DR, SREDPADTEE LI ORERH LD

T, RHOEGHTRVEM TSR T 0 HEET A2 L,

. BEOEREZATHRECHTIER
A BHHE - IEEEDH 5 8F

A EREIEOS 5 BE

BEHIA R SN BENDSDH L, [1.2, 8.1, 11.1.1 ZHH]
2 BRPEEEHLTVEEE

BN & O BRAGESHEST 2 B rid 5. (8.2, 11.1.2
2]

1.3 DREB (DHEE, EEOTRBRE) 24657 5 NIIEEE

DNHBEE
LB ST BENDD 5o

A4 FRIVANVZOBERIIEEFEE T 28E

ARFNOWGFEIA R T B OTRER T Bk, k6 L TP eI < T
RIANAR =N —DEZS ) 7 &4T9H % L, BEFRY 1)V
A DFEHEALOBERFER O FBUEE T 5 2 Lo KFOEG
ZE D, BEIFFRY A )V ADOFIHELIC L DRSS b s
EDBH B, (8.2, 11.1.2 BHE]

9.2 BiEERERE

BIEHD B H bbb BENDD 5o

9.3 frREREERE

RIEHDSR b DONDBEND D 5



9.4 &JEREZHT HE

9.4.1 HART AW REMED & 2 MR 2, G P K O -
T3 HEIE#EY) 22 w2 X )85 52 &, [9.5
2]

9.4.2 /X— M F—DUHIRT AAREMED H B BIEEF I, FGW
B HUEE ) 2 i e 0B K9 9RET 52 & F72, &5
TH67 HENHEES 2 2 LAY E Ly [9.5, 15.2 ]

9.4.3 MG REZ SR OB BT 2 LED D L Yaicid, M

BRIZH§ 2B EE T 5 2 Lo [15.2 ZH]
9.5 1147

AR AT IR L C W A AT REE D & 5 HEIZid#k S5 L nwa &,
TR (= AR T v MIZBWT., IR - BV O
FHENRD SN OHEDH S, (2.2, 9.4.1, 9.4.2, 15.2
ZH]

9.6 ®ILB
FHAL W EDET L, REOALTBRITIZOWTIIARIT
&5, AFENTFIETHVEE A (BCRP) OFEE TH 5 W REMEN D 5
72, LA BATOWEENES D ) . FLEAFLHE A L TORF =
WML72a. ARCEELRRIERPEE T 28200 H 5,
[15.2 1]

9.7 NRE
INBEER RIS E LA Ot R L L 72 EIN R
BRIZER L T,

9.8 EE
BEOREZH5ICBE L 2P 352, —HICHEEE
TIAEHBERESMET L T0 D Z e %0,

10. HEEA
10.2 RS (BHRICEET B2 8)

LT | Bk EEAE | R - BT
fl 0> 472 5 5 B0 ) 6 0 1 75 B 501 1 PR % 3
Al BT 5 LA B Do |3 HTEMEND B
1. BHER

ROFBMERD D SbNDEZ ENHLDOT, BEE IV,
BARHFRD S NI G2 il B 7 ) 7 AL & AT
T &,

1.1 EXAEIER

11.1.1 B3l

FERkEA (69.8%) « M/MRIRA (38.3%) « I ks A (37.2%)

) VONERIEA (34.2%) . CD4Y) v 28EkiEA (26.3%) . NEZ B E
VIR (24.5%)  BEREERINA (22.7%) . AR ILEREA (9.5%) 4 0>
BRI S S bNL I ENH DL, [1.2, 7.1, 8.1, 8.2,
9.1.1 zM&]

11.1.2 BEE
fiti 7% (1.9%) . BEIAE (0.6%) DO EEDIRIEN D bbb 2 &
Wb, 7o BEITFEY A4V ZAOFEMILIC L B2 5 b
N5 ENH5H, (8.2, 9.1.2. 9.1.4 K]

11.1.3 BEEMMRE BRETEA)
FEEL, KU, DRI, XA R SRR b N A
G2l L, Y RLERIT) .

11.1.4 IEBHRIRAEREY (0.8%)
ANEBEEIZEDLBZENDDH DO T, ANKG & % @YK
L. MEAA LSRR (RIS RER L O ) 7 ) 24T B EEEE D
RELTHICBET L2 L,

11.1.5 EE L BEBIER EETE)
i 5 i S i RSE (Toxic Epidermal Necrolysis : TEN). Bz
i REIEIRAE 3575 (Stevens-JohnsonfEEEE) 75 S b b Z L 0%d
LT, BEEZ 5T, FEE, TR0 SRS TN RS
DIERD D & b NG 3G 2 ik U, ) 72 i %47 9
Zk,

1.1.6 avy. 7F717%>— (EETH)

11.2 ZOfOEIER

10%2) 1

10% i

B

RE

B, 14/
a7 v
(IgA. IgM.,
IgG) KT

TR, FEEE AT R,
AHE . FEREVEIE PSR, JL
MmERRA . BERRA . HinEk
B, W BRI, ArER Rk
By v oSERESN. NEH
EZ )|

CD4/CD8I 1K
T, CD4/CD8
HEA, A~
AR
A IR AR I
£ Q1 RN 1
ALERAE

WEBE -

TENR (B 71y 7, ik
ARAR, =AM, O
PEAMIGHESS) « BhE. O
MIE, DIEREE, LEE,
DEERHTR . DA, e
REANAD, TEBRENL. /¥ = v
ke valby s —dEREE. I
ERCE (M) . IR,
M, SIE 27 ) —+F, 13T
D AL, FRIRIRE ., O
MQTHE S, LHEMST-THI
S DB TR

O A 2. W
it

IR 9 HE, BRICI., BRISAT
BEL MRS, AEge, PYE
PSSR US Yl

RS, F
Aol Mt

Hf s se, RS, L
WIEBZE, TINgE, TTAEZ
B, WEE, TI AENE,
HILARE, BCU, Bk
Wik, B AEEdRREE, o
AP, . TIREE. B
. 05 AVET I8N
% ALy AL L LMW
il

WL,
G AL 3
L B

ALT L 5.
AST EF55D
IRk fE R

JEIT S o MEfAAE, fHEER
=7 FaEtE. y-GTP Lk
. M) Ve ST, 5
YL sIE

A IR

A, R E Y K&

ALPIRT. &

25, S, s, Lo o<
)

LDH EH . Bk, &7 35 —Xil|H vy sl
ft FEL mA ) Y AMUE. 57 |E
= O—)VIE. &MY 7)1
- NI, & RBRIRE. ALPE
% F. BEAET, BT V732
§ VISR, A ) AR,
& BN A, EF R
AIE. K~ 7 %2 W Al
S, %Y ¥ ERIE
@ BRI IG . B R A
;] W SEEDIE. B, OB
i BUILERNG . 15 ELE
D £ . Rt Z[Hia U > (FE)
W EEITE S F U, RN TR R 2k
¥ OISR, SR, WRAE SR, BB
ﬁ B MABE. WA . k. K
s WS, AR, BEIRREE. |52
Ed RHESE, NS, ARE= 2 —
USF—, T uFMigE,
W SRR
BRI, BRSO, B BUNE T
W G MR, BER. R, B
IR BellsgEk, 7 L7 F=> b
o H.p2isuryus) s
. BUN 5
W ZEAE A 2 e | 5 56 Tl B A i
RS ARG, | %6, MR
I K BEEO R, IR khe R
A W, CUPEIESE AL, TR
i Bk, MK, 7 LU —




10% 2L E
395 (23.0%)

10%Aif

. SEREE R, T L
VF VR R g5, FUBLIER S
5. MBS A, KEILHE
. R R, R R IEE . W
FAE. WoHE. ZIEALBE. AL
B, EFRE. BOIREBIRE
B B, O . Wt
Mg, BRERE. T - LK
BRI AN G REERE, BRIk
HEE, BT, ZTE

TEBHRAL A AR TEEE
PEROE (&R, e, MiAkEE)

BHEEAN
Z ) BB
SR H

B

G

FEL IR TT
BRI

C-BUBME&E . 7 hE .
EALHED BUS. #iguE.
£, B, NE. AR, A
D RAE. YVH O JIE. HE
PAZE. BB, MEJ5E. AHH]
A, R, RERD . 1k
ERIPL, LT A F—3 R,
Mg, MoERASHUR, s, T
BeiHa . ELBIG 7 Loy
F—. EHEHIREEL
L MR LT, EER 22T AL BERIRET L2 L,
14. BRHLEDEE
141 EXRANBFOEE
1411 1HRAEDRARGE
BHEORERME» SCWE L 2B G =N T 2 L EET IS
D, GRS CTCUTOEBYVART LI L, B, H#
BRIZIE, PRE2EMNTLIENLEE L,
(1) 10532 0F TS AHA1350mL oA A ITInZ 5 2 &,
(2) 1M 2 CH 53 28 A 1. A F A TRk 5 &
250mLICH# T 5 2 &,
14.1.2 KEIPFHHICHEL 25E
B HIZARN %R DK Ty, IRIZKTHRET S &,
14.2 EXIRSEOEE
14.2.1 SEEHEICE L. RG0S & 581
FLBE, BEIE, 0. HIEARITIENDH L0 T, HGHEH M
BAMZRN 2 W E D ICHRG T 562 & MEIMImN5E1E,
R 2 L, # R LE T 2 &,
14.2.2 BB HSLDIHEHT A2 8 B, RETLHLEDD
AEAIIE, S TIEGEEF LI, 2~8TC REFEDL A 13240
MPINICEe 52 T35 2 &,

15. ZOMOEE

15.2 FEEGRREBRICE D 15#R

AR 2 W7 R 22 R A SR, i FLAR RS 28 IR 2 v 7o et
REEHA, 7 v PoOFHMRE AW IR~ A%
W7 ERBRERRIC BT, BEHEEIERE SNz, 72,
Y (=7 AR T v MIZBWTEZIRREDOMT L OFE B3 %A
i S 7ze [9.4.2, 9.4.3, 9.5, 9.6 ]

16. FEMENE

ANUERE, PR
Ty sk
. A
4

SIS

14000 -

12000
10000 - —0—  90mg/m2(n=3)
3
g —e—  120mg/m2 (n=6)
g 8000 -
)
2
=
£ 6000 -
a2
=
4000 +
CPIgfE + iR 2E)
2000
0 i . )
0 2 4 6 8
He 51850 (hr)

B EBMa IR D F ) YN~ >~ MVHIRE ) oS EEE ISR
#I0X1X120mg/m?/ H % LRI s ffE L7z & S OIEWBE T 2 — 5 ]
OVIAE i e RS

16.1.2 BEIRE (VY X2 v JHAR. 1044%5)
HARNEZIZ, V)Y F 2~ 7O HFCAHII0 X 12120me/m?/ H % 10552
W CREEE L2 & EOEYFE T A —F I TOLEBY) TH o727,

Dose | fl | tie Tomas Conax AUCo- Vz CLot
(mg/m?) | # | (hr) (hr) |(ng/mL)|(ng-hr/mL)| (mL) |(mL/hr)
90 6 0.43 | 0.18 9809 4707 21786 34530
+£0.11| £0.03| £3413 +1732 +10246 | £11729
120 6 0.50 | 0.18 16256 8242 17055 24273
+0.07| £0.06| =4434 +2794 +5715 | +9509
CPIgfil + e fF )
25000
20000 +
—0—  90mg/m2 (n=6)
3 15000 -
g z —e—  120mg/m2 (n=6)
B
S
P
2
Z 10000 |
&
=
5000 (R = B )
O L | @ J
0 2 4 6 8
-1 (hr)

CEEBM IR D F ) o iR O~ >~ MVl oS ERE. IE
NGO O F AME TR RIBAING ) > 7 I8 B3 I ARAI90 31
120mg/m?/ H % 1057 CHiiE L7z & & OFEWBRE/ ST A — 5 RO
e PR REHERS
16.1.3 1094% 5 & (BFRIR G5 O LEE

WEIAD ABEHIS, 78 A4 — N =L TARAI20mg/m?/ H % 1057 51F T
FUEEHE L7228 2 kL 120mg/m?/ H % TERRI AT C i L7z & 0%
WBIREN T A= Z LT DL BY) TH o723 KA O GHE 126
5105 P6 58D AUCe- M NAUCdd . ZFRTICHE & N7z (A2 o4 ik i
GRATSPI9ME D D I0%ETEIX [ £°0.80~1.25) DHFAN TdH - 720

16.1 MeEE 5 ¢l ti2 Tmax Cunax AUCo-¢ Vz CL
16.1.1 BERS (1RFRERS) CIEE %) () | (hr) | (ng/mL) | (ng - hr/mL) | (mL/kg) | (mL/hr/kg)
Elf}\,%\fﬂ:\ AHAI9013120mg/m?/ H & LRGR 2213 C Rtk L7z & & 105 | 38| 065 | 0.20 [ 19158 10339 340.54 | 382.97
DI ST A= IZUTOEBY) THo 720, 7 +0.24| £0.06| =6414 +5006 | *£177.26] =209.67
Dose | il tiz T inax Crnax AUCo-« Vz CL 1 | 38 0.60 | 0.97 8868 10515 322.75 406.88
(mg/m?) | $| (hr) (hr) |(ng/mL)|(ng - hr/mL)| (mL) |(mL/hr) o +0.18| £0.17| =4202 +5873 +192.11| +304.25
o |3 |08 [ 08 | 7250 8327 15075 | 20246 (I + B fras)

+0.09| £0.3 | =3303 +3626 +449]1 | +8185 16.3 44
120 |6 | S 00, | B0 ER | M) B KA MR~ O &% i vitro S BRTRI4~96%TH D« o 18
— — — — — — PR (<6%) & 0 b 77 3 (80~92%) ~DFE G T Ao 72,
CPIgfE + Bk R ) 16.4 st

16.4.1 © MIFI 70V — A2 & Bin vitroiBRI2B W T, RANLCYPIA2IC
& o Tgamma-hydroxybendamustine [M3] }% ’N-des-methylbendamustine
[IMANZAREH S, F 7o, FEBERIIIR % 20T 5 & EAERE S 72,

16.4.2 HARNEE IZAK120mg/m?/ H % LEFB 2 07 ClifmiE Lz & &
M3JUMADTHAUCIHE, M3THRZEALAEDE.3%, MATL.2%Tdh -7V,

16.4.3 AFNIFL LCH NV FF A faf e icte. Y AT 4 VA hE
L CAHTY = VRIS G RO REHFEBEA R CRAFSND LI ESN TR 20 7,

16.5 HEitt

16.5.1 HARANEEIZARH120mg/m?/ H % 1 200 CTRfEEL /- & &
REALMAE, M3J OMAD 24 R 1T, 2258 01.6%.
0.2%K00.1%TH - 720,



16.5.2 7 v MIZ[MCINY ¥ b AF ¥ 2 BRN% 51680 £ TOJIR - 3%
P R R IZ IR 36.5%. 3149 0% TH Y. A4 XZBWTIZRP
22.2%. FEH66.4%TdH 72,

16.6 HENDEREH T 2BE

16.6.1 AFEEER I B EEREE LB T 2 EYEIRE
WABEIZBWT, JF - BREEIET 04 & IFRiER E (F~0RH - &%
B0330%~70%) ITEHRERE (2 L7 F =2 1) 7 F ¥ A%60mL/min
LUF) 238 2856 % Wi 5 72912, AR#I120mg/m?/ H % 3045 Mk sHE R
DI EIEE A FFAM L 720 BT - BRRREIE R . BPBRRERE N OB R = 12
BT HHEYEHE T A — T IZUTOEBY Tholz(GHEANF— )9,

1 Toax Conax AUCo+

% (min) (ng/mL) (hr - ng/mL)

12| 29.6+7.2 [10780 + 7024 11654 * 10590

12 29.6+4.0 | 98933335 | 26.9+7.6 | 8868 = 4260

12 |31.3+10.0 | 9749+2542 | 26.4+6.4 | 8013+ 3404

) (P + kR )
EL YY) IV E »0.5~2. 0mg/dLO B
E2 BT ESH 2 &, 2 LT F =2 ) 7T ADY9.05~35.73mL/min
DHEE

ti2
(min)
28.2%15.9

F - AL A
el 1

AR

17. BEPREGHE
17.1 Bt RURSMICEET 255K
(BRIGHELAEOBEEMEBERMIFRI XU NERV Y MUK
U > NEE)
17.1.1 ERE I HEERKER (20070025£5)
DS AALFFRE S PR ORI 2 4 5 2 CEE B e R 2 % ~
) UNBE L~ v MV Y VSR B R P RIS RH & B TR S
(A#1120mg/m?% Day 1% O'Day 2\Z#ilRAFEES- L. Z D19 H BR3ES
bo TNEIVAZNVELT, KA 2 IVFETHS) L, B, KA
LR A2 TS S 7,
BRI T O E B Y Th o729,

] A 565 T0 R BB PR 5087 (20070025085%) A ZD 14 A 0 25y

o S T shr B T
. | R TR | L4
rem B SRR | Gesmmmm | e
B PEEBAATETE| ~p 89.7% 5 5%
Awvxo ) osh | 8 | (50/5881) (38/5861) | 70-4%
<~ P 100% 72.7%
1 5 B g 11 (8/1161) 90.0%

F 7z, AR 695 6961 (100%) \ZEITEH AR bz, 4
BIERE, V) &7 SEREGEA (98.6%)  FAIMEREL A (97.1%) « b BRI
42(89.9%) . HE(84.1%) . CD4Y ¥ /3ERkHA (78.3%) « I/IMILEH A
(75.4%) . FRIMERERAD (68.1%) . ~NE 7T E A (66.7%) . FRGHE
(60.9%) « I FLERL K EBESR M (50.7%) . fHH (46.4%) . C-FntkdE
FI8E (44.9%) « MR (42.0%) « 9557 (40.6%) « LA SRIE 7 0 7)) > Mk
A2(40.6%) . 595 (39.1%) . TANTE VBT I ) b I VAT 2T —
Mm36.2%). 79=rT 3/ NIy AT =T —EENN(34.8%) . KEHD
(34.8%) FE#4(31.9%) . k4 (30.4%) % CTh - 72,
(RBEOEEMEBHEEMIER S XU NERV~ Y MUK > /3E)
17.1.2 EINE I #EEEHRKER (2011002:K58)
RIGHOBTEME B MEIE R ¥ % 20) o %3 i 50 R Al o) i e
b hvey MUHIREY) Y SEOBE RIS, KFE )Y XY TE
BERIC T 2194 2 v & LT, A#HI9Omg/m?% Day 1% U'Day 212,
)Y & V< 7375meg/mE #1494 7 VidDay 0. #5244 7 VLI ZDay 1
W ETEEIRPE S L. 2B 7% L L b26HMREST 5) . k61 7L
FCRG L7z B KFNIIREM ) T G- 2 vz,
SEAEMERIT, FEMEBMIAIER Y F 2 ) 867 .8% (40/59%1) K OF
~ ¥ MV Y > 8ET70.0% (7/1061) Td - 7219,
7z, AR B 506965 69151 (100%) \ZEITER 23380 bz, £
BIVEH 1 EMERBOR A (100%) « 1)~ 7 SEREGEA (97.1%) « i Bk Eom A
(94.2%) . CD4Y ¥ 738kikA (92.8%) « A (66.7%) HFE(62.3%) I
I A (55.1%) . HEI%(53.6%) . Ky 771 7)) v (52.2%) . £
AR (43.5%) 1 EALZRE D JUG (40.6%) . 3695 (39.1%) . £lfi (34.8%)

iR 7% (34.8%) . AST 54 (31.9%). LDHEENN(30.4%) % CTdh -7z, [5.1,

7.3 ]

17.1.3 iB5155 I #AES PR EXER (NHL1-20035858%)
KRB OB EIER T ) v~ > Vi) >SS
DOEF G E LRI M BB O R E I L T o & B

D Thotze KHIEY Y F < T O ER-CHOP®Z L L 720 4B,

AANZIREE AT CTH G- S N7z,

FIEFMIEE & SN BRI 2 & 2 ENEAFIR (PFS) 0fk
HSBATHE O AR 1Z. R-CHOPEED31.34 A (i yefif) 124 LT AFIBETIE
61.471 F (hgefil) Tdh o720 7272 L. GEREMETEEFICFANCHE ST
W WIBIT IS b D TH 720, R-CHOPEEIZ S 5 AKIBEOE
HPEIIHGRE ST ni,

F 7o, RENDH G S N Rl G B126761 726361 (98.5%) 12 &IE
WD SN ERBEIMEMIE. FIMERER A (81.6%) . FHRLER Bk 4
(54.3%) . MR (40.8%). ~NEZ 1Y VR4 (36.0%)  IHL/NELR A
(27.3%). %95 (24.3%). P AT I F—YLEH(22.1%). F#
(20.6%)%TH -7 [5.1. 7.3 ZH]

HEALES AR KSR 3055 (NHL1-2003735%) O A w5 4E uifs 0 24
IR B R-CHOP##2
N=274 N=275
61.4(45.3-NA) 31.3(25.4-40.7)
0.607(0.43-0.86)
p<0.0001
N=182i N=171%
30.6(23.6-33.3) 23.3(16.5-26.0)
0.735(0.5-1.08)

PFS (EEFiliH)52)
Foufi (H ) (959% S HEIX )
N — F I (99% (5 HEX )
Pﬁgm
PFS (7 Al 25 H 23 52 ) 159
HroefiE (H) (95915 JEIX )
N — F 1 (99% 15 HEIX )

Pfiit p=0.0420
i\éﬁﬁf? » ) NA(NA-NA) | NA(NA-NA)
L () (95%(5 1K 1
P 13 (9596 I ) 0800

Pl
B
4R %1 A 7 v e LT RAEIYOMg/m?% Day 15 U212 FHIR A%
5., SN2 v & = 7375mg/m?%E Day LIZHHIRINFE S B, 1
HA 7L Y F T~ 7 FDay 02#5- L7z,
3B ZIYA 7 Ve LT, VY F ¥ 7375mg/mi, Y/ UKRAT 7
3 F750mg/m?. FF VIV E Y U ERESOmg/m2 i Y > 7 ) AF
Bl L. 4mg/m?(#x K2mg) % Day LIZEHIRINIR S, SEIZ 7L F=
v (EMARKZE)100mg# Day 1~512f %S B, H1 1 7V
)Y %<7 %Day 0125 L7z,

PFSOFHIILEE3Y 1 27 )V L ONEFAE T 4. SEONCPMER, BEEREE S,

T HER CREMI PR IZ 57 - T /e,

B E T OPIE

BT AP ZE BRI e RAEM . 2B, WHERERFEEICHE S

T 7% o 72T B B & H 8 7 FEMICER L7225, AL,

HE T TRIMAREEL TW2Z 2505, FHICLERTXTOM

GIEHEAFTCTE LD o7,

(RBEOEBMEBMIMIERD XU > /NE)

17.1.4 EREEFS I HEERRER (GALLIUMEER)
RIGFEDOCD20M M D EMEBMAEEIE R 2 F > ) v ER#EL, 4016
(AARN12900 % &) R R & L 72 IEE MR 2 1L LI ERBR 0 0 B I B2
BUTOEBYThHote FEXY X~ T GRIZTHIEZ) & AbSg
(CHOP™8, CVPHOIZAHE0) & ff FEL(F ¥ Xy X~ 7/ b H )
L)Y R~ T AL L ORI G BREE) 2 HE L 72 . AH]
IR 2 TS S e,

UEHETE ) o SJERETE(1,20200, HARNIZ2SBZ &) I2B\WT, FEX
v A 7 /LSRR T, A IRBRIC N FEEHMEE H T IR ETE

NA :
1

12

3

4
bEcom

I 7E LS & D PFSOA BRI D TR b (N — FH[95%F X ] -
0.66[0.51~0.85], [JE3lLog-rank#E : P=0.0012 (45 & 7K 4 i {1

0.012)]. 201641 H31IH T =% A1 v b+ 7). HIgefiE [95% 5 HEIX 114+
YRy X 7 /AR Ll AE e A RE ], o IR ClakE (4717 H
~HEEARE] TH o7z Tz AFIDPT SNz ERYE Y >/ SE %6861
IZBWT, RE/ A XY A< THTE, RBH/ DY F 2 < T L~NEE
FATLEERGH 12 £ APFSO N — K [95%E #E X [H1130.61[0.43~0.86]
Tho721%,
$ 72, AFIDHG SN IERE ) o STEEE O 2 4R R 51676651 (H
RN1261 % & te) 57861 (85.5%) I RIER 25788 B /oo EARREIER X,
B (48.7%) « 9557 (30.8%) « BFHERIAME (26.6%) « FEAIAE D KUS
(14.8%) « MM (14.1%) . Ff#(11.1%) %5 TH -7z [6.1. 7.3 &)
16 AR (K8 A 7 V) & EAGRFIIFE TIHICE B LL Eo
ZRNDRO LN BB E RIS, MERHRE R E SN,
CHOP, CVPILIZAEAIOWF NI & Offfil,
Q0B Z1 A4 27 vE LT, Y27 0KA 77 3 F750mg/m?. ¥V
WU U EERESOme/m2 e N Y~ 7 ) A F CHREIEL . Amg/m? (5 ok
2mg) % Day LIZEIRALES. I 7L F=vay /7L =y
(EIWNHRAEZE) /A F VT L K=y 80X 1x100mg% Day 1~512#F
O#5
2IHM %1 A 7 v e LT, Y7 uRA7 7 3 F750mg/m* L O E ~
7)) AF HiERE]L . dmg/m? (i k2mg) % Day LIZEHIRN G-, 38 O°
7L F=vuay /7L F=y v (ERRKR)/ AF VT L F=vn
80X 13100mg% Day 1~5IZ#F 1455
10 28H A 194 7 v & LT, AHJ|90mg/m*% Day 1) U'Day 2IZ bk
MG, WL A 2 VODay 12 7L F=vay /7L F=
Y (EMNERERR) /A F V7L F=vn »801d100mg % #1113
WRA$% 5o
CHOP. CVPXIEAH & DPEHT, + ¥ 2 A< 71H1H1000mg
1Y A 7 VvidDay 1. 8 UDay 15, 2% 1 7 VLI iZDay 112
BRI S- L 720 MEFRREEI T, ¥ X v X~ 71H1E1000mg
% 271 J [ 1P C Se R 248 I BRIR N A% 5 L 720
CHOP. CVPIEAH & DT, Vv ¥ < 71H375mg/m?% 45
A 2 )V ODay LEIRPIEES L7z MR ciz, Vv o~
711375mg/m*% 27 H [ [ b C i R24E I IR 5 L 720
T ¥ XY X T OERBRRE - HARIE. CD205 kD I E ) > SHE
Thbo
(BRUIHEAMOEEHEBEIMIER S £ 1 >/ E)
17.1.5 B85 M HEER R 5% (GADOLINERER)
)Y F % T EFIEIUE O CD 2005 M OB FEBMITEIE R ¥ % » )
SEREA3O & 0t G & L 7B R A b LGB 0 0 A 21 DL
TOEBYTHolze KEIEAE XY AT L OHATCCRE/F ¥ XY
R~ 7T & ARK B 507 ol TR & LB L 7278, 2o B, AHNEL
Rl TG-S 7z,
PR BAIIAMEIE R Y % ) LS EFE396BIIZ BV T AHKl/ A E XY
A= 7HERBECIE. M IREIC AR TEFHMEE H T 5 Y2 1c X APFS
DA ERIERADTED H IO — FI[95%E#EX ] © 0.55[0.40~0.74].

7
8

19

JELL :

12

E13:




[J@ B Log-ranki® s : P=0.0001 (£ = /KEMHO0.015)]. 20144F9H1H
T—=% v 7). RIE[95%EEIX I ARA A+ v Xy X< TR
TIEAGE22. 57 H~HEE RG], *FIEMECI314.97 H[12.8~16.67 H] T
Hotze Tz, WM LOoSERETE 2162 BWVWT, KA/ FEX Y X
< 7P T, R BRI AR k)52 12 L A PFSO N — FIE[95%15
HEXH1130.48[0.34~0.68] TdH - 7219,

F 7o, KRG S NI ) o SIS 0% 4V R S 51330410
304451 (92.1%) \ZBITEIASERD SN 7ze ERBEMWEMIZ. EACEED G
(55.5%) + M (52.4%)  JE57 (31.8%) . I ERIRAE (25.8%) % T -
720 [7.3 ]

14 ) V¥RV TR ELHEECN L CRREITEo 85 (Ex o) v
¥ v 7R (RAEE LR L OB OV ND) 12k L TR
By USTHFER T 1467 H LIRS OMEIT AT R0 & 7z B3) 75t
KL Enhiz,

EGRFH GRR6H A 7 V) &y B AFREHIRE T RS AT D552
DENR Do BB R, MERHEEIEE SN,
EAEFEIITIX, 28HMZ10 A 27 )V e L, #1914 2 )L TldDay 1.
8K U815, #2~6% 1 7 )L TldDay 1124 ¥ X v X~ 71H1000mg
ZEIRTR S, %A 27 Vv @Day 1K ODay 212 A#/11E190mg/m?%
BIRNAES L. K6 A 2 Vi )R L7z, F72, IV A 70D
Day Lic 7L F=va /7L F=v v (EHNFKKR) /A F VT L K
=1 80 1X100mg & FE LSRN 5 L 720 MERRE <,
F ¥Ry X~ 71000mg# 2% H B CR 24 BEIR N5 L7z,
EAEELTIE, 28HE A1 4 2 vE L, & A 27 )V®DDay 1k
UDay 212 AR#) 1 120meg/m?% #R NS L. wK6H A 7 Vi)
L7z MEFHREITIE, BRBIE L Sz b, RIBOKEH
W R, 2IHM 211 2 vk L, &9 4 7 vdDay 1L
Day 212 A#I11120me/m?% # R N5 2 1 TH b o
(BREIEAMOU E AMAHREBHY >/ iE)

17.1.6 ERSE I HEERFREER (20170025K58)

FZEUSEERTED O F AV TIBMIL ) > /IR 8% K 512, AH

LY F T T RIS L7z, aB. AFNXIEE A TS S .

FEFHIEE Th 5w 51376.3% (29/3861. 95%IFHHIX [ : 59.8~

88.6%) T - 7219,

F 7o, ZEVERHIR S 513861 3761 (97.49%) \ZRIWERI 2538 iz, £

BIVERE. U & SEREGE A (89.5%)  If v ERE A (81.6%) « FIMERELI

A2 (81.6%) . CD4Y) ¥ 73k (65.8%) « I/ IMKELHA (60.5%) % Td -

720 [5.2 2]

1118 ¢ ORNEHE A2, A ORARACSFE I O B FRA MU RS AT fl
SNFz. QRHEHED 2. Ao BREMSHEMREMOMEE & 2 53
RARA LI O B L BB PFER S 7z, E@RHG R AT,
PONG. SRR T SEo® N L Y, 28 DL E o JrEEE )
DB & 2 RAREFIREOFER SN EE L HRF S e, oy
iz T EEVRRE SN,

19 3B A 1A 7 v & LT, AHFI1120mg/m?% Day 2% U'Day 3.
KON v &< 7375mg/m?% Day 112 ENZENEIRNTES L 72,
R6Y A 7 VS L7z,

17.1.7 @545 1 b/ T HHERRREER (GO29365585%)

GO29365:RBEDE MM T > & 24k — MZB W T, HEEMEMRZED

BIG & 72 B % WHEIUIIAREO OV F AMERHIBRIBML ) > ERE %

g e L EREREA LB O R E I DT O LB ) TH- 72,

AL, VI FITRORT Y X7 RXRFF 2L O (BR+Pola ; 40

B EARFE ) VX TOHHEO(BR ; 406) & B L 72, BB AH|

W1 200 THe G- S 7z,

FEFEE & 7 MO FEZE B &5l 12 £ % Primary Response

Assessment (PRA ., ARHIH AL G- 146~8H) B T2 BT 5PET-CT % Hw

T5e @R #41d. BR+Polafif Ti340.0% (16/4081) (95% (S HEIX [ : 24.9

~56.7%) BREETIZ17.5% (7/40%1) (95%EHAXH : 7.3~32.8%) TH >

72 (201844 H30H F— % 1 v b+ 7)1 16,

F 7o, A VEFEmR 551 (BR+Polafif) 396113661 (92 . 3%) |2 Bl A%iE8

SNz EREWEI. 1P BRI AESS. 8%, I/ AE4L . 0%, T ¥

T OB IMA5%33.3%- 257 B OB A3 523.1% SR OV ERE= 2 — 1

INF—734520 5% CTH -7z [5.2 ]

120 : S ALY A 7 Ve L. BIEFEZRK6T A 7 ViG55,

« K#)(90mg/m?) : £51% A 7 )V TliDay 2% U'Day 3. #2~6% 1 7 LT
1¥Day 1% U'Day 2
« ) ¥ <7 (375mg/m?) : %4 7 VDay 1
cRTY AT NEFEF 2 (1.8mg/kg) @ H1H A 7 )VDay 2. §2~69 1~
WIEEH A 7V Day 1
17.1.8 EINE I HHERFRRER (JO40762:5458)

B R 5 MUEHIIAFRE O8I0 & 72 & 20 WIS U EERTE D 0N F AMERHI A

Bl ) > /8 JEEE # R RIZ. BR+Pola™% 4% 5 L7z. B, AHNI1E

AT TG Sz,

TR 0 Cd 5 GBRE TR MFEMIC X 5 PRAFFIIZB IS ZPET-CT

%72 5E 2 A1334.3% (12/3561. 95%MSHEIX [ : 19.1~52.2%) T

o7z (0194E12A24H 7= % 71y b+ 7)., 72, VA 56135

B 3361 (94 .3%) \ZEITEHIASRRS B /ze EaEEHIE. AIN37.1%. &

0031, 4% MR AE Je O R BRI AME 3525 7% BRSO

DI O R ER B A 55422 . 9%, 1B IR DN ARIR R 25420.0% T dh - 72

[5.2 2]

(gt >\ R MR
17.1.9 #BH1 58 MAEERPREER (02CLL I &XER)

FIGROBYE) v PEA M EE 2 R &3 2 \AEA(LIEERRER TG

BRI LT O E B Y ThHolzo AHI(100mg/m?% 2H %5 L.

FK6Y A 7 VETHYET) L7 a T 472 )V#1(0.8mg/kg. 110]/2:8 ]

RO G2 K6 A 7 VE T ET) R L7z A, RANLLRH

PTG &z,

15 ¢

1#16 :

17

FRHIT 0T LTV IVEED39.2% (49/12561) (2% LT ARHIEETIE
67.6%(94/13961) Td - 72c PFSTIZZ 05 A7 VEEDI. 3% H (e
fE)IZxF LTy AFIEETIZ21.74 B (hafill) TH - 7219,

F 7o, RAIDYG % SV 72 AR R 11614504 13741 (85.1%) (I
HDi20 bz, EREMERIE. IFHEERA (27.3%) . /MR
(24.2%) . F#(23.6%) . HE0(19.3%) . E1M(18.6%) . kK4
(17.4%) \ Wit (14.9%) % Ch -7z, [5.1 ]

HEY N AR B A SR (02CLL I 7tER) A & P B o Ay

ARF HE 70T LT Y )VEEEA
N=139 N=125
i AR A RIR 67.6% 39.2%
Sy K22
g 0.3005
(95% 2 H[X [i]) (0.1799-0.5020)
P p<0.0001
PFS 21.71H 9.37 1
rhrefiE () (18.7-25.9) (8.6-11.7)
=
(95@@%!?["&5) <0.0001
W21 0 EPRAGE
722 1 NCI-WG 3k (CR+PR)
23 T 4 & 1A 7 v & L, AHFI100mg/m?% Day 1% ODay 212 &HIRINFE S
24 4EB AL A 2 vk L, 205 47 2)00.8mg/kg% Day 1% U'Day
151145
1125 A BOE COPE
126 1 FEBIAAF12 & 0 % L 7zLog-rank#i5E T OPfE

17.1.10 EREE I / 1 HBERFRAER (20180015458)
(KRBT EBMI IR Y % o) v SER O~ >~ PV Y > /%
. FRSESTEERMED OV F AERMIIBEIBHIR Y > /i)
FIBREDOIREM B IE R Y X ) Y oSIER O~ » MVl > oS
BE (T NV=7D LI HE RO O F AL RBML ) >3
JEEE (Z N — T2 % dRIC, KFE D Y F o~ T %P 8572,
BB, AFENE, 105500 THRSG Sz, ARMEERMEE <& 5 Ea%RI1T.
TNV — TR U2TENZNI3. 1% (27/29%1, 95%ISHEIX I 1 77.2~99.2%)
T U%66.7% (4/661, 95%IEHEIX M © 22.3~95.7%) Td > 727,

F 720 Vv — F1OR AR SR 513061 413011 (100%) (2 BIVEF 257850 &
Nrzo EREWEMIZ. VU ¥ SBREHA (86.7%) . I FREREIH A (83.3%)
P ER KA (83.3%) . CDAY > 7Bk (73.3%) « B0 (73.3%) I/
WEGRD (46.7%) . 5L (46.7%) . BEIK(43.3%) % TH 70 T2, 7
WV — T 20 AR R G 51660 H 651 (1009%) ([ BITERASF80 iz, £
EIERINE. ) 27 SEREE A (1009%) « EIMERERA (100%) « 005 (83.3%) «
TP ERERA (83.3%) + /I A (83.3%) « 1BIIK (66.7%) . EHKIH
3H(66.7%) . &IM(50.0%). CD4Y ¥ 7$EkiHiA (50.0%) % T o720 [5.1.
5.2, 7.3 ]
27 RIGEOBIESEEBMaMEIER Y X 2) Y NER O~ » MVHRZY
UOSHEEE I, 4 %I A 2V E LT, AHI9Omg/m?% Day 1
K UDay 21Z##IRINI G- V) Y ¥ < 7375mg/m?% H1% A 7 Vi
Day 0(#2% 4 27 VPR dDay DICEHIRINEE G- L. k641 7 v
FTHG- L7,

28 ¢ HEE AR EAEO OV E AT BRI ) > S 12T, 3
Mz1% A7)V E LT, K#I120mg/m?% Day 28 UDay 312 &R
5. )Y ¥ 2~ 7375mg/m?% Day LZEHIRNTES- L. k6t 1
JVETES L,
18. SEZhERIR
18.1 1EFIF

NY T RNAF AREEEE. TV FVEEIC L ) DNAZ$85 LY, p53fk
AP 20 OIRARAEMER D 7 F b — 2 A, BT E LD
Fx v 7 RA Y MHFEIC L R ERED Lo 2 EROT R L
T, BAMERHZ R
18.2 ﬁﬂigﬂ;mmme)

NY T NAF AEEIEL. in vitrodlBRICB W, v MEEEBAIRYEIE
KU F ) voSEHFEMIL (DOHH-2), ~ > MVHIIL Y > 7 $E kA
Fakk (Z-138, REC-1). k) o/ S E i B Ml ik (HG-3) « w1 ~
2 SERPE LSS F AR (JVM-3) B OOV AR I BAIL V) > /I
Atk (Toledo) 12k LT MEMBIEBIGIER 278 L/ze F72, Xv %
LAF YRR, EARE~ Y ADKTIZ, DOHH-2, HG-3% %\ i
Toledoflfiatk % BAMMNE L 72in vivolBRIZ BT, BB INHIEN %
RL7zo

*E19. BRI T B LRAMA

— Mk T N T A ATF VAR
(Bendamustine Hydrochloride Hydrate) (JAN)

: 4-15-[Bis(2-chloroethyl)amino]-1-methyl-1/7/-benzimidazol-2-yl}
butanoic acid monohydrochloride monohydrate

- HCl - H20

COzH

CHs
/
N
L
CI\WN N

Cl

T3 1 CisHzClN3Oz - HCIL - H2O
1412.74
CHBO

s+ H
7 B

PTEDOHBETH S,



WML T T8 7 =V ROKIZRRETIZC L, Y F IV IT—F)VICiHITE
AEET R
20. BiRV EDEE
WEREBLNA TVEHICANTHRET S 2 L,

21, HEEREMH

[ESEah ) A 7 EHEHE % o b @MU ERT A 2 L,
22. A%

1UEEH-) 1IN, 7
23. EEXH

1) #EAEFRL © SEBhRE (EIN A T ARRRPR 5% (2006001 7452%) ]
(KFB4H H © 20104£10H27H. CTD 2.7.6.1)
2) FEAERE BN T/ AR R (2018001 305%)
(KREAEH H 1 202242H25H. CTD 2.7.6.1)
3) AL - EYME T AHERR SR (EGL-BDM-C-13017:8%)
(KREAEH H @ 20224E2H25H. CTD 2.7.6.2)
4) ALPER - S EhEE (Y R R R R (KLG/06745R) 1
(KFB4HH  20104£10H27H. CTD 2.6.4.4.5)
5) FLAER S BYEE DY IEER R R (DM-2008-006745%) ]
(KFB4HH : 20104£10H27H. CTD 2.6.4.5.5)
6) Teichert J. et al. : Drug Metab. Dispos. 2005; 33: 984
7) Teichert J. et al. : Drug Metab. Dispos. 2009; 37: 292
8) HLAERL - SR BYAE (YLK B (98BO3FER) ]
(KFB4HH © 20104£10H27H. CTD 2.7.6.8)
9) Ohmachi K. et al. : Cancer Sci. 2010; 101: 2059
10) Ogura M. et al. : Int. J. Hematol. 2017; 105: 470
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(KFBA4HH © 20164£12H19H. CTD 2.7.6.1)
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(KFBAEAH © 2021423 23H. CTD 2.7.6.2)
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16) Sehn LH. et al. J. Clin. Oncol. 2020; 38: 155-65
17) FEPEEL © 4 TARRRER (JO40762345%)
(RFB4EHH © 20214F3H23H. CTD 2.7.3.2. 2.7.4.2.1.1)
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[ At SoREs! S

14. BRAEOXE

14.1 EFFAFEFOZFE

ih 7Nz LBV &,

14.2 FEFIZFEDOXE

14.2.1 PTPAEE OFEAIIPTPY — b2 SHLY L CTIRAIS
LXO¥gETHI L, PTPY— bOBEMKIZL Y, T
WA ERATE R AR A L, s milak o L
THERI SO EE LR AELAHET L2 L 0H %,

14.2.2 W 7NV ZEAFEATZD, BT Z20ETICIRAT %
EOETH L,

15. ZOMOIEE

15.1 BRERfERAICED < 155

RIBWED LSBT 255 & L7232 oiphh iR R

BRizB T, ARAE G5 Cx IR & ik U CERIES 0%

HEED5 < ARG, SE B f s, B

TERCE e Tre . BN S i 5 &Ulﬁf#@ﬂ&@r#

%Iﬁ‘l/f,zzt)

F /2, BIRUTHEREOZ A Bl 2 b5 & L 722

DOHEIERRERIC BT ARFIPE G T IREE & bl L

CTHEMENES O FBHEN G258 < RAGEG-BEC R

WE AT B ORI 55 0 BRI 2S5 L L 729

RIGHOEMEY ¥ WA IR ORFRIVIEE - 208 g%

R E LMNER R B VT, AFR G TR (2

O A7y (ENEKR)) HEIELTIHTY X728

0% L 722 EAME SN T WD, T2 KHEGHT

SPHERE & IR L CL GO ED, ORiZE. OAEFEO R

HARBREE R ORIER ORBE GV EW o 722 LM s

VC‘/\Z\)@

]

g
N




16. ZEHEIEE

16.1 MFiEE

16.1.1 BEZS
TR NS ARFISHE (5Gmg™, 10mg. 20mg™) 7 Hi [l $
B L7t EoXRAO MR ENER & SEWBE ST X — 513D
ToEBYTH Y, AHIOUMAE b EEZ PG540, 5~ 1R 212
IEEICE Ly 203 R2~3F M Cd - 727,
(ng/mL)

800

700

600 1

500
4004

300

Pet e A A= =

2004
100

2 4 16 18
G ROmEH ()
HRREOES L7z b & OMEETRIENER CFI9f+ iR 2L)

YL T X —5

[}
[\e
g
(=2}
[e}
S

JH = 5mg™ (7)) | 10mg (7#1) | 20mg™ (761)

Cumax (ng/mL) 113+35 227 + 46 521 +195
AUC- (ng-h/mL) 345+59 727115 1462 + 174
e () 1.0 1.0 0.50
" 0.50, 2.5) | (0.50, 1.0) | (0.50, 1.5)
tr2 (h) 2.28+0.48 | 2.36+0.41 | 2.24%0.42
S + BEAE AR
PRI EA T

tmaclE AL (R, H2K)

16.1.2 RIE#HRE

(BHRMBHEE)
FE5E AL M B TE O 2 56 VAT Bl S B IS AR A 10mg™ 2 UM25mg %
BRI 8 5- O RAERE I G- L7z & & OERK O FEYEEE T
A—=F LU TOLEBYTHY . ARFOIMEEPHEE X 580.5~
TR e S E Ly teld 2~ Th o 7z T2 K
P52 X A ERIEZED SN h 5728,

WWEHRE N T X — ¥

JH &= 10mg™ (3%1) 25mg (6%1)
P35k WG | RERS | HbS | KEERS
Cnax (ng/mL) 330116 31669 642 +163 721+109
AUC: (ng-h/mL) 1063300 | 1050300 | 2835+1059 | 2892 +952
o (1) 0.93 0.5 1.0 0.97
(0.50, 1.0)|(0.45, 1.0) | (0.43, 2.0) | (0.45, 1.5)
tz (h) 2.57%0.65| 2.45+0.42 | 3.20£0.83 | 3.26=1.02
S+ REE (R

PIHMEIE ST -l
twax(XHRAE (/DS K)

GEREFRBIRE % 5 BREMRERE
5% et R B hq31q33R K2 A LK) X 7 g -1 2~
O RSB SR BERE & 2 FER & BF 5 - S O
BICAAN0mg & H RGOSR TS L7z & & OAH
DIEWEE T XA —FZLUTO LB TH Y, AH O R
BEIRH: 5.2 SRR B O°2 OF R A2 12 T M2 AR S IEVCIE Ly teld
TNZNI MR OB TR TH o720 T2, KEKGIZE S
BREERO bk o7,

B E ST X — 5

e Jrik Bl f G- (661) Bt (561)
Cunax (ng/mL) 145+56.0 155+ 46.6
AUC: (ng-h/mL) 925+ 344° 936+ 355
tmax (h) 2.52 (1.00, 5.95) | 2.93 (1.00, 4.00)
tiz (h) 3.33%0.81" 3.70=1.20
S = R {2

S A - 34l
tmad X IAE (/S K)
a5l

(BREXIHEMORATHRBELRKY >/ E)
RS SUE TR O BN THIE A s ) > 7 S CE AR A 25mg & HL
[IRE I 5 L O AR G- L7z & 2 ORF O FHRE/ T X
—ZIEUTOEBY TH Y KA O MR TP G- IR 7%
W AMEIZE L, 6033 5M M Th o720 Fio. IERG I
X BERMEITFED SN 9o 7210,

HEEE ST A — 5

RS Hule5- (661) B S- (5H1)
Cumax (ng/mL) 503+80.8 498+91.3
AUC. (ng-h/mL) 27551078 2868 1033
tmax (h) 1.06 (0.92, 2.00) | 1.03 (1.00, 2.17)
tiz (h) 3.51+1.04 3.71%0.95
R + B

SN AR
tma S FFIAE (RN, BK)
16.2 RIR
16.2.1 BEOHE
e A (1761) ([2ARKI25mg % @RI - &0 v ) —ZoRH%IC
RO G L7722 EDAUC, Coa TZEBFICRIRG Lz & &
HRTENRZNAR20%. F50% KT Ly tmaxlTHI1. 6IFBIEE L
=0 MEAF—%). [7.288]
16.3 2%
LU R I FOFPHMERARKGEIIN0%TH -7z (FREA
F—%)o T RERA C46)) ICAFI25meE KBRS
L7z& &, FEPIcL Y F3 i, w52 5248 %12
M S N 7275, IG5 S22 5% I hic L+ F3
NI SN hr o722 WHEAT— %), [1.4, 8.1, 9.4.2
Z ]
16.4 X3
In vitro BT L F Y F3I Flde MFI 270y — 2 KO
oD W THBILRIESEOMRBITZT 2o 72 (SEEA
F—%),
16.5 Hkttt
L) FI FORBHIRZEARTOIEESIZE AL TH B
FEEALS [MC] LY FI FRMEREOHRS L&, #5&
DRIS2% DT REDRZALR & U TR AICHEI S 2 (SHEA
‘7_'3'_‘&)0
16.6 FENDEREH I 28E
16.6.1 BipeEEERE
BB RE R B (ICARAI25mg & HiIRR I G- L 72 & & o SE )i
NI A=FBUTOEBYTHY., AUCIEHEM L7z (hEE~
EAE (BHTRE) ERETHI~5M). /2. BB T I
WLFY FIFoRKOZY) 79 A (CL/F), B2U7 9
(CLr) WALz BEAT—%), [7.1. 9.28K]
B AR I CAH25me 7 BRI G- L7k B0
WHBREINS A —

- . T T

wiee | L | B TEE Geir | Gern )
(61) (661)

Cona 6055246 | 691110 | 502177 | 765+81.3 | 552140
(ng/mL)
AUC= | 1814703 | 27671094 | 60214847 | 8191+ 1317 |11121 +2133
(ng-h/mL)
o 1.0 1.0 1.0 15 13
s 0.50. 2.0)| (1.0, 1.0) |(0.50. 1.5)|(0.50. 2.0)| (1.0, 2.0)
f2 () |3.34£0.88|3.67%0.70 | 10.6+3.33 | 9.22+2 44 | 15.6 = 1.14
T + B
I AE R il

tmad UL B/, BK)

HHREN LT F =020 T I A (CLle) FEHME

1% 83~145mL/min, BJE : 57~74mL/min. HZE © 33~46mL/
min, FHE : 17~29mL/min
ERREICHEDOD B BE IR EZ RS T 2451 TRIORT
CLofEAZZE M L L TARFZRG &R OES-HREOME~ 5ET
5T &,

HRERERE B I ST A O MEMHERO B
BHkRE (CLe)
ik - i AR | GERLE)
30<CL&<60mL/min | CLe<30mL/min | CLer<30mL/min
A#N10mgz 1 H 1| A #15mg % 2 H |4 #5mg % 1 H
FHCRG L. 29 Ic1mE s IWEES2cH
SAMEEHIE |4 7 VT HRAR GENT H X BT
T HE % %5512 15mg ®ic¥s)
IHRTE %,
5% gt R R i | AR #lomgZ 1H 1| A #]2.5mg % | A& #|2.5mg %
WK &P | LH 1452 1H1m$ 5>
A 5T GENT H X E AT
3 BTG
AF10mgx 1H 11 | A #)15mg % 2H [ A #l5mg % 1 H
T O G| B G- CTRgE L. B3Il 1l 5
Pk p NTHN | 5- B 45356 H 4% 8 % GEAT H X &M
HILHE Y > 78| BETRE 2 4a 13 (AN 2]
i 15mgll #§ &= T X
5o




ke (CLo)

N - [ T
i - " GBFAE) | GERLE)
30<CLe<60mL/min | CLer<30mL/min | CLer<30mL/min

F%E LI AFNNOmgZ 1H1M | A #l5mg% 1 H | A #l5mg#% 1 H

P LM g ot Ly 29 (L 1l
omI ) 4o v r e G AT H 12587

“ S B UG g 4 4 3 15mg i)

B M hie s 5,

I - FIRIES S 2 L— 3 =3 12365 & B
a ARAPBPmgE2H 1B L3252 TE S,
bt AHl5mgx MMk H- £ T5Z LD TE %,

16.7 EWHE/ER

16.7.1 d%>>
eERERL N (1960) (2AH (10mg™ 1H1E) % RERH#RE-%
WY TF T 20.5mgx ARG G Lz e & KHRG5 T To
TIF Y Y DCrax L AUCIIAHI ISR G- T & iR L TH14.0%
HmL7z9 MEAT—%). [10.2H]

16.7.2 Z Db DOZEH|
IR0 2 S HilE B H (661) ICAHKI2omg % 7 F
A5 40mg & ARG L7z L & REOSEYFHE~O
HEIIRD LN o 2P 17,
fle e N (1461) (CP-RERHHERTH 5 F = VB AR
W (600mgl H2Ml) % FARFE % 5-#4 1A H25mg 2 Hi g 14
L7 &, KAOEYERENDBEILD SN h o729 (4F
}\i:‘_ 57)0
fERER A (1160) 1P R A BHER], RETHL T L0 AR
25mg & AHI25mgx Wi PG5 Lz & &, AR R T A1
VA ADSEYBHENDZEIIRD SN o 72W (AEANT—
5)o

W) AHIOKERE - B QH#) Z1H1025mg (S5 EEHE), 1
H1Mm10mg (5% Geti R R MiEt K 22 % P 5 4 S CREMERE) . 1H 1
[E125mg  (F5 %8 A& M i Pk oo e AT 1 il ) > %), 1H 1
20mg (I8 AT HERTEDIENIME Y > 28 E L O Wsgas ) v 8iE) Th
%o

17. BRERBGIR
171 FHERURESEICET 258
(SR

17.1.1 ENE 15

657 UL 3 75 IR S & 7% & e W RIBE D L 561

BRI 2R & L7258 TAHRER (MM-025308%) % 90t L.

AH25mg™ + FF Y X & 40mg PP EEE (LA of

e RET L7ze T ORER. 22831283.3% [95% FHHIX M ¢

68.4, 98.2] (FELERA-EEM#H3/240], R EfHLT7/2461) TH o

7:19)0

GAVEFEARE BI2651 rh 2561 (96.2%) CEITEHT (i ARAR A il 52

HEEEl) PROLNZ, EREMENIZ. 51260 (46.2%).

I HRERIRAETB] (26.9% ). (HEFL6H1 (23.1%). I/ IMRIRAE

661 (23.1%). £iusEl (19.2%). FMLERIRAMESH] (19.2%) .

Bz az3sl (11.5%). & 9336 (11.5%). BEIR B IR

36 (11.5%). LIPN4360 (11.5%) . BREEE36] (11.5%) .

BEE3F (11.5%) THh-o72"%

D ARF O - HEIZ28H %2194 2 )v & L, 1H1M25mg% 21 H
RS- 5, B, ERICIS CEERET 5o EINEK
BRCld, KAl 25 ENLETOREITH LT, AFloHkE 5
GIRE2 S PUIMARSE I PUEE 3 2 3 5.3 A BE TH - 720

W2) FX¥H AV O HEl328H 2194 7 v & L, 1H1M
40mg (75i% % 2 % B#F121320mg) #1. 8. 15, 22H H 2k
454 %,

17.1.2 BHE MR

65 DL 3 8 s A 08 E & 7 S B W IRIBR O L 58

GRS 2R E L7288 AHRER (MM-020788%) % 920t L.

AH25mg™ + FE Y X & 40mg P OB (LA %9

BT F TG L7-LdBE, LdBEHEZ18% 4 7 v (7238, 194

7V 28H) #5 LLAI8RER U ANVT 7T »0.25mg/kg. 7

L K=V 2mg/kg. % F~ 4 F200mg fif #2129 1

70V (728, 194 7))V 42H) 5 L7-MPTHO3MIC X 24

B A L7z ZOREH, LdBETIZMPTEEIC AT R A

fili T H Td 2 R EALEE (PFS) OFBRERN RO LN

2o B, BRKEHNIEH Td 5 &AW (0S) o RIBAT R

BT, AEZEREEIAD LN TRV,

AHAERALORESR) (201345 H24H 7 =8 A v P+ 7)

Ld#f Ld18#f MPTH#
(535%1) (5411431) (54791)
PFS
A XY MEEFH(%)| 278 (52.0) 348 (64.3) 334 (61.1)
RgLfEt (2 H) 25.5 20.7 21.2
[95% {5 HEIX 4 ]° [20.7, 29.4] | [19.4, 22.0] | [19.3, 23.2]
N — R HE© 0.72
[95% {5 X 4] [0.61, 0.85]
pfifi (Log-rank#5E) 0.00006
0S
T EEE (%) 173 (32.3) 192 (35.5) 209 (38.2)
e (2 1) 55.1 53.6 48.2
[95% f5 X [ 1" [55.1, NE] | [47.0, NE] | [44.3, NE]
N — R 0.78
[95% 15 WX ] ] [0.64, 0.96]
pfiti (Log-rank# %) 0.01685
a @ YLfiEiZKaplan-Meieri: (2 & 2 @il
b @ HILiE D95 % 15 HEIX [H]
¢ : MPTHEO N — FIZH§ 2 LdEONY — Foll
NE : Not Estimable (&A1)
100 4
i
iﬁ 80
ﬂ‘: 60 o
£ -
& " M Ld B
E/B N \"Q{.‘ ,
R e (2) Ld18 B
07 Ii3‘; MPT #if
0 6 L & 21 0 3 42 48 st 60
PFS (H)
VA7
@ [53% 400 319 265 218 168 105 5 19 2 0
@ | 541 391 319 25 167 108 56 30 7 2 0
@ | 547 380 304 24 170 116 58 28 6 1 0

PFS®Kaplan-Meier Hi#

LABE D24 PEEFMRE B 1 BV Ty 532648245 (90.6%) 12l

e (BRRMRAEMRE 2 &) 20 bz, FREEMI,

TP ERIRAME1696] (31.8%). #1256 (23.5%). FEFL119%1

(22.4%). THILI2BI (21.1%). #E9710761 (20.1%). IM1/MK

RAESEH] (16.2%) AAEPEEIE = 2 — 1 /35— 8561 (16.0

%)\ FEHETIH (13.7%). HEFTHECOBI (11.3%). i EE 5751

(10.7%) FIMERIRAES6H] (10.5%). #5660 (10.5%)

THo720

Ld18#E D24 VETAIAE B2 35\ T 5406481461 (89.1%) 12

EIVEN (BRRMA S 2 &) ANl b7z, e,

TR ERIRAMEL656T (30.6%). fHFRI2761 (23.5%). JE57126%1

(23.3%). #1186 (21.9%). TH#i84Bl (15.6%). 3958161

(15.0%). KWMWE = 2 —a,3F— 7661 (14.1%). /MR

WAEETSH] (13.9%) T o722,

D ARA 0D - HRE28H %194 2Lk L, 1H1H25mg# 21 H
WS35 2. b, RIS CEEMET 2. /R R
BRCld, ARERLGS SN2 TORGIH LT, ARlofks
BRI & PR 3E SR PLBE I 3E 2 B 55 B BUETH - 720

1E2) FEH A YO HiREBHE1Y A 2Lk L, 1H1E
40mg (T5m% W2 5 B#H121320mg) %1, 8. 15, 220 H I
M55 %,

17.1.3 B E M AHR
FHRELFHETOZ BT ETHERE 205 LB IHER
M bt (MM-009305%) % %M L. A#I25mg™ + 7 F 4 2
577 2 40mg™ P IREO AR E T F X ¥ L 40mgY Bk
PG LR L7, TOME, AF +7F 25V VHETIE
AR (TTP). OSOWTNOFHIiIC LT, FF A%
Vv HUREE & T BICHE RN AR Sz,

ARV O B
(ZHEERIE : 20054E6 HTHF—% v M4+ 7)

KRA+TFHF RSV FHRY 2 5 OB
(177%1) (176%1)
TTP
AR MEEFEL (%) 73 (41.2) 120 (68.2)
rhefEt () 60.1 20.1
[95% 15 #FIX [#1]° [41.1, 80.0] [16.1, 21.1]
N — R 0.285
[95% 15 #iIX ] [0.210, 0.386]
pfifi (Log-rank#ise) <0.001




KRE+TFHAF ) V| T XF A 5T v
(177%1) (1761)
0S
FECBAR (%) 37 (20.9) 60 (34.1)
et () NE 103.7
[95% f5 X [ 1" [NE] [82.6, NE]
AN N 0.499
[95% 15 X 4] [0.330, 0.752]
pfiti (Log-rank#sg) <0.001

a : HrdefiiiZKaplan-Meieri: 12 & 5 HE @il

b 1 YLl 95 % 15 HEIX [

CFEHA YT B DAY — KK T AR+ FEY AL S
HoONF—Folt

NE : Not Estimable (JfZA0)

12}
A 50 1 N
7)1] O KH+FFH A5 T
&
% g5
@ FEHF RV Hil
p<0.001
0 . . )
0 10 20 30
TTP (H)
D84
®[177 67 5 1
@| 176 15 1 1

TTP?»Kaplan-Meier Hi##

KE+ 7 FH 27V BHEOREEFMIES BT 1776
16461 (92.7%) \ZEIVEH (BRMAMERELZ &) 1o bh
7oo FEHREIMERE. R ERIEARET2H) (40.7 %) IE 575761
(32.2%). EFL3SH (21.5%). MiEes#346) (19.2%). ASHEAE

3461 (19.2%). IM/IMEIRAES3H] (18.6%). #1326 (18.1

%), FII28BI (15.8%). H.L2361 (13.0%). F&952361 (13.0

%) FREITED T V226 (12.4%). WAEEE26] (12.4%). K

RvERIE2260 (12.4%). #FERL2260 (12.4%). BEHF2060 (11.3

%), PEIEHIRIMARRELORN (10.7%). k1861 (10.2%) T

Of:zno

WED) AFI oS ARIE28E %14 2 Ve L, 1H1E25mg%21H
MRG58, FERICS CEEHET 5.

W2 FEH AV OHE - HEEBHEIFA 20 E L, THLE
40mg#1~4H. 9~12H. 17~200 H 2453 2, Zh%
494 2OV EE, 594 2V H B, 1H 1E40mg % %44 4
ZVDI~4H BICRO%S T 5. 28, ERICS U E =3
5o

GELBERBEIREE HS BHEMRIERS
17.1.4 B E THEHER

5 Gt AR HR 2 % 1 5 4 RS O W B R & R &

L7245 MAHRRER (MDS-004708%) % 9206 L. 7R M ER R AR A7 2>

5 OEERT %2 5N L 720 FORER. 7T & KEED516]Hh35)

(5.9%) 5mg™ HD46HIH 196 (41.3%). 10mghE D411

12360 (56.1%) A% L ER# AR AT 2> & O BEBIC KT L 72,

5mg™ P #E, 10mgHf TR I ERER AR AE 2 & BB L 72 B o E &

37T RBETOEEG L WNTHEIZE > 722,
ARIMERB AR AE A & 182 H LU BEBE L 72 % o %4

B 75 XREE | Smg™#E | 10mght

(A VR A 51) (5141) (4611) (41%1)

AR ERE AR AT 2> © 3182 H 3% 191 231
PLEBERE U722k (%) (5.9%) (41.3%) (56.1%)

10mgHt Oz AP FHIEBI69BI 665 (95.7%) WCREITEM (EK
MAMERE 2 &) PRO LN, 10mghtToE L2 TIX.
I ERIEAES2H (75.4% ) ML/ RIRARESSB (47.8%) &
I FESEL8H (26.1%). THIL3HE (18.8%). FHFEIBI (13.0%).
JEHTH (10.1%) THh o722,
1) MDS-0047RExH R B % O FE
- 5P R R q3I R R OMNEEZFNREEZAT D (bo
ARG E R 1 J2 5 O A B D 22 )
- IPSSHHE TR ) 2 7 JLIFhi-1Y) 2 2
- ARIMEREMARAF R M A S GARE1I2HE (16HE) <. 7}
MERERII L TV 7 W e R I 356 H Ai)
- 5 RS RUE R O B T X F ABSE C % it
- FHILEREL12, 000/ LA 1 o008 Pk 5 i HEBR k11 505 S 3 1 k) 52
s
12) HHE182H (2638) DL FARIMEREGI & L8 L ¢, RARANES T
Y VRIEAIN— A T A UEIZ AT lg/dLEL BN

TE3) AF KR - HEE T1H110mg % 21 H B H #1955 L
7ot THRIKET 20 SEIFA 20 e LTHRG 280 KT |
Thbo

(BHEXIZHEAMORATHRA R Y >/ )
17.1.5 EIANE 1B

ALAIRIENE 2 4 5 B T8 U PR O O T F1 s ) > 73

BHE LT L L7z DM (ATLL-002505%) % i L.

AAN25mg e M HREHG Lz & EOFRMEZIRGE Lize €Ok

H BREITA2.3% [95%ASHXH £ 23.4%, 63.1%] (Ea&%

WA/2680, AEESTEAEZERL/ 2600, H5328%06/2681) Td - 7z,

F72, MAANS NIZEZORBMONTUL, SEERILGH, V)~

SNPRITHE, FRARKN Y263 BB MER4ABITH D WEKIT

DRFFIL, BMER33.3% (5/1561). U ¥ 8 EI57.1 %

4/780). PHRARKT 2 HT 2 81E850.0% (2/461) THo

722,

HRVEA DR (20144E11H20H7—4 A1 v M4 7)

AT RIVESFT X GE B 26151
AL 41 (15.4%)
ANHERE SEATZER) 115 (3.8%)
BEE (%) el 661 (23.1%)
IRPLE 86 (30.8%)
IHPAELT 761 (26.9%)

W B L Eosh R e R Lz BEE (FERhE) 1161 (42.3%)
[ZEREHR D95 % [ HIX [ ] [23.4% . 63.1%]
ZATEFAEFI2661 12651 (100%) (CEIVER  (FERM A AE S
EEte) AR SNz, FERFEWERIL. M/MORAE206] (76.9
%) IR ERIRAIELIB] (73.1%). V) ¥ 2SERIEAELBI (69.2
%), 146l (53.8%). FIMERIMAHELISH (50.0%). C-IL
JEPEZE 1B ANL0B (38.5%), K7 v 7 3 ¥ HAEIH (34.6%)
‘(“&) D 7:23)0
1) ATLL-0027R B0k 4 835 0 76
SRR ) ONERDUE P RARKT (PR EEHREM A
%?g%ﬁ%%ﬁlumﬁ7»7sVﬁﬁ@wfn#>%ﬁ?
B B
C VR E AL 2 A Ly 22D 0 O MG TR 82 D
LoRRERLIEH
(BREXTHEAMOERME > /NERVIGE > /NE)
17.1.6 EFHFEZE DHEHER
A ALFERRE, ERE LA BRI X S WRIE R AT
5 R ~ o8 [Grade 1. 2, 3al KOV
faal ) N353 (HARASHI 2 &) 2R E LB
HREE (NHL-007:88) #9256 L. AF20mg™ +1) v+ <
TEGEBREO AR ) v F Vv TR L ki L 72, #
DOFER, RA+ )Y F = TR )Y F O THABEIC RN
TEEFMIAH TH APFSP OHBARERDFRO bz, F7.
FAAN S N BEHEOWRBONFTUL, W) »/SE2956], 2
faxa ) 2863 T . WERTE) P oSEIC BT APFSO H
flild, RH+V Y F < TRET39.4% A, VY F T~ 7T
T13.97H (N — F I [95%15 #5 X [ ] :0.40 [0.29,
0.561). WA ¥ /SHEIC BT ZPFSOhILfiiix, AHK]+1)
FUTTHET2027 H, VY F U THMEETH .22 HTHho
7o O — R [95%EHEIX ] 0 1.00 [0.47, 2.13])%Y,
RSO TR (201846 H22H =% h v M+ 7)

AA+Y Y F TR )V F T < THREE
(178%1) (180%1)

PFSI’%B‘»
ARY MEEEE (%) 68 (38.2) 115 (63.9)

rhgefiie (2 H) 39.4 14.1

[95% 15 HH X [H]]° [22.9, NE] [11.4, 16.7]

N — R 0.46
[95% 5 X [H]] [0.34, 0.62]
pfiti

(@I Log-rankhisi)* <0.0001

a @ PryYefiildKaplan-Meieri®: (2 X 2 @ fil

b 1 FLfE 0 95%/E BHIX

cIREMET (VY F I THRBEROAME, EEOY ¥ SIRGED,S
O [<24E, >24E] SR [Nk ¥ o8, ighT ) v o8
1) CTHIEL 2CoxklbBINF — FEFNICE S v F I TH
MO N — FITH T H2AH + 1) Y F I THEONF— FOlt

d: ERED32 0BT TR L 2Cox b Bl Ng— FEFVICHET L
pfitiAy Bk HE 2. 5%

NE : Not Estimable (HEEAH])



O KA+ 7 F < THE

(R) P DF R

@)Y F = T HAB

PFS (H)
VAT
o[ 178 148 124 91 59 39 20 7 0
@] 180 132 92 58 40 2 10 4 0

PFS®Kaplan-Meier Hi##
KH+ )0 F < THOREWFAEGNIZ BT, 17667159
Bl (90.3%) WCRIWEH (BRMAMERE 2 &) 25RO bNhiz,
ERRIERE. I ERIRAEISH (55.7%) . I BRI A iE 34451
(19.3%) F 346 (19.3%). 12861 (15.9%). I 372641
(14.8%) M/ AE245) (13.6%). Al2261 (12.5%). [E
7L 7196 (10.8%) THh o722,
PED) A O - HRIZ28H &1 4 7 Lk L, 1H1H20mg% 21 H
BRI 535, Sha iK% A4 7 Vi kg,
H2) VY Ry ToME - HEId28H #1914 27 v & L. 375mg/m’
ZH A4 7 V1TIEL 8 150 22HHIZ, A 7 W2~5TIE &3 A
7 VO1H HIZEIRNEE S35
W3) EBET —F v 77— TR ERE IWGRC) 20071285 <

WA R SHE
18. ExhEEE
18.1 {ERAHF

LU R3 NiE, YA b A VAT, 15 g a5
VRS A BEEBIEIVE . A B AE SR 2 /T2 E 20N
%o LAL. BB ZMH SN Tnan®: ),

18.2 In vitroRB&

18.2.1 fli 2 v b2 F M Bl M B ik (2R L C B il il
HERL., TOEHIZT XY A5 v L O THEsG L
f:ZS)\ 26)0

18.2.2 &t b KA M HAZERIZ B 1) ATNF-a. IL-18. IL-6 % OF
IL-125% D S5t 4 S A A4 VA ZRHE L, Py
A4 b hA VIL-100 A ERAE L 72, F72. & PTHIEIC
B HIL-20EE [ OTFEN- y s 2 e L 722,

18.2.3 1M N R ML 388 7 2 /N L O TE R 2 Jil 35 2 &1
X0 MmAE A % BHE L 72,

18.2.4 5T Yt R R % K2 L T\ 2 i S i 55 M IR o> 3 il %
P L 720 F 720 CD34B M 3 i i o 201 L i B 2 i
BAEZ7O VY vy ORBERAEL 722,

18.2.5 & MR ATHUK RG> 2 SBE e fiia k. (HuT102) 12
x L CHEGIHITE 2 0% L7227

18.2.6 & MUEMLTEY o SjEdRMIAk (DOHH-2K ORL) R O°
b LB ) v STE R RE (SLVL) (2% L CHigH
PER 2R L7z /20 LFURIFEYDF YT E
OPFHICE D, LFY FI FHE LT, 38tk >~
N[ (FL) B HRFLAR 63 2 3 5 Bl 7 i s i i
LfZZS)o

18.3 /n vivoitE&

18.3.1 & M Z 3V RhNE H R Ak (NCI-H929) % #A4l L 721
SEMAA EARL T 7 ZIZB W T, R MAT 0 7 I P55 B B 40
HER 2R L7225

18.3.2 & M ATHI G VU > 2 SBE sk fifg k. (HuT102) %
BRI L - FRESEARIERE Y Y 2 2B WT, HRIEIER 2
TS B FH DRI % 7R L 722,

19. BRI CET 3 IEEERMEA
— R4 L) K3 F/KFIW Lenalidomide Hydrate (JAN).
lenalidomide (INN)

b % % : (3RS)-3-(4-Amino-1-oxo-1,3-dihydro-2/-
isoindol-2-yl) piperidine-2, 6-dione hemihydrate
g 1 3 CisHisN3Os '%HZO
9 T m o 268.27
bR
0 0
N-—2 NH
@ p - $HO
NH: O pummms

* % 21.2 ARH|OREW T -

& sk
%

2 WA~ REaOBRKETH S, K. =¥ /=)L (95)
XiF2-7a 3 ) — VIO THEITFIZL, 7=
FUNIEA Y —NIZEHEITIZL v,

il Bt 2656~270T

5 AR B P=0.46 (1-F 2 % 7 —)V/K)

20. PRV EDEE

201 HEHIEPISHEIEE BT Z BT L. k3528
20.2 PHEM%, EHFERO SR - SR TRIET S 2 &

*21. AEDRM

211 BREER Y A 7 HHEE 2 KA b, SYICEET LI L,

EE S H o TIE [LFY R
KR =Y FI FMEEEHEPN] 2@8EICEFT228, F
720 APIHOZETIZOWTIE, 50U, BEFBHEDT
W Z T RN e SR n &,

21.3 KA OG5, BARICHo3IE6 T & 3 EHIEICB VT,
+o k- RBRE AT AEMO L & T AA OB LAY
RSN BREBI DA E R, HOI LOBEHELIZOR
AT RVE R O fEBEATSCHEE S - TR S, CEIc L 3
FEZETHOMOTHRGEND X9 Fh DML 2 HE
LA &,

2. @i
(LTSI RHTHEI2.5mg)
104 7+ [104 7+t (PTP) x1]
(LT Z3IRKHT &I 5mg)
104 7+ N [10% 7+ (PTP) x11,
404 7En [10% 7EN (PTP) x4]

23. EEXk
1) RevMate (L+VU F3 F K<Y F3I F#EIEEHTIH)
2) Palumbo A, et al. : N Engl J] Med. 2012: 366 : 1759-
1769.
3) McCarthy PL, et al. : N Engl ] Med. 2012; 366 : 1770-
1781.

4) Attal M, et al. : N Engl J Med. 2012: 366 : 1782-1791.

5) Dimopoulos MA, et al : Blood. 2012; 119 : 2764-2767.

6) Chanan-Khan A, et al. : Leukemia. 2017; 31 : 1240-
1243.

7) #PER  CC-5013-PK-0053 8k (K24 H H @ 20104E6 H
250, CTD2.7.6.6)

8) *LPI&E Rl : CC-5013-MM-017:# %% (K24 H H : 201046
H25H. CTD2.7.6.11)

9) Harada H, et al. : Int ] Hematol. 2009; 90 : 353-360.

10) #LMN&EHF © CC-5013-ATLL-00173E% (GRF4EH H : 20174F
3H2H. CTD2.7.6.1)

11) #EP&EFE - CC-5013-PK-0097Ek (AFE4EH H : 2010456 A
250, CTD2.7.6.1)

12) Chen N, et al. : J Clin Pharmacol. 2010; 50 : 767-774.

13) #EHNZEHR : CC-5013-PK-00858%8% (AFEAEH H : 2010456 7
250, CTD2.7.6.8)

14) fEHNER  EEATOLFY FI FoRWEIE KLEH
H :20104E6 H25H. CTD2.5.3.1)

15) #LP&E R : CC-5013-PK-00158% (7KE24EH H : 201046 A
25H. CTD2.7.6.12)

16) FENZEFR : CC-5013-PK-00458%% (AKFEAEH H : 2010456 H
25H. CTD2.7.6.14)

17) Tida S, et al. : Int J Hematol. 2010: 92 : 118-126.

18) Chen N, et al. : Cancer Chemother Pharmacol. 2014;
73 :1031-1039.

19) Suzuki K, et al. : Cancer Sci. 2016; 107 : 653-658.

20) Benboubker L, et al. : N Engl ] Med. 2014: 371 : 906-
917.

21) #:PIERL - CC-5013-MM-00938 5% (A4 H H : 20104E6
H25H., CTD2.7.6.15)

22) Fenaux P, et al. : Blood. 2011; 118 : 3765-3776.

23) #LPE R © CC-5013-ATLL-002:85% (A&FZ4EH H : 20174F
3H2H. CTD2.7.6.3)

24) FEPER - CC-5013-NHL-007:05% (ZKF24EH H : 20204E2
H21H. CTD2.7.6.1)

25) FLER - SEEEBR OB EESC ORFEAEH H © 201046 H 25
H. CTD2.6.2)

26) Gandhi AK, et al. : Curr Cancer Drug Targets. 2010;
10 : 155-167.

27) FLPVERL  SEPERBR OB S GRFBAEA H : 20174:3H2H.,
CTD2.6.2)

28) LR SEEEEBR OB S RFRAEH H © 20204E2 H 21
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w0k 202448 9 HUET GBI ZDAEAH. MR O HEAT)
*20234F 12T T (BE10ML, MIREZ T, ER CHRAT)

g«éﬁﬁﬁfﬁ 3%6‘%0)%‘2~8"C IR MCD20E/ 2 O0—F )Lk H A 5 T
PSR - S0 UWovJ GEGTFHEIRR) ®EA 874291
Y7,
EE W) R R B I} R > 100mg 500mg
VIVZE 7 ST e %ﬁ“;ﬁ A 100mg KRB |23000AMX00185| 23000AMX00186
Uly:\'_'lj' ) . WG e 20014 9 11
REFE 500mg
i) EE—ESOMFEIC LY EHT AL Ri tuxane®intravenous Infusion
1, mE 3. AR - MR
1.1 REIOHRE . BEBICHHIHIETE 3EBBRICHL 3.1 #Ak
T, BISREOREX S BRBIEIC+5 o - BREED IS R I
ERD S & T, AFIOEEIEY & B & BEFD AT 15544 SUEERE | SEEE
D&, i AERAICKILISE. BENIZZORIKICERD 100mg 500mg
MRUOEREE+2ICHAL. AEE2ESTHSBRE AT 7w (N4 7 v 10mL 50mL
52t AR Y F =T
° 3 . e o Ly 100: 500
1.2 AHI D5 BIA%305 ~28 & ¥ % 5 b 1 infusion % | Gtz aama) ® me me
reaction® 2 57+ 71 5% —. MEE. DEESOEE SR | Y= 180 7mg 35mg
REIER (ERELE. HRE SMTRMBEERE O e U i 90mg 450mg
BE LEME. DEMY 3y I%) L&Y, BEKES £ 7T UBF MY YA, pHIEH]

BIPHEINhTWVD, 2 bDETHIDZ  EFEI%ES %24

BRELUAICASNhTWS, £/, FFEIEBHRES L 2EOE

BERICH, ShOoDRIEAPHo b2 Fh i H 5, &

Bl ES N1 2L > (ME. BRiA. HFREE) OE=

2) TP EMMBEEROBERETI> & HIC. BERLESL

DIREETDERT I & BICLUTOBEICOVWTIRREA

BEEIFEL. POEELLXTVWOTEETSEZE, [7.10

7.2, 7.8, 8.1, 9.1.2, 11.1.1 &]

- MRPICKEDEEMIEN $ 2 (25,000/ u LI E) & EfE
BEDZVWEE

cEEEESEE

- DRERE. PhiREEREE 2B T EE

1.3 EZEED2HLBVICHEV. BRL, SH U JLME. K
AV LME. SREBIE. 5" > MEZOEEREEE
# (tumor lysis syndrome) »& 5bh., AEEEICERL
FEMBEEICLIRTHARBRPIDEE K-> LBEEIR
EEIhTW3, MEFICKEDESMEIN HIEBEICHVT,
EREE12~24FBLRNICESBEICEO SND 2 &N 5.
SHCEBEI BRI LAEETE. MBEFERERERVE
HEREETOLE,. BEORELZTHERT I &, Fi.
AEEBES L ZEOMEERSRZICH. h50OEIERY &
5hbhasTh?PH 3, [8.2. 11.1.2 B8]

ABREBFRYAIVZAF v U TOEET., AFOBEHREHX
FRERTRIC. BIERAIIFROEE. HFA2ICEL3E
THPEREI N TS, [8.3. 9.1.3. 11.1.3 ]

5 REIRREI%EE (Stevens-JohnsonfE&EE) . hEMR
FIRFERMAZAE (Toxic Epidermal Necrolysis : TEN) SN
BHEBEERI»HObh, BTICE > I REI N TWVWS,
[11.1.5 &HE]

.6 FEMMAZAMHTI2EEMEEESE T, AFDERER
ICEIE MR DEBRICLREICES I BREINL TV,
[2.2, 9.1.9, 11.1.9 2]

—_

—_

—_

anp

2. B2 (ROBEIZIIHBE LAV &)

(RhRESLE)

2.1 BAOBS I~ AL vy BREES T 2 EE A
WHIEET F 7 14 % —OMAREOD 5 EH

(& H M8 KIE)

2.2 EEOMEMMAEHT 5 EBE UERPEALT 2 BF1)8
»H5] [1.6 28]

*

) AFNE, Fr A = —ANARY —JIEMEE AW TEES NS,
TAY — RN 7 RS IZ Y Y O MiE RS (7 U RIR
MER 72V A ) 2EHALTWE, T2, BETHRICBY
T, ¥s e LTy v oflikks (D-79 27 b—2R) %fii

HALTwa,
3.2 HFE DMK
Wisess |V 7 F4 ¥ SiEEHEL00me [ U Y F 4 > HiE#HES00mg
PR A~ REEOBEIIIb T, ICEE L7k
pH 6.5+0.3
BEBEN 1 CEEAHRBCE L)

4. HEEN LR

OCD20F5 4 DBAERIMEIER ¥ % > 1) L INfE

OCD20RZ 1D IEME 1) > 7 5% | MR

O®BEIFIREET O CD20R D BRI 1) >/ SIETEM B

OZRMERENTIBIE. BEHENSROEL

OBREFABETHRER TS HIL—TIBR

O#Atnx 70— EERE BEBERE. X700 NMEEFEH 3
WIE X704 FERMEERTIHER)

Ot M43 M /)RR D 1 453

OB R MAe M /R D 48R

O£ B E T iE

OHBAMDOSEMRBERVEERKEE

OfEREBERINY b LEE HREHLEED) OBXTFE

OT DR BEHEIC 5 1T B AEEREERIS DI
BistE. FTetE. (DREtE. BhfetE. BERstE. /\BReAE

OT DR IC B 1T B HARDEREER IS D AR
B, FRtE. (UBtE. BTt BERetE. /\BReE

O1>TL (Mn) 1TUYERTT Foxtal (BizFE#
Z) EFEBRROA Y MUY L (0Y) 1 TYYERYT Fudtx
> (EEFHEBRZ) EERBSORRS

5. EEX IR ICEET 5:FE

(BHERRMETER S %2 ) LB, 1B LA MR. SEilEkEE

TOBHERIME ) o/ LM E)

5.1 RHHEG OIS & 74 5 &M EIER O W, HEZWHI 5 7%
B FEOEMS R IC L VAT 2 ks

5.2 GBS E 7 o — A b X ) =352 X ) CD20PTER
DIFAEEZITV, BETH S5 Z EDPHER SN TV DL EBZFORIEKS
THIE,

(BRMERMEATFEE. BEMENSENER)

5.3 MBI & G BIEEIE S RS BEERE T xR
BONLZVEBEEIN L TR 2 EET 52 L.

EEFARE CHRERT2HIL—TIBL)

5.4 BEfFiRE (A7 a4 B, @EImHHELSE) cHanErEosn
VBT L CRAOE S A EET L L, T2 BETA KR
A VEORFOEHEBELIZ, AR OFKGHHY) & HH SN b
BHEIHERTAZ L,



(EEAMO 3 70— CEERE
w5 5 NBHIIZERSEME A 7 0 — VIEBERER SR L 72 LU F O BEIZIR S
Z k., [17.1.5, 17.1.6 ]
CHRIFEMS L WVIZATOA FIKFEEEZR L. BEFGEE (AT
04 N, GEEEHIS) CIIEMISHERTE L VWEE
c AT HA FIEPUEZ R L BEFEE (A704 B, sl
) CIEMSS LN WERE
w5 6 BIWENA FIA4 VEORPFOBEHRE B2, KA OG- H5EY)
CHIBTEN L EFICHITT LI, BB, BRAMICEEL- 47
O — BHEGER O BE T AR ORI L Tne vy,

CIE M S I /) ARGR D 14 R B )

5.7 MOERIC T HaRMEIE SN R WA, IFEAEICHE
Wb EEZONDLGEICORMEMZZE L, ML B
KPS ATHILY AZPEVEEZ ONLEHIHETT LI L,
T2 BHETA P T4 VEORBOERE ZEIZ, KH OG5 H
Y LW S N BE T2 L,

(B R M AL I /)RR D ML BEAR)

5.8 HEXIIHGOHBAEICOMEFAE2EET LI L, T2, BEN
1 RIA VEORFOERE BEI, REOFGH0#Y) &R S
NLEEMHEHTHZ &,

(£ B MR RRIE)

5.9 [17 . FERIHE ] OHOWELX B L. RHE QAR K V&M
ZHOICHERL 72 LT, BIETA K4 VEORKTOERE S %
2y RFAOFEGDEY & WS N2 BE T &,

5.10 Bz FEREALLIE o> 4 HVERR B2 RE L2 A D 2R S0 B A M R OV
ST AICHE SR TV R WD, TS OBREIRS T 5
GBliE, VAT ERL T4y Ve EETLI L,

EHBEMEOBEMRBEREERKERE)

511 BOAT U4 FHEISGEOBEAGE T 25 R0 o e v
RO 72 0T A T 1 4 FE| O 25w 7 B 125 L CARFO

%GR EET B Lo 7o, [17. BREHL OHOWNE AL,

KENOH RN AV %+ 45 R L 72 BT RH 03558
WEHBr s EHIMHHTLZ &,
GRMREBERANYT b T LEEDBERETI)

5.12 RFNL, BARHMEANRY b T AREE (HMREEMLEL
) W OBRFICHENTLI L,
W) [ 3sEm b - MR ERSIET A1 F 94 22023) (AA

MWREER) A BEICTHI L,

513 AHNX, P77 7R YAPURBTEO BEIHRG T A L,
(s TEHERS D HL AR RDEREHE IS DI & AR

*5.14 [17. FRRIHE ] OHONET B L. KF O V4
P+ H R L2 LT BIETA oA VEORFT OGRS
Z12, REOFG ) LW S D BEICHETT L2 L

6. HERUHE

(BifBRMEIER ¥ 2 1) LU SE)
WELEACE VY F YT GRETHBR) L LTl

375mg/m?% 138 I I8 C AHHHE S %0 ARG HEUI8I & T 2%,

B DPUENEIELE A & P 5 29613, BRI S 2 BUEIEIES 7 o
GHBIZEDET, 1A 7 VH 720 1G5 50 MEFRREICH
VR, W, BAICIE, )y F U T GRIEFMRZ) &

L 1l &375mg/m? & st 50 HO-MIBIE8HEM © HL & L.

RAFGREUX12A & 5,

(M) /R MR)
MO FEMIEE A & OBFHIC BT, WE. AL, VY FY
~ 7 (BIZFAIRZ) & LTI 1mE375me/m?, 2/ H PR
1Al 5500mg/m? % . BFH T 2 HUBEEEG R o854 1 7 vicg b

T 1A 2V 72 ) HaGHEHES 5o ARG mEd6m &4 5,

(REMFNRET OBMERME ) >/ HEREMTRE)

WE. )Y FXF U7 (EETHz) & L TlRE375mg/mix 15
MR CREFHE T 0 ARS8 & %,
(ZRMEREATFEE. BEMENZRENER. BEERMMN/IRR
DHERBHR, BRME AN/ MR D EERBER. 25 4EEE)
WEL RN, Uy Ry (EETHRLZ) & LClEE
375mg/m?% 1:0 [ R C 4Rl FE L %,
EEFEABCHRA TR BN —TIBX)

HE,. )Y XY T (EETAEZ) & LClR&E375me/mi% 13
1 I B C AR T AR 5 % o

(EEMD 3 70— EERE)

BE. VYRR T (@) & L ClES375me/m2a 1A
R R B C Al ST A, 727250, 1ad 72 ) o kikS&iE
500mgETET 5o

EAMOEEUREER EERXAERE)

WHEL. A, Uy F YT Ghafz TR L) & LClhlE
1,000mg/body % 238 [ R B T2 B3 5 .
GRHERERAINRY NS LBEBEDBRETRA

W, A, Uy FYe T (EEFMER) L LTINE
375mg/m?% L B[ R C4AR il ENE ST 20 T DR, WS 5
67 B2 1AE]1,000mg/body ([ &) % 2.8 B g C20n Ak
HEd 5,

(B 25 B RS D AR BRI R IE O HHI K VA E)

ME. VY FIYT GEETHERZ) & L CLEE375mg/m?% 1
WHET 5, 72770, BEOREBIZLVETHET 5.
ATVYETT Foxt2DEKRE)

WE, A, )Yy FRYY T GRETHELZ) & L T250mg/m?
Z10, TEEET 5.

GhEESE)

ARFI L e A AT 3 135% 7 R M SIS T 1~4mg/mLIZ
AR LA %,

7. AERUHEICEET 515

(ZhEELLE)

7.1 RHEPLGECHIE L TH S H I Hinfusion reactionZ Bl & & %
7o, ARFNFEG- D305 P e 27 3 A HREGER RS O
BH5EITH) L, T BIBRERIVE VAR L Z2WEAIL.
AFNOFHEGIZEE LT, B RERVE HORHRG = EETH S
ko [1.2, 7.8, 11.1.1 =HR]

7.2 [EAGHEEEICBEE U CIE TR, RGBS, I RIS O SEIK
WHEBRT 5O THRROFEAREZ Y . EAMEL FIF 2 BId5
WCHEBETAHZ b IERPEH L GG ITFEAEELRZED L 2D L
CIEWIET 5, EELEROEGAIZES ICHRSG 2 RIEL., @4
WEZITH o F/2. &G E2HMHT 255 IERSELITHER L
. HIEEE RO LT OEASBE TS 2 BT 5. [1.2,
11.1.1 E]

T3 EABERUTOEBY ET 5, 72720, BEOREICE Y IE
BTG L E T 5 2 &,
LB EESIES P G-
s B IE R U F o) (WA G-
N

A HE

) D305 1350mg/ s CRAMA

L. BEOREL TH5E%

Lahs. Z0H3058C

50mg/F$ o FiFC, kK

400mg/WE T EFAZ &

T 5,

TROVTN2IZEYST S

WAk, UEEAMEE R

RTLZENTE D,

c W) B GRS L 72
TER SR TDH - 724
100mg/F F T LIF T G-
G L. Z O %305 W
12100mg/BF > EiFT,
I K400mg/ e F T FIF %
CENTED,

CERRBYICEE 2 OB
7 K I EE SR ST
L7-RIEREMTH D |
P OPE RO KA
INEREEAS, 000/ u LA T
DY, 90 TR Y
(D305 THG5-8D
20% % $25- L. D605
THGREDO0% %) §
HIENTED,

21a1 H PR




PIEBEESIES 5 IRE ] T E
SRR MRS | EERS R 03023 1350me/ R T 4G

- SLIRINHIREE T O Bl
R oo SEapHE R R

L. BHEOREL 5l
L, ZD#%305m8IC
< 2SI 45T A 3 E 50mg/M 9o FIFC. &k
JiE. BHINEEN % 5 M 400mg/ME T LTS Z &8
% T 5,

- BEAFIG R CRYRAT 43| 2101 H LARE |90 [l ¥ G- 12 58 8 L 7 B
BV — T A HPEMTH o254,
CHERMEO £ 7 v — YHE 100mg/¢ % < LI TG %
{734 B L. £ D%3055 512
o PR FE N N A 100mg/H¢ 3> LIF T, &k

PEER P 400mg/ME T EIFA 2 &8
- BRI AR M/ NG, T 5,
A SR B

- A B PEBRIEAE

B O R E R EE
W OTEER R I

CATNVVERT T
Ity v oG

- AR RE IS A S b Il
7 AEEEO T

A D 304713£50mg/ 5T B4k
L. BEOKEL TH5#E%
LA s, Z0H305 5
50mg/H$ 2 EIF T, &k
400mg/ME T EIFA 2 &8
T&5b,

2101 H PABE |90 Il 4% 5-HE (2 383 L - R
AWM TH o %4,
100mg/H ¥ T LI TG %
BIE L. ZDH305m
100mg/FE3" 2 1P T, ik
400mg/ME T EIFA 2 &8
T& 5,

B, MG~ 567 HH
VOS5 04, 67 A1
1M EH o 51% [ 8 m#%
51 OFAEEITHE > T
5452 &,

- DR RS R IE O FUAR B & | B 5 A O 1R (£ 25mg/ e & L
TUFEAE SRS O 3 K% O BEOREL 5B L
ELicS A5, RO 12100mg/

B, ZO%IEHRAK200me/ F

FTCEHZETHI L,

20 B DU (o) [l 5 e 2 SE B L 72 I
HPEMTH o 2% 4.

100mg/l % T P <5 %

BT & %o

(REIIRET OBMAZME U o /S HEiEMEER. SROEA AR
fE. BEHMEBENZENER BREAE CHRA+L2LEIL-TIBX,
HAMO X 70— UEERE. BMHEERMEN/IMRRDERBR. BX
MEmAR M M/ R D EBR. £ MEKIE. #AMOSEMXRE
BRUOEERRERE

7.4 BHEGEOAMER ORI T A HHIZR SN Tn b 720,
KRENIOFHG I L T, EOWE L EEICHN T4 &,

(BHERMEIER T ¥ 1) >/ NEE)

7.5 FERREIEICH W 258103 BURRERITH A AN S L7 BE R
ISR 2O, T17. BRG] oEoNEEII L. ERYEo
WHDOHTA KT A V&% BERAOENER ettt
P72 BT, MISEEOBEREIT) 2L, [17.1.2 BH]

7.6 - mEMEEE ) COSIESRET A AREI ORI OB/ VE R OV
AEPEIIRESL L TR,

7.7 MhoPUEEELER & 0T A5, BRREBRICB VTR S
N7 OY5-HIME, $5-BSEI2oWT T17. BRG] O
ONEZHHL . ENNOREFTONA R4 v %2 BE 2752
ko [17.1.2 2]

7.8 KRHEPRGHFIZHZE L CTH 5 b Sinfusion reaction BEjf 24 5
72002, RENEIOTH TG B I L. B A b 1 El
BHERIVE Y RIDE ENLE A1, SBELRIE R AV E A
DG #17H 2 ko [1.2, 7.1, 11.1.1 ]

EIFAE THRA T2 I —TIBR)

7.9 BHIE LCRIBZEATOA FRIZBHHT 2 &,

EEAMD 3 70— UEIRE)

##7.10 A7 04 KPR TEE IS T 2561, BEllE L TR
FuA RE OOVRIREE) ZHHT LI L. S 512, REINHIH
EOHTHIENET L, [17.1.6 2]

(RHRERELINYT N T LEEOBRETFH

7.1 RAOMARERTIZL YV HEOBZNN D 5720, 5 HIE
EMTFTAHI L,

712 BANZ L 2 — WM OEBEO K, FIEOBEIZOWTHE L.
HEOHE DR H D SN WE, KF O T 4 v b HEIEE
ENBmnEEZ SNDLEHTIE. KHN X D EFEOPIEE BT
5Tk,

(I 252 AERS D AR E AR R R IE D )

*7 13 ARFN P52 K OHS- M, BEOREIZS U, B
LTk, EEIICoOWTIL, PR HLET S,

- BRI O AE, B2 B DL AT R O] H AL 208 SRS S .
- FRAE. GORBHE. BEREME. BERSHE N OV OM A, B2
S LL BR8] S EE S B 1% 5 THUR SO B & o
WADARE S REEI2E,. &SI 1EENES T 5.

(B 232 HERS DR RSB R IE M RIS DB E)

*7 14 AH| OS8R OHRSAHIE, BFEOREIZS U, #ME AT
BTl BHREEIZOWTIE, TRZHZET S,

< LR pEEHE T 50 1S CHURE U B Lo A 23R+ 45
B, S SICIEEEIR ST 5.

8. EELERNEE

GheELa@)

8.1 Infusion reaction?i® H5bN b ENHHLDT, N Z )V A~
(. BRI, FEREES) OF= 1) v 7R HEMMEREROBIZE % &)
BEORELZ T5ICBIET 528, [1.2, 11.1.1 BIE]

8.2 EEFHBEBEHELD S b, 2 EVH LD T, MiFTEBEE
ER OB 2T 2 &, BEORELX THICBRTLI L,
[1.3. 11.1.2 =M&]

8.3 RHEIOFLG X BEFF 7 A v A DOFEMEALIC X 5 BIERT
RIXIFEDBD SN DL I ED DD, REFKG2HT > TBRF
R ANV AEIDF A HERR L. RFFR G001 8 Y) 72 L& & 4T 9
ko [1.4,9.1.3, 11.1.3 =]

8.4 JFHpEEE, WHEHLH HDLNDL I ENHLDOT, HHEEREZE
119 % EREORELT H3BET 52 L, [11.1.4 ]

8.5 MIKIEL DB S LD DD LHDT, KFlOWEHRLIE PR
EHH T RIS B MR 2 179 7% EEE OIREZ 40128
5452k, [9.1.5, 11.1.6 18]

8.6 ARAIDIHHH LV EKWIMY > /3RO DD H b, HEKT
BAFFR T AL, FoEIT T AR LB S
TWhb Z el GENHERICE DHER Y 4V A2 & 5 JEG
SEAAE U4 TEAL T A2 W REMED D 50 RANZELD =2 —FET R
FAMBIEBHEOBZENSH LD T, #WY R FHiELEETH 2
ko [9.1.4, 11.1.7 =]

8.7 HILEZEIL - FIENHLDLNLEZ ENH LT, MFEIRE L
TOMERE. EHRBRE, T, i, &isSosiggs+512479
ZEo [11.1.12 =]

8.8 WAEF TIZ. RFN DG X Y mE MR (TSE) A7k
MIEFE L7z L O I3 ve KANL, Y AT — v 7 i
B h >y, REXIZ =2 —Y =5 > FEY ¥ OISR RE S %
EH L T2 25, HERY A7l &2 17V —E O %25 ik
THHLIGEL TSI EEMERL TS, L2L%&A S, TSE
DEFIENEIFO G2 E&ICHRT A2 L3 TE LW L0 b,
PR OIGHE ORI E T e o bl KFIERGT A2 L, &
B, #HIEIH, BENOFHAMEE ZEEOFHHALEET LT &,

(e MM M/ )RR ) 1 SR BER)

8.9 ARANZ X Y M/MIEB O BEIEIMD B 5 b L DOWREDH 5 72
O, IM/MREE ZEI0IHE L. BEDRED SN Ea 13 RF o
Bl $ 5% SR iE 1T 2 L. [15.1.2 ]

(REMFIREET OB ) >/ IETE MR E)

8.10 KA & ¥ 2B 1d. BIE Tk ([ EOLEEOEE
FRRRSE - WIS S SN LIS WEE
VR GRIZTHIE ) GREEHIHIREE T o CD20 %o BAiE
TR vosHEERE (BA)) ] &Y 9) 23T 52 L,



9. BENE=%2EBITIEEICEAT2IE

9.1 AHHE - IEBESDH 2 EE

GheeL @)

9.1.1 DEREEBEEDH 2BENIEZTORERDH 3 BE
e G G ERILER, LT a—-%kbE=5) v 7%
To%e, BEOREZ HICHRT 2 b, HG P U3HS%
AR, ROES BN IIHERESELBZNDTH 5,
[11.1.10 =]

9.1.2 iz, MEEREDHIBENIEZOHREEOSH 2EE
P G- rp S5 TH 202 R SR A AR R 3R ILAE % 18 5 Ak o L
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%
TANAR—H—DEZY ) YT EITH &, BEIFFLEY AV A
DFEEACOBBERCEIRDFEHIEET A2 & BREFLY 1V
AF ) 7 OREIIEARGE (HBshus BN, 2> >HBchifk
ATHBsHURRGE) ©. RFIOFGI12 L b BEIFRY £V ADFH
HHALIZ & 2 BUEF RIS b DL, B,
HBsHUARG LB AR 2 4% 5- L 7215, HBsHuk A a0 S4B R
JFRZRE L 2B s SN Twb, [1.4, 8.3, 11.1.3 =HE]

9.1.4 BE (BUMAE. BHR. DAV RESRE) 28l TW3EE
REMEERIC L VREZELS L2 BTN DH D, (8.6,
11.1.7 ZHa]

9.1.5 EELBHIEERTOH2E8EH 5 WIESMBEOSEEEE
WHdEE
WA BRI B OSTVIMRGRAD % I S SR SR 2 BENDDH b,
[8.5, 11.1.6 4]

1

10. #HEEA
10.2 ftAERE (BARICERTS L)

HH 4455 ERIRIEIR - #5185 W - feiA1
Ty R L7k T 2 F v |BY VBRI EMEIT IS
Xix DEIFIZIED R XY BIFT L BERD
AT 7 v MR LIZGEICIE| DD,

) 7 WL 21T o
ANELT 7 F 77T ORFEE B v oSEREEER I
[EEDLBENLEH| LNV T 7 F T D
5o REPEOLN B E
N 5.
S ENHEIEH % A 3|38 B 20 & o JE gL e | EE oo S IR B LS
% FEH G KOS 4V A | X 2 RGUEHS O fa
SRR ) 2D HERD| MUY D B,
FIB R EARINVE VBB LB Ea1L. @
Fij & YR WEX 179 o
R4 5] — P I E T B AT ILE T % 8RS 8 5
[11.1.13 /&) HOEbNDLIENH BENDLD L,
%o

11. 8IEH
ROBWEHDH HbND I EDHLHDOT, BEE 5 irn, B
AR LN YA G A Ik T 5 % S A LE R T Z &,
1.1 EALEIEA
11.1.1 Infusion reaction (JHEZAH)
AHN D Fe G 3% G- BIIE 248 LN £ < & 5 AL Sinfusion
reaction CEEIK : Z6#\, HEIE. (L. . KR, T ). 385,
W, RERE. MRS 2%, G EHEOHIOWIZHIE SN TE

9.1.6 EMBEBENRETREDH 3 EE . INSOERIE, EEEM~ P EEE T BICRE O EEES-
9.1.7 FLLVX-FEADH 2 BE Fich b Twd, 72, TF 74 7F v —, MilEE, LREE
(BiEBRMEFER T X ) L /XEE, B /AR, EEMFIIREE FOTERFEIEN (RIMTE., M RE, KRR MME, 408 S0,
TOBMEIME) L/ IEEMEE, 1 TUVEYT FIxEE2>D g (RVEMERJe. 7 LIV F— MRS % &) . PZEMEMAE T
Hi%5) 25, M. SRR R, O ZE, OB, R
9.1.8 IHERM. OERMBAISKEDH 2 BE TavrE) BHLbNLIENH D, Pk AY I UH|, fEEGE
TREIENR 1 £ B I R EE SR BL L -8, BB R AV E U H Al BIERERVE CHIFEORIEG HITo 72 BB ICB VT,
PRG-I L L, BYRNEYIT) L. REGH, KEML T Zrinfusion reaction?¥FEEL L 72 & OEUEN D b, BEIFEDO S
(SRR 2 RHEO—BIEOMEEAT A S 4L, FRHEIERIC X O %K N-gaik, B IS 2k L, @Yl (BREWA. 7T

W &L ) HERD D, H, R SILIRA], B BCE AR VE CH, BEERER], Hle 2
(&5 ERKIE) IVHIOGE) ATH L LB, ERPEIET 2 £ TEEOR
9.1.9 BERUTEEOEEMMA &N T 2EE BETHICBIRETH L, [1.2, 7.1, 7.2, 7.8, 8.1, 9.1.2 &

MEMEMROBEND S5 b D 2 DD LD T, EMIICIERCT ]

11.1.2 EERRIEEIRREE (EEAH)
B SN HEIL, EHICKRS ik L, e (4
PRECHG I, S RBRIE IR S OG-, B Z217) & LI,

MAR R 217 ) % EEEOREZ +7 285 T2 2 &
[1.6 /]
9.1.10 £ HMREE IS MElMEE. BV —EE0EELEH

EEBTHEE FERA RIS 5 T TEZOREZ 0 IBE T 52 Lo [1.3, 8.2
BERRBR ClERIt ST b, [6.9. 17.1.7 ] ZH ]

9.5 i MA3IBEFRTAIZOBEMEICE ZBERFX. FROEE
T SR LT B iTRETE D & 2 I, IR L f 1D (BHEEAHH)

febiik % En 2 &I SN AGEICOREL T 5T &, & MgGld
eI M A @Em T 5 2 RO TBY . MIRPICAH 2455 L
T BEOLAERIZBWT, R ¥ Bk HE ST 5,
9.6 RILIF
EELOFRER AR EOA M E ZRE L. BILOMKE XX
FIEERET 5 2 Lo RENIBIPIIRIT T LA HEESNT
L\Zﬁ)o
*59.7 NRE
(BURRMIER T X > 1) /R, B P /NMMEA MR, SEMOERME
PIZFEE. BEMEBENZROER. BMHEERMEN/INRR D EEBR.
#BRME MMM/ MR D EEBR., 25 MBKE. Ao EH
KEERUVEERKREE. SHREERINY NS LEEOEHRT
B, 1 7UYVEYT FIxt2>DHEE)
9.7.1 NEEZ R E L -FRRERILIEN L Ty,
(EiEIREE T OBMAZME ) » /M ER,. BEABRCHER+
DHEIV—TZBL, HAEEDOR 70— UERE. BEBERORK
B R EHE RIS D H & K USTA )
9.7.2 IR AAEIR, A, FLIBEZ S E L/ MIRRBRIZE L
T2\,
9.8 =khE
BEOREZ T3 ICBE L RPN EEICEGTAZ L, —fkiIE
Bl Tl T LT,

BEUF %7 A4 )V A OFEMHALIC X 2 BEF 28 S o B 12 X
LIAREDN D HbNDE I LD, FETIZE S FIER DS S
TWho BENROLNYEIE EHIZHY A V AH % %5
THREMEYLMEBEITH) T L. [1.4. 8.3, 9.1.3 ]
1114 FHBREREE. Bl (HEAY)
AST L& (8.6%). ALT L5 (8.8%). Al-P L& (3.6%). #&Y
YIVE Y ER (3.4%) FOFEREMAMER T % 1 IFikpekE <
WD H HbNDL I EDH D, [8.4 B
11.1.5 EEMRER (HEAH)
F 8RR IRAE T (Stevens—JohnsoniE ) . PR32 7 50 Fl
fithie (Toxic Epidermal Necrolysis : TEN)., FIEHEREGEIR, &8
WREZ I I, AINEMERZ I KR035 5 bIv, JBIEICE - 726l HE
ENCTwi, [1.5 5]
*511.1.6 Mk
PLIER A CEEERBH) . FiEkyE 4 (41.1%) . U b ks
(39.2%) . MEJRIEREE CBHEEAHD) . IMIGRA (12.2%) 258 &
a2 eNhh . EBELRMIKEA S HE SN TV DL, FHERK
PIZOoWTIE, AR ORG-S 4B LI LTI 561
DG SN Tw5b, [8.5, 9.1.5 ]



1.7 BERE (43.0%)
WE. B, »ANIE T ANV AL AEE R EYE (BmaE. Hili
RKEE) BHOLNDL I ENHDHDOT, REOEHEFRE b I OEHE
HTHRILBFEOREL 51 Bl5 352 &, [8.6, 9.1.4 &)
11.1.8 ETMZEMAEME (PML) CHERE)
AFNOGEEIN I A T OEBES T RITEZOREL T3 ICBlE L.
kbR, FRAIBEEE, RREUEIR (R R, TUBORE) . SaEkEE
DIERD D & b 723813, MRS X 5 {525 e % 8l Tk
Trfroredbic, BTG xik L, @Y RLEYITH) L&,
11.1.9 BEMRE (FERKE)
*%11.1.10 DEEZE (10.1%)
DEED D I GEEOAER, PeldiE, OAENHRE ST
Wb, [9.1.1 ]
*11.1.11 BEE EEART)
Mgz L7F=vE5H (0.8%). BUNER (2.3%) SOERE)
HHEbLNDLZENDHY, ENELELETLIEEEIHRES N TN
5o REJEA, M7 L7 F = Y RBUNOD EADED b6
G e dIk L, Y RLERIT) 2,
11.1.12 JEEEZEFL - BAZE (BEAW)
BEPRO S NHEA1E, BHICXH, CTHAES =2 £t L T HiIn
WAL, AL - HEFTROAEEAERL., B2 0EEZITH) 2L,
(8.7 ]
*¥11.1.13 METE (6.1%)
—BVEDMTE TS L2 b b, [10.2 ZE]
11.1.14 B4 A B RAEEREE S O BEREIR CEIEAT)
VR RIS T (IR - RIS, DESE. ASMEIR. AR

S

=

R

HEEE, SIESE) PHobNb I Wb b, 2. KR OHH
BT%67 HETOMIZ, K], BEFOUEERSE, BERE,
PR TR PR 5 D JIF A I 55 AV S T B
1.2 ZObOEIER
5%LL L 5% il BHEEA

WHBEEE 55 (26.4%) « |- W% B 55 Ty
#9% (16.6%) . [IHENE, #Him
MRBEAVERE (12.4%)
=

M B (12.6%) . |ByF . & ik
HIR, WIAL . k. K
1 R 1

Tl - WEE (16.4%) [N B2 M . AT
BER . TN YE, B R, LADIE
&, T

FE# (31.7%)

=

el

iR

B TR B R | LR

Z9¥% (14.5%) . %, WA .
B goRE 3595 (14.0%) LT NVI
T (13.6%) . IR BB

13CY

I (26.6%)
ERE (16.4%) .
HEBLE (15.7%)
BRI (14.3%)
EainSRen

O AN N
. ST

R L

7

* Rl AEE R O, .
AHRAE
£ (18.4%) IFEEERNS 2 74 7 VAR
" - sl
B, /N B
B R BUNLH. 7
B ik L 7F=rFk
5
ALT EHA. ASTEHA |AI-PLEH. &
I YyLvYy k
=5

5% I 5% A it
CRP LS (15.0%).|w KB & .
LDH b5 Bk, wEH
WAL IR R A
L& BEX
ZWRE. B
A VAT
(9% . IR
&), TVT 3
oW
LoD,
) BIEH OB L, B MEIER D % 2 v SIEICAHS 2 P g
PRES TAHEABR, 121 > SPEE G (20 3 2 BN REER S5 AR
B, WA OMEEIEEN S 2 WiE AT a4 FIREE R 70 —¥
FERERE RT3 2 BN ER IR 26 MAHGBABR, #EGEO A 70 4 NI
A7 0 — CHIEERE IR 3 2 EIN GRS TARGER, 4 g PR
FELZ X3 % EINERPR 4 T AHGER . B VE o s M IOEE B O
FEIRRIIE 1235 2 EI R S TAHFABR, BB A <~
b T ABEOTHIET i3 % ENERRS T/ MM, ABO
MR FUAS 8 A B R AN 9 5 — R ERR 3B, B R O Bk B
JALFEE SOG OFIHN 69 5 EINERR 86 AR R, B RAR O
Uk B R A SIS OGRS 3 2 [EI PR PR 56 T AH BB % A5 12
£EL 72,

HE A

| F o

14, BRAEDEE

14.1 FEFAEBFOEE

1411 7 ORI EBETH D7D, DT EEHOB A3 A
SENBEZENHDLND, THIZE ) RFNOFNIEEL T R\,
BB, TNUSOYME EDRE 2RO /A EH L w2 kb,

14.1.2 AW & U CAR B A L 135% 7 I w7 i 1 i DI fifi A
LawnwZ &,

14.1.3 PP EREST B BENDDH B DT, R T2 E7
DL BMLUVIREN 2N T &,

14.1.4 FRBOWIHRL I T 52 Lo F72, HHBORKRI.
HBEEROBZENDEHLOTHH L 2T &,

14.2 FHHHREBOTE
flil & DERITF L 2V E,

15. ZDDEE

15.1 BRRR{EAICED <158

(RHBEILE)

1511 ARG SN EETIIe M UF A SHiEZEL A Z LS
HY, INEOBRFEICHEG INEGAEE, TUVF—, BEK
ISEDRBIT A BEND D Do
WK RER T ORFNIZH T2 & M LF A FHAROMRBBIEIZ LT
EBYTHol

(1) CD20FZMMBIARIMEIER S X2 ) D IISBEFEICH T B AME
FEIP AR 2 T AR e OV T A REBR L B\ Tl %2 S 7214060
RFNZHT 2 b MHUF A T IR AN S 7290,

(2) CD20RRMEDBIMBIMEIER S XU LNEBEEICH T ZRE (3E)
WY SRERIZ 3B W Tl S 72356600, AFNCK 35 FTF
AT HARZAEN B E Y JHEAT— 4,

(3) CD20RZMEM IS ) >/ A MREE ICH T D RE
EIP R 25 TR L B CllE S 276m . AFCxd 5 e b
Pok X FHURIIHI SN h o729,

(4) HEAMOX 70— EEBREBEICH T ERE
PR R SR 12 5\ TIE S 72600600, AR 2 v M
A FHKIZIIBNIZHE Sz 1,

(5) &EMBEEREICH T EHRE
FE N B R BB 12 3\ TlIE S 724860, AFNIH 3 5 & Mk
A ZHRIZIBN R S 712,

(6) HAMDBEMRBERVEERRBBERE ICH T 3HRE
E PR R SR 12 5\ TlIE 722080, AFNCH$ 2 6 ML
A ZHRIEEBNIRRE S 7219,

(7) BERERRAINT NS LEEEEICH T IRE
FE N B REUER 12 3\ CllsE S ML 721960, AFNIH 3 5 b M
A FHURIZIEN e S 7219,

(8) ABOIMRERNEABBIEEE IZH T DRHE
E PR R SR 12 5\ TlIE S 722060, AFNCH$ 2 6 ML
A SHUKIIME E N o 7219,

_5_



(9) BBRAERE ICHT 2 MAMERIERERICOMENIC & 1 5 BiE
I ERPR B 35\ Tl E S u7z24B0 . AHNZx 5 2 & MoLF
A AR S e o 7219,

CIRMERF M M/ R D M R BES)

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

16. ZEA)BHEE

16.1 MFEE

(BHEFRMEFEAR T x> 1) L/ XEE)

16.1.1 EINOCD20BE DO BAINaEIE & ¥ F > ) Y oSJEEBEF I, RAI375mg/
m2% 148 I8 %S, CHOPL Y A ¥ (Y7 akA 77 3 FAMY,
FEYNVEY VIR, Y2 ) AF VREBER 7L F=vuy) L off
FHNC & 2 BRI AR R, R OV RE AL OH2 A 7 v
DLRELC9055 ¥ 5 & S fti L 72 O3B EE /X T A — & — LT LB ) T
Holz18),

#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 Tz 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, 8[a] : 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

400 | T Il + PR 2

0 10

B
[416-2 CHOPL ¥ * » BEHZAMFFRLEO MG RE (n=12)

(ug/mb)
400 —6HAYIL
== 8¥A )L
TEERERE
300
Jurl
==
A
th 200
s
i \
E \
100 1
0 1
0 28 56 84 112 140 168 196 (day)

B P
16-3 2524 4 7 v DIBEIZ9045 i $e5- % F20 L 7-CHOP L & A > §f F 3 fift
EAFEO MG PR (6494 2V - n=13, 8% 1 7 )L : n=8)
GCIEDPZA =T
16.1.2 EINOERRHAERIZ BT, RIGFEOCD20/5 LD L) > 7 SPEFT G
FZ  FCLYAY (FVFFEVY) VBRI AT IV, Y705k A 773 Rk
) EoPHHIZ X D, BL A 2V TIEARF75mg/m2. §529 1 7V DIk
IEARHKI500mg/m2% . 28 HIENZ6H 14 7 Ve L /- KD I FHTE/ 8T X —
S =P TFTo LB THo7219,
#16-5

Cmax T2 S AUC
(ug/mL) (hrs) KR (hrs) | (ug - hr/mL)
375mg/m2x 1 351 242 349 804000
500mg/m?2 X 5[A] +36.3 +237 +342 + 155000

Mean+=SD (n=5)

EaEE s

(ug/mL)
400
350 | T + B (R
300
m250
b
l._*,200
150

i3

100

ol n n n n n n n n n n n

0 28 56 84 112 140 168 196 224 252 280 308 (day)
BFfE

M16-4 FCL ¥ A v LA LGRO MG HEE (n=5)

AN 3 70— VIR

16.1.3 EINOERRRERIZ BT, 18 A CHREIEME A 7 0 — VIE BT % S iE
L 723 Ll Lo RO A 7 0 — VIEGEEE (HREEMND L2V IEATa 4 F
WAEE R RTHE) OBEIZ, AF375mg/m2 (JRAFE500me//ml) % 1R
MIRE CARTE G- L 72O 3EYEIEE ST A — & —1ZU T DL B) TH- 7220,

#16-6

P Cmax Ti2 Rk AUC

o (pg/mL) (hrs) BEM (hrs) | (ug- hr/mL)

2
ég?)?lgﬁ) 421 234 337 366000
s +84.7 +86.7 +125 +£110000
X 438
Mean=SD (n=22)

(ug/mL)
600

RRSILES Py T

0 50 100 150 (day)
R5fE

X16-5 A 1[EI4[E A SR O ML i (n=23)



#£16.1.4 ENOEFRRERIZB VT, 18 AR TR 7 0 — CREME % 5SE
L728ER YD+ 7 0 — BREERE (A704 IR 2R 7568) o8&,
ARHN375mg/m2 (& AmS00mg/[0]) % 138 1 & T4kl G- L 72 F o 32y 5)
FENTG XA—=4 =3I TFTDEBY) TH 7220,

#16-7

T2
(hrs)

78.8
+58.5

B (hrs) | (u

114
+84.3

Cmax
(ug/mL)

o e AUC
#IR g - hr/mL)
375mg/m?
(500mg/Inl)

X 431

300
+58.3

171000
+85100

Mean+SD (n=6)
(ugiml)
400

350
300 EHELIRERE
m 250
q: 200
[ 150

100

50

1 29 57 85 113

Bl
FED I P (n=6)

141 169 (day)
[416-6 1 [m]4la] A%
(& HMREIE)

16.1.5 EIN D4 FIERECE £ 12, AHI37T5me/m2%
B NT A=y —ZPTOLB) Thoiz22),

EANEESsR By SHOF £V

#16-8
G5 Cmax T2 PG AUC
(mg/m?2) (ug/mL) (hrs) #D [EEf (hrs) (ug - hr/mL)
375 485 515 789 338000
X 4318 +268 +140 +284 +117000
7#1) n=26 Mean+SD (n=28)
(1g/ml)
700
600 FHE L IRERE
500 |
%400 F
5 300 g \\
200 \\
100 \]
0 . . e '—L——kﬂ_ ,
0 20 40 60 80 100 120 140 160 180 (day)
515
[X16-7 J1lAl4]a] A G- O MiE i E (n=28)
EHEAMOBEMRBRBREFERKEE)
16.1.6 ENOERRERIZ BT, HEG O Z 5 1 KIS L OV IR KEE O

AT, AHIL,000me/body % 258 [ [ i T2lEl £ 5 L 7K O FE Bk < F

A= —ZUTDOEBY) THo72,
#16-9
e Cmax T2 TR AUC
BehE
(ug/mL) (hrs) #2) EEf (hrs) (ug-hr/mL)
1,000mg/body 433 535 566 283000
x 2] +79.5 +255 +310 +90200
#:2) n=11 Mean+SD (n=19)
(u g/mL)
600
500 FIELIRERE
400
m
&
B 300
B
E 20
100
0 . ‘
0 50 100 150 (day)
B

PI16-8 258 ] A 210 SCAEF 5 D I it (n=19)

BRAEIC & (T 2 ARERURIE RIS D INE])
16.1.7 ENOABOMERIAGE & E AL 12, AHI375me/m2 % Bl D14

HETR OTHATIC 3G L 72 REOSDERE ST X — 5 — 1 ZPT O L B ) Th - 7220,
#16-10
EREEn o4 Cmax T2 SR AUC
(mg/ml) (ug/mL) (hrs) e (hrs) (ug - hr/mL)
375 192.0 172 248 178000
x 2[] +49.6 +112 +161 + 38500
Mean+SD (n=15)
(ug/mL)
300
el + B
2%
#
#
Z 100

0 . . . . :
30 60 90 120
]
M16-9 FeRlff14 H iR 1 H AN H S L 723G oM iR (n=16)
%16.1.8 EINORHERIZ BT, DSARME - STHLASURBEE R AR 23T
PR BT FEAE TG O #0] & L CTAHI375me/m2 % F RiAlT o 14 F i )% O°1 H #i
V2245 L 72 e ONARHI375me/ m2 % R AT O 14 H BT 1% 5- L 72 ) 38
WENRE/ ST X =5 =1 ZUT O LB Y TH o722,

150  (day)

#16-11
ERacR Cmax Ti2 RBskoat AUC
(mg/m?2) (ug/mL) (hrs) Fgf (hrs) | (ug - hr/mL)
375 289.0 79.5 115 179000
X 2] £54.7 £42.9%3) +61.8#3) = 32500
375 251.0 94.3 136 62500
x 1[0 +54.8 +27.4 +39.3 +12500
73) n=12 Mean=SD (2[1] : n=14, 1[A] : n=6)
{ e g/ml)
400 ~ i
EHE IR RE
3004 7
-
& |
& o200
¥
E
100+
04 Lt T T T T T T T
-4 0 g 16 24 32 40 43 56 (eek)
B
X16-10 FEAEATIAH T K O H BNCH S L7256 o g i (n=14)
(e g/ml)
S04
E¥E tiEERE
m 2004 7
"
+
b
E 100
0= T T T T T T T
- 0 g 16 24 3z 40 48 56 (Yeek]
B

X16-11 BHEMTI4H NS L2 5a oG hiEsE (n=9)



16.3 2%

(BiFaEFER U ¥ 1) L INEE)

16.3.1 BEADEIT
W OCD20B DB TEIER ¥ & > U Yo JEHRF 2. A#1100. 250,
500mg/m?2iE4) 7 Hi[A] S et 208 B ICTERAER A JRILL . AH & HEA L
7o IER R A W L C B o 2 E G e Bl Lz, 2of%R
JES AR AN OBATIIERIL L 727606 BIZ5ED . FEA L 72#&1330~ 100%’(
Ho7ze BB FEMOMmD T 5 72160 (Ti/2: 21.2hrs) 22V T,
[EEALRE PN OBAT 2 RO T 0o 7220 (JHEIANT— %),
4) AGEHHEIE375me/m2TH 5.

17. BRFRRE

17.1 BHERVZTLMICET 355
(BiFRIEFER U ¥ 2 1) L INEE)

17.1.1 BHAE

(1) EREERE IEHE (DEC-C2B8-2:5%)

MCEEME R VI A IR U F ) oS, <> MV Y osBRLIC . ARHIL

[F§:375mg/m2% 18] F’ﬁlwf4l%‘x%’» L 7z PR 5 TLARGAER O A %) liAZ (O SecS

BT EBY) TH o729
#17-1

P HE | seh | He EES PFSH L
JEG] | BEfE | BEE | 95%IS ALK I 95%1 HEIX 1]

R RE S 61 14 23 61% 245H
AHaPEY) 8 (47%. 73%) (189H. 337H)
~ v NUHIRE 13 0 6 46% 111H
DIS2AY (19%. 75%) (50H. 146H)
protocol compatiblef#T EyE S DN
PFS (progression-free survival : 345 A4 A7 1)

LA VERTAIAE G190 B s
T (37.8%) .
BUH (23.3%) .

(66.7%)
(25.6%)

BITERNZO7.8% 278 b v, EREIfEHIE, Fe#

T Bs (28.
895 (21.1%) .

BUTOEBY THo70,
#17-2 T IMipREE

9%)

Z ¥ (27.8%) .

BIR

12Ch (17.8%) T, MuidihEsd

REME o MEZ o
— 5 AR (/ul) 1A S
" SR el () e fi Hr e fif
() (HipH)
55.6%
. 2,510 12.5H 13H
F iR (2,000/ u L N - N
it + 15.6%) (900~3,900) (1~266H) (3~125H)
55.6%
1,370 29.5H 14H
IFREREA | (1,000/ L N - =
St - 20.0%) (250~1,980) (1~266H) (3~154H)
15.6%
. 6.7577 2H 5.5H
M/ A (55/uL
il 3.3%) (273~9.97) | (0~201H) | (2~42H)
NEZTE Y 9,958 20H 7H
Wy 20.0% 9.0~10.9) | (1~178H) | (2~63H)
D) [NEZO e yEd] CoRAE (g/dl) n=90

F 700 ARFIDSEHG ENTIERIOERE R VLI T O & B Y THH 725 6,
#17-3
ik W] AT PRSI
5l | S | M| OSERI | OS%(EHXN
38% 152H
FRECERIRS 18 1 01 5 g 6sw) | (1247, 2300)
S | EARLE

#2) REMEIUEANIER DX ) oS, v v PVl v SE

TR G- AT b N 721661 THBL L 72 E 2 8IEAIE,
MmELH (37.5%) .
(12.5%) Td o7z LAFRBAMRE X HMERKD (68.8%.
A D FMERIKA6.3%)

(43.8%)

46.3%) TH o729,
(2) EINERRE 11855 (IDEC-C2B8-3&i5%)

TFhERR D (68.8%.

3895 (25.0%)

S (50.0%)
T (12.5%) .

Z9 8
IR
2,000/ u L

1,000/ g LA O U H BRI

e SRR R U ) N B | ARA Ll 375 mg/m2 & 1 [ [ e
845 L 7z BR & TAHER O BRI L O Z&IELL T L B Y TH o725,
#17-4
P HE | seh | He %}%%‘? PFSAEP il
FEG] | BEfE | SEE | 95%IS ALK 95%1 HE X 1]
SAEVEREE Y v 37% 54H
Tﬂ.ﬁa; ! T (24%. 51%) (350, 111H)
protocol compatiblef#HT EyE S A

13) v ¥ MVl > oS ES & .
LA VERHIAE 1676 |

(61.2%)
(17.9%)

EFE (29.9%)
I (16.4%)

RIVEIE88. 1%

FET (14.9%)

BHUToLEBY) Th o725,

bbﬂ Eaﬂwm
[EQU) (23.9%)

N
. B

%5%5 (13.4%) 'C‘ mmﬁ%

F17-5 L MHEE

— ) 553 % TOWIMH 0142 £ C oM
" S gl (AipH) gl (AipH)
37.3%
. 35H 6H
itk A (2,000/ 4L N N
il 1 7.5%) (2~148H) (1~77H)
32.8%
- 39H 5H
W BRI (1,000/ L N N
i+ 16.4%) (2~148H) (1~35H)
e 33H 7H
N i >
iR oo (31~35H) (7~7H)
n=67
F 7. FEESAER GERSSERD) 260, 1B CHES M T, S 020

PFSiZ, 68H K U109H TH - 725,

FHE G AT O3B THBLL RIMER X, RG], PBRIE1HI. B 16).

SRR, FEARIBIT o o 720 BRIRMA S E X FIEkE A (261, 2,000/ u L
HKiii O BRI A260) . GFp ki (261, 1,000/ w LA O I 2R A21)
ThHo725,

17.1.2 tbOIMBHEEER & OHAIC L 2 ERBAREE - #EEE

(1) ERERRZ I1H-E (DEC-C2B8-6:ER)
RIEEDIRTELERE X AR Y % > ) 8 #E#IC. R-CHOPL Y 2 »
(RHF, >r7uax277 I A, F¥Fyvey JHERE ©rr) 25
VB R O L K= va r o) 12X B EEEARRER. RO S
ht%%‘ CARFIMERHE: (375mg/m2 % SHAM R C I K12[M3% 5-) & FEHE L

co AENTT REFNIARRERICE R S NZ6201TH 5725, [7.5. 7.7 &

H’i]
BRGNS T R O R RAT S REFNC BT BB (95%IFHEIX ) &
95.2% (86.5%- 99.0%) Td>o7zo ARRMEZEH A5 DPFSIZOWT, &
FEAT 0 REFIC BT 2 4FEPFSHE (95%EHIXMH) 1£69.8% (55.9%.
80.0%) TdH»725,
R-CHOP L ¥ X V|2 & % Ta 8 AL 0 e kRHliAEFI 6260 v . BIVE &
98 4% IZFED S, E AR RIENIL R INEE K5 O KYE (48.4%) . ol
(46.8%) . B (43.5%). EHGHER (40.3%). IN% (37.1%). BRHER
W (35.5%) . FEE (32.3%). TIWENABEAHLE (27.4%) . MEH: (25.8%) T
Holre FRBFEBREMBET L. HMEREEA (100%. 2,000/ u LAGO A
Bk 82.3%)  UFPERELIR A (95.2%. 1,000/ u LA O & Bk sk 4>
90.3%) ThH -7
FERRPRIE DS E N S 725861, BIMEHI1X86.2% 278 Hit, F 2 mIfEH X
SRIEE 5555 O BEGRE (69.0%) ThH o7z, Etcﬁumﬁa*{*sii”“ BN Elmlf,m'i
A (63.8%. 2,000/ u LA O FMERRAS . 2%) « I PEk A (58.6%.
1,000/ u LA OUF P ERA17.2%) Tdr o725,

(2) EIRERRE I1HAER (IDEC-C2B8-L7#ER)
KIGREOIEFR T F20) YoSERE (ARalkY) >/ E L0 AR EB
FHLY) > 8JE) 12, R-CHOPL Y A > (R#H, Y27 uikA 77 3 PR,
FXFVUNnEy UHERRE, ©o 27 ) AF UiERER 7L K=V > oftH)
W2 & BB AR HE L 720 1A 2 VIZARF OFRIERE % 4mg/mL
L LC#H45- L. Grade 3V E®infusion reaction (NCI-CTCAEIZX %) MUY
BRI HE 70 Lpi R (Grade 334D BT, L ZE, %‘l‘iﬁ@ﬂl@ﬂ%
BT OEERER, RONYHAGEHZ L — FIME) 258060y, »
OGO KK ¥ SERELATS, 000/ u LEBR R WAL, £E29 1 7
PABEIZ A F#I375mg/m2% 44t & L C250mLICF# (AR 131 ~4mg/mL)
L TG THE L7z B, REFEGFIZ, R-CHOPL Y X V& E N5
BB B ANV E CHIOFHR S 21T - 720 EEFFMEE TH 5529 1 7 Vi
AH & 9045 [ THe G- L 72D Grade 3LL - dinfusion reaction® ZEBI 1%,
0% (0/30f1) Td o720 EIRFHIEEHH Tdh 5 ANt » /EEHE RV F
AMERAIATEIBAIL U » S E B o2 (5% EEXH) 3. 2h2h
100% (63.1%. 100%) (8/8%1). 91.7% (73.0%. 99.0%) (22/24%1) T
Holzs
ZEEMEFHIAEFI260 . FIFEFT1X90.6%12
(15.6%) . Z 9 #HE (15.6%) Th o720 FaBE
WA (78.1%- 1,000/ u LA DUFHERKAT78.1%) « F1MERE A (68.8%-
2,000/ u LA O FH1MERKA68.8%) « FEBNMERFrhERAME (15.6%) Tdh o725,

(3) BHERFREMAERER (PRIMARER)
KIBED A NaEIEAR D ¥ ) VSEREIC, R-CHOPL Y 2 v (RHl, v 7
OARAT77 I FAMY. F¥ULVED VEBE, o2 ) 2AF UhEE R
TV =y (ENRARE) OFH). R-CVPL Y 2 v (KAl ¥ 70k A
77X R, €r 2 ) AF UEBER TV P2y (EINRKRE) O
BEF) XUER-FCML Y A > (KHl, 7V¥FIE ) VL AT, ¥ 710
RAT 7 I PRI b3d > barERBIEOBH) 12X 5 mRE AR
Witk BRI SN BH ICRFIMREE (375mg/m? % 83 [ A Tk
1208 5.) S ERFRBISE 2 ML 2o ST RENIZL, 19361 TH -
7220, [7.5, 7.7 ZR&]
8816I2R-CHOPL ¥ £ >, 26861ICR-CVPL ¥ X | 44fIZR-FCM L ¥ £
VISER SN, EREARER TR OZEER (BREEXE) . 2hEh
92.8% (90.9%. 94.5%). 84.7% (79.8%. 88.8%). 75.0% (59.7%.
86.8%) T o720 MEFHRIUIOWT, HREMEMEIC X 5 PFSOHE
FUToEB) THo7220,

RO b, EREIWERIE, wSILE
AT A ERE



F17-6  HBRTELEMEEIC X APFS (200941 A14HF—% /1y b+ 7)

MEFERRIRE HEHIRBLEE T
(n=505) (n=513)
L NE NE
(95% 12 FEIX ) (NE, NE) (34.5% A. NE)
AY/Eal N 0.50
(9% HEIX ) (0.39. 0.64)
pfiti
(log-rank#5g) p=0.0001

intent to treatffHT
NE (not estimable : FFilif<fE)

1.0
09 Ay i
0.8 ~./a,”,,
o7 %""W%
jg 0.6 M‘%W‘Mﬂy_w# /
& o5 Vil
k3
17 04
E:
0.3
R [R—— EAREER
0.1
0.0
0 o1 182 273 364 455 546 e‘:;w 728 819 910 10011092 1183 1274
lay
At risk
MIARIEISEEY 513 498 469 446 411 371 289 261 195 125 82 41 15 7 0
HEEEER 505 490 472 460 443 412 336 312 230 164 103 58 18 0 O
F17-1 PFS®Kaplan-Meierfli## (20094£1314H7—% 71 v M4 7)
R-CHOPL ¥ 4 », R-CVPL ¥ A ¥ LIFR-FCM L ¥ X Y2 X % Safipss A
PR O A VERHIESIL, 1936112 BT, EHEZEEMIZ, R-CHOPL ¥ X
> (881f1) T16.7%. R-CVPL ¥ # > (2686l) T14.9%., R-FCML ¥ %
> (4418)) T29.5%IZFRS B, FATFEMMEF R ERRAE (2.1%) .
IE (1.2%). Blige (1.2%). F&# (0.9%). IFHEREAME (0.8%). HEA

WZPE BUG (0.6%) K OMERL (0.6%) Toh o 7220,
MERHISIETE D2 & VEFHEEGIS0L B B\ VT, EEZBIEM. Grade 38U LD
BRI UK & O BB 5E T & 7 WGrade 28 EOEHED WL
H0529.3%IZFRO B AL, FITREL L (5.2%) . WFhEREAAE (3.4%). L
ol (3.4%). BIEIES (2.2%). FMEREAE (1.6%). IEAN L
2 (1.4%). JREsEG: (1.4%). &3 (1.2%)
(4) BOERIRFE MAAER (EORTC2098155%)
PRI LA D AREIEAR Y % ) v SEEF I, CHOPL Y A ¥ (V7
OARA77 3 FAHY, F¥FULVEY VHERBE, ©0 2 2AF Ui ko
T =y (ENAKR) OPFH) XIIR-CHOPL ¥ X Y12 & 2 EffEA
PR x FEME L 72 SRR RENNI4656TH - 7228, [7.5, 7.7 BH]
23161I2CHOPL ¥ 4~ 234F1IZR-CHOPL ¥ A ¥ H¥5EHE S v, T fHE Ak
ERTEORMEIL., Z2NENT4.0% (95%EIEIX67.9%. 79.6%) .
87.2% (95%IZMEIX[H82.2% 91.2%) TH-o7zo R-CHOPL ¥ X ¥ TZHEZ)
BV EN- A=Y/ (p 0.0003. # 1 — %Tﬁﬂ—:) 2,
R-CHOP L ¥ A Y12 & % B8 A TE s 0 42 4V S AE 12340112 B\ T
AMER397.9% 2780 57z, CHOPL ¥ 4 » & ik L CTR-CHOPL ¥ X ~
THBBE D% EEh - 728IERE. BREBIE (45.3%) . fEfL (26.9%) .
WEfEUE (17.5%) ROMEFE (7.7%) THho7228,
MEFRR D UG I TG IR B R O 2 & VERHIAE F13326012 B\ T BRI HERE
FRIERE (16661) D73.5%TRRH bNTze BIHFRBIEM & Il U e
THSBUHBE D% L LA - 72 IR, EJ3E (25.3%) . BIERE (9.0%).
Wk (7.8%). HN%E (7.8%) KO E&GEEY: (6.0%) Tdh o728,
(5) BHERIRSEMARRER (RATERER)
REFEOIER Y F 0 v SEEE (AREY) »8E IO F AR EB
MR »%8E) 12, R-CHOPL Y X v (FK#Hl, ¥ 7akA77 3 FAHY.
FEVLEY VIERRIE, ©r o) 2AF YIRBIER 7L F=vr (EIRFREK
) OPEf) IER-CVPL Y A ¥ (K#l, ¥ 7uhkA7 7 I FAMY. ©
YN AFURBER T L =y (EINRKR) Offf) 12X 2 g
ANBEE R 720 1A 7 VIR ORBUEEE % 1 ~4dmg/mL & L TG
L. 8194 7 VIZBWT, Grade 3L EdDinfusion reaction (NCI-CTCAE
125 2) RO LNT, WEFEGRC, BRI E D DAL oIS
REANVE VR ZHHEE L THOTOWARWEA T, 2 2o% 5o R Y
OSEREIATS, 000/ u LEBZ R WAL, H29 4 7 )V DRRIZARR] (A
J£131~4mg/mL) %9053 Fﬂf&%bto % B, 905 M G-k, R-CHOP
LY XY IER-CVPL Y X Y IZHE TN D RIFERE AV E VRO %
fTo7z0 FEFHIEE TH A2 4 7 WVIZARHK #9050 M T 5 L 720
Grade 3X X4?infusion reaction?®IgIHEH
2.8%) (4/36361) TH -7z,
A aERAE F142560 H . BIEITIZ51. 8% 2780 Hat, EREIEMIZ. ¥%57
(12.0%) . s (9.9%). HEFE (6.6%). ) (5.4%) TH-75,

ROMG% (1.2%) Tho7220,

(95%MZHEX ) 12, 1.1% (0.3%.

TP I=Tit )

17.1.3 tbOMBEEEH & ORREE

(1) EAERFRETIEFE (IDEC-C2B8-CL1RER)
KRIBIEDOCD20B EMEE Y >/ SPEF R EIC, FCRLY Y 2 ¥ (KHl. 7 v
FIEV) VBT ATIV, Y7 UKRAT 7 I RAKHY) #FHL 72, ST
A REFNIARRERI B S NTHITH - 720 GBI R o &85 (95%
EHEX D) 1271.4% (29.0%. 96.3%) Td - 7229,
FAMERHIEG7TEIC BT, BIERIZEBICED S, ERaIlER I EL
(28.6%) . eH (28.6%). SMHEEZE (28.6%). MR (28.6%) . KEESEAE
(28.6%) .\ BEIKEIZIREE (28.6%) CTd o7z,
[if R AR A1 2 3 1 T I ER B A (85. 7% 2,000/ u LA o 1 1 5k ik 4
85.7%) . IFHEREEAD (85.7%. 1,000/ u LA i rhERHA85.7%) . 1L
BB (85.7%) ~NEZ T LA (71.4%) . ARIMERERA (42.9%)
HETdH 57230,

(2) BHIERFREEMAEAER (CLLSERER)
KIGHDOCD20BEE M) v MEAIEER IS, FCLY Ay (FVFTE s
VUBRT ATV, Y uakA 77 3 FAMY) LIZFCRL Y 4 » <z&§u\
TNFTFGE L) VBI ATV, Y akAT7 7 I NAKHY) %%ﬁﬁtto
FENT R R E81061TH - 720 FEFHMIE H T 2 HERT T MR 212
LPFSO#ERIIUT DO EBY ThHh 7229 3D,

F17-7 HREREATEMAEIZ X APFS Q0074740 F— 57y + 4 7)
FCL Y & U # FCRL ¥ 4 »
(n=407) (n=403)
ke f 9811 1,212
(95915 HEIX 1) (835H. 1,069H) (1,098H. NE)
N — Kb 0.56
(95% 15 FEIX [H]) (0.43, 0.72)
pfii (log-rankifse
(5 BT R0.016) p<0.0001

intent to treatffHr
NE (not estimable :

FHAHE)

1.0

0.9

0.8

0.7

0.6

0.5

i Rt HF 8 o 30

0.4

0.3
0.2 FCRL ¥ X 8

oq] e FCL U A LB

0.0

1 92 183 274 365 456 547 638 729 820 911 10021093 1184 1275 1366 1457

Day
At risk
FCL Y X 8 384 371 349 331 311 244 182 134 100 76 53 37 24 14 7 0 O
FCRL 2 x »Bf 393 385 377 362 339 300 237 184 135101 79 60 40 24 8 1 0

X17-2 PFS®Kaplan-Meierfifift (20074£7HAH7—% 51 v M4 7)

G VEEHIEAE F180061 12 B\ T, Grade 3IX4DEIEIZFCRL ¥ 4 v B

<402191J) D70.9%I238D H 7z, FCL Y & 8 (39861) & ki L CFCRL
U A EETHBUHE 2% UL o 72Grade 33AZ4DOEIER G, IF P ER

A (30.3%) . EHIMERIAE (23.1%) « FEEMEITHERIRAE (9.0%) T

o730,

(3) BHIEEFREEMAEHER (REACHRER)

TS LS Y O CD20F PEEYE ) ¥ SR RIS, FCLY X v (7))

FIEYY VBIATIV, Y7 URAT7 7 3 AR XIEFCRL Y X »

(RF, FVFFTE) VBB ATV, 70K 7 7 3 NARHY) %%

U720 SRR RERNIE5261TdHh > 720 FEFHIIEE T 5 G ERE T il

HIEIZ X ZPFSORFEIZUT O L BY TH - 7229 32

£17-8 HERELEAIHEIZ X APFS (20084E7H23HF=— % /1 v + 4+ 7)
FCL Y 2 » B FCRL ¥ A ~ T
(n=276) (n=276)
e fil 627H 9320
(95%(E X 1)) (550H. 731H) (792H. 1,161H)
NF— R 0.65

(95% 15 X 1) (0.51. 0.82)

pfiti (log-rank#5g)

(45 35 AE TR0, 045) p=0.0002

intent to treatf#HT



0.8

0.7

0.6

0.5

0.4 Ay
\

B B HE o o

03 Wl

el
02 FCRL & % > B =

Tddad

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 A LBf 276259246228207181157133119102 87 72 56 45 32 22 12 9 3 0

[X17-3 PFS®OKaplan-Meier it (20084E7H23H 7 —% 71 v b4 7)
P2 PERFIEBIS4661 12 BT BIEHIZFCRL ¥ 2 VB (27461) ©95.6%
WD BTz, FCL YA U (2726)) & H# L CFCRL ¥ A » #ECHSBIH
BEAB% L g o - RIVER IE . L (38.7%) . F8EL (20.1%) . HEsE
(15.0%) . T (9.9%). R (9.9%). fKIE (7.3%). EAHEGE
(7.3%). € #HE (5.8%). FHIE (4.4%) Tdh o723,
(ZROERMEAFERE. BHENZSROER)
17.1.4 BHEEFRES M 1EER
25 B I Sk A 2B JiE S B 0 % FE A RO WIFE B UL TR0 & A R &
LT, [KERIBEEARIE CHIED & ARHK)375me/m2% 108 1] g C4ln 4% 5
FAOARE] (VX v TH) L [REERERIVE S FED L2y
TUARAT7 7 I FKRNYOIHESR] (S 7akx77 3 FE) L oIEHHES
MHRERI BT 2ENEEILTOEBY) TH 7239,
H4) BIEAFLTL F=va Yy (1,000mg/body/H) #1~30#5, 7.
MR HIRO7L N2V Y (Img/kg/H. EANRARR) %2 #EH&%S
L. EREICB O UEERET 5 2 & L %ESN,

#*17-9
Hms o] YZEFA | 2BMOHREDE
) /(;:::9;7 Bloorsim ()Y * =T -
(n=98) S ruaRA7 7 I NEE)
SE A TR HES) 64% 53% 119%56)
(95%EHEXH) | (54%. 73%) | (43%. 63%) (-3%. 24%)

15) IR 56 HHOBVAS/WCA I 7A0E %), & 52T A5
O7L F=vy (EHNFRKR) oG4 hiETEegagLlERLz,
E6) FHEAIEL M~ —Y v & LTHELAZ-20%% Lal>TH D (-3%>
-20%)+ FELHEAITRE NIz,
(EEAMD 3 70— UEERED
17.1.5 EIRERFRES MHAHER
187 Al CHFFEPE A 7 0 — BIEMEHE % 55E L 723 UL L O#EED 1 7 1 —
PIEMGARE HRIFISES 2 WIEA T 0 A4 MEFETEZRTHAE) oB#EIL, K
FI1l4375me/m?2 (e K&E500me/[) () v F v~ 7#) Xid7 54K

(LB CORMIE (PRIEITR) ZUTOLBY) Th o730 35,

7)) AFIDUIT T 2 ROMEE G RO AR, Ff) O 1REHIE25mg/
&Ly ROUEEMIZ100mg/ . Z O HIEHRA200mg/ & LTS L7z,
F 7z, 2 H LAREO I ABHARIREE ($ RIS 8B L 7 RIPE 2%
WCho72HE. 100mg/kEE T EIFCRMEL 7.

#17-10
DIV SASavA 7T kR

(2141) (2181)
S0 ] 8) 234 H 100H
(9591 #EIX 1) (170H . 358H) (76 H . 156H)

MNAF— Rl 0.1917
(95% 15 HEIX ) (0.0728. 0.5043)
pfi B
p=0.00015

(log-rank#5e)
full analysis setf##Hr
18) HHREIT H 2 S W HIE A MRS 2 £ COMM L ek L7z,

09 ! — UYEVTIEH
08

0.7

m 06

B 0.5

%04

0.3

0.2

0.1

0.0

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

X17-4 EFEWE () v F w726 7T L AREH2160)
ZAMERFEFISABI . BIVERNIZ &R S, T REIER L B A g
EORRIAE (90.7%) . FEEE (22.2%) . ME L&H (22.2%) THH ., £%
FER A% 1L, CRP LA (40.7%). ALT 15 (25.9%). #ffEkEki%
(20.4%) TdH o7z F7-. infusion reactioni63.0%IZ78D &5 117236),
#£17.1.6 EANERAKE MERER
18R A CHEFE A 7 0 — CIEBERF 2 JSE L 720 AT 04 R2OV AL 7
EHIHF] (27 v AR V) TREMREATE 2WERGEO L 70— YiE
B (A7oA FEPEARTHE) OB, AT04 KO0 ZEEHH
TED T ARFLME375mg/m2 (F KEE500mg/[l) % 1 [ [ e T4l 5
L 72 E It BGERELD) CORMBEIILL T DO LB Y TH 57237,
#£17-11

Day 1698 (ZJREH Y LT F = Y WDN= R 5 4 705 DFEAH
ks 75509 A L&
(95% 151X [H])
6 83.3%
(43.6%. 97.0%)

full analysis setf#HT
Wilson® A 2 7 1280 { AZHAIX ]
H9) AFNVTLR=vuaryansBEI A7)V b)Y A%30me/kg/H. 3H
WG AL =V ETHEATOA KOSV AERERRAS Y — VFERE L.,
AT HA RSOV AEFEL 7 —VHBMGH #Day 1& L. Day 8~Day 29F
TEAFOR G L 28 Lize AT HA F/OVAIEELZ —VHORT
BHAS TV F=varzffL., A704 F2OVA#EFE27 — )V HEE
DORATHIE 7L F=va r 2 R3ET28%EE L.
7E10) EEANDOMANR S ST W22 RIEIIHFNEN— 2 T 1 Vo &
LS R WHE THHTEEL S, KEDHRG s nzeflaeflTts 7
O AR PR E Nz,
1D AT HA F7OVAREELZ —VHBIGH % Day 1& L7z
G VERHAEGI6H . BIVERZSBIC RS S, ER IR, IR0 R
(33.3%) . CINEMHEEAPLE (33.3%) TH o720 F72. infusion reactionid
83.3%IZFD B 7238
(& B MERE)
17.1.7 ENERRSE T 1HER
mRSSIZ & % AL O EAEEA2 (moderate) VL 1o 4 Lok e e B
(9%V C60% it X1 %DLcod0% A D +43 7 NS FE_F O F e D 70 v
Bl MEE 2 506 2 8%, B2 ) — S0 S iEIctE ) B2 A0k
EEAET2EE, HELWIIRES AT 2B IR 2Rz, AHLE
#375mg/m2 (VY X< 7)) WE7 IR (779K 2 1LAMME
T4 (517 —)v) LE2) 0 24308 B (SR (AR H 1 A 3:375mg/m2 %
LABM T4 g (527 —V) LEEEMRT 7t R BRAIEE 4L i
FRBRIELS) LD (2B C, AN EERHIE H T d 5 %5248 OmRSS
DR=AFGA SO ELmIEDTOEBY TH 7239,
F12) THFF T YEOGEIFIFI OB, 10me/H LI O DR g 2
2704 FHIOHIEEEE
H13) 1Y —WIE T T AR, B2 L, TEEM. 27 — VIZHEE,
IEM
H14) FmMEohIuE 524 B (BEFH : 0~268% H).
#17-12 mRSSIZ L 2 BEELOR—=ZF 14 56 O% i

VY E YT 75K HE

N—=AT4 14.4+3.7 (28) 15.7%5.5 (26)

¥ 5-248 1 8.3£4.0 (27) 18.2+8.7 (22)
N=AFA4 V5 OE Lmitd) -6.3+0.9 2.1+0.9

77 LREEL OFEFD) [95%EHKE] [-8.4 [-11.0, -5.9]
pHiES) iE16) <0.001

full analysis setf#HT
mRSS (modified Rodnan Total Skin Thickness Score)
M IR (B N—=A T4 ¥ o0 bR | RN T «

—10-—



PG, e, PG ERE MO, N—2A T 1 L. BAEME
(BELIN/B) ROBEMER A0 B/ 2EsL L, Kaiodk
G WORE 7 (2 HERE O A K E L ZZMMRM  (Mixed effect Model for
Repeated Measures @ SAEHIEN & #IH € T OVHEAT)

1116) A EAKHEN 5%

17 — v OREEFFAEFI28B . EITEFIL211Z 72 & v, ERFEIER

13 BIEEEZE (39.3%). CRP.EA (10.7%). WFhEREmA (10.7%). FImEk

g (10.7%) Tho7ze 27 —ND) Y F < 7O RS

2600 . BIVEINZ14BIICEED S, E2EIERIE EIEEE% (42.3%) THo

720 B2 — VDT 5 L REETHE2Y — WITKHK 2455 L 724 EETMmE 6120

Bl BIERE1260C 3R S, EA2RIERIE EIREEZ (40.0%) THh -7z,

72, infusion reaction|Z1BIIZFED 57240 4D,
EHARMEDOEEMRBBREERKRER)

17.1.8 ENERFRE 1 1868

FO7L =y RIS, FHRED o7zof107 Y F=v'1 v 10mg/

F A~ 8 i % R B 7 B VA VE 0 23 VE R IEHE B O SEIRRIENE O BA ) |2,

FL F=va PR TELY CARFIEL, 000mg % 238 i ks c2m %5 L 729k

BRI RIS BV A0 FEFHIEE CTh 5. AFI5-Fih24:8

HF I SE A B R ST B R 200 % SR L 72 BEBRE oA (EFEE) 13T

DEBYTHo742,

L7 B —Har buo— VENLEBE T, KOWT N ORN T
it a) 32U EOFAERE X o, o LAMMINIC HANE
L7%\v, b) BEAFRAEDILR %720 %
LA AN S N7 EFHDPDAIL (Pemphigus Disease Area Index) A
7 Gl L) (X, 11.7£7.7Ch o7z,
PR A 7L K=o izonTld, RFORMKER 5287 & 014
P56 U7 BB OWE A7 2 2 — W AZGEVTE L. A5 B4
163812 D2 Cl0mg/H % HiR L 720
SEEEM T 7L F=vu r =<10mg/H K OHRARBE O B RIS X 20
T Ty KIEE I & B A0EH2D JLIHT 72 2 ALBEE22) % 500 70 WIREE
(PDAIA 2 72508 %8EMFHL L 7255
W . 7L F=va r =10mg/ H L ORARBR O 6 IS X 216G
R SEMMkEIC, L v ar 2RSS LR, EHREL
WZ AT 1A RIS CLRABDINIZER T 2 —BEORZE O A DI
Bla Rz,

A:21) KIEOF AR, KRR EOKELHZL2bDET 5,

1122) ALBEE. ERALL 2R BEROBRILE IS T, KA Lo

bDOEKZLLDET D,

#17-13

1£15)

11:18)

119)

1£20)

VYT TEE (2001)
75.0%
(50.9%. 91.3%)

65248 5 0 i e 23)
(95% 15 HEIX [H])

full analysis setf##T

Clopper-Pearsoni#: |2 & 1) {EHEX [ % &1

1:23) #5248 X 0 Bl iR E Ak L 7o I mRh & HUY b,

A PERFAE BI2060 f . BIERINZ25. 0912780 v, S8BL L 7-RIVEH I B

(5.0%) . Z# (5.0%). Ky 7a7) YiiE (5.0%). fiigk (5.0%) T

Holo MERBEBREF I, y-ZVFINITFT 2727 —EHM

(5.0%). gz a7 A (5.0%) TH-o72. F72. infusion reactioni

5.0%IZ 788 5417243,

17.1.9 7B EEFREE M AAAER (PEMPHIXER)

T K=y (EWNRERE) 60~120mg/H Xix1.0~1.5mg/kg/ H 4= D

FOAT A PG 2LEET L, RERED S TIEO 3R B

ERHLE LT, BOATOA FHFHTES C, [AFEL +337 2/ —)

i E7xF VT T ROMMEE] (VX< TH) & [RHT I+

RN +3 372/ — VIR E7 =50 (ENERKR) offiEE] (32

T/ =V ET7 o FI)VEE) wIE L T EEREE R SR B v

T, AR EEFHEEE TH 5 . ARFIF5-BIA52:8 F TG IIZREY4

WP EMRRRGED R L R OE S (EREMREETOERE) X

UTFToLEsh) ThHolzi,

A24) HAANSNIZBHEOPDAIR I 7 (Pl + E(F2%) 13, 24.36+
16.67CTH -7z,

:25) WIHEE b ISTEERAARE £ D) 60mg X E80mgDE O 7L K=V > (EA
FAKGR) AL RO AT T A FEGH L, #5624 £ TR
BN S S G4 3 5 LIRE Sz,

7E26) AF] (1E1,000mg) Xix 7 J &R % 28 MK c2mxy (127 —))
L. 24388 228 BB T2l G- (27 — ) L7z,

1#27) PDAIA I 70E02 7L K=y (ENARKR) Omg/H 2516381 L
ke L 7oA L ERE L 72,

—11-—

#17-14
N . II7 /i
U/Z%$7ﬁ E7 2TV
(6360
EE G E <0
S BRI 0% 0o

Ia7x/— )i

€7 = FIVEEL OFEED) 30.80% (14.70%, 45.15%)
(95%1= HEX [H]) p<0.0001
D30

modified intent to treatffifiEsD

1E28) B, KNI OWT - RERP I F CICREeRwREROEREM IS R
o TR TR & LY bz,

#29) WMEMIE (A7) ==y ZR4ELDAN/TER ) R OE s (b7
AR [ FFROKE) /AT A0 Ao M) 2 REE L
Mantel-Haenszel# 7€

30) A EAUEN A%, BEMHE (A7) — =¥ ZRilAEDN/ L E) RO
WE I (b7 20 A (1 F ROSKE] /e 2 7 DAk o )
% [ & L 7zMantel-Haenszel#& %€

1#31) EIFZHRC TR SN L 721060 % Bl L 7 ST ok S 42 o

LEVEFFMAEBI135FI, ) Y F U< TH6THICId. BITERIX47.8%IZ580
S, EARFEWEMIEER (6.0%). 5GBS (4.5%). #5 (4.5%) T
& o7z F72. infusion reactioniF20.9% 2780 5417245,

(RHREERINYT T LEEDERTFE)

17.1.10 ERERRES I/ MAERER

PL7 7 7R VAP GBEICREEZ o BB E) OB
VSRR R ANRY NI AEOBEEZ RIS, BOTL F=vo o4
ATFER) T, AHIEES75mg/m2 ()Y ¥ 7H) LT IER (77
LAREE) & LA TR L. 2486 N A8 B | S HEFRA#E & L TARA
1H=1,000mg/body (Vv ¥~ 7#) LiE7 71K (771K %28

UFDLBY THo7z46 47,
#32) WML LIZAZ )~y IR L TV A REITAT O A FEIZHY
FTAHROTL F=va 0L, #%588% 517 HEIZ10% T2
W L. ie/h2mg/ H F TS 5 & %E L7z
#17-15

77 & AR
(19%1)
63.2%

DRVE A Qv -3
(191)

100%

7238 D
SRS
W5 E CoREK
CFfi = Rk R =)
pfi

(log-rank#5e)

full analysis setf#HT
NE (not estimable : &F

NE 38.4%19.6

p=0.0058

1.0 - L L
0.9 |

0.8
0.7

b,

Luw
0.6+

0.54

B e B

0.4

0.3
0.2

IPE D
014 INEDEP

— = — 77 RE

8 16 24 32 40 48 56 64 72

week
YyxovJEA19 19 19 18 18 17 16 16 16 15

75 e REE 19 19 17 17 17 15 14 13 13 9
M17-5 MEFESEME () v ¥~ 7RI, 7T L RE19B)
A VERFEBI19BI . BIVEHIX89.5%I2 700 Hav, 4 EIE A (X _EIREE S
(26.3%) T o712 F72. infusion reactionld36.8% 70 57247,
(T2 HERS D AR E R IR R S D)
17.1.11 BA—MRERRRER
ABOIB AN 8 A B ST O A EHEY) T, ARHI1 0 #375mg/m2%
FEART 14 H 1 B OL H B He 5 L 72 BRI AEAST D 72 BAGHAE I 176 O A %) 7
EUTFDEB) THo721,
1133) BH28HHI A5 I a7 2/ — 1V E7 2 FVROREIERERVE S
F ARG L7z BHLHEI»S Y 70 AR v E 3B 2HF»5 ¥
7 0) AA GG LTz, SRS REAR T S R4mI S0 L 72,

0.0
0

80



#17-16 #17.1.15 ENERARERL
48 (R DHLAHB FERAHT 120 N F — Uk & 7200 72 PR AR N B 4561 T OV N B 26112 B

- B B SR %@%ﬁ%@ A4S 0> T, BHERTICAH]287 £159mg (375mg/m2iE44) | 100mg/m2E44) | 50mg/m?
ES W L A AP B | 500me/ [, 300me/ 1)) % SEAEHIRIAN S & B L ik L7
(95%E X ) (95%MRTAH) | (95%MRIEH) BT % S0 L BRI AG BT A513% TRl AL, 1 A%, 37
100% 100% 100% Rt 127 B0 RREPUABEAEM SO S =L, 11%. 13%. 13% T
17 (80.5%. 100%) (80.5%. 100%) | (80.5%. 100%) Boree WASHIC BT B 1T, 3. BEROEFRN %, 83%. 83%
per protocol setHEHT Th )., VER. 3R, SERDEFENEL%, T7%, T4%Th > 720 N2
7£34) PLAFBITER PO L5 FAk MRS S 5 L % 2 5 PICBERL, SEC RO LA o 7250, )
N BRI, BB A - BRI R . % OB M2 & 2 Banff B AASBIZ BT BEARTIZ106), BRI 2402 EHR % 700, BAbm
SHE2007 0 B B ST 566 56 0 4 C % 30005 7= 35 4 1= LA FEBHE Ak O ERENWEMIE, infusion reactionTad V) . BAlitEO L REIEMIZ, ¥4 b
WU RS L7 AT ANV AMIE, FREEEIIE. A b X0 A )V AEGE, FIMEREL
GGV ERFATIE BI2080 . BIFEHT 1290, 00612326 & L tze EABINEMIE, 562 WD (kB D) Cdh o720 72, infusion reactiondHAMEH D4.4%
(40.0%) . ¥4 b AHT Y £ VARG (25.0%) Thoro 7 BB \ZRRD B AL/,
B, AT 7Y Y MR (85.0%). s 0T ) LGk (85.0%). [EA4) ARG IE3T5me/m* TH 5.
FUIERI A (60.0%. 2,000/ u Lo FMEkKA15.0%) . far a7~ (BB ABREOMABLERUEIRR ISR
AW (55.0%) . IFRERIEA (40.0%, 1,000/ 1 LA OBk 25 .0%) #17.1.16 EIPIHRERSS MARRLER
TdH o7 F7-. infusion reaction|F65.0%7 20 & 417249 .50 TR 2 D HUAR BE BRSO L2k L CARHILRR:375meg/m2 % 1[0 3 12
%17.1.12 EANESHKRE MAZER PG % & LR RS 2 FE L 2 IEEMIERN TR TCORENEIZLTO LB
PURBDERIEAG SOG OMH & LT, HL 8- —HUEBE. SHLABUEBED NTH o728,
B R R T O BRI BIE) T, A LA i 375me/m2% BT 14 H #T % E5) AU A S RSB AR ISR Tk
OLH G235, XU AH L 4375me/m2 % BB 14 1 i o LE 5 L 7 2RI L72s
SRR DN BRI BRI CORMEIE BT O L 51 T - 7250, K17-18
A:35) BRHAHFAS I 7=/ — ViR E7 = F VR OEIEEEARLVE S i RENFEG1n BEOME 7 L7 T = VO LEREe)
Fl S Lz, BM2BHASBIMTHAIE TIZ 7 1) 4 A0 (95% (= HEIX i)
ERIMG L 720 IMSESSHIIREAR AT SR R4 FEREIT A & L 720 25 76.0%
#£17-17 (54.9%. 90.6%)
BAHASA KD s o full analysis setf##r
| BHIAERER L0 ;c;;%@ﬁgﬂz@ PSR | BASHHO H46) AHMETL OIS LT F = 2 A5, FolkBE R S 65
PR | BEARRED gy | PR il WO 7 L 7= Al R DU & 7% o 7HBRE O % Hthe
(95%1:')4:”_%% (95%[E X ) (95%EHEIX ) | (95%15HEIX [H]) e PSR RE B2 B . BIVEFIE57 . 1%12 35 & 70 A BIVER L. 1k
90 89%i¥38) 81 89i39) 91 79%1140) 100% WETF%(%O%%ALmﬁk(NY%)T%b\%tﬁﬁﬁ\ (il
28| (81 3%, 95.6%) | (59.7%. 94.8%) | (73.0%. 99.0%) | (85.8%. 100%) FEARTT (3.6%) M7 VA ) RA7 7 5 — X5 (3.6%) ., FIIEREH A
full analysis setf#T (3.6%) . WFhEkEA (3.6%) TdH o7z, F7z. infusion reactioni*32.1%
J36) BEHSY B HIEE SN2 M6y R OB SRS b L 1Rk (B0 B L7239
LCBeta (38,5) #aEL. AAMOBMABEILOE GO — *¥17.1.17 EINKERFRZE , )
(AP Rk RO 201+ B < 2201 CHERe) o % TR L FERSHE, LRBHE, BVRH. BORAE. /BB bk B A I & 7
e LS55 15 O RO SNEBHEERRE LLBRIRI BT, I LB, Wm0
7£37) BanfiiMHi201712 & 0 217 L 7259, SEIAE SRS, 2'—‘%”375mg/m2i3“—47) 60Omg/.E47> 660mg/[mlH#47) 2 1[A],
TE38) BRSO 959MZ X I T BT 574.9% % Tl 5 FHHER 250, 1%TH 1 | SRR £ G0 L TG Letier, BHRO6 HIIZB\ T Hifko
AT HE S N RTEE OB CdH 25%% Tl 72, @#%t%ﬁ%ﬂ@ﬁé%bbtﬁgﬁwl@Ww‘ﬁﬁ®wmkhﬁﬁm
TE39) BRAHRIERE D2 & B\ 7222080 % AT R & L7 DEAL % D T o T2 BE DB (60%) fﬁﬁﬂﬂ@ﬂ:ﬁm@fﬁ@ﬂi%%%ﬁbfz
E40) BRRREmO2FIEIEA & LCHAT L 72, 25, URBERREAR RG2S L 72 BEATLH) (20%) Tho7ow,
L ERP A BI2ABI . BUFEFTIET. 0% B0 Bz EREIERIE. RE 5@ » FUFEHIA60.0%12R80 & 7o ELEEMIE, 4 b A0 A
Wde (25.0%). T (16.7%). WM (12.5%). £ (12.5%) THY. & AMUE (40.0%) Cd o725,
2B RS, MY (16.7%) 4 A 709 A L ARE E47) ERRRIEITomg/mTH 5.
Btk (12.5%). HHERMED (8.3%) Td -7z %72, infusion reactionld *17.1.18 EINERRERE
20.8%\7 285 & 417250 FFRREIZ B W T, B ASHIZAAIS0mg/m22 5 323mg/m2#48) % 1[a] X1
#17.1.13 ERIS TR 132mg/m248) % 2[n], /NESFIZAFHI50meg/m2 13 200mg/m2iE48) % 1[a] 3L
RS, R, BRSAE. BERSHE. ANBSRERELC BT 2 5 15 — BRI, V20 L BAAPT E NSRBI THA R ROL OB £ 20, BB
HLAHUERB V2 2 5 % b L2 BRIIge I B L. JFRHE. OBl pest E/NBABICAAE IIRT12H A5 7343H) % B 72600, LFERLIZ BT, 1
hh@ﬁ@$%9W#“ﬁéﬂ.¢ﬁB%mymmm 500mg /[l % 1|41 | A3BNARFAI372mg/m2E48) % 1[Al, 368mg/m2 X (£383mg/m2iE48) % 2l 5-
T AHI500me/ [l & 150me/ [FIEAD & 20, oy ipiFILs & B L <85+ L. /NEIBIC375mg/m2E48) & 15 L. 461 CHfF 0Pk B E R F # 5O
BBUBE % S L 75, B A% St AP IR AE D LB & RS At OYEERD, AWITEM WIMI2LH A HA59H). SFITLELE (M121H
DIOBHE R L1 4o 22 1B E IR TR (77.8%) ©. BAEHO67 I P 54500H) EROIOV, WBHICE T, FHALMICAAASMg/m? 5>
UG U & B e o 720 735, AR O 72 O BHE & 5286 S77mg/m2H) & 1RSLIS2E, NRIPHC375me/m?Hs 2 1EES L. it
Lt 72 1B0Cld . HIHLAFUEDILT % 386> 7255, 3n AN DY %8BI TRlo . 3BITAS (WIM27TH 2 51727H) . 461 T4
OB . TR I266.7%I2506 & 7= EATWEM L. A4 R AFTY AL 7 (W27 H A 51727H) % 387262 FEREAHIZ BV T, BB AR
AU (44.49)  EUEREGRD (22.29) . REGERITE (22.2%) T o7:5), 50mg/m?X (3200mg/ B9 % 1[EHeS L. 1HTEA MM5H A 51284
FE41) AR X375me/m2Tdh 5 o H). 4B CHELE HRI1114H 252966 H ) %32 7263, BEIFEH X, R HE
17.1.14 ENEEZEES D46.2%., LBIEDT5.0%., WiBEOS7.1%. EBIEDS50.0%THn,
ABO LB 58 45 WF RS R A5 33012 5> T RIS A AI375me/ infusion reaction, BEHYE, A b X AT A U ARAEBE, MM
m2#42) | 500me/[42) | 300mg/ 42 X 13100mg/ [i#42) % 11@2 M)V BN, AIMEREGR A IR ERE A, flidk. B Th -
5 U 72 4R B O B B TR A S TS S B 291% . 14F I A 0D H 760 69,
8206 T 720 7=, EIPO ABOULHEH A AN RS HILN I 5 41 T 1t iz 1E48) KRR IE375me/m* T %o
R AT 2 A A 375mg/m2% 1H 13 100mg/m2E12) % 2[4 5. L, B Ee) I
V245 2 I 9 7 S 56 B R DR TR 2 2 MLEAL100%C b 18. R
7256), 18.1 1EF#RF
G VRS RE BT . EIVEFT 5] . 4% 12 30 & 7=, B2 EIEF IE . RAENE, pre-BHIAZ & BEABHIAL O ML 21 12 AE7E 3 5 CD20PUE I 451912
CMVT ¥ F4 %3 T (20.7%). %% (16.2%) . i EIEE (16.2%) . MEAET DI LT MK EEH (CDC) K OPURARAF LM A
ETY (8.1%). ESBEE (EBE. ) (8.1%). MRS MR EERER (ADCC) 124 b Billiaz #5355 59
(8.1%) ™ 4 IV AJEIHAE (8.1%) T 7256, 18.2 A RIFMEMMIREZER (complement-dependent cytotoxicity. CDC)
142) KSR I2375me/m2Td b . AFNIE PEOIFIET . 2.2 0 g/mLOEE TSBM#INL (v HskCD20R 14
1£43) BHERMIE o L4775 (FEPH : 283~617H) i) D50%% & F L7245, HSBAAE (& b HCD20RE ML) (3

3. CD20$LE = 4§ Mg ok U CRif R Miis g SER e 46 2 &
DR ENTzo F72, & MEHRFET ., EmEMIE (CD34R ML) oo
U= — RIS L 7 o 7260

~12—



18.3 MAKEFEMEMBENTESEMIZIEEER (antibody-dependent cell-
mediated cytotoxicity. ADCC)
AENEe b7 27 ¥ —MBOFET . 3.9 u g/mLOEEREE TSBHINELD50%
IR L7275, HSBMIIR I A9, CD20PUR % A3 2 Mk L Chifk
IRAF R ARG BV 2 3 5 & & DRERR S 7264,

18.4 In vitro CD20f R4 ERE S FH
IDEC-2B8 (V) v % ¥~ 7 & [[l—OCD20HUE RN, (T4 HFH) %4
§ 5~ AMCD20E / 7 u—FuHifk) 13, BEAF OCD203UK CTH 2 Bl
Dt FCD20PUE IR 3 25 A 2 IR BRI IE L. 2 0ICs0 (509 BH 4
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