)y Y iR FE100mg
1)) 42 mEERE500mg
IZCEEd 5 &H

AREEHIFLH S T AF BUTHR D HER M OB O BARIT 2R T 3%
AL H 0 F9, HRkFW AL LS O R A BCHH
THZEIETEEE A,

I HA R
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)XY miEEsE 100mg
1)) X5 > AiEeRE 500mg
(Yyxo77J (GEFHEEZ) )

254 RKIE

1 (22— 1)
HEE 25 TEE 3R M QN SCEICE T A 153

1.5 FJE I3 BB K OBAIs DR k&

R TR A AL
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W& —
W& 75 FEH s e OVE
antibody-dependent cell-mediated . . —
ADCC P B PRI 7E VAR (5755 1E
cytotoxicity
SEBLZERE £ T oo it f
AUCo- area under the curve ol TRE R T
T 75
B-NHL B-cell non-Hodgkin lymphoma B ifErEIER XU N fE
B.-GP1 B2 glycoprotein 1 Bz Varar A1
. ANCA cytf)plasmlc antineutrophil cytoplasmic S0 T e 2 3 LR MR B
antibody
CD19 cluster of differentiation 19 (& N AMERS IR L ZE O FHUR
ERWT D 7 a—F AHUEDOE
CD20 cluster of differentiation 20 B 454 1)
CDC complement-dependent cytotoxicity FAR AR A e 155 5
Crnax maximum drug concentration B e LT e B
dcSSc diffuse cutaneous systemic sclerosis OVE AR RE R LR 4 By PR B2 i
diffusing capacity of the lungs for (b
DLco g p‘ Y g — bR 3 ML HCRE
carbon monoxide
dsDNA double stranded DNA K44 DNA
FAS full analysis set B R DT R LM
FVC forced vital capacity 25 SRS
HACA human anti-chimeric antibody b RMLE A T HUR
HLA human leukocyte antigen bt~ B ERR G
HRQOL health related quality of life fEREEE QOL
IgG immunoglobulin G a7y G
IgM immunoglobulin M a7 )M
IgA immunoglobulin A a7y A
KL-6 krebs von den Lungen-6 7 AL BESH LR KL-6
LAC lupus anticoagulant W—T AT Fary s Tk
1cSSc limited cutaneous systemic sclerosis R Jr 12 i s A b TR 4 B 4 5 R i
ANCA peri-nuclear antineutrophil cytoplasmic | X = 12 ~/LF % o X — B HL4f HERH
P antibody HONZE/IREN
PK pharmacokinetics FEhRE




VY s ERHE 100mg
U R EE 500mg

1.5 R T R oo & OB 3 O

3/27
PPS per protocol set T BRI B Il S L 7o AT k5
£H
QOL quality of life HEIEDE
SF-36 lg/i(r)vse , 36-Item Short-Form Health MOS 36 1 5~ L 2 2 2
SP-A surfactant protein A =Ty 2 N T T A A
SP-D surfactant protein D Y=y TaT A2 D
SSc systemic sclerosis B VETR B SE
$Sc-ILD fzf;f:zifaﬁfggS;fszzzzmated A SPPERR FOE L0 5 VECRER 28
ssDNA single stranded DNA — /K4 DNA
ti serum half time TH 2 - R
tmax time to maximum concentration e KR 2 R R
TLC total lung capacity 2 fifi S
UI-RNP Ribonucleoprotein UAREEAE
\Ye vital capacity iV
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1.5 FJFUSUIETE L ORI T OB TE OO FBEAE oo 5
151 F U T T DM oot 5
1.5.2 BB PETRRZIE DBEEL oot 7
1.5.3 B PETRFZIE OTETR oot 8
154 HIGEBLAIIZ OUN T oo 10
1.5.5 HUHIBAZE K OV BT BE T 2 BHFE DFRAE oo 10
1.5.6 FERGARFRBRITBE T 2 BAFE DR oo 10
1.5.7 BEIRFRBRITBE T 2D BHTE DRI oo 10
1.5.7.1 ARIRIZISUT DEEIRBAFE oo 11
15701 FEPNE TAHERER oot 11
1.5.7.1.2 FEPNEE TEAHRRBR oo 11
1.5.7.1.3  FEPNE T AHGRBR . ..ooooeceeeeeee e 18
1.5.7.1.4 R E 7K DO PITT oo s 19
1.5.7.1.5 1 5 7D P2 oo 22
1.5.8 O DOERBITXS T DIRBRFEREIRDLIL OFFE ..o 22
1.5.9 A /D II0 FAEE BRI FR TE oo 23
1.5.10 By PEFRBZIE T KT D ARFEDBFIRATEE TR oo 23
LS. 11 BHFE DFEEIEI (..o 25

1512 B2 SBR oottt ettt ettt et 26



VY s ERHE 100mg
U R EE 500mg 1.5 EFEIOIR R ORSER OB ofkE

5727
1.5 ERXEIEROZBRURFEOER
151 EEXFERDER

Vo< 7 (BlarHz) (CLF, AFK) 1, 1991 42K [FE IDEC Pharmaceuticals £t
IZBWT, Bk valfilaniz~o x (AL & e b (EFGBHER)
DOF A ZHOPLCD20 £/ 7 v —FFiE (IgGlk) TH Y, b Mkl B LD MR <
FHBLLTWD CD20 [ZHRFRICHES L, R IERIIE FE/EH  (complement-dependent
cytotoxicity, LA, CDC) K OFURKAFIEMAa T TENEMMALEE1EH  (antibody-dependent cell-
mediated cytotoxicity, LA T, ADCC) 2 XV iERMlaZGE L, EEEHZ7RT, FEHRTF
YU UNBIZKT PO TOE S 7 a—F Lk s LT, 1997 4 11 HITKETHRB Iz
#%. CD20 BPED B MRS B9~ 2 & B 2 5 2 S MEsEE & O H Ok B DRI &
LT, AR, KE, BINZEDK 140 » [ETERIN TR Y | 2R TRE~K 724 5 ANITH#
Gancns Qi w=prPrsm .

AATIE, 2T ERASHENBFEZITV. 2001 45 6 A 20 HIZ [CD20 Bt DK EM:
Xix ARt B ffatEIER % U Lol w2 MVMIBR Y VoNE ] AR E T H IR L
L COEIEMLE AR A Z T 72, 2003 429 H 19 B HE ) OVE B EE O CD20 Btk
B MIfEEIER U U L oREIC R D RREAB I & AL, [CD20 Bk B HIfEEIER U v
U > 73 (B-cell non-Hodgkin lymphoma, AT, B-NHL) | (Z%}9 % &hHEDSAGR S 7,

2008 - 1 A 25 HIZIX T4 vus (M) A7 VYVEST FUudtd Ly (BiaHH
Z2) EREEOA vy RV on ) A7V VE~T Fudty L (BarH#z) K
BEHOR#ES) & L TORRENKRINT-,

2012 2 12 AIZiE, IR EOMEMED @O ARARIEE - @IS ERFTRE I VT, RO
[ MENRBE T 0> CD20 B oD B MIRANE Y o SRR R O [ = &7 N ERREE . BA
TRBIRI IS MAE R | DRNFNHFE DR YED B S 4L, 2 D®%RIEF - B AEFRR S EIRMLE
TR OFERGRHIICIB W TAPFEEZITo THEL X ARV EDHE N SN2 b,
NFNHFESDOFEY IR D HEE () B TARI N, (3R - KOFERRES TR 5%
P DWT) CFRk 25 4R 1 A 31 AR 3EREATE 0131 25 5 75) . KO I3 - i
FHEDITBWCAMMGEICBIT 5 Falakl 2 52 o 72 E IR O@ s sME IZ W T NIiBIT %
BREGEIZOWT CEAL22 49 A 1 BT FBEE) (23D < JUERFEKRFH AT
KFRHFE (LU, —&HEE) 21TV, 201346 A 14 BIZAR I iz,

DNRIRAE O #EEME R 7 v —BEGERE (BRI UIA T 14 NMREME) | 123 54K
OB O A2 RS 2 BHAYT 2008 45 9 A5 2012 4F 6 H £ THEliE S - ER
TR DT — Z K OB SR 2 ¢ &1 2013 4E 12 H 26 BiC T#BRMEO % 7 0 —BiEREE
(BEEIFFRM S D VNI AT a0 A NMEFEEZRTIHE) ) ISR DH0HE - W RBIMO—E /G
1TV, 2014 4E 8 H 29 HIZHEE S T=,

AFED KM XA KD B-NHL 125 D MERHEE ] (2O T, 2008 4 12 A LY
ENTORBRAEZBM L, £7-. EFEOLEMORE W ARARIK - SIS/ RS CER -
D RBNER EN &G S AL, 2012 4 4 AICBHRBEFE 250 7o, EN CEME S L7265 R
AT ENE S BRI AHRRBR RS &2 VT 2014 4F 9 A ISASRHERFRE L DM o T
SRR A & OGFRICBT 2 L - HEBMO 7DD —EHFEEZITV, 201545 A 26 HIZ
KBS N7,

TABO [P A & OB A K QTR 331 2 U BEE AL HE S o] ) 122 T
%L BRI EOMLEMED @O ARG - IO ERET SR COMBT AT, 2010412 A 13 H
(2 TABO ML ATE A DA 35 1T 2 R PEFERE SIS O I  IZ DWW TR ERE 252 1) 1o,
2011 4 12 A5 2014 4F 5 A £ C TABO MR AS G &A= AR B RS IR 0O P AR B e A 45 s SOt
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PHNC B3 2 —MERARRER ) 290 L, AEKRRBRT — &, ABO MR A & T Al O
JHEBEGHAT (B4 5 Uk M O BEE B2 & L 12, 2015 4E 6 H 26 BICLhEE - 2hFBmo—28
HEEZ1TVN, 2016 4E2 H 29 HIT/KRB ST,

2016 - 2 AIZiE, B EOXEMEOEWWARIKRIE - HICAERETSEICB VT, AEKD
[ ME R R L NS PESRBENS | DTN 55 D% é PEDSHINE S, = D% IEE - B4
%%%E%%%*%%@$ﬁﬂﬁﬁﬁwfﬁﬁ$%%ﬁof%%Liiﬁ%k®%%ﬁ&
SN END, DNFHFESORY IR LIMEE (2 DTARIN, THEF - BRnfEAE
HRIZB T D FEAEHEIC OV T (Iﬁk 29 $ 3 H 2 AT 3RA SRR FE 0302 5 3 5) . KROY
THEE « AR BES IO CAR RSB 2 SFaialih 2 52 ) 72 3K 5 oo 3@ i /M
IZHOWTHIZBT 2EEIGEIZHOWT) (FRK 22 429 A 1 BHT FHEER) (2S5 —ZEH
FEAITUN, 2017 56 H 26 HIZHKFE ST,

[CD20 Bt MY A SHEE M | 12DV T, B EOMENED @V ARKGRIE « 55
SRS TORB AR T, 2012 4 4 H 6 HICBIREFH 2% )72, ENTEEIN-E
RS R & AN C S S AL 7o BRIR 5 I FHRRER AR 2 -V T, 2018 42 8 A 3 HIZRhEE - #h 5B
MO—EHRFEZEITV, 2019 4E 3 H 26 HIZARE ST,

2019 4 5 HIZiE, BB EOMEMEOEOARARIE - MG EREFISEICBW T, RKFED
F?‘ﬁ?ﬂimﬁir MR PR B | DA GE DORESMEIVHINT S, T O%IRE - £ 5L
AL SR R AL B — R O FRTREAM *ffo‘u\f/\%uﬂﬂ%* 1ToTHELK R E DR A
REINTEZ END, AHMBFESORYMIR LI HEE () B TAIh, [3EE - a4t
FHEa BT 5 FEREFHMEIZ OV T (/\ﬂmﬁsﬂ 1 EIH FERA KSR SE 0801 5 4 ). KON
T3 - AR BESITB W CA RSB 2 Faialih 2 52 1 72 [ 3 5 oo 3@ it 7
[ZOWTHICET A2EEISEICOWT) CERE 2249 A 1 BAHTEBER) (2S5 < —£&H
ATV, 2020 42 A 21 HIZERR Sz,

[CD20 Bt B it IER % o U Bk 90 /MG o s - FHEBMN 12

DWNTIE, B EO VBN D E O R AKGREE - SN ERRET S COMFT 2T, 201548 A
31 HICBHREFE A2 T 72, EWN THEIE S VIR 5 R & A C 5 S 7o B R 25 1T FHEER
B A VT, 2020 453 A 27 BICHIE - HEAREO—ZHFEEZ1TV, 2020 412 A 25 HIC
KR STz,

I — >\ i, [E S < 7 -
gy | | 0 [ilaweNl kB BN ElE 00000000 |
7. cC>5.

PLFIC, RAEGEUANDOIRE TR, HEMOHEOEEITED —ERFEORNRE L L O
7= (F 1.5.1-1),

#*1.5.1-1 AREOHERIIHR. REZRUVAENEEICEZRDI—ERFOKR
HGE A HEENA TRFAR DL
CD20 Bt B it IER X U v EA~DTE (2003 429 H 19 H

2002510 H | &

Ao MNn) A7V VESTT FUX®BH

(B MM ) HEFRE A » U oA (%)
2006466 H23 H |47V VE~T Fudtyr (Gin#Haz) &
G oFiks (B U 7 U oOFHEE) O%h6E
I SIEIIN

2008 =1 H 25 H

£
[T




VY s ERHE 100mg
U R EE 500mg

1.5 R JF 38 LD e B ONBH S8 Do

1.5.2

* U ST RSFIEREY . SRR 2 R AR R

7727
£1511  ARODEREHE. FARUAEOEEIRS—EEROKR ()
it E NP R
I EORBHED mOARIKGBIE - WIGASEICPR D
AHHEE,
201342 120 A | - SEEMBIE T o> CD0 BtEo> B At ) < | 203 F O 14 H
sip

2013 412 H 26 H

#IGEO R 7 m—VREMEE (BBRIFREE D 50
AT aA NMEAEZ 7RI 56) ORIRE - AN,

2014 -8 H 29 H
R

201449 H 26 H

CD20 [ B AaMEFER % 2 U » o EHER R
EORME - AEBN., KO oHEMEEREA & o
OFREEO HE - HEIB,

201545 H 26 H
R

201546 H 26 H

ABO MEHRARNE & OB B L CIFTBAEIZE T 5
LR B AUERE SIS O] OZHEE - D RIBIN,

2016 -2 H 29 H
R

201743 H 24 H

I _EOVENED @ ORI - #IGIN IR D
INFNH R,
o B R S M AL N HSIR A P 2R B

201746 H 26 H
TR

201848 H 3 H

CD20 D&M Y <M iR DN RE -
PR

FIESIE

201943 H 26 H

=K
S

201948 A 27 H

I _E O VMO @ ORI - #IGIN IR D
INFNH RS,
o 1% RN G M i SR IR P 25 BT 5

202042 H 21 H

=K
(S

202043 A 27 H

CD20 5t B ffatEIER % o U N EIC % T
% 90 syl 5o ik - HEBN,

202012 A 25 H

B
[0

ol E3 B B

FHEE AR O TR Z R, TCD20 BIEBMEY  PEA MR | &GRIFIC,

2B ARET TU Y07 10mg/mL) & L CER

258 M8 Sk PR B IEE ~A RS B,

T, TER AR I E R A 7K

HERIC D Te > TOMRTEA DA T 2 HEFEHIZOW T (CFEK 17 49 A 22 AfH T3

BRATRE 0922001 5) (ZHeS & AL EORIBRBHAG

GRS AN I s AR |

FRE 100mg ) KOV T Y 40 fi R E 500mg] @ 2 A& 2 4FrE LT20184E2 A 2 HIZ

ARSI TW5,

EHMHBRREDHE

L PEFRAIE (systemic sclerosis, LLF, SSc) (&, JEA G BIE OFFE#NICRE S (55

FEEER 51) B CRIRETH Y | S L ORISR ORHE(L, REEIE SRR

\ PUETURPEA %

IXUHE LA CRERTE O 3 EMERRHIC S S EHERERETH D 2,

SSc Tl Nl las ORI fEIE L & FIEE, B o5l &S Tkh, —H,
HEALDFERR L CLE D &, TNETICET Z L IXRETH 5, FRICHIZE L TiX, Bikkic
L0 —ERbn Mg, Bl R bR ES N E LTH, MREEN e deE T AT =
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ENTEIR, — RIS, FBEE(LOFRE & NIgREIR S ORRHELRZ O X 2R & LCTH
B4 2 2 ENEL B SN TV 5D, SCHRIC S, B L o BIEE S i WV BRF ICB W T,
fiti % & e N ligaE e & OFIE O BRSO, A RO T L EET L Z EnmEsnTng )9
5)

SSc DIFHFIZEA L Tik, OB CAEHRS, @27 —5 ARG, O ERFLX O A &
Ay, OERFES., @BENE R, ORER 2 X 20EZOREL, 72 8123 2 RN
RHEESNTEBY, Z2HE»LOT 7o —FBRAELILTND, ZIEDORFENZINE IR
WU THEMER Ry NT—2 2R L. ZEBRIFBPIERIND EEBEZLNDN, TORKIZ
OWVWTIHWEERHTH D 9,

SSc ITEAFEE I L 0 FERBICIHE SN TV D720, ARIFITEIC X » CRREHEEIT
KB INDIETTHD, LoLRNS, BRI [5REE « BREhR SR K) &
LT L THEHLE SN TS Z L KV, SSc DADAFRATITEMRIITERE S TR
VY 7)0

K 30 AR ORFEERE (FEEEHR) ZhFEIERMEBIZEIT 5 SSc A 1X 26,740 A &
WMESNTEY Y, KITO SSc BEITHK 2 WAL ETFET D EHEE SN D, REFEERE
ZAGH AT DRI E2E. SSc DEJEESMEE VT, LE, i, OIE. B EE0 Y b,
EOLEIEEZ a7 OEWE D) moderate LL EDHEEZETH S ), 72, 2005 FICREI N
(BT AL S 7= B R A8 A 32 12 S < R R IRt S IR 2 i a Tl s &) (8
AT LA SCER A YRR B IR ST 3 FRER R OB I T 2R, BT RE
FRIE #) Tix. 2003 FEREOMBIEREIE 9,069 AL S, EELRTREEEIEIERE
WMLTWA D&M ENS D,

AFRICBITHRAERITIAD 10 HAYTZY 2.1~53 AEHESH TS 10 Baekhidl:
12 THhHH D 30~50 DLtz 42 D, WNEBIIHTHD O, LA ) —BiRE2HmT
5 DDREHELDIERLGE L EH Y KUK DNV &0, BichvenZ &b
HHID, BEDSScx#EGH5 L, BEBIIEMEU FichsboLEsnsg 1,

1.5.3 EH5MRREDER

AN T, [FREUE] Z20RE - 2hR & U ORKR SN 3ANL, RIBKREAT oA R,
YIRRAT 7 IR (TAFMEAD) ROTHFA7Y o GREMHFD) K0, Tadik
SRERE(CPE O RVEMERIR ) 22088 - 2R & L TRRB S NTHNIL, =0T ¥ =7 (Fu
YERT—BHEFA) BHDA, BIRAT TS MMAE] 2208 - 2R & L OKR S
NIV, 2D OFANIHRBORGZ BRE LTEB ST, 18I SSc @ H &R 2 (& A3
DB BIEMIPRIE & . HERIEDEIC /2> TR Y 2, BIETH SSc i 2 RIGHI R IR RIEIL
AR

SSc TRk E <, OF A S &M LT 4 5 M58 2 iE (diffuse cutaneous systemic sclerosis, LA T,
dcSSc) L FRJR R gL 2 B iR E  (limited cutaneous systemic sclerosis PL T, 1cSSc) @
2 DOIFENT /T B D, BIEITRIEL D 5~6 FLNICHEITT 2 Z LRV, BB O
TTXZLAEROD HDVIEFRRTH D, 7236, BIFDOHITHALANE Z 5 THRE MR EE ]
EELBIOBEBTHY | JIRO 1eSSc LIZRL AERDHLDTHD ),

FRERLDOIRER G L LT, BARKERHERIC L DR IE S2Wr kv - EIEE 0% -
BIAA KT A2 (LT SSc BT A K74 ) 1DTix, O AL 6 FELAN D deSSc,
Qe B AL DT (Beh A 0D VAELINIC R O, RS HEETT) 2RO b
%, @2 TRHEMEE LA EARTH L, OO H2HAL 2T 6 & _RE LRELT
AL
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SSc D FZ &M, HIER, L, EREH VWO RRE L 5, LB DEY | deSSc BE

TlE. FIE 6 FELINIC RS REL S EDT L. = OEITIRENIC — B LTl Wi bAs, B, L7 e

DN 28 B i rh P i 238647975 (X 1.5.3-1) 9, BEEZRZEHLO T0%AFIE 3 4104
WIZELD EHESNTWD, —, BIE 6 FLUBRICE G LA OENT 5 Z LI3MTH
Do ZAUTKIL T, 1cSSc BE TIEEMM EF~E 1) L4 2 —BEDO%ICEER
ITRRICAE LD, LMo T, #EITL TV AR D deSSc O R B LITIsE DG L 720 |
1cSSc D R JEREAIZFEMBI 22 TE IR DR & 1372 B 72vy, 72385, 1eSSc Th - T, HITNEGH
LGINFPH O L G2 T RNRH D EEZ DN DLEAITITIREORNR L E 2 5N
XThHID, MRIEFFRIBEIEA L SEZICTRETH D 12,

E{b l . "ﬁﬁl}—-ﬁ” dcSSc

st Rl

AR (F)
X 1.5.3-1 SSc MHEHEIZ & HREFELDBEAREBR & [BRES D HIRRE ©

SSc DIEIRITIZ UG OT- D 7=8, SSc BN A KT A L Tldk, G, MbEY%, KA

DENLFFTBIRTA RT7A4 U HTEDTND,

FRFREA L DIEIRIZ DWW TIE, BIBRE AT a4 RNIRIT, FIERH CHEIT L W56
wfiﬁ%fﬁw\ﬁﬁﬁé_&ﬂ#%éhfw%#\xTn4%&5im&) t%ﬁ%
TEHEVRATEFIZE > TWS, 7 aRAT7 7 I R, REHELOEEOBRINED 1L
LTEBTDHZEDEBENTVADNR, ZO—FH T, FENAME, B, HimPEREEA 722
EORWERN S D720, BRI G 25T D Z ERRARETH D L W IHRBEANREZ DR
5, TOMOGEEIHFETH D, VI ARI Yy (Irv=a—J oA e X —) X7
DUAZ&@i:71/—w@%7l%w@&%@mmﬂféﬁﬁ®ﬁmﬁ®1~okbf
BEINTWD, 2B, REIZOWTR, THREE(LIZRT 2/ HER R I TN DD,

EMOBEND, IS E R DIEM ZEEIRIR LN &K 545 2 &%%%#é(%ix
2B) | LEiHiSNLTWVD

SSc 2 5 VB M2 (systemic sclerosis-associated interstitial lung disease, LA T, SSc-ILD)
£ SSc DK E LTHRZTHY D9 SScBIEH A KT A4 > Tld, #EITNTHISILDH SSc-
ILD (ZX LTy 7 mR A7 7 I FOMHBHER SN TWD, TYFATY idv s uk x>
7 X NEBREOMRREEE LTERT 2 Z DB RESNTWDLIN, 77 —A 742 LT
BT L22nZ &3 g éﬂf“éo3371/%wﬁ%71%wiyﬁmfx77:
ROMRBFRRIEE U CTHEHAT2Z LD BEENTWE BB RERLE NIV 7R A7 7 2
FRIaT7 /) —BET = FNARE @ﬁrﬁﬂfﬁu EPM BUTZUHT L2 Z ENREES
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ITWDEN, NV RAEEZ G AT aA REFMTEBE LN ERREINL TS, v 7
BHRAT7 7 I FARES L IXAEENLHEETX 720 SSc-ILD IZxf L Th&EA ~F =7 (F
oYX =B e X —) KOELT == R (PR LA OfHZRIREO—> &
LCTREINTWS, 7a bR FRESKIL SSc-ILD 12kt L, fEABEI N TWD, 72
B, REIZONWTE, [v7a8R82 757 I FARIGS LAZRBEMENSHRETE 220 SSc-ILD
WXL, fEHT 2 L Z2RET 5 HERE20)) LidElchTng

Z DM, SSc lZPE D HALEHRZS, BIRA, DBIRZE . Ml i E K NI R 28 I )b DR
PRIZDWT, SSc 2N A KT 4 /T%’HX ITIREN 2 EN TS, BEEVIEICT S
7 h R TIHEEOBEENRS HIES N TV D, BEUER 7V —PiIcx L TiE, 7o
Zf—T///%ﬁBjﬁﬁyﬁﬁﬂiif)) —IEREK L LTHER SN TV AN, T v V4T vV U RIR
FEPURITR P L L TR LW Z ERREIN TV D, DRI LT, hry
?A%ﬁﬁ;7//%7///%@%f@%%&07V?ﬁ?yvy§§%%ﬁ$ﬁﬁﬁﬁ
D—o2L LTRESNTWD, MEMEEICK LTI, = R U U2 B EREGEK, R AR
VIEAT T —F 5 EESCAENES T S AEY 7 T — BRI Co M RES LT
Do MAEFRED VA 7 —BSIcxt LTI, A AEREE . Fui/ MR W T 7 a 2 ~
FTRIVDAREFEHTHOHELEI N TWD, SHIIC, TATaARAX DT LA ) =BG LiER
EIEICHT 2 e LTSV 5, &ﬁ@f WX LT, T b e BV ERHELRE S N
TW5, REHEE - BHICAERRAAEKE LT, bT 720y, TunRZ 75V El
WE, Af - R Rra—REAHE, 7777 7 M) OB RSV D,

1.5.4 HFHFIZDOLT

AZNRE « MR OBINAR D —EHFFFIZE L, RIEOGE, Bk L OB TEIZ DN TOE
Hix7euw,

7RI R—EHFED T OITE M S A7 ER SRR W TR L7285, ik & [F
—HHTH D,

155 HARMERVREICET SFEFEDRERE

AZHHE AR DIBIMNAR D —ZERFHICER L AR dhE B K O BRI I3 0,

1.5.6 SFERREAERICEAT HRFEDRZR

ARENARE « AR OBINIAR D —EHFHEICER U, Br7c 22 BREBRI L 520 L Ty,

1.5.7 BRRHRICEAY SFFEORRE

WSRO NTNOEIZEBWTE ., SSe DAGRITEG STV 7R,
ENICB W T, 25 MEREIEICKd 5 IDEC-C2BS (VY ¥ ~7) DOERTHE|ICZLD
(= NERIREE 1A 8 B M TRE R HhiaklR  (IDEC-C2B8 #lR) 2 % L7,

AHF5EL, IDEC-C2B8 ikl 2 3kt & LT, IBhREUT S 1o (i MEshidE] 28
M52 EE2BRHELTND,
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1.5.7.1 ARFICE T HERRBASE

AEPERZIEIZRTT % IDEC-C2B8 (VY X1 ~7) OEMETEICIAENE NH _HS
R ATRER Eie st B (IDEC-C2B8 #BR) % i L 7=,

1.5.7.1.1 ENE | 1A5LER
ARBNRE - R OBINTER D —EHFEICE L, B 7288 THBEBRIEISE L T,
1.5.71.2 EWNE | BB

AR s s e AT 51 h0 20 E S B Ao 2R s P
o, EgmEwEgsR ek I (E W el a3z,
1.13.2.2), U FOBENRN G LT,

L —
<AHRRFIH « [EANFESE I AHREBRIC OV T >
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et & O 56 R SO X 2017 F 12 A L0 T 2HMEEEUEICXT 3 5 IDEC-
C2B8 (U X ~7) OEANFEIZL D5 I A _EHERIITHEH B (LT, IDEC-
C2B8 #Br 19-10) | ZBAAA L. 2019 4E 11 AT, EEIEGIOBIZEAKT Lz, KRBROFK;
ZLLFIORT,

IDEC-C2B8 iBRIZ, SSc B &5 & LT, REOAMER L EME a5 2 L2 H
B & L7 N AERRBRTHY, 24 BB O 7 B Rx, BIEAL, “FEHER., WITHERH
HeiGAER o [ ZEHEBRY] & Thicki<, RERGICI 2 Zetzeiih+ s 2 &2 L
L7z 24 BRI OBEE, FERHRO TRIRGH] 02 >OBRE» kST,

FEFHMIE H 13, —HE SR ORRIER 5161 24 8 B I2B 1T 2 BBl 27 5 O mRTSS
(2 K 2B L Ot bR & LTz, BIKEHEIEH & LT, MERBSREIR AL L D %55 M
&8 (% forced vital capacity, LAT, %FVC)., —Be{biRFEMifL#Ee (diffusing capacity of the
lungs for carbon monoxide, LA . %DLco) M OVEfifixifE (total lung capacity, LLF. TLC).
MEMEMR O MIE~ — 0 — & L ToMla LZHRE A KL-6, SP-A, SP-D OH#ERE | [HE M/l
PRBOEIEE OHERE (SSc IRV A R T A > ORVE MR B O EREE A ) . S5
HAHfkOE S (BE LIV RENSONTSGEG DA, BIEM (R ouss 1/2~1/3] ©
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BRH A i) . SF-36 12 X 2@ HEE8# QOL (health related quality of life, HRQOL) D aFAf,
Health Assessment Questionnaire Disability Index (HAQ-DI) |Z X % SSc #35 D quality of life
(QOL)#FAffi, SSc (2B % iR FAIAT R CTh 2 B PR R OPiEEHUA (it v b e 2 T HIUA,
P Scl-70 HLfl, HT RNA ARV 27 —F I Hiik, HL ssDNA Fifk, HL dsDNA Fifk, Hi CL #u
&, P P-GP1 HUfK, LAC, HL SS-A Hifk, BT SS-B HLK, c-ANCA, p-ANCA, HT UI-RNP T
K) OB, MmF IgG, IgM, IgA OH#ERE, i B Hife (CD19 BEMEHINE, CD20 BattHii)
. T Ml (CD3 HEMiiE) Ho#HeR, b M A Z7Hi/K (human anti-chimeric antibody,
HACA) OIBLOFMEZ KRG LT, FEYBEREFIMMiE LT, PK 7027 7 AL PK /ST A —X

(BEG-BHAR D D AL ] £ COUR LR HI AR T fE (AUCo.) . HGZICBIE STk
FEME IR (Cmax) « ARIREEBERFH] (tnax) « THIFERE (6o)  FHWREER, 2 U7
TUA, BB ERS Lz, MM E LT, @AEFRORIR, EEE, KRR
K OViRJF . infusion Reaction CEEMK : Z8EA, HEFE HELL. §HA. K. T O FE. BB, %, &
B, M EIES) ORBLR L OEIELE, WIKRRE T A —% N LY A (KE, O
W O a3 —FT RO b & G LT,

SIIEBNL, SSc BN A R T A NTEDTZ SSc D2 FENEZ i 72 L. mRTSS (2 X 5
JERALOBEFESE A 2 (moderate) LA oD 20 LA F 80 mERIM > SSc BAE & L7,

TREITEEIT 1 B 58 375 mg/m? % 1 EIREIFE C 4 BATEEET D 4 B O I
L. FDO%20 BB O MBEIZME] 28b® Tl r—r e L, [ZEHEHRH T, 155K

(BEAEZIZET T ONEE LT T8 R) 2855251 7—VERifTLE, £z, TEM
BEH Tk, EEOLOEEZBINT1 7 —AWiiT LT-, EMEEIICBIT L _ES5H
O EIEE GRUIARIEKOFR G OME ST L0 RGBT L —Heho 77
TARBEL, RHEGHICBO T TRENRESND Z LD, REY 2—LVORMES
MBI DHORTLICHO WL, —EERIICRIT 2884 5K EGH), &
BRI 57 7 e AR A F7 TR BEHOEREGRE) ERFTL LRk T2 &3
Do

2017 - 12 H 4 B2 5 2018 4F 4 H 17 H DI HAREND 4 Jiigt T 56 HI3 Bk I, E
WEEHREC 28 B, 7T AR GEEC 28 GBI EAEAEIM S, 77 B AR GREOIRBREEAR
P52 il Br& | I GRE 28 Bl 77 B AR GRE 26 (51l % i K O T S4E] (full analysis
set . LLF, FAS) & L. i%iﬂﬁiﬁa@ﬁﬁﬁﬂ%k L7,

az%ﬂﬂﬁiﬁﬁfzﬁé 24 HIFIZI 1T 5 mRTSS & L B REM{LOZE & (/b 5 4)E

HREHERRE) X, _HERMO FAS (LLF. FAS 24) 128\ THEERH#23-6.297+0.883,
77?%1&5## 2.140£0.917 T, WEEHDOZE (95%FHIXH) 1X-8.438 (-10.999~-5.876)

(p<0.001) TH V., 77 RTEREL Ll L T, FREGRECHERIOICHEE R S
DEENFRD BTz, F-. IRBREMETE E IS S L 72T x5 2EH] (per protocol set, PPS)
Zxfg b Uiz 24 HIFICEB1T % mRTSS (2 & 2 b OBb & (/) 3 HE £ FEuERR
72) 1%, EEBEEREN-586310.854, 77 B ARBEREN 2.184+0.888 T, MEEMDFE (95%
1EHEXE) 1%-8.047 (-10.531~-5.563) (p<0.001) TH YV, 77 B RFEGEE & Hifg LT, £
BB O FAIINCHE B R B S L OWENRD S, FAS 24 OfRE2LFT2HL0TH
27,

BIREHBIE B2\ C, MEMERR A OB % 58 & U CTHNT 21T - 7255, TR
DI ERER A X 5 %DLeo LN TLC D _X— A2 T A VU inh DL E i%‘%&“—%ﬂ: A
NG TEIRO LN -T2, UFVC OBV E (/b "R EYEA ) 1, B
ERE 0.09110.961, 77 AR E5RE-2.86811.053, MAERIDZE (95%(EHEIX M) 1% 2.959

(0.082~5.835) (p=0.044) TH YV, 77N L ik U THEER G T, M FRIICH
BRUGENRD N, -, BEHHEGH O FAS I2BWT, %FVC DRX—2 5 A1 )b D
ZAb i CESE S FEMERRE) (X, 48 R X EIEFHR 588 0382086, 7' 7 AR EGHDHE
L ERED-0.6511.56 THY . EEEEGHTIISE 2 7L TUERRBD NN, 77
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ARG OB GRECITERBE SO 28 WL, R—2F 4 U6 OEITRD 5
2o le, %DLeo DN—RAT A b DR (CEXIEFEERA) 1%, 48 HRF LI
FEEREN-0.7321.78, 77 B R HHOFEIE GRHEN-3.40+3.00 TH Y | EERFZEHET
W 2 7 — VLR, 48 WIRICR—R T A4 U Db TNREENRD bR, T TR
PeH5% OFEIELGRETH EIRE G5O 28 WRFLIFE, X—2 T A Vb OWEILRD bivk
MoTz, TLC OD_X—RT A b O ke CEMEAERERRZE) 13, 48 BRI G
BES 3171406, 77 B AT GHZOIIEGHEDN-114.712708 TH Y | EIKEEGHETITEH
27— VEENRD DTN, 7T B AR H% ORI R CIL IR 5% 0 28 THIRFLLRE
NR=ZX T A b DOUEITRD b oT,

BREMVEIZOWT, “EHERMICBIT 2HEFRIT. LRI SGERN O EERE 51 28
B, 77 v REERE 26 FF 23 HICFRD Hiviz, ERFGEICBWVT, &b IEHEIAR
o T AEFEGIT, BWHIAK 39.3% (1128 ffil) TH v . W CTHiBNRFPASH A IE 17.9%
(528 ) . FH#110.7% (3/28 #l) . FIPNZ 10.7% (3/28 #i) . C-KeMhE2E BH90 10.7% (3/28
B . G EREOR 10.7% (3728 i) . A MERBAE 10.7% (3/28 f5l) Tholz, 7T EAHRE
HRIZBWT, ROEBEEEGVNE» T AFEFRIL, ERIEE 38.5% (10/26 f5l) TH Y |
RWNTHBEETIERER 23.1% (6/26 1) . B&IRE 15.4% (4/26 1) . MBIk PAEH A E
11.5% (3/26 f511) . B RZZ 11.5% (3/26 i) . BEfkERE 2% 11.5% (3/26 1) . FZFETEES 11.5% (3/26
) THoT,

“HEERMICBIT 2 EELAEFGIL, FEEEH TR T LT I U, BEEREREE O
K1 T REERECITEERE ER OB, ERER EFOBE(OK 1 4HERED DI
7= 2055, BWER IS LR OB, ERESE FAOELO 2 Th o7z,

_HEEBRIIZEBUV T, infusion reaction (IFEIBEEGHER VT T ARG TRD HiL/eh
277,

RGBT 2B EFGIL. REMEMT I RER O FZIRFTH G-1E 26 FlH 19 6, 77
AR Be G5 ORI R 20 FlH 17 BICERD Bz, FERFEEEICE VLT, kHREES
DE o T2 EREL L, EIHEEZ 42.3% (11/26 #1]) TH 0 R THIEIARS B A 2IE 11.5%
(326 B) . BHEGHR 7.7% (226 f51l) . #15 7.7% (2/26 f51]) . BZMK 7.7% (2/26 f51]) . [ JZEnHEER
7.7% (226 ) Thote, 77 VREGHOEERBEEREIZHBWNT, KOEEEENEmN- T
HEFESLIL, ERIEZK 40.0% (820 5) THH . IWWTHIEHK 10.0% (2/20 ) . 52 10.0%
(220 ) TH o7z,

EWiRGHICB T 2EERAFEFSIT, FEFRGHETHERD |, 78R EEHZD
FEIRPY G CIIM R ERE M 28 e VBB IR D4 1 T oRd bz, 20 ) bEWEMIX
i REREMERG 2 D 1 1FThH -T2,

FH& 582817 5 infusion reaction 1%, 77 B REHGHOEKEEHED 1 I EITIEMN
FHBLTc, AFZIIIFERETHY, FICLUET L2 L R<EREE L, B, AAEFR
XEHWERH CH - 7=,

THEERHINOEHERSEHIZBW T, ETHITED DN o T,

PLEX Y, SSc BTk L TAREZ 24 BT 52 L1k, REMLASEL, £/,
AEBICEA ORWERITERD bR o2 b B A7 I0H REREEIIR N D
EEZ BV, AFD SSc BAEITKIT 5 B MilaREFEER, BRMICEH TH S Z & 23k
i,

1.5.7.1.3 ERNE 11l $HEER

ARINEE « WRDIBINAR D — B HFEICE L, Frii=728 IAERBR T I L TuV7Zewn,
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1.5

AR S I3 R D et M VPR E DAt

6. FHiEA O &

<ZIEMAE RNV IFIEIE, BAREBERIZ M AR I MVERESEVE ML MRS PSR . R R

M AR AR A PSRBT 2 VESRBUAE >

WEL AT, VYR o~ T (B z) & LTI AR 375 mg/m? & 1 AR T

4 [l R EHET D

7. AIER O RICBE S 2 1S
73 FEAREITLITO LR &5, 7220, BEORERIC L0 EABTAAEEE 358 BE0H

T5HZ L,
PhAE L5 R G- TENGE B
- Bt ER XY Lo E wEEE | P10 30 431E S0mg/RE CRIAA L, B3 DIk
BE2+NBELRNRL, Z0% 30 HEIC
50mg/MF7 > BT, FHK 400mg/ffE Tk
FHZElnTED,
2EIELE | TREOWT YT 2561, Yk
ANRELRINT 22 LN TE D,
© FEIP G B L - FIEH DS T H
S 7cE. 100mg/REE T B TRG A BilAA
L. Z D% 30 554 100mg/M3* > i T,
K 400mg/HEE T LIFHZ ENTE D,
- BERAICEE R LERR 2L PR E
FRIZHBL L ZRITEHDBCTH U | 2o
SRTORREIM Y > EREAS 5,000/ 1 L FK
WCh DG, 90 L (RyD 30 4
TREED 20%%&5 L, £D% 60 57T
KHED 0% ERE) 5 LENTED,
< ABPE Y PR I wElEE | W10 30 431% 50 mg/FE TR L, BED
SR PEPNHPIRAE T o> BAatE Y oo ReZE DB LR S, 20k 30 70
AR AR (2 50 mg/RF3™ 2 EiF T, Bk 400 mg/FF
- LM R R, SIS TEFBZLENTE S,
FMAE R 2EIH LA | #IEE G REIC R B L - RIPEA S8R T b
- EHEYEO R 7 o —BEERE (IR S 7285 A . 100 mg/FEE TR TG A B
SRV B E L. Z D% 30 432 100 mg/BF32 BiF T,
- ASVERFFEME M MR DS 1 SR B RKA0mgHEETLEFHZ ENTED,
« B R AR /N RO P 2R TR
- by VETR R E
ATV VEST FUREHOHT
B b
AR 7 v —BRERERE ONRIC | #IEEE | Rl 1 R 25 mg/e & L, BE OdREE
AV25EE) [17.1.5 28] BEHOICBE LR, R 1 FERIX 100
- ABO MiRFA T & B A - I mg/fE, FDHITIK 200mg/iF £ T4 B
B RSN
2 [BIELARE | #IEHE SRR L7 BIHERA N BEMTH
S 7% E | 100 mg/lRe £ T LIF TG # s
TZ %,
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159 ®HIUERFRAEERETE

AFIZHONWT, A HER B EERNEZ L TIORT (F1.59-1),

£ 1.5.9-1 FEOFIVERFRAERGEENRR

. b BEEx= T, TEIND%HE. &
fEEFHH BEH = RS

1998 11 H 27 H | (103K A) F 114 & | BRarEIER UF U N E (7272 L, fEEH
Mmoo EHR CD20 MRS - b DIT
R5,)

201249 H 13 H (24 38) 55282 5 | HHAMEXR 7 v —BIERE

201545 H 25 A (27 #) %361 5 | Fir?® ABO MERI AR EASBAIZ BT S HUARS
LR RS D ]
B, TR

2018 453 H 20 H (30 3K) #5413 5 | CD20 [t @MY o /3 [ 15

202043 A 17 H (R2 #) % 460 75 | EEVEFREAE

202043 H 17 H (R2 #£) % 461 & | EEHRMED TRLER
S MEREIE . HEER KGR

2020426 H 5 H (R2 3) 75 466 5 | TlAiREBER M O 2% BE 7 FR

1.5.10 £HMBEEICHT SARDBRRUEE

KR—ERFEIL, AEOBREM OZNRIZ SSe Z# BT 52 L ZHME LTS,

SSc DIFKNIAHATIZH 528 7, SSc DIFRETLAIZI VT, BN EE CTH D Z &M
EMNZEINODH D, SSc Tl B MlaOREE R E Nl ST 17 19:19.20 - CD19 13 B
AR R R AICREBL L, B Ml OTEMALREL FFTEM by 7 A2 BT 20+ Th b
23, SSc ABFEIZIBNT CD19 DR BLE 1T EH AT~ TH 20% EH L TWn5b 2D, X512 SSc
BEICBWTEMEEIZCDIY Ba -7 e —X —fHBOZAMEN R 5, Z0ZME2HT %
BEIZ CD19 OFRBIBMMA A Sz 9, CDI19 % &R E Sz~ v A TiX CD19 OB EIZ T
FlLClFy 7 a7 ) U EN EFTH 2805, SScHEATLIELIER N Ey /7Y
VIMFEIZIE CD19 FBUEE A G L Tnb B2 bbb 2, A4 hAFxY (Tsk) v 7 A%
B Rg DRI RMEL A BT A RRER~ T A TH LN, @y /07 U SE, Pk, i
Topo I FiAZHTHZ &6, SSc DBEBEHET L~ AL LTAL AL TVWD, CDI9
R LT Tsk w7 ATk, HOPUREAMBNIIN X TREB{LOLEN AL 1D, S
51T, Tsk = 7 A 2% L THL CD20 il 2 WV CRE Lo B85 B MilafrE 21T 72 &
A, HOPUARFEL, BEE(LRAFERICSESNZ 2, Liz2i-> T, CD20 Btto B fifa %
EEFTHARINSSc Iz L THHATH D TREMENREWEEZLND,

SSc id, TORIEIZH CHREDOHEEN TR INTNDHTD, BIBEEAT oA Rz
FIEENRAL SN TWDEN, EORIZZL DEERTHTHY , I 2B ar tr—L
DI TEIZ L LT, BYYER EORIERH O D BF D QOL 13F LHFEINTLE
Vo SSCRBMHA KT 42 DT, FEHAGICH L CRIREE AT vA RNIRITRIE R O
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HATHICAEH THILEENTWVWALDOD AT A REEIIE 7 ) —P2HERT5) 27K
FITb o TWND, o, EMHIEEO P CROMERENFEH N7 aR A7 7 I RIZBWT
I, G OIBREOIRIRED 1 2L LTEBTLZENBEINTNDIN, D5 T,
T A, SN IR 72 EORIERDN B 5720, BIICRG 2tk T 5 2 &2
RAFETH D LWV MEENREZHND,

SSc TIINlEaEN e DA CIZ R (L & Rk, R ool shcisy, —H, #
HEALDTER L CLE D &, TNETICERT Z L IXRETH 5, FRICHIZE L TiX, Btz
0 —ER b E L, Fl A bR dEES e & LTH, IR RSB I X AT 2
EMTER, —WINT, BRI DR & NG IRAs OFRHE(LR A ORI X 2R & L CHl
B4 2 2 ENEL B SN TV D, SCHRIC S, B L o BIEE 23 WV BRF ICB WL T,
fiti % & e N figaE e & OFE O HBLERSC, AR T EEET L Z EnMEshTng 99
5)

RIS E STV D SSe IFIEITHED A/ IERTH Y | BUK TIIARE BIZHT T D RIGHIE
DHEL SN TE LT, IGEEORBENEEN TS,

IDEC-C2BS8 #&Bi%. mRTSS |2 & 2 B LD EIEE A 2 (moderate) LA 1D SSc FAE %
%t & L7z, moderate LA E DR ERHALIL, FREHREREROBIELE L TCHHW ST
HIMETHH V| IDEC-C2B8 iR ORI RERIT, JA < EEFRIZI W TIREN A MLE L f)
W SN AEMTHLEEZLND, AMEICHONWTIE, REIMEEE Ch A B 5% 24
HEERTO mRTSS DRX—R T A4 b OB EIR, 77 BARBGRICR L CHEERGRET
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UGEENRO LN, 77 R &% OERBE G CIIEER 5% 0 28 WRFLIFE, ~—X
TAUNLDWEITRD BN o7, %DLeo DN_N—RZ T A U ORI, FEEER
HEETIEE 2 7 — VLR, 48 BFFIZR—AT A b DO TINREENRO b=, 7
T ARG DT GRETH FEIEE 5% D 28 WIFLIE, X—2 T A 0B OB EITRD
bV olz, TLC ODRX—ZX T A4 b O bR, FEHBFRGHETITE 2 7 — 1 diEn
WBOLNTN, 7T R 5% O ERETIIEEBE £ O 28 BRELIFE, X—2 T A
NHDOUFEITRD N ho T, BEMIC O W TR, —EHERB K OCERBRGHICBW T
CHIERD LT, —HERIICBT 2EERAFEFRIT, FEEGHTLT T LT I U6
D BEHREREE O |, BYIREIICBT 2 EELAAEFRIT, FEFRSGIETHERD
1, 77 B ARG O FEHEE GRHE CTIIMRERE MR X VB ARIROE 1 T 200D 5
iz, F7z, SSc IZFFBEDRIWEA LIRD LZe o7,

PLEX Y | REITIRENADMIE L E 2 5105 SSc BE DR fEHL 2 UE L, FEREE
WETXDAREMELH Y, B AT ICHLREQEE IRV LEDOLEEZLNDZ LD,
RIS HEZR TH D EE 2D, F1-. AL, CDC KN ADCC DIEFHA 1 = A L2 L D
CD20 Bt B i 253595 Z L7 b . SSc DIRRETERICH S 2 "4 & B2 b, BRER
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B-NHL B-cell non-Hodgkin lymphoma B AR tEIER % 1 Nl
(b hAMIER R K O DL
CD20 cluster of differentiation 20 JRZ2R#&T 5/ 7 v —TF VPR
D [E BRI 3 H0E)
lophosphamide. d bici Y7 uRAT 7 I NKF, REY
on cye o.ptiosp a;m e;1 oxorubicin, LR By Y AT R
vineristine and prednisone W L R s (FL R ey
(prednisolone) .
)
CLL chronic lymphocytic leukemia MBPEY 23
loshosphamide. vineristine and | =2 "7 7 R RAKF#, B
incristine an e e s
CvP O OSp(afl;nei’ | oo URFURBE R BT L K=
prednisone (prednisolone (FL F=vny)
DLBCL diffuse large B-cell lymphoma OVE AMERHIIA B Ml U o N
EMA European Medical Association RN EESE LT (2004 4F 5 H LAKR)
EMEA European Medicines Evaluation WO S P (2004 4 4 H BLET)
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FDA Food and Drug Administration P NESRENTIVSE S
FL follicular lymphoma ARtV v fiE
GPA granulomatosis with polyangiitis 238 M58 S NE I ZFIEE
MPA microscopic polyangiitis PAMBER) 256 178 %
Periodic Benefit-Risk Evaluation EWIRSR T > b« U X7 Gl
PBRER .
Report =]
RA rheumatoid arthritis Rfi ) v~
TNF tumor necrosis factor NI S K] 7
WG Wegener's granulomatosis v = 7 A S ESE
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16.1  HEIZEIT SRR
16.1.1  REICEITHEAKER

KIE T, 1991 47> 5 IDEC Pharmaceuticals L2 X V. F£72. 1995 4225 i% IDEC
Pharmaceuticals f: & Genentech fHIZ X D LFEITY Y F o~ 7 (B FHHZ) (LLT, K3
DOEHFERED BTz, 1997 4 2 BICHIEAE L < IXEAMEORENEE £ 721X A fatk: CD20 1
PED B MIfatEFER x> U o3 (B-cell non-Hodgkin lymphoma, U\T\ B-NHL) % j# )& JiE
&L, 375 mg/m¥/[El, W 1 [E] 4 [BIE5-0HE - HEICTRGEREE L, 1997 4 11 AIZKER
fnE3E ST (Food and Drug Administration, PA T, FDA) L Y 7GR %%B‘“Cl/\é F 72, 2001 4
4 H OFRMSCGEYGTICEE LT, BISEICZ T IE 223, 375 mg/m¥/[Bl, i 18] 8 [F# 50 H
& HEMNBIEN TS, BT, 200242 HIZE Y 7 U URIEORTHRGH L L TORRE -
BIRDIKFE SN TN D,

Z D%, 2006 4 2 AI2iE, RIGHED CD20 HIECE AMERHMIIER B MilattIER % U
3 (diffuse large B-cell lymphoma, LA, DLBCL) (ZxfL T, ¥ 7 BARAT7 7 I KK
W (LT, 7 ahA77IR), REYLEVUERE LT, R¥YLrEeEY YY), BV
UAF Rl (LT, B 7 ) 2AF ) RO L =Y O EE (LU T, CHOP #E)
HLLIET v M IHA 7 ) o EELEAIN R & ORI T, A3 375 mg/m¥/[H]
ZACFRIEDOR YA 7 VO BIZHFHL 3 BT L ITikK 8 A 7 /VETERET D208 - %)
REOWE - HEPAGR S, EIZ, 2006 4 9 HIZiE, 7k A77I R BEr27 U R
FUROT LV R=Y 2 (LU CVP #RIE) & OPFIIC K 2 RiIGIOAREN:EE X3 A gt CD20
B B-NHL (250§ 2 FMRE A KU CVP FRiER DA 52 HOWTEREZ G L T\ 5,
2011 4F 1 B2k, RiGEAMarEY >3 (follicular lymphoma, LA, FL) FBED H HAZK
CALTFRIE O L7 A8 A TR FRD LI TIERICRT L, A3EE 2 » H Z L ITiRK
12 [A13 59 2 MERFHIE AN ARG S, BEIC, 2012 4 10 H IR R RV E U Hl & & b
E e RO OFHBIE T, 8 1 A 7 /WIZ grade 3 X 4 @ infusion reaction D FEEHL % 586 727
ST RIEH D FL I ONE DLBCL B3 LT, 2 2 YA 7 VLARRIC AT Z 90 43 T G-
THRE - HEDMAR S TWS

F7o, 1BMEY o MEE MY (chronic lymphocytic leukemia, PA T, CLL) & xf& & L7=BA%
HEED S, 2010 4F 2 HISRIEE SUIREEFE O CLL BF T3 LT, ALFEE & O E
& LTAERENKREN TS, CLL IZx L TAEEL KRG T 25812, #1171
12375 mg/m? Z 85 L, &2 4 7 VLRI 500 mg/m? 2 #5925, 708, 2017 46 Al
I%. B-NHL XY CLL IZ%f L TR FERAIDAR SN TS

—F. B OSEREBICR L TIE, 2006 452 A fhhv%% k& OO X RS
FEIKI - (tumor necrosis factor, LA, TNF) FHEAIDZHEN A A543 70 Hh A5 ~ & B O B U
?v%(mmmmdmmm\ulejﬁﬁm AFE 1000 mg/[A] % 2 @ FEIFIRE C 2 (A3 5
T HRNEE - WRLOHE - HENAGR I, HIZ, 2011 4 4 HICRIBRERLVEC R E O
PEHIC LV 7 = 7T NIEMERE (Wegener's granulomatosis, LA T, WG, 2012 ‘E (2R EL &
granulomatosis with polyangiitis (258 L& K MERZEMESE, LR, GPA) [ZAE] K ONBAMMEER
ZFE M 4% (microscopic polyangiitis, LA, MPA), 2018 4= 6 A 237 HERIEIE 2% L Tk
WINTND
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RPN CiE. Genentech D4 T 5 F. Hoffmann La Roche £, ARFOBAZ ., HEK
FBEITH-> TN 5,

1997 4E 2 HIZ K ETEBR AR I W TR 1998 42 6 iz, H¥sa L <I3#EAM
O M~IV ] FL Z 206 - 2R & L. 375 mg/mz/IEI\ FEJ 1 [A] 4 IEIT&%@%H% - HET, FKINE
T (4 FD European Medicines Evaluation Agency, EMEA., ¥ifE® European Medical
Association, EMA) XV &GRAZ/HBTWD, D%, 2002 43 AIZiX CHOP %L & OPFRIC
£ 5 CD20 51D DLBCL ~Di# S 23 KR STV 5, B2, 2004 4F 8 HIZIE CVP fﬁffk
DO X D ARIBHED TI~1V H] FL ~O FARE AL AR I T 5,2006 47 H IZ
(LSRR M S TR BE & b8k & O PF FIRIEIC K 2 EAREAFRIE TR %mtﬁ
FENTEEMED FL BEFICR LT, AR¥EAE 375 mgm? % 3 » A Z & 1THK 8 [ 57 D HEFs
BRIEIN KGR S, 2008 4E 1 HIZIIRIEHED FL (T 2D BARE APIEIC B W T, [LFRED
FEEIZ DD D TARIE L OOFHAMNFRE L 725 K O ZhEE - 2h R R OV E - A& B Sz,
2010 10 AIZiE, R FL BT L, RIE AL FPRE L O U 72 s AR E TR R

8o %ht?‘ﬁmﬁiyﬁﬁﬁﬁﬁ IOWTAGREI N, 2014 43 AL, B-NHL (2%} LT/
T/ﬁﬁl DRI TV,

F 72 CLL Z x5 & L72BIF T4, 2009 4 2 A IZRIBIEEE T T 2 AR 2 IS L,
[FI4E 8 HIZIE, CLL X9 2 23 B XIZEHRME D CLL I E THER 7z, 2016 45 H
(21, CLLIZH L TR FIEHBIAINAGE SN TV D,

B ORISR L CiE, KEOERKFBRAGEIZE D & TNF BEANIREIRGUIE 2§
RA«@@m#ﬁﬂm%EJH TGRS AL, 2014 4 5 HIZIT RA BRI ﬂ?éum%&%
NBHHNTWD, £72. WG (GPA) K TYMPA (Z%F LT 2013 4 3 HiZ, =M RKEEIC

xF LT 2019 43 AIZAKRE/FTWD,

1.6.1.3  HFHFITHITHERARKR

F. Hoffmann La Roche 1725, ARIEDBA%E, BLERITEEZIT > T\ 5D, FFAE L < IZEEBRED
R BT & 7213 A fatk CD20 B5tE oD B-NHL % Ji# S iE & L 2000 4 3 A (2 h F Z {44 (Health
Canada) LV AEZHE TS, £/, CLL x4t LZBA% LD Hiv, 2010 4F 2 AITR
TR XUIBEIRIE O CLL B Ioxt LT, LA L OO RIE L U ORIER GBI T
W5, 2011 4F 7 HIZiE, RIGEARMEY V8 FL B35 D 5 HARK b iE2 0 L&
FEE N TR FR D B AVTIERN kT UHERRRIED KR S 4172,2016 4 9 A 121X B-NHL,2018
£ 3 AITIL CLL IZB W T FERAINAR SN TN D

—J5. BOEREEICR LT, 201047 HIZA b M/ﬂwf k& DOPFHIZ L Y TNF R
EHNOHEN AR+ P EE~EE O RA BEIZBW KR I, B2, 2011 4F 7 ALZHE

BEEALECHIEOFAIZEY WG (GPA) KUYMPA IZBWTEARENTWVD

1614 F—XrSVTICETHERKE

F. Hoffmann La Roche #1:72%, AIEDBRFE, BLUEIRTEEZ1T> T D, 1998 4F 8 HIT, RIGH
HI/IV ¥ FL 7203, F UTEEME OB E o FL, (b32#iE & OO T DLBCL % %)
- 2R E LA—ZX T U T ERULEHR (Australian Register of Therapeutic Goods) £ ¥
EKREH/TWD, 72, CLL OFFHEEE L TRRENThIL, 2009 4£ 8 HICKAREEA L
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H OSBRI L T, A M FLFH—FEDPEHIZ LY TNF FLER|I O RN AR +5
FRAS S~ 5 BE D RA RT3V T 2006 4E 11 BICA&AR Sz, £7-. WG (GPA) }2 T MPA

WZxF LT 2013 43 HITHKREZSE TV D,

1.6.1.5

HAZLEIZH T 5 ERBKR

RFOEMAIRR T 4 b« U X7 5Hli#E D (Periodic Benefit-Risk Evaluation Report,

PBRER) 2k % &, 20 P PP FRics T, AFF IR TEAK) 724 TN S:

SNTWD, IRFEAITKER O FZ 2 Rituxan, HARDZ Y Y 40 KE, #5-4, BHA

LIS X MabThera T ¥, Z O, Ristova, Rituxim, Rituxera, Ikgdar X (% Mabthera-i D4

MCTHRFTEINTND

ASEOAEGREHIIA 140 » FTH Y GEIMER OERBEBIZL T O L0 Th 5 QiFE

| Bl EEZXGR

® B-NHL (243 2 8IS 2 G L72[H @ 135 %

® CLL (x4 2ui 2 B L7 E : 125 » [H

® RA (ZXIT Dt 2 S L7z - 132 o [H

® WG (GPA) MUYMPA, X%, PuaFH eIl EHiik (antineutrophil cytoplasmic antibody,

Amm)%LmﬁﬁzﬂféLm%ﬁ L7 118 » [

® KBTI Dis 2 S L7z - 41 % [H

©® B iifut: Y o SR BT T A A BUS L7 E o 1 [E (HRDAH)

O 7o —BIEMEAICKT 2N A LEE 1 v [EH (BAROHR)

© B MEREFEME M/ NI PSR BRI D Is A UG L72E - 1w [E (AARD )

©® 1% RNE AR M i/ NIR A PESRBEIR ISR D 2 B L72E : 1 » E (HARDAR)

® ABO I id AN 5 B RAE D HAAR B R A SO S b3 2 s 2 S L72E 0 1 %
(HARD )

® ABO I i A5 A FRAE O HAR B AR A SOSHNENCE3 2 #IS 2 s L72E 0 1 %
(HARD)

® Py U U PFHRIE (RiRE) ST 282G LEE 1 v E (HARDR)

O FHIVEDFHIT RV, EILE L TEKRINTWDE 3 5 H
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

RITUXAN® (rituximab) injection, for intravenous use
Initial U.S. Approval: 1997

WARNING: FATAL INFUSION-RELATED REACTIONS, SEVERE
MUCOCUTANEOUS REACTIONS, HEPATITIS B VIRUS
REACTIVATION and PROGRESSIVE MULTIFOCAL
LEUKOENCEPHALOPATHY
See full prescribing information for complete boxed warning.

¢ Fatal infusion-related reactions within 24 hours of RITUXAN
infusion; approximately 80% of fatal reactions occurred with first
infusion. Monitor patients and discontinue RITUXAN infusion for
severe reactions (5.1).

e Severe mucocutaneous reactions, some with fatal outcomes (5.2).

e Hepatitis B virus (HBV) reactivation, in some cases resulting in
fulminant hepatitis, hepatic failure, and death (5.3).

e Progressive multifocal leukoencephalopathy (PML) resulting in death
(5.4).

RECENT MAJOR CHANGES---—---------emmmem e
Indications and Usage, GPA and MPA (1.4) 09/2019
Dosage and Administration, GPA and MPA (2.6) 09/2019
Warnings and Precautions, Immunization (5.10) 09/2019

———mmmememereee———-INDICATIONS AND USAGE------------mememmemeeo
RITUXAN (rituximab) is a CD20-directed cytolytic antibody indicated for the
treatment of:

e Adult patients with Non-Hodgkin’s Lymphoma (NHL) (1.1).

o Relapsed or refractory, low grade or follicular, CD20-positive B-
cell NHL as a single agent.

o Previously untreated follicular, CD20-positive, B-cell NHL in
combination with first line chemotherapy and, in patients achieving
a complete or partial response to a rituximab product in
combination with chemotherapy, as single-agent maintenance
therapy.

o Non-progressing (including stable disease), low-grade, CD20-
positive, B-cell NHL as a single agent after first-line
cyclophosphamide, vincristine, and prednisone (CVP)
chemotherapy.

o Previously untreated diffuse large B-cell, CD20-positive NHL in
combination with (cyclophosphamide, doxorubicin, vincristine,
and prednisone) (CHOP) or other anthracycline-based
chemotherapy regimens.

e Adult patients with Chronic Lymphocytic Leukemia (CLL) (1.2).

o Previously untreated and previously treated CD20-positive CLL in
combination with fludarabine and cyclophosphamide (FC).

e Rheumatoid Arthritis (RA) in combination with methotrexate in adult
patients with moderately-to severely-active RA who have inadequate
response to one or more TNF antagonist therapies (1.3).

o Granulomatosis with Polyangiitis (GPA) (Wegener’s Granulomatosis) and
Microscopic Polyangiitis (MPA) in adult and pediatric patients 2 years of
age and older in combination with glucocorticoids (1.4).

o Moderate to severe Pemphigus Vulgaris (PV) in adult patients (1.5).

e Administer only as an intravenous infusion (2.1).

o Do not administer as an intravenous push or bolus (2.1).

e RITUXAN should only be administered by a healthcare professional with
appropriate medical support to manage severe infusion-related
reactions that can be fatal if they occur. (2.1).

e The dose for NHL is 375 mg/m? (2.2).

e The dose for CLL is 375 mg/m? in the first cycle and 500 mg/m? in
cycles 2—6, in combination with FC, administered every 28 days (2.3).

e The dose as a component of Zevalin® (ibritumomab tiuxetan) Therapeutic
Regimen is 250 mg/m? (2.4).

e The dose for RA in combination with methotrexate is two-1000 mg
intravenous infusions separated by 2 weeks (one course) every 24 weeks
or based on clinical evaluation, but not sooner than every 16 weeks.
Methylprednisolone 100 mg intravenous or equivalent glucocorticoid is
recommended 30 minutes prior to each infusion (2.5).

e The induction dose for adult patients with active GPA and MPA in
combination with glucocorticoids is 375 mg/m? once weekly for 4 weeks.
The follow up dose for adult patients with GPA and MPA who have
achieved disease control with induction treatment, in combination with
glucocorticoids is two 500 mg intravenous infusions separated by two
weeks, followed by a 500 mg intravenous infusion every 6 months
thereafter based on clinical evaluation (2.6).

e The induction dose for pediatric patients with GPA and MPA in
combination with glucocorticoids is 375 mg/m? once weekly for 4 weeks.
The follow up dose for pediatric patients with GPA and MPA who have
achieved disease control with induction treatment, in combination with
glucocorticoids is two 250 mg/m? intravenous infusions separated by two
weeks, followed by a 250 mg/m? intravenous infusion every 6 months
thereafter based on clinical evaluation (2.6).

e The dose for PV is two-1000 mg intravenous infusions separated by 2
weeks in combination with a tapering course of glucocorticoids, then a
500 mg intravenous infusion at Month 12 and every 6 months thereafter or
based on clinical evaluation. Dose upon relapse is a 1000 mg intravenous
infusion with considerations to resume or increase the glucocorticoid dose
based on clinical evaluation. Subsequent infusions may be no sooner than
16 weeks after the previous infusion (2.7). Methylprednisolone 100 mg
intravenous or equivalent glucocorticoid is recommended 30 minutes prior
to each infusion (2.8).

e Injection: 100 mg/10 mL (10 mg/mL) and 500 mg/50 mL (10 mg/mL)
solution in single-dose vials (3)

CONTRAINDICATIONS

None (4)

----------------------- WARNINGS AND PRECAUTIONS---------=-=meme-

e Tumor lysis syndrome: Administer aggressive intravenous hydration,
anti-hyperuricemic agents, monitor renal function (5.5).

o Infections: Withhold RITUXAN and institute appropriate anti-infective
therapy (5.6).

e Cardiac adverse reactions: Discontinue infusions in case of serious or life-
threatening events (5.7).

e Renal toxicity: Discontinue in patients with rising serum creatinine or
oliguria (5.8).

e Bowel obstruction and perforation: Consider and evaluate for abdominal
pain, vomiting, or related symptoms (5.9).

e Immunizations: Live virus vaccinations prior to or during RITUXAN
treatment not recommended (5.10).

e Embryo-Fetal toxicity: Can cause fetal harm. Advise females of
reproductive potential of the potential risk to a fetus and use of effective
contraception (5.11).

ADVERSE REACTIONS

Most common adverse reactions in clinical trials were:

e NHL (>25%): infusion-related reactions, fever, lymphopenia, chills,
infection and asthenia (6.1).

e CLL (>25%): infusion-related reactions and neutropenia (6.1).

e RA (>10%): upper respiratory tract infection, nasopharyngitis, urinary
tract infection, and bronchitis (other important adverse reactions include
infusion-related reactions, serious infections, and cardiovascular events)
6.2).

o GPA and MPA (=15 %): infections, nausea, diarrhea, headache, muscle
spasms, anemia, peripheral edema, infusion-related reactions (6.3).

e PV (>15%): infusion-related reactions, depression, upper respiratory tract
infection/ nasopharyngitis, headache (other important adverse reactions
include infections) (6.4).

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

DRUG INTERACTIONS
Renal toxicity when used in combination with cisplatin (5.8).

e Lactation: Advise not to breastfeed (8.2).
e Geriatric Use: In CLL patients older than 70 years of age, exploratory
analyses suggest no benefit with the addition of RITUXAN to FC (8.5).

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.
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FULL PRESCRIBING INFORMATION

WARNING: FATAL INFUSION-RELATED REACTIONS, SEVERE MUCOCUTANEOUS
REACTIONS, HEPATITIS B VIRUS REACTIVATION and PROGRESSIVE
MULTIFOCAL LEUKOENCEPHALOPATHY

Infusion-Related Reactions

RITUXAN administration can result in serious, including fatal, infusion-related reactions.
Deaths within 24 hours of RITUXAN infusion have occurred. Approximately 80% of fatal
infusion reactions occurred in association with the first infusion. Monitor patients closely.
Discontinue RITUXAN infusion for severe reactions and provide medical treatment for Grade
3 or 4 infusion-related reactions [see Warnings and Precautions (5.1), Adverse Reactions (6.1)].

Severe Mucocutaneous Reactions
Severe, including fatal, mucocutaneous reactions can occur in patients receiving RITUXAN
[see Warnings and Precautions (5.2)].

Hepatitis B Virus (HBV) Reactivation

HBY reactivation can occur in patients treated with RITUXAN, in some cases resulting in
fulminant hepatitis, hepatic failure, and death. Screen all patients for HBV infection before
treatment initiation, and monitor patients during and after treatment with RITUXAN.
Discontinue RITUXAN and concomitant medications in the event of HBV reactivation [see
Warnings and Precautions (5.3)].

Progressive Multifocal Leukoencephalopathy (PML), including fatal PML, can occur in
patients receiving RITUXAN [see Warnings and Precautions (5.4) and Adverse Reactions (6.1)].

1 INDICATIONS AND USAGE
1.1 Non-Hodgkin’s Lymphoma (NHL)
RITUXAN (rituximab) is indicated for the treatment of adult patients with:

e Relapsed or refractory, low-grade or follicular, CD20-positive, B-cell NHL as a single agent.

e  Previously untreated follicular, CD20-positive, B-cell NHL in combination with first line
chemotherapy and, in patients achieving a complete or partial response to a rituximab product
in combination with chemotherapy, as single-agent maintenance therapy.

e Non-progressing (including stable disease), low-grade, CD20-positive, B-cell NHL as a single
agent after first-line cyclophosphamide, vincristine, and prednisone (CVP) chemotherapy.

e Previously untreated diffuse large B-cell, CD20-positive NHL in combination with
cyclophosphamide, doxorubicin, vincristine, prednisone (CHOP) or other anthracycline-based
chemotherapy regimens.

1.2 Chronic Lymphocytic Leukemia (CLL)

RITUXAN, in combination with fludarabine and cyclophosphamide (FC), is indicated for the
treatment of adult patients with previously untreated and previously treated CD20-positive CLL.
1.3 Rheumatoid Arthritis (RA)

RITUXAN, in combination with methotrexate, is indicated for the treatment of adult patients with
moderately- to severely-active rheumatoid arthritis who have had an inadequate response to one or
more TNF antagonist therapies.

1.4 Granulomatosis with Polyangiitis (GPA) (Wegener’s Granulomatosis) and Microscopic
Polyangiitis (MPA)

RITUXAN, in combination with glucocorticoids, is indicated for the treatment of adult and
pediatric patients 2 years of age and older with Granulomatosis with Polyangiitis (GPA) (Wegener’s
Granulomatosis) and Microscopic Polyangiitis (MPA).
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1.5 Pemphigus Vulgaris (PV)
RITUXAN is indicated for the treatment of adult patients with moderate to severe pemphigus

vulgaris.

2 DOSAGE AND ADMINISTRATION
2.1 Important Dosing Information

Administer only as an Intravenous Infusion /see Dosage and Administration (2.8)]. Do not
administer as an intravenous push or bolus.

RITUXAN should only be administered by a healthcare professional with appropriate medical
support to manage severe infusion-related reactions that can be fatal if they occur /see Warnings and
Precautions (5.1)].

Premedicate before each infusion [see Dosage and Administration (2.8)].

Prior to First Infusion: Screen all patients for HBV infection by measuring HBsAg and anti-HBc
before initiating treatment with RITUXAN [see Warnings and Precautions (5.3)]. Obtain complete
blood counts (CBC) including platelets prior to the first dose.

During RITUXAN Therapy: In patients with lymphoid malignancies, during treatment with
RITUXAN monotherapy, obtain complete blood counts (CBC) with differential and platelet counts
prior to each RITUXAN course. During treatment with RITUXAN and chemotherapy, obtain CBC
with differential and platelet counts at weekly to monthly intervals and more frequently in patients
who develop cytopenias [see Adverse Reactions (6.1)]. In patients with RA, GPA or MPA, obtain
CBC with differential and platelet counts at two to four month intervals during RITUXAN therapy.
Continue to monitor for cytopenias after final dose and until resolution.
e First Infusion: Initiate infusion at a rate of 50 mg/hr. In the absence of infusion toxicity,
increase infusion rate by 50 mg/hr increments every 30 minutes, to a maximum of 400 mg/hr.
e Subsequent Infusions:
Standard Infusion: Initiate infusion at a rate of 100 mg/hr. In the absence of infusion toxicity,
increase rate by 100 mg/hr increments at 30-minute intervals, to a maximum of 400 mg/hr.
For Previously Untreated Follicular NHL and DLBCL patients:
If patients did not experience a Grade 3 or 4 infusion-related adverse event during Cycle 1, a
90-minute infusion can be administered in Cycle 2 with a glucocorticoid-containing
chemotherapy regimen.
Initiate at a rate of 20% of the total dose given in the first 30 minutes and the remaining 80%
of the total dose given over the next 60 minutes. If the 90-minute infusion is tolerated in
Cycle 2, the same rate can be used when administering the remainder of the treatment regimen
(through Cycle 6 or 8).
Patients who have clinically significant cardiovascular disease or who have a circulating
lymphocyte count >5000/mm? before Cycle 2 should not be administered the 90-minute
infusion /see Clinical Studies (14.4)].
e Interrupt the infusion or slow the infusion rate for infusion-related reactions /see

Boxed Warning, Warnings and Precautions (5.1)]. Continue the infusion at one-half the
previous rate upon improvement of symptoms.
2.2 Recommended Dose for Non-Hodgkin’s Lymphoma (NHL)
The recommended dose is 375 mg/m?as an intravenous infusion according to the following

schedules:
e Relapsed or Refractory, Low-Grade or Follicular, CD20-Positive, B-Cell NHL
Administer once weekly for 4 or 8 doses.
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e Retreatment for Relapsed or Refractory, Low-Grade or Follicular, CD20-Positive,
B-Cell NHL
Administer once weekly for 4 doses.

e Previously Untreated, Follicular, CD20-Positive, B-Cell NHL
Administer on Day 1 of each cycle of chemotherapy for up to 8 doses. In patients with
complete or partial response, initiate RITUXAN maintenance eight weeks following
completion of a rituximab product in combination with chemotherapy. Administer
RITUXAN as a single-agent every 8 weeks for 12 doses.

e Non-progressing, Low-Grade, CD20-Positive, B-Cell NHL, after first-line CVP
chemotherapy
Following completion of 6-8 cycles of CVP chemotherapy, administer once weekly for
4 doses at 6-month intervals to a maximum of 16 doses.

e Diffuse Large B-Cell NHL
Administer on Day 1 of each cycle of chemotherapy for up to 8 infusions.

2.3  Recommended Dose for Chronic Lymphocytic Leukemia (CLL)

The recommended dose is 375 mg/m? the day prior to the initiation of FC chemotherapy, then
500 mg/m?on Day 1 of cycles 2—6 (every 28 days).
2.4  Recommended Dose as a Component of Zevalin® for treatment of NHL

e When used as part of the Zevalin therapeutic regimen, infuse 250 mg/m? in accordance with
the Zevalin package insert. Refer to the Zevalin package insert for full prescribing information
regarding the Zevalin therapeutic regimen.

2.5 Recommended Dose for Rheumatoid Arthritis (RA)

e Administer RITUXAN as two-1000 mg intravenous infusions separated by 2 weeks.

e Glucocorticoids administered as methylprednisolone 100 mg intravenous or its equivalent
30 minutes prior to each infusion are recommended to reduce the incidence and severity of
infusion-related reactions.

e  Subsequent courses should be administered every 24 weeks or based on clinical evaluation,
but not sooner than every 16 weeks.

e RITUXAN is given in combination with methotrexate.

2.6 Recommended Dose for Granulomatosis with Polyangiitis (GPA) (Wegener’s
Granulomatosis) and Microscopic Polyangiitis (MPA)

Induction Treatment of Adult Patients with Active GPA/MPA

e  Administer RITUXAN as a 375 mg/m?intravenous infusion once weekly for 4 weeks for
patients with active GPA or MPA.

e Glucocorticoids administered as methylprednisolone 1000 mg intravenously per day for 1 to 3
days followed by oral prednisone as per clinical practice. This regimen should begin within
14 days prior to or with the initiation of RITUXAN and may continue during and after the 4
week induction course of RITUXAN treatment.

Follow up Treatment of Adult Patients with GPA/MPA who have achieved disease control
with induction treatment

e Administer RITUXAN as two 500 mg intravenous infusions separated by two weeks,
followed by a 500 mg intravenous infusion every 6 months thereafter based on clinical
evaluation.

e If induction treatment of active disease was with a rituximab product, initiate follow up
treatment with RITUXAN within 24 weeks after the last induction infusion with a rituximab
product or based on clinical evaluation, but no sooner than 16 weeks after the last induction
infusion with a rituximab product.
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e If induction treatment of active disease was with other standard of care immunosuppressants,
initiate RITUXAN follow up treatment within the 4 week period that follows achievement of
disease control.

Induction treatment of Pediatric Patients with Active GPA/MPA

e  Administer RITUXAN as a 375 mg/m? intravenous infusion once weekly for 4 weeks.

e  Prior to the first RITUXAN infusion, administer intravenous methylprednisolone 30 mg/kg
(not to exceed 1g/day) once daily for 3 days.

e Following intravenous methylprednisolone administration, oral steroids should be continued
per clinical practice.

Follow up Treatment of Pediatric Patients with GPA/MPA who have achieved disease control
with induction treatment

e  Administer RITUXAN as two 250 mg/m? intravenous infusions separated by two weeks,
followed by a 250 mg/m? intravenous infusion every 6 months thereafter based on clinical
evaluation.

e If induction treatment of active disease was with a rituximab product, initiate follow up
treatment with RITUXAN within 24 weeks after the last induction infusion with a rituximab
product or based on clinical evaluation, but no sooner than 16 weeks after the last induction
infusion with a rituximab product.

e If induction treatment of active disease was with other standard of care immunosuppressants,
initiate RITUXAN follow up treatment within the 4 week period following achievement of
disease control.

2.7  Recommended Dose for Pemphigus Vulgaris (PV)

e Administer RITUXAN as two-1000 mg intravenous infusions separated by 2 weeks in
combination with a tapering course of glucocorticoids.

e Maintenance treatment
Administer RITUXAN as a 500 mg intravenous infusion at Month 12 and every 6 months
thereafter or based on clinical evaluation.

e Treatment of relapse
Administer RITUXAN as a 1000 mg intravenous infusion on relapse, and consider resuming
or increasing the glucocorticoid dose based on clinical evaluation.

Subsequent infusions of RITUXAN may be administered no sooner than 16 weeks following the
previous infusion.
2.8 Recommended Dose for Premedication and Prophylactic Medications

Premedicate with acetaminophen and an antihistamine before each infusion of RITUXAN. For
patients administered RITUXAN according to the 90-minute infusion rate, the glucocorticoid
component of their chemotherapy regimen should be administered prior to infusion /see Clinical
Studies (14.4)].

For RA, GPA and MPA, and PV patients, methylprednisolone 100 mg intravenously or its
equivalent is recommended 30 minutes prior to each infusion.

Provide prophylaxis treatment for Pneumocystis jirovecii pneumonia (PCP) and herpes virus
infections for patients with CLL during treatment and for up to 12 months following treatment as
appropriate [see Warnings and Precautions (5.6)].

PCP prophylaxis is also recommended for patients with GPA and MPA during treatment and for
at least 6 months following the last RITUXAN infusion.

PCP prophylaxis should be considered for patients with PV during and following RITUXAN

treatment.
2.9 Administration and Storage

Use appropriate aseptic technique. Parenteral drug products should be inspected visually for
particulate matter and discoloration prior to administration. RITUXAN should be a clear, colorless
liquid. Do not use vial if particulates or discoloration is present.
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Administration

Withdraw the necessary amount of RITUXAN and dilute to a final concentration of 1 mg/mL to
4 mg/mL in an infusion bag containing either 0.9% Sodium Chloride, USP, or 5% Dextrose
Injection, USP. Gently invert the bag to mix the solution. Do not mix or dilute with other drugs.
Discard any unused portion left in the vial.
Storage

Diluted RITUXAN solutions for infusion may be stored refrigerated at 2°C to 8°C (36°F to 46°F)
for 24 hours. Diluted RITUXAN solutions for infusion have been shown to be stable for an
additional 24 hours at room temperature. However, since RITUXAN solutions do not contain a
preservative, diluted solutions should be stored refrigerated (2°C to 8°C). No incompatibilities
between RITUXAN and polyvinylchloride or polyethylene bags have been observed.

3 DOSAGE FORMS AND STRENGTHS

Injection: RITUXAN is a colorless, clear solution for intravenous infusion:
e 100 mg/10 mL (10 mg/mL) in a single-dose vial
e 500 mg/50 mL (10 mg/mL) in a single-dose vial

4 CONTRAINDICATIONS
None.

5 WARNINGS AND PRECAUTIONS

5.1 Infusion-Related Reactions

RITUXAN can cause severe, including fatal, infusion-related reactions. Severe reactions typically
occurred during the first infusion with time to onset of 30—120 minutes. RITUXAN-induced
infusion-related reactions and sequelae include urticaria, hypotension, angioedema, hypoxia,
bronchospasm, pulmonary infiltrates, acute respiratory distress syndrome, myocardial infarction,
ventricular fibrillation, cardiogenic shock, anaphylactoid events, or death.

Premedicate patients with an antihistamine and acetaminophen prior to dosing. For RA, GPA and
MPA, and PV patients, methylprednisolone 100 mg intravenously or its equivalent is recommended
30 minutes prior to each infusion. Institute medical management (e.g. glucocorticoids, epinephrine,
bronchodilators, or oxygen) for infusion-related reactions as needed. Depending on the severity of
the infusion-related reaction and the required interventions, temporarily or permanently discontinue
RITUXAN. Resume infusion at a minimum 50% reduction in rate after symptoms have resolved.
Closely monitor the following patients: those with pre-existing cardiac or pulmonary conditions,
those who experienced prior cardiopulmonary adverse reactions, and those with high numbers of
circulating malignant cells (>25,000/mm?) [see Warnings and Precautions (5.7), Adverse Reactions
(6.1)].

5.2 Severe Mucocutaneous Reactions

Mucocutaneous reactions, some with fatal outcome, can occur in patients treated with RITUXAN.
These reactions include paraneoplastic pemphigus, Stevens-Johnson syndrome, lichenoid dermatitis,
vesiculobullous dermatitis, and toxic epidermal necrolysis. The onset of these reactions has been
variable and includes reports with onset on the first day of RITUXAN exposure. Discontinue
RITUXAN in patients who experience a severe mucocutaneous reaction. The safety of re-
administration of RITUXAN to patients with severe mucocutaneous reactions has not been
determined.

53 Hepatitis B Virus (HBV) Reactivation

Hepatitis B virus (HBV) reactivation, in some cases resulting in fulminant hepatitis, hepatic
failure and death, can occur in patients treated with drugs classified as CD20-directed cytolytic
antibodies, including RITUXAN. Cases have been reported in patients who are hepatitis B surface
antigen (HBsAQ) positive and also in patients who are HBsAg negative but are hepatitis B core
antibody (anti-HBc) positive. Reactivation also has occurred in patients who appear to have
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resolved hepatitis B infection (i.e., HBSAg negative, anti-HBc positive and hepatitis B surface
antibody [anti-HBs] positive).

HBYV reactivation is defined as an abrupt increase in HBV replication manifesting as a rapid
increase in serum HBV DNA levels or detection of HBsAg in a person who was previously HBsAg
negative and anti-HBc positive. Reactivation of HBV replication is often followed by hepatitis, i.e.,
increase in transaminase levels. In severe cases increase in bilirubin levels, liver failure, and death
can occur.

Screen all patients for HBV infection by measuring HBsAg and anti-HBc before initiating
treatment with RITUXAN. For patients who show evidence of prior hepatitis B infection (HBsAg
positive [regardless of antibody status] or HBsAg negative but anti-HBc positive), consult with
physicians with expertise in managing hepatitis B regarding monitoring and consideration for HBV
antiviral therapy before and/or during RITUXAN treatment.

Monitor patients with evidence of current or prior HBV infection for clinical and laboratory signs
of hepatitis or HBV reactivation during and for several months following RITUXAN therapy. HBV
reactivation has been reported up to 24 months following completion of RITUXAN therapy.

In patients who develop reactivation of HBV while on RITUXAN, immediately discontinue
RITUXAN and any concomitant chemotherapy, and institute appropriate treatment. Insufficient
data exist regarding the safety of resuming RITUXAN treatment in patients who develop HBV
reactivation. Resumption of RITUXAN treatment in patients whose HBV reactivation resolves
should be discussed with physicians with expertise in managing HBV.

5.4 Progressive Multifocal Leukoencephalopathy (PML)

JC virus infection resulting in PML and death can occur in RITUXAN-treated patients with
hematologic malignancies or with autoimmune diseases. The majority of patients with hematologic
malignancies diagnosed with PML received RITUXAN in combination with chemotherapy or as part
of a hematopoietic stem cell transplant. The patients with autoimmune diseases had prior or
concurrent immunosuppressive therapy. Most cases of PML were diagnosed within 12 months of
their last infusion of RITUXAN.

Consider the diagnosis of PML in any patient presenting with new-onset neurologic
manifestations. Evaluation of PML includes, but is not limited to, consultation with a neurologist,
brain MRI, and lumbar puncture.

Discontinue RITUXAN and consider discontinuation or reduction of any concomitant
chemotherapy or immunosuppressive therapy in patients who develop PML.

5.5 Tumor Lysis Syndrome (TLS)

Acute renal failure, hyperkalemia, hypocalcemia, hyperuricemia, or hyperphosphatemia from
tumor lysis, sometimes fatal, can occur within 12—24 hours after the first infusion of RITUXAN in
patients with NHL. A high number of circulating malignant cells (>25,000/mm?3) or high tumor
burden, confers a greater risk of TLS.

Administer aggressive intravenous hydration and anti-hyperuricemic therapy in patients at high
risk for TLS. Correct electrolyte abnormalities, monitor renal function and fluid balance, and
administer supportive care, including dialysis as indicated. [see Warnings and Precautions (5.8)].
5.6 Infections

Serious, including fatal, bacterial, fungal, and new or reactivated viral infections can occur during
and following the completion of RITUXAN-based therapy. Infections have been reported in some
patients with prolonged hypogammaglobulinemia (defined as hypogammaglobulinemia >11 months
after rituximab exposure). New or reactivated viral infections included cytomegalovirus, herpes
simplex virus, parvovirus B19, varicella zoster virus, West Nile virus, and hepatitis B and C.
Discontinue RITUXAN for serious infections and institute appropriate anti-infective therapy /see
Adverse Reactions (6.1, 6.2)]. RITUXAN is not recommended for use in patients with severe, active
infections.
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5.7 Cardiovascular Adverse Reactions

Cardiac adverse reactions, including ventricular fibrillation, myocardial infarction, and
cardiogenic shock may occur in patients receiving RITUXAN. Discontinue infusions for serious or
life-threatening cardiac arrhythmias. Perform cardiac monitoring during and after all infusions of
RITUXAN for patients who develop clinically significant arrhythmias, or who have a history of
arrhythmia or angina /see Adverse Reactions (6.1)].

5.8 Renal Toxicity

Severe, including fatal, renal toxicity can occur after RITUXAN administration in patients with
NHL. Renal toxicity has occurred in patients who experience tumor lysis syndrome and in patients
with NHL administered concomitant cisplatin therapy during clinical trials. The combination of
cisplatin and RITUXAN is not an approved treatment regimen. Monitor closely for signs of renal
failure and discontinue RITUXAN in patients with a rising serum creatinine or oliguria /see
Warnings and Precautions (5.5)].

5.9 Bowel Obstruction and Perforation

Abdominal pain, bowel obstruction and perforation, in some cases leading to death, can occur in
patients receiving RITUXAN in combination with chemotherapy. In postmarketing reports, the
mean time to documented gastrointestinal perforation was 6 (range 1-77) days in patients with NHL.
Evaluate if symptoms of obstruction such as abdominal pain or repeated vomiting occur.

5.10 Immunization

The safety of immunization with live viral vaccines following RITUXAN therapy has not been
studied and vaccination with live virus vaccines is not recommended before or during treatment.

For patients treated with RITUXAN, physicians should review the patient’s vaccination status and
patients should, if possible, be brought up-to-date with all immunizations in agreement with current
immunization guidelines prior to initiating RITUXAN and administer non live vaccines at least 4
weeks prior to a course of RITUXAN.

The effect of RITUXAN on immune responses was assessed in a randomized, controlled study in
patients with RA treated with RITUXAN and methotrexate (MTX) compared to patients treated with
MTX alone.

A response to pneumococcal vaccination (a T-cell independent antigen) as measured by an
increase in antibody titers to at least 6 of 12 serotypes was lower in patients treated with RITUXAN
plus MTX as compared to patients treated with MTX alone (19% vs. 61%). A lower proportion of
patients in the RITUXAN plus MTX group developed detectable levels of anti-keyhole limpet
hemocyanin antibodies (a novel protein antigen) after vaccination compared to patients on MTX
alone (47% vs. 93%).

A positive response to tetanus toxoid vaccine (a T-cell dependent antigen with existing immunity)
was similar in patients treated with RITUXAN plus MTX compared to patients on MTX alone (39%
vs. 42%). The proportion of patients maintaining a positive Candida skin test (to evaluate delayed
type hypersensitivity) was also similar (77% of patients on RITUXAN plus MTX vs. 70% of
patients on MTX alone).

Most patients in the RITUXAN-treated group had B-cell counts below the lower limit of normal
at the time of immunization. The clinical implications of these findings are not known.

5.11 Embryo-Fetal Toxicity

Based on human data, RITUXAN can cause fetal harm due to B-cell lymphocytopenia in infants
exposed to rituximab in-utero. Advise pregnant women of the potential risk to a fetus. Advise
females of reproductive potential to use effective contraception while receiving RITUXAN and for
at least 12 months after the last dose [see Use in Specific Populations (8.1, 8.3)].

5.12 Concomitant Use with Other Biologic Agents and DMARDS other than Methotrexate
in RA, GPA and MPA, PV

Limited data are available on the safety of the use of biologic agents or disease modifying
antirheumatic drugs (DMARDs) other than methotrexate in RA patients exhibiting peripheral B-cell
depletion following treatment with rituximab. Observe patients closely for signs of infection if
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biologic agents and/or DMARDs are used concomitantly. Use of concomitant immunosuppressants
other than corticosteroids has not been studied in GPA or MPA or PV patients exhibiting peripheral
B-cell depletion following treatment with RITUXAN.
5.13 Use in RA Patients Who Have Not Had Prior Inadequate Response to Tumor Necrosis
Factor (TNF) Antagonists

While the efficacy of RITUXAN was supported in four controlled trials in patients with RA with
prior inadequate responses to non-biologic DMARDS, and in a controlled trial in MTX-naive
patients, a favorable risk-benefit relationship has not been established in these populations. The use
of RITUXAN in patients with RA who have not had prior inadequate response to one or more TNF
antagonists is not recommended /see Clinical Studies (14.6)].

6 ADVERSE REACTIONS

The following clinically significant adverse reactions are discussed in greater detail in other
sections of the labeling:

e Infusion-related reactions [see Warnings and Precautions (5.1)]

e  Severe mucocutaneous reactions [see Warnings and Precautions (5.2)]

e Hepatitis B reactivation with fulminant hepatitis /see Warnings and Precautions (5.3)]

e Progressive multifocal leukoencephalopathy [see Warnings and Precautions (5.4)]

e  Tumor lysis syndrome [see Warnings and Precautions (5.5)]

e Infections [see Warnings and Precautions (5.6)]

e Cardiovascular adverse reactions [see Warnings and Precautions (5.7)]

e Renal toxicity /see Warnings and Precautions (5.8)]

e Bowel obstruction and perforation [see Warnings and Precautions (5.9)]

A Clinical Trials Experience in Lymphoid Malignancies

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 clinical practice.

The data described below reflect exposure to RITUXAN in 2783 patients, with exposures ranging
from a single infusion up to 2 years. RITUXAN was studied in both single-arm and controlled trials
(n=356 and n=2427). The population included 1180 patients with low grade or follicular lymphoma,
927 patients with DLBCL, and 676 patients with CLL. Most NHL patients received RITUXAN as
an infusion of 375 mg/m? per infusion, given as a single agent weekly for up to 8 doses, in
combination with chemotherapy for up to 8 doses, or following chemotherapy for up to 16 doses.
CLL patients received RITUXAN 375 mg/m?as an initial infusion followed by 500 mg/m? for up to
5 doses, in combination with fludarabine and cyclophosphamide. Seventy-one percent of CLL
patients received 6 cycles and 90% received at least 3 cycles of RITUXAN-based therapy.

The most common adverse reactions of RITUXAN (incidence >25%) observed in clinical trials of
patients with NHL were infusion-related reactions, fever, lymphopenia, chills, infection, and
asthenia.

The most common adverse reactions of RITUXAN (incidence >25%) observed in clinical trials of
patients with CLL were: infusion-related reactions and neutropenia.

6

Infusion-Related Reactions

In the majority of patients with NHL, infusion-related reactions consisting of fever, chills/rigors,
nausea, pruritus, angioedema, hypotension, headache, bronchospasm, urticaria, rash, vomiting,
myalgia, dizziness, or hypertension occurred during the first RITUXAN infusion. Infusion-related
reactions typically occurred within 30 to 120 minutes of beginning the first infusion and resolved
with slowing or interruption of the RITUXAN infusion and with supportive care (diphenhydramine,
acetaminophen, and intravenous saline). The incidence of infusion-related reactions was highest
during the first infusion (77%) and decreased with each subsequent infusion. /see Warnings and
Precautions (5.1);. In patients with previously untreated follicular NHL or previously untreated

Reference ID: 4663614



DLBCL, who did not experience a Grade 3 or 4 infusion-related reaction in Cycle 1 and received a
90-minute infusion of RITUXAN at Cycle 2, the incidence of Grade 3-4 infusion reactions on the
day of, or day after the infusion was 1.1% (95% CI [0.3%, 2.8%]). For Cycles 2-8, the incidence of
Grade 3-4 infusion-related reactions on the day of or day after the 90-minute infusion, was 2.8%
(95% CI [1.3%, 5.0%]). /see Warnings and Precautions (5.1), Clinical Studies (14.4).

Infections

Serious infections (NCI CTCAE Grade 3 or 4), including sepsis, occurred in less than 5% of
patients with NHL in the single-arm studies. The overall incidence of infections was 31% (bacterial
19%, viral 10%, unknown 6%, and fungal 1%). [see Warnings and Precautions (5.6)].

In randomized, controlled studies where RITUXAN was administered following chemotherapy
for the treatment of follicular or low-grade NHL, the rate of infection was higher among patients
who received RITUXAN. In diffuse large B-cell lymphoma patients, viral infections occurred more
frequently in those who received RITUXAN.

Cytopenias and hypogammaglobulinemia

In patients with NHL receiving rituximab monotherapy, NCI-CTC Grade 3 and 4 cytopenias were
reported in 48% of patients. These included lymphopenia (40%), neutropenia (6%), leukopenia
(4%), anemia (3%), and thrombocytopenia (2%). The median duration of lymphopenia was 14 days
(range, 1-588 days) and of neutropenia was 13 days (range, 2—116 days). A single occurrence of
transient aplastic anemia (pure red cell aplasia) and two occurrences of hemolytic anemia following
RITUXAN therapy occurred during the single-arm studies.

In studies of monotherapy, RITUXAN-induced B-cell depletion occurred in 70% to 80% of
patients with NHL. Decreased IgM and IgG serum levels occurred in 14% of these patients.

In CLL trials, the frequency of prolonged neutropenia and late-onset neutropenia was higher in
patients treated with R-FC compared to patients treated with FC. Prolonged neutropenia is defined
as Grade 3-4 neutropenia that has not resolved between 24 and 42 days after the last dose of study
treatment. Late-onset neutropenia is defined as Grade 3-4 neutropenia starting at least 42 days after
the last treatment dose.

In patients with previously untreated CLL, the frequency of prolonged neutropenia was 8.5% for
patients who received R-FC (n=402) and 5.8% for patients who received FC (n=398). In patients
who did not have prolonged neutropenia, the frequency of late-onset neutropenia was 14.8% of 209
patients who received R-FC and 4.3% of 230 patients who received FC.

For patients with previously treated CLL, the frequency of prolonged neutropenia was 24.8% for
patients who received R-FC (n=274) and 19.1% for patients who received FC (n=274). In patients
who did not have prolonged neutropenia, the frequency of late-onset neutropenia was 38.7% in 160
patients who received R-FC and 13.6% of 147 patients who received FC.

Relapsed or Refractory, Low-Grade NHL

Adverse reactions presented in Table 1 occurred in 356 patients with relapsed or refractory,
low-grade or follicular, CD20-positive, B-cell NHL treated in single-arm studies of RITUXAN
administered as a single agent /see Clinical Studies (14.1)]. Most patients received RITUXAN
375 mg/m? weekly for 4 doses.
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Table 1
Incidence of Adverse Reactions in >5% of
Patients with Relapsed or Refractory, Low-Grade or Follicular
NHL, Receiving Single-agent RITUXAN (N=356)%"

All Grades (%) Grade 3 and 4 (%)
Any Adverse Reactions 99 57
Body as a Whole 86 10
Fever 53 1
Chills 33 3
Infection 31 4
Asthenia 26 1
Headache 19 1
Abdominal Pain 14 1
Pain 12 1
Back Pain 10 1
Throat Irritation 9 0
Flushing 5 0
Heme and Lymphatic System 67 48
Lymphopenia 48 40
Leukopenia 14 4
Neutropenia 14 6
Thrombocytopenia 12 2
Anemia 8 3
Skin and Appendages 44 2
Night Sweats 15 1
Rash 15 1
Pruritus 14 1
Urticaria 8 1
Respiratory System 38 4
Increased Cough 13 1
Rhinitis 12 1
Bronchospasm 8 1
Dyspnea 7 1
Sinusitis 6 0
Metabolic and Nutritional Disorders 38 3
Angioedema 11 1
Hyperglycemia 9 1
Peripheral Edema 8 0
LDH Increase 7 0
Digestive System 37 2
Nausea 23 1
Diarrhea 10 1
Vomiting 10 1
Nervous System 32 1
Dizziness 10 1
Anxiety 5 1
Musculoskeletal System 26 3
Myalgia 10 1
Arthralgia 10 1




Table 1 (cont’d)
Incidence of Adverse Reactions in > 5% of
Patients with Relapsed or Refractory, Low-Grade or Follicular
NHL, Receiving Single-agent RITUXAN (N=356)"

All Grades (%) Grade 3 and 4 (%)

Cardiovascular System 25 3
Hypotension 10 1
Hypertension 6 1

& Adverse reactions observed up to 12 months following RITUXAN.
b Adverse reactions graded for severity by NCI-CTC criteria.

In these single-arm RITUXAN studies, bronchiolitis obliterans occurred during and up to 6
months after RITUXAN infusion.

Previously Untreated, Low-Grade or Follicular, NHL

In NHL Study 4, patients in the R-CVP arm experienced a higher incidence of infusional toxicity
and neutropenia compared to patients in the CVP arm. The following adverse reactions occurred
more frequently (>5%) in patients receiving R-CVVP compared to CVP alone: rash (17% vs. 5%),
cough (15% vs. 6%), flushing (14% vs. 3%), rigors (10% vs. 2%), pruritus (10% vs. 1%),
neutropenia (8% vs. 3%), and chest tightness (7% vs. 1%). [see Clinical Studies (14.2)].

In NHL Study 5, detailed safety data collection was limited to serious adverse reactions, Grade >
2 infections, and Grade > 3 adverse reactions. In patients receiving RITUXAN as single-agent
maintenance therapy following RITUXAN plus chemotherapy, infections were reported more
frequently compared to the observation arm (37% vs. 22%). Grade 3-4 adverse reactions occurring
at a higher incidence (> 2%) in the RITUXAN group were infections (4% vs. 1%) and neutropenia
(4% vs. <1%).

In NHL Study 6, the following adverse reactions were reported more frequently (>5%) in patients
receiving RITUXAN following CVP compared to patients who received no further therapy: fatigue
(39% vs. 14%), anemia (35% vs. 20%), peripheral sensory neuropathy (30% vs. 18%), infections
(19% vs. 9%), pulmonary toxicity (18% vs. 10%), hepato-biliary toxicity (17% vs. 7%), rash and/or
pruritus (17% vs. 5%), arthralgia (12% vs. 3%), and weight gain (11% vs. 4%). Neutropenia was the
only Grade 3 or 4 adverse reaction that occurred more frequently (>2%) in the RITUXAN arm
compared with those who received no further therapy (4% vs. 1%). [see Clinical Studies (14.3)].

DLBCL

In NHL Studies 7 (NCT00003150) and 8, [see Clinical Studies (14.3)], the following adverse
reactions, regardless of severity, were reported more frequently (>5%) in patients age >60 years
receiving R-CHOP as compared to CHOP alone: pyrexia (56% vs. 46%), lung disorder (31% vs.
24%)), cardiac disorder (29% vs. 21%), and chills (13% vs. 4%). Detailed safety data collection in
these studies was primarily limited to Grade 3 and 4 adverse reactions and serious adverse reactions.

In NHL Study 8, a review of cardiac toxicity determined that supraventricular arrhythmias or
tachycardia accounted for most of the difference in cardiac disorders (4.5% for R-CHOP vs. 1.0%
for CHOP).

The following Grade 3 or 4 adverse reactions occurred more frequently among patients in the
R-CHOP arm compared with those in the CHOP arm: thrombocytopenia (9% vs. 7%) and lung
disorder (6% vs. 3%). Other Grade 3 or 4 adverse reactions occurring more frequently among
patients receiving R-CHOP were viral infection (NHL Study 8), neutropenia (NHL Studies 8 and 9
(NCT00064116)), and anemia (NHL Study 9).
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CLL

The data below reflect exposure to RITUXAN in combination with fludarabine and
cyclophosphamide in 676 patients with CLL in CLL Study 1 (NCT00281918) or CLL Study 2
(NCTO00090051) /see Clinical Studies (14.5)]. The age range was 30—83 years and 71% were men.
Detailed safety data collection in CLL Study 1 was limited to Grade 3 and 4 adverse reactions and
serious adverse reactions.

Infusion-related adverse reactions were defined by any of the following adverse events occurring
during or within 24 hours of the start of infusion: nausea, pyrexia, chills, hypotension, vomiting, and
dyspnea.

In CLL Study 1, the following Grade 3 and 4 adverse reactions occurred more frequently in
R-FC-treated patients compared to FC-treated patients: infusion-related reactions (9% in R-FC arm),
neutropenia (30% vs. 19%), febrile neutropenia (9% vs. 6%), leukopenia (23% vs. 12%), and
pancytopenia (3% vs. 1%).

In CLL Study 2, the following Grade 3 or 4 adverse reactions occurred more frequently in
R-FC-treated patients compared to FC-treated patients: infusion-related reactions (7% in R-FC arm),
neutropenia (49% vs. 44%), febrile neutropenia (15% vs. 12%), thrombocytopenia (11% vs. 9%),
hypotension (2% vs. 0%), and hepatitis B (2% vs.<1%). Fifty-nine percent of R-FC-treated patients
experienced an infusion-related reaction of any severity.

6.2 Clinical Trials Experience in Rheumatoid Arthritis

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in 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 data presented below reflect the experience in 2578 RA patients treated with RITUXAN in
controlled and long-term studies® with a total exposure of 5014 patient-years.

Among all exposed patients, adverse reactions reported in greater than 10% of patients include
infusion-related reactions, upper respiratory tract infection, nasopharynagitis, urinary tract infection,
and bronchitis.

In placebo-controlled studies, patients received 2 x 500 mg or 2 x 1000 mg intravenous infusions
of RITUXAN or placebo, in combination with methotrexate, during a 24-week period. From these
studies, 938 patients treated with RITUXAN (2 x 1000 mg) or placebo have been pooled (see
Table 2). Adverse reactions reported in > 5% of patients were hypertension, nausea, upper
respiratory tract infection, arthralgia, pyrexia and pruritus (see Table 2). The rates and types of
adverse reactions in patients who received RITUXAN 2 x 500 mg were similar to those observed in
patients who received RITUXAN 2 x 1000 mg.

1Pooled studies: NCT00074438, NCT00422383, NCT00468546, NCT00299130, NCT00282308, NCT00266227,
NCT02693210, NCT02093026 and NCT02097745.
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Table 2*
Incidence of All Adverse Reactions** Occurring in >2%
and at Least 1% Greater than Placebo Among Rheumatoid
Acrthritis Patients in Clinical Studies Up to Week 24 (Pooled)

Placebo+MTX  RITUXAN+MTX
N=398 N=540
Adverse Reactions n (%) n (%)
Hypertension 21 (5) 43 (8)
Nausea 19 (5) 41 (8)
Upper Respiratory Tract Infection 23 (6) 37(7)
Arthralgia 14 (4) 31 (6)
Pyrexia 8(2) 27 (5)
Pruritus 5(1) 26 (5)
Chills 9(2) 16 (3)
Dyspepsia 3(<1) 16 (3)
Rhinitis 6(2) 14 (3)
Paresthesia 3(<1) 12 (2)
Urticaria 3(<1) 12 (2)
Abdominal Pain Upper 4 (1) 11 (2)
Throat Irritation 0 (0) 11 (2)
Anxiety 5(1) 9(2)
Migraine 2(<1) 9(2)
Asthenia 1(<1) 9(2)

*These data are based on 938 patients treated in Phase 2 and 3 studies of
RITUXAN (2% 1000 mg) or placebo administered in combination with
methotrexate.

**Coded using MedDRA.

Infusion-Related Reactions

In the RITUXAN RA pooled placebo-controlled studies, 32% of RITUXAN-treated patients
experienced an adverse reaction during or within 24 hours following their first infusion, compared to
23% of placebo-treated patients receiving their first infusion. The incidence of adverse reactions
during the 24-hour period following the second infusion, RITUXAN or placebo, decreased to 11%
and 13%, respectively. Acute infusion-related reactions (manifested by fever, chills, rigors, pruritus,
urticaria/rash, angioedema, sneezing, throat irritation, cough, and/or bronchospasm, with or without
associated hypotension or hypertension) were experienced by 27% of RITUXAN-treated patients
following their first infusion, compared to 19% of placebo-treated patients receiving their first
placebo infusion. The incidence of these acute infusion-related reactions following the second
infusion of RITUXAN or placebo decreased to 9% and 11%, respectively. Serious acute infusion-
related reactions were experienced by <1% of patients in either treatment group. Acute infusion-
related reactions required dose modification (stopping, slowing, or interruption of the infusion) in
10% and 2% of patients receiving rituximab or placebo, respectively, after the first course. The
proportion of patients experiencing acute infusion-related reactions decreased with subsequent
courses of RITUXAN. The administration of intravenous glucocorticoids prior to RITUXAN
infusions reduced the incidence and severity of such reactions, however, there was no clear benefit
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from the administration of oral glucocorticoids for the prevention of acute infusion-related reactions.
Patients in clinical studies also received antihistamines and acetaminophen prior to RITUXAN
infusions.

Infections

In the pooled, placebo-controlled studies, 39% of patients in the RITUXAN group experienced an
infection of any type compared to 34% of patients in the placebo group. The most common
infections were nasopharyngitis, upper respiratory tract infections, urinary tract infections,
bronchitis, and sinusitis.

The incidence of serious infections was 2% in the RITUXAN-treated patients and 1% in the
placebo group.

In the experience with RITUXAN in 2578 RA patients, the rate of serious infections was 4.31 per
100 patient years. The most common serious infections (>0.5%) were pneumonia or lower
respiratory tract infections, cellulitis and urinary tract infections. Fatal serious infections included
pneumonia, sepsis and colitis. Rates of serious infection remained stable in patients receiving
subsequent courses. In 185 RITUXAN-treated RA patients with active disease, subsequent
treatment with a biologic DMARD, the majority of which were TNF antagonists, did not appear to
increase the rate of serious infection. Thirteen serious infections were observed in 186.1 patient
years (6.99 per 100 patient years) prior to exposure and 10 were observed in 182.3 patient years
(5.49 per 100 patient years) after exposure.

Cardiovascular Adverse Reactions

In the pooled, placebo-controlled studies, the proportion of patients with serious cardiovascular
reactions was 1.7% and 1.3% in the RITUXAN and placebo treatment groups, respectively. Three
cardiovascular deaths occurred during the double-blind period of the RA studies including all
rituximab regimens (3/769=0.4%) as compared to none in the placebo treatment group (0/389).

In the experience with RITUXAN in 2578 RA patients, the rate of serious cardiac reactions was
1.93 per 100 patient years. The rate of myocardial infarction (MI) was 0.56 per 100 patient years
(28 events in 26 patients), which is consistent with Ml rates in the general RA population. These
rates did not increase over three courses of RITUXAN.

Since patients with RA are at increased risk for cardiovascular events compared with the general
population, patients with RA should be monitored throughout the infusion and RITUXAN should be
discontinued in the event of a serious or life-threatening cardiac event.

Hypophosphatemia and hyperuricemia

In the pooled, placebo-controlled studies, newly-occurring hypophosphatemia (<2.0 mg/dl) was
observed in 12% (67/540) of patients on RITUXAN versus 10% (39/398) of patients on placebo.
Hypophosphatemia was more common in patients who received corticosteroids. Newly-occurring
hyperuricemia (>10 mg/dl) was observed in 1.5% (8/540) of patients on RITUXAN versus 0.3%
(1/398) of patients on placebo.

In the experience with RITUXAN in RA patients, newly-occurring hypophosphatemia was
observed in 21% (528/2570) of patients and newly-occurring hyperuricemia was observed in 2%
(56/2570) of patients. The majority of the observed hypophosphatemia occurred at the time of the
infusions and was transient.

Retreatment in Patients with RA

In the experience with RITUXAN in RA patients, 2578 patients have been exposed to RITUXAN
and have received up to 10 courses of RITUXAN in RA clinical trials, with 1890, 1043, and 425
patients having received at least two, three, and four courses, respectively. Most of the patients who
received additional courses did so 24 weeks or more after the previous course and none were
retreated sooner than 16 weeks. The rates and types of adverse reactions reported for subsequent
courses of RITUXAN were similar to rates and types seen for a single course of RITUXAN.
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In RA Study 2, where all patients initially received RITUXAN, the safety profile of patients who
were retreated with RITUXAN was similar to those who were retreated with placebo /see Clinical
Studies (14.6), and Dosage and Administration (2.5)].

6.3 Clinical Trials Experience in Granulomatosis with Polyangiitis (GPA) (Wegener’s
Granulomatosis) and Microscopic Polyangiitis (MPA)

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in 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.

Induction Treatment of Adult Patients with Active GPA/MPA (GPA/MPA Study 1)

The data presented below from GPA/MPA Study 1 (NCT00104299) reflect the experience in 197
adult patients with active GPA and MPA treated with RITUXAN or cyclophosphamide in a single
controlled study, which was conducted in two phases: a 6 month randomized, double-blind, double-
dummy, active-controlled remission induction phase and an additional 12 month remission
maintenance phase /see Clinical Studies (14.7)]. In the 6-month remission induction phase, 197
patients with GPA and MPA were randomized to either RITUXAN 375 mg/ m? once weekly for
4 weeks plus glucocorticoids, or oral cyclophosphamide 2 mg/kg daily (adjusted for renal function,
white blood cell count, and other factors) plus glucocorticoids to induce remission. Once remission
was achieved or at the end of the 6 month remission induction period, the cyclophosphamide group
received azathioprine to maintain remission. The RITUXAN group did not receive additional
therapy to maintain remission. The primary analysis was at the end of the 6 month remission
induction period and the safety results for this period are described below.

Adverse reactions presented below in Table 3 were adverse events which occurred at a rate of
greater than or equal to 10% in the RITUXAN group. This table reflects experience in 99 GPA and
MPA patients treated with RITUXAN, with a total of 47.6 patient-years of observation and 98 GPA
and MPA patients treated with cyclophosphamide, with a total of 47.0 patient-years of observation.
Infection was the most common category of adverse events reported (47-62%) and is discussed
below.
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Table 3
Incidence of All Adverse Reactions
Occurring in > 10% of RITUXAN-treated Patients with
active GPA and MPA in the GPA/MPA Study 1 Up to

Month 6*
Adverse Reaction RITUXAN Cyclophosphamide

N=99 N=98

n (%) n (%)
Nausea 18 (18%) 20 (20%)
Diarrhea 17 (17%) 12 (12%)
Headache 17 (17%) 19 (19%)
Muscle spasms 17 (17%) 15 (15%)
Anemia 16 (16%) 20 (20%)
Peripheral edema 16 (16%) 6 (6%)
Insomnia 14 (14%) 12 (12%)
Arthralgia 13 (13%) 9 (9%)
Cough 13 (13%) 11 (11%)
Fatigue 13 (13%) 21 (21%)
Increased ALT 13 (13%) 15 (15%)
Hypertension 12 (12%) 5 (5%)
Epistaxis 11 (11%) 6 (6%)
Dyspnea 10 (10%) 11 (11%)
Leukopenia 10 (10%) 26 (27%)
Rash 10 (10%) 17 (17%)

*The study design allowed for crossover or treatment by best medical
judgment, and 13 patients in each treatment group received a second
therapy during the 6 month study period.

Infusion-Related Reactions

Infusion-related reactions in GPA/MPA Study 1 were defined as any adverse event occurring
within 24 hours of an infusion and considered to be infusion-related by investigators. Among the 99
patients treated with RITUXAN, 12% experienced at least one infusion-related reaction, compared
with 11% of the 98 patients in the cyclophosphamide group. Infusion-related reactions included
cytokine release syndrome, flushing, throat irritation, and tremor. In the RITUXAN group, the
proportion of patients experiencing an infusion-related reaction was 12%, 5%, 4%, and 1%
following the first, second, third, and fourth infusions, respectively. Patients were pre-medicated
with antihistamine and acetaminophen before each RITUXAN infusion and were on background oral
corticosteroids which may have mitigated or masked an infusion-related reaction; however, there is
insufficient evidence to determine whether premedication diminishes the frequency or severity of
infusion-related reactions.
Infections

In GPA/MPA Study 1, 62% (61/99) of patients in the RITUXAN group experienced an infection
of any type compared to 47% (46/98) patients in the cyclophosphamide group by Month 6. The
most common infections in the RITUXAN group were upper respiratory tract infections, urinary
tract infections, and herpes zoster.
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The incidence of serious infections was 11% in the RITUXAN-treated patients and 10% in the
cyclophosphamide treated patients, with rates of approximately 25 and 28 per 100 patient-years,
respectively. The most common serious infection was pneumonia.

Hypogammaglobulinemia

Hypogammaglobulinemia (IgA, 1gG or IgM below the lower limit of normal) has been observed in
patients with GPA and MPA treated with RITUXAN in GPA/MPA Study 1. At 6 months, in the
RITUXAN group, 27%, 58% and 51% of patients with normal immunoglobulin levels at baseline,
had low IgA, 1gG and IgM levels, respectively compared to 25%, 50% and 46% in the
cyclophosphamide group.
Follow up T reatment of Adult Patients with G PA/MPA who hav e A chieved Disease C ontrol with
Induction Treatment (GPA/MPA Study 2)

In GPA/MPA Study 2 (NCT00748644), an open-label, controlled, clinical study /See C linical
Studies (14.7)], evaluating the efficacy and safety of non-U.S.-licensed rituximab versus azathioprine
as follow up treatment in adult patients with GPA, MPA or renal-limited ANCA-associated vasculitis
who had achieved disease control after induction treatment with cyclophosphamide, a total of 57 GPA
and MPA patients in disease remission received follow up treatment with two 500 mg intravenous
infusions of non-U.S.-licensed rituximab, separated by two weeks on Day 1 and Day 15, followed by
a 500 mg intravenous infusion every 6 months for 18 months.

The safety profile was consistent with the safety profile for RITUXAN in RA and GPA and MPA.
Infusion-Related Reactions

In GPA/MPA Study 2, 7/57 (12%) patients in the non-U.S.-licensed rituximab arm reported
infusion-related reactions. The incidence of IRR symptoms was highest during or after the first
infusion (9%) and decreased with subsequent infusions (<4%). One patient had two serious IRRs,
two IRRs led to a dose modification, and no IRRs were severe, fatal, or led to withdrawal from the
study.

Infections

In GPA/MPA Study 2, 30/57 (53%) patients in the non-U.S.-licensed rituximab arm and 33/58
(57%) in the azathioprine arm reported infections. The incidence of all grade infections was similar
between the arms. The incidence of serious infections was similar in both arms (12%). The most
commonly reported serious infection in the group was mild or moderate bronchitis.

Long-term, Observational Study with RITUXAN in Patients with GPA/MPA (GPA/MPA Study 3)

In a long-term observational safety study (NCT01613599), 97 patients with GPA or MPA received
treatment with RITUXAN (mean of 8 infusions [range 1-28]) for up to 4 years, according to
physician standard practice and discretion. Majority of patients received doses ranging from 500 mg
to 1000 mg, approximately every 6 months. The safety profile was consistent with the safety profile
for RITUXAN in RA and GPA and MPA.

Treatment of Pediatric Patients with GPA/MPA (GPA/MPA Study 4)

An open-label, single arm study (NCT01750697) was conducted in 25 pediatric patients 6 years to
17 years of age with active GPA or MPA. The overall study period consisted of a 6-month
remission induction phase and a minimum 12-month follow-up phase, up to 54 months. During the
remission induction phase, patients received RITUXAN or non-U.S.-licensed rituximab. During the
follow-up phase, RITUXAN or non-U.S.-licensed rituximab were given at the discretion of the
investigator (17 out of 25 patients received this additional treatment). Concomitant treatment with
other immunosuppressive therapy was permitted /see Clinical Studies (14.7)].

The safety profile in pediatric GPA and MPA patients was consistent in type, nature and severity
with the known safety profile of RITUXAN in adult patients with RA, GPA and MPA, and PV.
Infusion-Related Reactions
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In GPA/MPA Study 4, the proportion of patients experiencing an IRR was 32%, 20%, 12%, and
8% following the first, second, third, and fourth infusions, respectively. The observed symptoms of
IRRs were similar to those in adult GPA and MPA patients treated with RITUXAN. /[see Warning
and Precautions (5.1)].

Serious Infections

Serious infections were reported in 7 patients (28%), and included influenza (2 patients [8%]) and
lower respiratory tract infection (2 patients [8%]) as the most frequently reported events.
Hypogammaglobulinemia

Hypogammaglobulinemia (IgG or IgM below the lower limit of normal), including prolonged
hypogammaglobulinemia (defined as Ig levels below lower limit of normal for at least 4 months)
was observed in GRA/MPA Study 4. During the overall study period, 18/25 patients (72%) had
prolonged low IgG levels, including 15 patients who also had prolonged low IgM. Three patients
received treatment with intravenous immunoglobulin.

6.4 Clinical Trials Experience in Pemphigus Vulgaris (PV)

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.

PV Study 1

PV Study 1 (NCT00784589), a randomized, controlled, multicenter open-label study, evaluated
the efficacy and safety of non-U.S.-licensed rituximab in combination with short-term prednisone
compared to prednisone monotherapy in 90 patients (74 Pemphigus Vulgaris [PV] patients and 16
Pemphigus Foliaceus [PF] patients) [/see Clinical Studies (14.8)]. Safety results for the PV patient
population during the 24-month treatment period are described below.

The safety profile of the non-U.S.-licensed rituximab in patients with PV was consistent with that
observed in patients with RITUXAN-treated RA and GPA and MPA [see Adverse Reactions (6.2
and 6.3)].

Adverse reactions from PV Study 1 are presented below in Table 4 and were adverse events which
occurred at a rate >5% among PV patients treated with non-U.S.-licensed rituximab and with at least
2% absolute difference in incidence between the group treated with non-U.S.-licensed rituximab and
the prednisone monotherapy group up to Month 24. No patients in the group treated with non-U.S.-
licensed rituximab withdrew due to adverse reactions. The clinical study did not include sufficient
number of patients to allow for direct comparison of adverse reaction rates between treatment
groups.
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Table 4
Incidence of All Adverse Reactions

Occurring in > 5% Among PV Patients Treated with Non-

U.S.-licensed Rituximab and with at Least 2% Absolute

Difference in Incidence Between the Group Treated with
Non-U.S.-licensed Rituximab with Short-term Prednisone
and the Group Treated with Prednisone Monotherapy in PV

Study 1 (Up to Month 24)

Adverse Reaction Non-U.S.-licensed Prednisone
rituximab + short- N=36
term prednisone n (%)
N=38
n (%)

Infusion-related 22 (58%) N/A
reactions”
Depression 7 (18%) 4 (11%)
Herpes simplex 5 (13%) 1 (3%)
Alopecia 5 (13%) 0 (0%)
Fatigue 3 (8%) 2 (6%)
Abdominal pain upper 2 (5%) 1 (3%)
Conjunctivitis 2 (5%) 0 (0%)
Dizziness 2 (5%) 0 (0%)
Headache 2 (5%) 1 (3%)
Herpes zoster 2 (5%) 1 (3%)
Irritability 2 (5%) 0 (0%)
Musculoskeletal pain 2 (5%) 0 (0%)
Pruritus 2 (5%) 0 (0%)
Pyrexia 2 (5%) 0 (0%)
Skin disorder 2 (5%) 0 (0%)
Skin papilloma 2 (5%) 0 (0%)
Tachycardia 2 (5%) 0 (0%)
Urticaria 2 (5%) 0 (0%)

N/A = not applicable

* Infusion-related reactions included symptoms collected on the next scheduled visit after each
infusion, and adverse reactions occurring on the day of or one day after the infusion. The most
common infusion-related reactions included headaches, chills, high blood pressure, nausea, asthenia,
and pain.
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Infusion-Related Reactions

Infusion-related reactions were the most commonly reported adverse drug reactions (58%, 22
patients). All infusion-related reactions were mild to moderate (Grade 1 or 2) except one Grade 3
serious infusion-related reaction (arthralgia) associated with the Month 12 maintenance infusion.
The proportion of patients experiencing an infusion-related reaction was 29% (11 patients), 40% (15
patients), 13% (5 patients), and 10% (4 patients) following the first, second, third, and fourth
infusions, respectively. No patients were withdrawn from treatment due to infusion-related reactions.
Symptoms of infusion-related reactions were similar in type and severity to those seen in RA and
GPA and MPA patients [see Adverse Reactions (6.2 and 6.3)].

Infections

Fourteen patients (37%) in the group treated with non-U.S.-licensed rituximab experienced
treatment-related infections compared to 15 patients (42%) in the prednisone group. The most
common infections in the group treated with non-U.S.-licensed rituximab were herpes simplex,
herpes zoster, bronchitis, urinary tract infection, fungal infection, and conjunctivitis. Three patients
(8%) in the group treated with non-U.S.-licensed rituximab experienced a total of 5 serious
infections (Pneumocystis jirovecii pneumonia, infective thrombosis, intervertebral discitis, lung
infection, Staphylococcal sepsis) and 1 patient (3%) in the prednisone group experienced 1 serious
infection (Pneumocystis jirovecii pneumonia).

PV Study 2

In PV Study 2 (NCT02383589), a randomized, double-blind, double-dummy, active-comparator,
multicenter study evaluating the efficacy and safety of RITUXAN compared to mycophenolate
mofetil (MMF) in patients with moderate-to-severe PV requiring oral corticosteroids, 67 PV patients
received treatment with RITUXAN (initial 2000 mg IV on Study Day 1 and a second 1000 mg IV on
Study Day 15 repeated at Weeks 24 and 26) for up to 52 weeks [see Clinical Studies (14.8)].

In PV Study 2, ADRs defined as adverse events occurring in > 5% of patients in the RITUXAN
arm and assessed as related are shown in Table 5.
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Table5 Incidence of All Adverse Reactions occurring in> 5%
of RITUXAN-treated Pemphigus Vulgaris Patients (N=67) from PV
Study 2 (up to Week 52)

Adverse Reactions R({\?:%?)A N

Infusion-related reactions 15 (22%)*

Upper respiratory tract infection/ 11 (16%)
Nasopharyngitis

Headache 10 (15%)

Asthenia/Fatigue 9 (13%)

Oral candidiasis 6 (9%)

Arthralgia 6 (9%)

Back pain 6 (9%)

Urinary tract infection 5 (8%)

Dizziness 4 (6%)

*The most common infusion-related reaction symptoms/Preferred Terms for PV Study 2 in the
RITUXAN arm were dyspnoea, erythema, hyperhidrosis, flushing/hot flush, hypotension/low
blood pressure and rash/rash pruritic

Infusion-Related Reactions

In PV Study 2, IRRs occurred primarily at the first infusion and the frequency of IRRs decreased
with subsequent infusions: 17.9%, 4.7%, 3.5% and 3.5% of patients experienced IRRs at the first,
second, third, and fourth infusions, respectively. In 11/15 patients who experienced at least one IRR,
the IRRs were Grade 1 or 2. In 4/15 patients, Grade > 3 IRRs were reported and led to
discontinuation of RITUXAN treatment; three of the four patients experienced serious [life-
threatening] IRRs. Serious IRRs occurred at the first (2 patients) or second (1 patient) infusion and
resolved with symptomatic treatment.

Infections

In PV Study 2, 42/67 patients (62.7%) in the RITUXAN arm experienced infections. The most
common infections in the RITUXAN arm were upper respiratory tract infection, nasopharyngitis,
oral candidiasis and urinary tract infection. Six patients (9%) in the RITUXAN arm experienced
serious infections.

Laboratory Abnormalities

In PV Study 2, in the RITUXAN arm, transient decreases in T-cell lymphocytes and phosphorus
level were very commonly observed post-infusion. In some cases, treatment of hypophosphatemia
was required.

Hypogammaglobulinemia (IgG or IgM below the lower limit of normal), including prolonged
hypogammaglobulinemia (defined as Ig levels below lower limit of normal for at least 4 months)
was observed in PV Study 2. Based on levels < LLN measured at Week 16, Week 24, Week 40, and
Week 52, 16.4% (11/67) of patients with normal baseline immunoglobulins had prolonged
hypogammaglobulinemia (10 patients — IgM, 1 patient — both 1gG and IgM) after treatment with
RITUXAN.
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6.5 Immunogenicity

As with all therapeutic proteins, there is a potential for immunogenicity. The detection of
antibody formation is highly dependent on the sensitivity and specificity of the assay. Additionally,
the observed incidence of antibody (including neutralizing antibody) positivity in an assay may be
influenced by several factors including assay methodology, sample handling, timing of sample
collection, concomitant medications, and underlying disease. For these reasons, comparison of the
incidence of antibodies in the studies described below with the incidence of antibodies in other
studies or to other rituximab products may be misleading.

Using an ELISA assay, anti-rituximab antibody was detected in 4 of 356 (1.1%) patients with
low-grade or follicular NHL receiving single-agent RITUXAN. Three of the four patients had an
objective clinical response.

A total of 273/2578 (11%) patients with RA tested positive for anti-rituximab antibodies at any
time after receiving RITUXAN. Anti-rituximab antibody positivity was not associated with
increased rates of infusion-related reactions or other adverse events. Upon further treatment, the
proportions of patients with infusion-related reactions were similar between anti-rituximab antibody
positive and negative patients, and most reactions were mild to moderate. Four anti-rituximab
antibody positive patients had serious infusion-related reactions, and the temporal relationship
between anti-rituximab antibody positivity and infusion-related reaction was variable.

A total of 23/99 (23%) RITUXAN-treated adult patients with GPA and MPA developed anti-
rituximab antibodies by 18 months in GPA/MPA Study 1. The clinical relevance of anti-rituximab
antibody formation in RITUXAN-treated adult patients is unclear. In GPA/MPA Study 4, a total of
4/21 (19%) RITUXAN-treated pediatric patients with GPA and MPA developed anti-rituximab
antibodies during the overall study period (assessed at Month 18).

Using a new ELISA assay, a total of 19/34 (56%) patients with PV, who were treated with non-
U.S.-licensed rituximab, tested positive for anti-rituximab antibodies by 18 months in PV Study 1. In
PV Study 2, a total of 20/63 (32%) RITUXAN- treated PV patients tested positive for ADA by week
52 (19 patients had treatment-inducted ADA and 1 patient had treatment-enhanced ADA). The
clinical relevance of anti-rituximab antibody formation in RITUXAN-treated PV patients is unclear.
6.6 Postmarketing Experience

The following adverse reactions have been identified during post-approval use of RITUXAN.
Because these reactions are reported voluntarily from a population of uncertain size, it is not always
possible to reliably estimate their frequency or establish a causal relationship to drug exposure.

e Hematologic: prolonged pancytopenia, marrow hypoplasia, Grade 3-4 prolonged or late-onset
neutropenia, hyperviscosity syndrome in Waldenstrom’s macroglobulinemia, prolonged
hypogammaglobulinemia /see Warnings and Precautions (5.6)].

e Cardiac: fatal cardiac failure.

e Immune/Autoimmune Events: uveitis, optic neuritis, systemic vasculitis, pleuritis, lupus-like
syndrome, serum sickness, polyarticular arthritis, and vasculitis with rash.

e Infection: viral infections, including progressive multifocal leukoencephalopathy (PML),
increase in fatal infections in HIVV-associated lymphoma, and a reported increased incidence
of Grade 3 and 4 infections [see Warnings and Precautions (5.6)].

e Neoplasia: disease progression of Kaposi’s sarcoma.

e Skin: severe mucocutaneous reactions, pyoderma gangrenosum (including genital
presentation).

e Gastrointestinal: bowel obstruction and perforation.

e Pulmonary: fatal bronchiolitis obliterans and fatal interstitial lung disease.

e Nervous system: Posterior Reversible Encephalopathy Syndrome (PRES) / Reversible
Posterior Leukoencephalopathy Syndrome (RPLS).
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7 DRUG INTERACTIONS

Formal drug interaction studies have not been performed with RITUXAN. In patients with CLL,
RITUXAN did not alter systemic exposure to fludarabine or cyclophosphamide. In clinical trials of
patients with RA, concomitant administration of methotrexate or cyclophosphamide did not alter the
pharmacokinetics of rituximab.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Risk Summary

Based on human data, RITUXAN can cause adverse developmental outcomes including B-cell
lymphocytopenia in infants exposed to RITUXAN in-utero (see Clinical Considerations). In animal
reproduction studies, intravenous administration of rituximab to pregnant cynomolgus monkeys
during the period of organogenesis caused lymphoid B-cell depletion in the newborn offspring at
doses resulting in 80% of the exposure (based on AUC) of those achieved following a dose of 2
grams in humans. Advise pregnant women of the risk to a fetus.

Adverse outcomes in pregnancy occur regardless of the health of the mother or the use of
medications. The background risk of major birth defects and miscarriage for the indicated
populations is unknown. The estimated background risk in the U.S. general population of major
birth defects is 2%-4% and of miscarriage is 15%-20% of clinically recognized pregnancies.
Clinical Considerations
Fetal/Neonatal Adverse Reactions

Observe newborns and infants for signs of infection and manage accordingly.

Data
Human data

Postmarketing data indicate that B-cell lymphocytopenia generally lasting less than six months
can occur in infants exposed to rituximab in-utero. Rituximab was detected postnatally in the serum
of infants exposed in-utero.

Animal Data

An embryo-fetal developmental toxicity study was performed on pregnant cynomolgus monkeys.
Pregnant animals received rituximab via the intravenous route during early gestation (organogenesis
period; post coitum days 20 through 50). Rituximab was administered as loading doses on post
coitum (PC) Days 20, 21 and 22, at 15, 37.5 or 75 mg/kg/day, and then weekly on PC Days 29, 36,
43 and 50, at 20, 50 or 100 mg/kg/week. The 100 mg/kg/week dose resulted in 80% of the exposure
(based on AUC) of those achieved following a dose of 2 grams in humans. Rituximab crosses the
monkey placenta. Exposed offspring did not exhibit any teratogenic effects but did have decreased
lymphoid tissue B cells.

A subsequent pre-and postnatal reproductive toxicity study in cynomolgus monkeys was
completed to assess developmental effects including the recovery of B cells and immune function in
infants exposed to rituximab in utero. Animals were treated with a loading dose of 0, 15, or 75
mg/kg every day for 3 days, followed by weekly dosing with 0, 20, or 100 mg/kg dose. Subsets of
pregnant females were treated from PC Day 20 through postpartum Day 78, PC Day 76 through PC
Day 134, and from PC Day 132 through delivery and postpartum Day 28. Regardless of the timing
of treatment, decreased B cells and immunosuppression were noted in the offspring of rituximab-
treated pregnant animals. The B-cell counts returned to normal levels, and immunologic function
was restored within 6 months postpartum.

8.2 Lactation

There are no data on the presence of rituximab in human milk, the effect on the breastfed child, or
the effect on milk production. However, rituximab is detected in the milk of lactating cynomolgus
monkeys, and IgG is present in human milk. Because of the potential of serious adverse reactions in
the breastfed child, advise women not to breastfeed during treatment with RITUXAN and for at least
6 months after the last dose.
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8.3 Females and Males of Reproductive Potential
Contraception
RITUXAN can cause fetal harm when administered to a pregnant woman [see Use in Specific
Populations (8.1)] .
Females

Advise females of reproductive potential to use effective contraception during treatment with
RITUXAN and for at least 12 months after the last dose.

8.4 Pediatric Use

RITUXAN is indicated for the treatment of GPA and MPA in pediatric patients 2 years of age and
older with GPA and MPA. RITUXAN is not indicated in pediatric patients less than 2 years of age
with GPA or MPA.

The use of RITUXAN for the treatment of pediatric patients with GPA and MPA 6 years of age
and older is supported by evidence from adequate and well-controlled studies of RITUXAN in adults
with GPA and MPA,; a trial in pediatric patients 6 years of age and older with active GPA and MPA;
and population pharmacokinetic (PK) analyses showing similar drug exposure levels in adults and
pediatric patients 6 years to 17 years of age. The use of RITUXAN for the treatment of pediatric
patients with GPA and MPA ages 2 to less than 6 years of age is supported by PK modeling in
patients 2 years of age and older and safety data from pediatric patients less than 6 years of age
treated with rituximab.

The pediatric trial was a multicenter, open-label, single arm study (GPA/MPA Study 4) to
evaluate the safety, PK and exploratory efficacy of RITUXAN or non-U.S.-licensed rituximab in 25
pediatric patients (6 patients 6 years to less than 12 years of age and 19 patients 12 years to 17 years
of age) with active GPA and MPA over a 6-month remission induction phase and minimum 12-
month follow-up phase, up to 54 months [see Adverse Reactions (6.3), Clinical Pharmacology
(12.3), and Clinical Studies (14.7)].

The safety and effectiveness of RITUXAN have not been established in pediatric patients with
NHL, CLL, PV, or RA.

Rituxan was not studied in pediatric patients with polyarticular juvenile idiopathic arthritis (PJIA)
due to concerns regarding the potential for prolonged immunosuppression as a result of B-cell
depletion in the developing juvenile immune system.

8.5 Geriatric Use

Diffuse Large B-Cell NHL

Among patients with DLBCL evaluated in three randomized, active-controlled trials, 927 patients
received RITUXAN in combination with chemotherapy. Of these, 396 (43%) were age 65 or greater
and 123 (13%) were age 75 or greater. No overall differences in effectiveness were observed
between these patients and younger patients. Cardiac adverse reactions, mostly supraventricular
arrhythmias, occurred more frequently among elderly patients. Serious pulmonary adverse reactions
were also more common among the elderly, including pneumonia and pneumonitis.

Low-Grade or Follicular Non-Hodgkin’s Lymphoma

Patients with previously untreated follicular NHL evaluated in NHL Study 5 were randomized to
RITUXAN as single-agent maintenance therapy (n=505) or observation (n=513) after achieving a
response to RITUXAN in combination with chemotherapy. Of these, 123 (24%) patients in the
RITUXAN arm were age 65 or older. No overall differences in safety or effectiveness were
observed between these patients and younger patients. Other clinical studies of RITUXAN in
low-grade or follicular, CD20-positive, B-cell NHL did not include sufficient numbers of patients
aged 65 and over to determine whether they respond differently from younger subjects.
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Chronic Lymphocytic Leukemia

Among patients with CLL evaluated in two randomized active-controlled trials, 243 of
676 RITUXAN-treated patients (36%) were 65 years of age or older; of these,

100 RITUXAN-treated patients (15%) were 70 years of age or older.

In exploratory analyses defined by age, there was no observed benefit from the addition of
RITUXAN to fludarabine and cyclophosphamide among patients 70 years of age or older in CLL
Study 1 or in CLL Study 2; there was also no observed benefit from the addition of RITUXAN to
fludarabine and cyclophosphamide among patients 65 years of age or older in CLL Study 2 [see
Clinical Studies (14.5)]. Patients 70 years or older received lower dose intensity of fludarabine and
cyclophosphamide compared to younger patients, regardless of the addition of RITUXAN. In CLL
Study 1, the dose intensity of RITUXAN was similar in older and younger patients, however in CLL
Study 2 older patients received a lower dose intensity of RITUXAN.

The incidence of Grade 3 and 4 adverse reactions was higher among patients receiving R-FC who
were 70 years or older compared to younger patients for neutropenia [44% vs. 31% (CLL Study 1);
56% vs. 39% (CLL Study 2)], febrile neutropenia [16% vs. 6% (NHL Study 10 (NCT00719472)],
anemia [5% vs. 2% (CLL Study 1); 21% vs. 10% (CLL Study 2)], thrombocytopenia [19% vs. 8%
(CLL Study 2)], pancytopenia [7% vs. 2% (CLL Study 1); 7% vs. 2% (CLL Study 2)] and infections
[30% vs. 14% (CLL Study 2)].

Rheumatoid Arthritis

Among the 2578 patients in global RA studies completed to date, 12% were 65—75 years old and
2% were 75 years old and older. The incidences of adverse reactions were similar between older and
younger patients. The rates of serious adverse reactions, including serious infections, malignancies,
and cardiovascular events were higher in older patients.

Granulomatosis with Polyangiitis (GPA) (Wegener’s Granulomatosis) and Microscopic Polyangiitis

Of the 99 RITUXAN-treated GPA and MPA patients in GPA/MPA Study 1, 36 (36%) were 65
years old and over, while 8 (8%) were 75 years and over. No overall differences in efficacy were
observed between patients that were 65 years old and over and younger patients. The overall
incidence and rate of all serious adverse events was higher in patients 65 years old and over. The
clinical study did not include sufficient numbers of patients aged 65 and over to determine whether
they respond differently from younger subjects.

In GPA/MPA Study 2, 30 (26%) of the enrolled patients were at least 65 years old, of which 12
patients were exposed to non-U.S.-licensed rituximab and 18 were exposed to azathioprine. The
clinical study did not include sufficient numbers of patients aged 65 and over to determine whether
they respond differently from younger subjects.

Pemphigus Vulgaris

Of the 46 patients treated with non-U.S.-licensed rituximab, 15 (33%) patients were 65 years of
age and older. The clinical study did not include sufficient numbers of patients aged 65 and older to
determine whether they respond differently from younger patients.

11 DESCRIPTION

Rituximab is a genetically engineered chimeric murine/human monoclonal 1gG; kappa antibody
directed against the CD20 antigen. Rituximab has an approximate molecular weight of 145 kD.

Rituximab is produced by mammalian cell (Chinese Hamster Ovary) suspension culture in a
nutrient medium that may contain the antibiotic gentamicin. Gentamicin is not detectable in the final
product.

RITUXAN (rituximab) injection is a sterile, preservative-free, clear, colorless solution for
intravenous infusion. RITUXAN is supplied at a concentration of 10 mg/mL in either
100 mg/10 mL or 500 mg/50 mL single-dose vials. Each mL of solution contains 10 mg rituximab,
polysorbate 80 (0.7 mg), sodium chloride (9 mg), sodium citrate dihydrate (7.35 mg), and Water for
Injection, USP. The pH is 6.5.
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12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Rituximab is a monoclonal antibody that targets the CD20 antigen expressed on the surface of
pre-B and mature B-lymphocytes. Upon binding to CD20, rituximab mediates B-cell lysis. Possible
mechanisms of cell lysis include complement dependent cytotoxicity (CDC) and antibody dependent
cell mediated cytotoxicity (ADCC). B cells are believed to play a role in the pathogenesis of
rheumatoid arthritis (RA) and associated chronic synovitis. In this setting, B cells may be acting at
multiple sites in the autoimmune/inflammatory process, including through production of rheumatoid
factor (RF) and other autoantibodies, antigen presentation, T-cell activation, and/or proinflammatory
cytokine production.
12.2 Pharmacodynamics
Non-Hodgkin’s Lymphoma (NHL)

In NHL patients, administration of RITUXAN resulted in depletion of circulating and tissue-based
B cells. Among 166 patients in NHL Study 1 (NCT000168740), circulating CD19-positive B cells
were depleted within the first three weeks with sustained depletion for up to 6 to 9 months post
treatment in 83% of patients. B-cell recovery began at approximately 6 months and median B-cell
levels returned to normal by 12 months following completion of treatment.

There were sustained and statistically significant reductions in both IgM and 1gG serum levels
observed from 5 through 11 months following rituximab administration; 14% of patients had IgM
and/or 1gG serum levels below the normal range.

Rheumatoid Arthritis

In RA patients, treatment with RITUXAN induced depletion of peripheral B lymphocytes, with
the majority of patients demonstrating near complete depletion (CD19 counts below the lower limit
of quantification, 20 cells/ul) within 2 weeks after receiving the first dose of RITUXAN. The
majority of patients showed peripheral B-cell depletion for at least 6 months. A small proportion of
patients (~4%) had prolonged peripheral B-cell depletion lasting more than 3 years after a single
course of treatment.

Total serum immunoglobulin levels, IgM, IgG, and IgA were reduced at 6 months with the
greatest change observed in IgM. At Week 24 of the first course of RITUXAN treatment, small
proportions of patients experienced decreases in IgM (10%), 1gG (2.8%), and IgA (0.8%) levels
below the lower limit of normal (LLN). In the experience with RITUXAN in RA patients during
repeated RITUXAN treatment, 23.3%, 5.5%, and 0.5% of patients experienced decreases in IgM,
IgG, and IgA concentrations below LLN at any time after receiving RITUXAN, respectively. The
clinical consequences of decreases in immunoglobulin levels in RA patients treated with RITUXAN
are unclear.

Treatment with rituximab in patients with RA was associated with reduction of certain biologic
markers of inflammation such as interleukin-6 (IL-6), C-reactive protein (CRP), serum amyloid
protein (SAA), S100 A8/S100 A9 heterodimer complex (S100 A8/9), anti-citrullinated peptide
(anti-CCP), and RF.

Granulomatosis with Polyangiitis (GPA) (Wegener’s Granulomatosis) and Microscopic Polyangiitis

In GPA and MPA patients in GPA/MPA Study 1, peripheral blood CD19 B-cells depleted to less
than 10 cells/ul following the first two infusions of RITUXAN, and remained at that level in most
(84%) patients through Month 6. By Month 12, the majority of patients (81%) showed signs of
B-cell return with counts >10 cells/uL. By Month 18, most patients (87%) had counts >10 cells/pL.

In GPA/MPA Study 2 where patients received non-U.S.-licensed rituximab as two 500 mg
intravenous infusions separated by two weeks, followed by a 500 mg intravenous infusion at Month
6, 12, and 18, 70% (30 out of 43) of the rituximab-treated patients with CD19+ peripheral B cells
evaluated post-baseline had undetectable CD19+ peripheral B cells at Month 24. At Month 24, all
37 patients with evaluable baseline CD19+ peripheral B cells and Month 24 measurements had
lower CD19+ B cells relative to baseline.
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12.3 Pharmacokinetics
Non-Hodgkin’s Lymphoma (NHL)

Pharmacokinetics were characterized in 203 NHL patients receiving 375 mg/m? RITUXAN
weekly by intravenous infusion for 4 doses. Rituximab was detectable in the serum of patients 3 to
6 months after completion of treatment.

The pharmacokinetic profile of rituximab when administered as 6 infusions of 375 mg/m?in
combination with 6 cycles of CHOP chemotherapy was similar to that seen with rituximab alone.

Based on a population pharmacokinetic analysis of data from 298 NHL patients who received
rituximab once weekly or once every three weeks, the estimated median terminal elimination
half-life was 22 days (range, 6.1 to 52 days). Patients with higher CD19-positive cell counts or
larger measurable tumor lesions at pretreatment had a higher clearance. However, dose adjustment
for pretreatment CD19 count or size of tumor lesion is not necessary. Age and gender had no effect
on the pharmacokinetics of rituximab.

Pharmacokinetics were characterized in 21 patients with CLL receiving rituximab according to the
recommended dose and schedule. The estimated median terminal half-life of rituximab was 32 days
(range, 14 to 62 days).

Rheumatoid Arthritis

Following administration of 2 doses of RITUXAN in patients with RA, the mean (= S.D.; % CV)
concentrations after the first infusion (Cmax first) and second infusion (Cmax second) were
157 (* 46; 29%) and 183 (+ 55; 30%) mcg/mL, and 318 (+ 86; 27%) and 381 (+ 98; 26%) mcg/mL
for the 2 x 500 mg and 2 x 1000 mg doses, respectively.

Based on a population pharmacokinetic analysis of data from 2005 RA patients who received
RITUXAN, the estimated clearance of rituximab was 0.335 L/day; volume of distribution was 3.1 L
and mean terminal elimination half-life was 18.0 days (range, 5.17 to 77.5 days). Age, weight and
gender had no effect on the pharmacokinetics of rituximab in RA patients.

Granulomatosis with Polyangiitis (GPA) (Wegener’s Granulomatosis) and Microscopic Polyangiitis

The PK parameters in adult and pediatric patients 6 years to 17 years of age with GPA/MPA
receiving 375 mg/m? intravenous RITUXAN or non-U.S.-licensed rituximab once weekly for four
doses are summarized in Table 6.

Table 6
Population PK in pediatric patients (GPA/MPA Study 4) and adult patients (GPA/MPA Study 1)
with GPA/MPA
Parameter Statistic Study
Pediatric GRA/MPA Adult GPA/MPA
(GPA/MPA Study 4) | (GPA/MPA Study 1)
N Number of Patients 25 97
Terminal Half-life Median 22 25
(days) (Range) (11to 42) (11to 52)
AUCo-150d Median 9787 10302
(Hg/mL*day) (Range) (4838 to 20446) (3653 to 21874)
Clearance Median 0.222 0.279
(L/day) (Range) (0.0996 to 0.381) (0.113 to 0.653)
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Volume of Median 2.28 3.12
Distribution (Range) (1.4310 3.17) (2.42 10 3.91)
(L)

Based on a population PK analysis in pediatric patients with GPA and MPA, the PK parameters of
rituximab were similar to those in adults with GPA and MPA, once taking into account the BSA
effect on clearance and volume of distribution parameters. The population PK analysis in adults with
GPA and MPA showed that male patients and patients with higher BSA or positive anti-rituximab
antibody levels have higher clearance. However, further dose adjustment based on gender or anti-
rituximab antibody status is not necessary.

Pemphigus Vulgaris

The PK parameters in adult PV patients receiving 1000 mg 1V infusion of RITUXAN at Days 1,
15, 168, and 182 are summarized in Table 7.

Table 7 Population PK in adult PV patients from PV Study 2
Parameter Infusion Cycle
1% cycle of 1000 mg 2" cycle of 1000 mg
Day 1 and Day 15 Day 168 and Day 182
N=67 N=67
Terminal Half-life (days)
Median 21.1 26.2
(Range) (9.31036.2) (16.4 t0 42.8)
Clearance (L/day)
Median 0.30 0.24
(Range) (0.16 to 1.51) (0.13 t0 0.45)
Central Volume of Distribution (L)
Median 3.49 (2.48 10 5.22) 3.49 (2.48 10 5.22)
(Range)

Following the first cycle of rituximab administration, the PK parameters of rituximab in patients
with PV were similar to those in patients with RA and in patients with GPA/MPA. Following the 2"
cycle of rituximab administration, rituximab clearance decreased by 22% assuming Pemphigus
Disease Area Index (PDAI) activity score of 0 at the start of both cycles, while the central volume of
distribution remained unchanged. The presence of anti-rituximab antibodies was associated with a
higher clearance resulting in lower rituximab concentrations.

Specific Populations

The pharmacokinetics of rituximab have been studied in pediatric patients 6 years of age and older
with active GPA and MPA (GPA/MPA Study 4). The effect of body surface area on the
pharmacokinetics of rituximab was assessed in a population pharmacokinetic analysis which
included 6 patients 6 years to less than 12 years of age and 19 patients 12 years to 17 years of age
with GPA and MPA. BSA was a significant covariate on rituximab pharmacokinetics. The median
AUCo.1504 in patients 2 years to 5 years of age (BSA of 0.5 m?) was estimated to be 10100
(ng/mL*day) and is comparable to that in adults. For follow up treatment of pediatric patients with

Reference ID: 4663614



GPA/MPA, the 250 mg/m? dose is estimated to provide pediatric GPA and MPA patients with
exposure comparable to that observed in adults /see Use in Special Populations (8.4) and Clinical
Studies (14.7)].

No formal studies were conducted to examine the effects of either renal or hepatic impairment on
the pharmacokinetics of rituximab.

Drug Interaction Studies
Formal drug interaction studies have not been performed with RITUXAN.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

No long-term animal studies have been performed to establish the carcinogenic or mutagenic
potential of RITUXAN or to determine potential effects on fertility in males or females.

14 CLINICAL STUDIES

14.1 Relapsed or Refractory, Low-Grade or Follicular, CD20-Positive, B-Cell NHL
The safety and effectiveness of RITUXAN in relapsed, refractory CD20+ NHL were

demonstrated in 3 single-arm studies enrolling 296 patients.

NHL Study 1

A multicenter, open-label, single-arm study was conducted in 166 patients with relapsed or
refractory, low-grade or follicular, B-cell NHL who received 375 mg/m? of RITUXAN given as an
intravenous infusion weekly for 4 doses. Patients with tumor masses > 10 cm or with
> 5000 lymphocytes/uL in the peripheral blood were excluded from the study.

Results are summarized in Table 8. The median time to onset of response was 50 days.
Disease-related signs and symptoms (including B-symptoms) resolved in 64% (25/39) of those
patients with such symptoms at study entry.

NHL Study 2
In a multicenter, single-arm study, 37 patients with relapsed or refractory, low-grade NHL
received 375 mg/m? of RITUXAN weekly for 8 doses. Results are summarized in Table 8.

NHL Study 3

In a multicenter, single-arm study, 60 patients received 375 mg/m? of RITUXAN weekly for
4 doses. All patients had relapsed or refractory, low-grade or follicular, B-cell NHL and had
achieved an objective clinical response to RITUXAN administered 3.8—-35.6 months (median
14.5 months) prior to retreatment with RITUXAN. Of these 60 patients, 5 received more than one
additional course of RITUXAN. Results are summarized in Table 8.

Bulky Disease

In pooled data from studies 1 and 3, 39 patients with bulky (single lesion > 10 cm in diameter) and
relapsed or refractory, low-grade NHL received RITUXAN 375 mg/m? weekly for 4 doses. Results
are summarized in Table 8.
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Table 8
Summary of RITUXAN Efficacy Data in NHL by Schedule and Clinical Setting

Study 1 and
Study 3 Study 3
Study 1 Study 2 Bulky disease, Retreatment,
Weekly x 4 Weekly x 8 Weekly x 4 Weekly x 4

N=166 N=37 N=39? N=60
Overall Response Rate 48% 57% 36% 38%
Complete Response Rate 6% 14% 3% 10%
Median Duration of Response® ¢ ¢ 11.2 13.4 6.9 15.0
(Months) [Range] [1.9t0 42.1+] [2.5 to 36.5+] [2.8 to 25.0+] [3.0 to 25.1+]

2 Six of these patients are included in the first column. Thus, data from 296 intent-to-treat patients are provided in

this table.
b Kaplan-Meier projected with observed range.
¢ “+” indicates an ongoing response.
d Duration of response: interval from the onset of response to disease progression.

14.2  Previously Untreated, Low-Grade or Follicular, CD20-Positive, B-Cell NHL
The safety and effectiveness of RITUXAN in previously untreated, low-grade or follicular,
CD20+ NHL were demonstrated in 3 randomized, controlled trials enrolling 1,662 patients.

NHL Study 4

A total of 322 patients with previously untreated follicular NHL were randomized (1:1) to receive
up to eight 3-week cycles of CVP chemotherapy alone (CVP) or in combination with RITUXAN
375 mg/m? on Day 1 of each cycle (R-CVP) in an open-label, multicenter study. The main outcome
measure of the study was progression-free survival (PFS) defined as the time from randomization to
the first of progression, relapse, or death.

Twenty-six percent of the study population was >60 years of age, 99% had Stage 111 or IV disease,
and 50% had an International Prognostic Index (IPI) score >2. The results for PFS as determined by
a blinded, independent assessment of progression are presented in Table 9. The point estimates may
be influenced by the presence of informative censoring. The PFS results based on investigator
assessment of progression were similar to those obtained by the independent review assessment.

Table 9
Efficacy Results in NHL Study 4
Study Arm
R-CVP CVP
N=162 N=160
Median PFS (years)? 2.4 1.4
Hazard ratio (95% CI)° 0.44 (0.29, 0.65)

2 p<0.0001, two-sided stratified log-rank test.
b Estimates of Cox regression stratified by center.

NHL Study 5

An open-label, multicenter, randomized (1:1) study was conducted in 1,018 patients with
previously untreated follicular NHL who achieved a response (CR or PR) to RITUXAN in
combination with chemotherapy. Patients were randomized to RITUXAN as single-agent
maintenance therapy, 375 mg/m? every 8 weeks for up to 12 doses or to observation. RITUXAN
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was initiated at 8 weeks following completion of chemotherapy. The main outcome measure of the
study was progression-free survival (PFS), defined as the time from randomization in the
maintenance/observation phase to progression, relapse, or death, as determined by independent
review.

Of the randomized patients, 40% were >60 years of age, 70% had Stage IV disease, 96% had
ECOG performance status (PS) 0—1, and 42% had FLIPI scores of 3-5. Prior to randomization to
maintenance therapy, patients had received R-CHOP (75%), R-CVP (22%), or R-FCM (3%); 71%
had a complete or unconfirmed complete response and 28% had a partial response.

PFS was longer in patients randomized to RITUXAN as single agent maintenance therapy (HR:
0.54, 95% Cl: 0.42, 0.70). The PFS results based on investigator assessment of progression were
similar to those obtained by the independent review assessment.
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Figure 1

Kaplan-Meier Plot of IRC Assessed PFS in NHL Study 5
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NHL Study 6

A total of 322 patients with previously untreated low-grade, B-cell NHL who did not progress
after 6 or 8 cycles of CVP chemotherapy were enrolled in an open-label, multicenter, randomized
trial. Patients were randomized (1:1) to receive RITUXAN, 375 mg/m? intravenous infusion, once
weekly for 4 doses every 6 months for up to 16 doses or no further therapeutic intervention. The
main outcome measure of the study was progression-free survival defined as the time from
randomization to progression, relapse, or death. Thirty-seven percent of the study population was
>60 years of age, 99% had Stage 11l or IV disease, and 63% had an IPI score >2.

There was a reduction in the risk of progression, relapse, or death (hazard ratio estimate in the
range of 0.36 to 0.49) for patients randomized to RITUXAN as compared to those who received no
additional treatment.

14.3 Diffuse Large B-Cell NHL (DLBCL)

The safety and effectiveness of RITUXAN were evaluated in three randomized, active-controlled,
open-label, multicenter studies with a collective enrollment of 1854 patients. Patients with
previously untreated diffuse large B-cell NHL received RITUXAN in combination with
cyclophosphamide, doxorubicin, vincristine, and prednisone (CHOP) or other anthracycline-based
chemotherapy regimens.

NHL Study 7

A total of 632 patients age > 60 years with DLBCL (including primary mediastinal B-cell
lymphoma) were randomized in a 1:1 ratio to treatment with CHOP or R-CHOP. Patients received
6 or 8 cycles of CHOP, each cycle lasting 21 days. All patients in the R-CHOP arm received 4 doses
of RITUXAN 375 mg/m? on Days —7 and —3 (prior to Cycle 1) and 48—72 hours prior to Cycles 3
and 5. Patients who received 8 cycles of CHOP also received RITUXAN prior to Cycle 7. The
main outcome measure of the study was progression-free survival, defined as the time from
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randomization to the first of progression, relapse, or death. Responding patients underwent a second
randomization to receive RITUXAN or no further therapy.

Among all enrolled patients, 62% had centrally confirmed DLBCL histology, 73% had
Stage I11-1V disease, 56% had IPI scores > 2, 86% had ECOG performance status of < 2, 57% had
elevated LDH levels, and 30% had two or more extranodal disease sites involved. Efficacy results
are presented in Table 10. These results reflect a statistical approach which allows for an evaluation
of RITUXAN administered in the induction setting that excludes any potential impact of RITUXAN
given after the second randomization.

Analysis of results after the second randomization in NHL Study 7 demonstrates that for patients
randomized to R-CHOP, additional RITUXAN exposure beyond induction was not associated with
further improvements in progression-free survival or overall survival.

NHL Study 8

A total of 399 patients with DLBCL, age > 60 years, were randomized in a 1:1 ratio to receive
CHOP or R-CHOP. All patients received up to eight 3-week cycles of CHOP induction; patients in
the R-CHOP arm received RITUXAN 375 mg/m? on Day 1 of each cycle. The main outcome
measure of the study was event-free survival, defined as the time from randomization to relapse,
progression, change in therapy, or death from any cause. Among all enrolled patients, 80% had
Stage Il or IV disease, 60% of patients had an age-adjusted IPI > 2, 80% had ECOG performance
status scores < 2, 66% had elevated LDH levels, and 52% had extranodal involvement in at least
two sites. Efficacy results are presented in Table 10.

NHL Study 9

A total of 823 patients with DLBCL, aged 18—60 years, were randomized in a 1:1 ratio to receive
an anthracycline-containing chemotherapy regimen alone or in combination with RITUXAN. The
main outcome measure of the study was time to treatment failure, defined as time from
randomization to the earliest of progressive disease, failure to achieve a complete response, relapse,
or death. Among all enrolled patients, 28% had Stage I11-1V disease, 100% had IPI scores of <1,
99% had ECOG performance status of < 2, 29% had elevated LDH levels, 49% had bulky disease,
and 34% had extranodal involvement. Efficacy results are presented in Table 10.

Table 10
Efficacy Results in NHL Studies 7, 8, and 9
Study 7 Study 8 Study 9
(n=632) (n=399) (n=823)
R-CHOP CHOP R-CHOP CHOP R-Chemo Chemo
Progression-free survival Event-free survival Time to treatment failure
Main outcome (years) (years) (years)
Median of main outcome 3.1 1.6 2.9 11 NEP NEP
measure
Hazard ratio® 0.69? 0.60% 0.45
Overall survival at 2 years® 74% 63% 69% 58% 95% 86%
Hazard ratio® 0.722 0.682 0.402

2 Significant at p<0.05, 2-sided.
b NE = Not reliably estimable.

¢ Kaplan-Meier estimates.

4 R-CHOP vs. CHOP.
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In NHL Study 8, overall survival estimates at 5 years were 58% vs. 46% for R-CHOP and CHOP,
respectively.

14.4 Ninety-Minute Infusions in Previously Untreated Follicular NHL and DLBCL

In NHL Study 10, a total of 363 patients with previously untreated follicular NHL (n=113) or
DLBCL (n=250) were evaluated in a prospective, open-label, multi-center, single-arm trial for the
safety of 90-minute rituximab infusions. Patients with follicular NHL received rituximab 375 mg/m?
plus CVP chemotherapy. Patients with DLBCL received rituximab 375 mg/m? plus CHOP
chemotherapy. Patients with clinically significant cardiovascular disease were excluded from the
study. Patients were eligible for a 90-minute infusion at Cycle 2 if they did not experience a Grade
3-4 infusion-related adverse event with Cycle 1 and had a circulating lymphocyte count < 5000/mm?
before Cycle 2. All patients were pre-medicated with acetaminophen and an antihistamine and
received the glucocorticoid component of their chemotherapy prior to RITUXAN infusion. The
main outcome measure was the development of Grade 3-4 infusion-related reactions on the day of,
or day after, the 90-minute infusion at Cycle 2 [see Adverse Reactions (6.1)].

Eligible patients received their Cycle 2 rituximab infusion over 90 minutes as follows: 20% of the
total dose given in the first 30 minutes and the remaining 80% of the total dose given over the next
60 minutes /see Dosage and Administration (2.1)]. Patients who tolerated the 90-minute rituximab
infusion at Cycle 2 continued to receive subsequent rituximab infusions at the 90-minute infusion
rate for the remainder of the treatment regimen (through Cycle 6 or Cycle 8).

The incidence of Grade 3-4 infusion-related reactions at Cycle 2 was 1.1% (95% CI [0.3%, 2.8%])
among all patients, 3.5% (95% CI [1.0%, 8.8%]) for those patients treated with R-CVP, and 0.0%
(95% CI [0.0%, 1.5%]) for those patients treated with R-CHOP. For Cycles 2-8, the incidence of
Grade 3-4 infusion-related reactions was 2.8% (95% CI [1.3%, 5.0%]). No acute fatal infusion-
related reactions were observed.

14.5 Chronic Lymphocytic Leukemia (CLL)

The safety and effectiveness of RITUXAN were evaluated in two randomized (1:1) multicenter
open-label studies comparing FC alone or in combination with RITUXAN for up to 6 cycles in
patients with previously untreated CLL [CLL Study 1 (n=817)] or previously treated CLL [CLL
Study 2 (n=552)]. Patients received fludarabine 25 mg/m?/day and cyclophosphamide
250 mg/m?/day on days 1, 2 and 3 of each cycle, with or without RITUXAN. In both studies,
seventy-one percent of CLL patients received 6 cycles and 90% received at least 3 cycles of
RITUXAN-based therapy.

In CLL Study 1, 30% of patients were 65 years or older, 31% were Binet stage C, 45% had
B symptoms, more than 99% had ECOG performance status (PS) 0—1, 74% were male, and 100%
were White. In CLL Study 2, 44% of patients were 65 years or older, 28% had B symptoms, 82%
received a prior alkylating drug, 18% received prior fludarabine, 100% had ECOG PS 0-1, 67%
were male and 98% were White.

The main outcome measure in both studies was progression-free survival (PFS), defined as the
time from randomization to progression, relapse, or death, as determined by investigators (CLL
Study 1) or an independent review committee (CLL Study 2). The investigator assessed results in
CLL Study 2 were supportive of those obtained by the independent review committee. Efficacy
results are presented in Table 11.
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Table 11
Efficacy Results in CLL Studies 1 and 2

Study 1* Study 2*
(Previously untreated) (Previously treated)
R-FC FC R-FC FC
N=408 N=409 N=276 N=276
Median PFS (months) 39.8 315 26.7 21.7
Hazard ratio (95% CI) 0.56 (0.43,0.71) 0.76 (0.6, 0.96)
P value (Log-Rank test) <0.01 0.02
Response rate 86% 73% 54% 45%
(95% CI) (82, 89) (68, 77) (48, 60) (37,51)

“As defined in 1996 National Cancer Institute Working Group guidelines.

Across both studies, 243 of 676 RITUXAN-treated patients (36%) were 65 years of age or older
and 100 RITUXAN-treated patients (15%) were 70 years of age or older. The results of exploratory
subset analyses in elderly patients are presented in Table 12.

Table 12
Efficacy Results in CLL Studies 1 and 2 in Subgroups Defined by Age?

Study 1 Study 2
Number of ~ Hazard Ratio for ~ Number of Hazard Ratio for PFS
Age subgroup Patients PFS (95% ClI) Patients (95% ClI)
Age < 65 yrs 572 0.52 (0.39, 0.70) 313 0.61 (0.45, 0.84)
Age > 65 yrs 245 0.62 (0.39, 0.99) 233 0.99 (0.70, 1.40)
Age <70 yrs 736 0.51 (0.39, 0.67) 438 0.67 (0.51, 0.87)
Age >70 yrs 81 1.17 (0.51, 2.66) 108 1.22 (0.73, 2.04)

@ From exploratory analyses.

14.6 Rheumatoid Arthritis (RA)

Reducing the Signs and Symptoms. Initial and Re-Treatment Courses

The efficacy and safety of RITUXAN were evaluated in two randomized, double-blind,
placebo-controlled studies of adult patients with moderately to severely active RA who had a prior
inadequate response to at least one TNF inhibitor. Patients were 18 years of age or older, diagnosed
with active RA according to American College of Rheumatology (ACR) criteria, and had at least
8 swollen and 8 tender joints.

In RA Study 1 (NCT00468546), patients were randomized to receive either RITUXAN
2x1000 mg+MTX or placebo+MTX for 24 weeks. Further courses of RITUXAN
2x1000 mg+MTX were administered in an open label extension study at a frequency determined by
clinical evaluation, but no sooner than 16 weeks after the preceding course of RITUXAN. In
addition to the intravenous premedication, glucocorticoids were administered orally on a tapering
schedule from baseline through Day 14. The proportions of patients achieving ACR 20, 50, and 70
responses at Week 24 of the placebo-controlled period are shown in Table 13.

In RA Study 2 (NCT00266227), all patients received the first course of RITUXAN
2 x 1000 mg + MTX. Patients who experienced ongoing disease activity were randomized to
receive a second course of either RITUXAN 2 x 1000 mg + MTX or placebo + MTX, the majority
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between Weeks 24-28. The proportions of patients achieving ACR 20, 50, and 70 responses at
Week 24, before the re-treatment course, and at Week 48, after retreatment, are shown in Table 13.

Table 13
ACR Responses in RA Study 1 and RA Study 2 (Percent of Patients)
(Modified Intent-to-Treat Population)

Inadequate Response to TNF Antagonists
Study 1 Study 2
24 Week Placebo-Controlled Placebo-Controlled Retreatment
(Week 24) (Week 24 and Week 48)
Treatment Treatment
RITUXAN Difference Placebo+ M RITUXAN +  Difference
Placebo + + (RITUXAN - TX MTX (RITUXAN -
MTX MTX Placebo)® Retreatment  Retreatment  Placebo)?Pc
Response n=201 n=298 (95% CI) Response n=157 n=318 (95% CI)
ACR20 ACR20
Week 24 18% 51% 33% Week 24 48% 45% NA
(26%, 41%)
Week 48 45% 54% 11%
(2%, 20%)
ACR50 ACR50
Week 24 5% 27% 21% Week 24 27% 21% NA
(15%, 27%)
Week 48 26% 29% 4%
(-4%, 13%)
ACRT70 ACR70
Week 24 1% 12% 11% Week 24 11% 8% NA
(7%, 15%)
Week 48 13% 14% 1%
(-5%, 8%)

2 In RA Study 2, all patients received a first course of RITUXAN 2 x 1000 mg. Patients who experienced ongoing
disease activity were randomized to receive a second course of either RITUXAN 2 x 1000 mg + MTX or placebo +
MTX at or after Week 24.

b Since all patients received a first course of RITUXAN, no comparison between Placebo + MTX and RITUXAN +
MTX is made at Week 24.

¢ For RA Study 1, weighted difference stratified by region (US, rest of the world) and Rheumatoid Factor (RF) status
(positive >20 IU/mL, negative <20 IU/mL) at baseline; For RA Study 2, weighted difference stratified by RF status
at baseline and >20% improvement from baseline in both SJC and TJC at Week 24 (Yes/No).

Improvement was also noted for all components of ACR response following treatment with
RITUXAN, as shown in Table 14.
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Components of ACR Response at Week 24 in RA Study 1
(Modified Intent-to-Treat Population)

Table 14

Inadequate Response to TNF Antagonists

Placebo+MTX

RITUXAN+MTX

Parameter (n=201)

(median) Baseline Wk 24 Baseline Wk 24
Tender Joint Count 31.0 27.0 33.0 13.0
Swollen Joint Count 20.0 19.0 21.0 9.5
Physician Global Assessment? 71.0 69.0 71.0 36.0
Patient Global Assessment? 73.0 68.0 71.0 41.0
Pain? 68.0 68.0 67.0 38,5
Disability Index (HAQ)P 2.0 1.9 1.9 15
CRP (mg/dL) 2.4 25 2.6 0.9

2 Visual Analogue Scale: 0=best, 100=worst.

b Disability Index of the Health Assessment Questionnaire: 0=best, 3=worst.

The time course of ACR 20 response for RA Study 1 is shown in Figure 2. Although both

treatment groups received a brief course of intravenous and oral glucocorticoids, resulting in similar
benefits at Week 4, higher ACR 20 responses were observed for the RITUXAN group by Week 8.
A similar proportion of patients achieved these responses through Week 24 after a single course of

treatment (2 infusions) with RITUXAN. Similar patterns were demonstrated for ACR 50 and

70 responses.
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Figure 2
Percent of Patients Achieving ACR 20 Response by Visit*
RA Study 1 (Inadequate Response to TNF Antagonists)
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*The same patients may not have responded at each time point.

Radiographic Response

In RA Study 1, structural joint damage was assessed radiographically and expressed as changes in
Genant-modified Total Sharp Score (TSS) and its components, the erosion score (ES) and the joint
space narrowing (JSN) score. RITUXAN + MTX slowed the progression of structural damage
compared to placebo +MTX after 1 year as shown in Table 15.
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Table 15
Mean Radiographic Change From Baseline to 104 Weeks in RA Study 1

Inadequate Response to TNF Antagonists

Treatment Difference

RITUXAN (Placebo —
Parameter 2x1000 mg+MTXP  Placebo+MTX® RITUXAN) 95% CI

Change during First Year

TSS 0.66 1.77 111 (0.47,1.75)

ES 0.44 1.19 0.75 (0.32,1.19)

JSN Score 0.22 0.58 0.36 (0.10, 0.62)
Change during Second Year?

TSS 0.48 1.04 — —

ES 0.28 0.62 — —

JSN Score 0.20 0.42 — —

2@ Based on radiographic scoring following 104 weeks of observation.
b Patients received up to 2 years of treatment with RITUXAN+MTX.

¢ Patients receiving Placebo+MTX. Patients receiving Placebo+MTX could have received retreatment with
RITUXAN+MTX from Week 16 onward.

In RA Study 1 and its open-label extension, 70% of patients initially randomized to
RITUXAN + MTX and 72% of patients initially randomized to placebo + MTX were evaluated
radiographically at Year 2. As shown in Table 15, progression of structural damage in
RITUXAN + MTX patients was further reduced in the second year of treatment.

Following 2 years of treatment with RITUXAN + MTX, 57% of patients had no progression of
structural damage. During the first year, 60% of RITUXAN + MTX treated patients had no
progression, defined as a change in TSS of zero or less compared to baseline, compared to 46% of
placebo + MTX treated patients. In their second year of treatment with RITUXAN + MTX, more
patients had no progression than in the first year (68% vs. 60%), and 87% of the RITUXAN + MTX
treated patients who had no progression in the first year also had no progression in the second year.

Lesser Efficacy of 500 Vs. 1000 mg Treatment Courses for Radiographic Outcomes

RA Study 3 (NCT00299104) is a randomized, double-blind, placebo-controlled study which
evaluated the effect of placebo + MTX compared to RITUXAN 2 x 500 mg + MTX and RITUXAN
2 x 1000 mg + MTX treatment courses in MTX-naive RA patients with moderately to severely
active disease. Patients received a first course of two infusions of rituximab or placebo on Days 1
and 15. MTX was initiated at 7.5 mg/week and escalated up to 20 mg/week by Week 8 in all three
treatment arms. After a minimum of 24 weeks, patients with ongoing disease activity were eligible
to receive re-treatment with additional courses of their assigned treatment. After one year of
treatment, the proportion of patients achieving ACR 20/50/70 responses were similar in both
RITUXAN dose groups and were higher than in the placebo group. However, with respect to
radiographic scores, only the RITUXAN 1000 mg treatment group demonstrated a statistically
significant reduction in TSS: a change of 0.36 units compared to 1.08 units for the placebo group, a
67% reduction.

Physical Function Response

RA Study 4 (NCT00299130) is a randomized, double-blind, placebo-controlled study in adult RA
patients with moderately to severely active disease with inadequate response to MTX. Patients were
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randomized to receive an initial course of RITUXAN 500 mg, RITUXAN 1000 mg, or placebo in
addition to background MTX.

Physical function was assessed at Weeks 24 and 48 using the Health Assessment Questionnaire
Disability Index (HAQ-DI). From baseline to Week 24, a greater proportion of RITUXAN-treated
patients had an improvement in HAQ-DI of at least 0.22 (a minimal clinically important difference)
and a greater mean HAQ-DI improvement compared to placebo, as shown in Table 16. HAQ-DI
results for the RITUXAN 500 mg treatment group were similar to the RITUXAN 1000 mg treatment
group; however radiographic responses were not assessed (see Dosing Precaution in the
Radiographic Responses section above). These improvements were maintained at 48 weeks.

Table 16
Improvement from Baseline in Health Assessment
Questionnaire Disability Index (HAQ-DI) at Week 24 in RA Study 4

RITUXAN  Treatment Difference
2x1000 (RITUXAN -
Placebo +MTX  mg+MTX Placebo)®
n=172 n=170 (95% CI)
Mean Improvement from Baseline 0.19 0.42 0.23(0.11, 0.34)
Percent of patients with “Improved” score 0 0 on (00 0
(Change from Baseline >MCID)? 48% 58% 11% (0%, 21%)

@ Minimal Clinically Important Difference: MCID for HAQ=0.22.

b Adjusted difference stratified by region (US, rest of the world) and rheumatoid factor (RF) status
(positive >20 1U/mL, negative < 20 1U/mL) at baseline.

14.7 Granulomatosis with Polyangiitis (GPA) (Wegener’s Granulomatosis) and Microscopic
Polyangiitis (MPA)
Induction Treatment of Adult Patients with Active Disease (GPA/MPA Study 1)

A total of 197 patients with active, severe GPA and MPA (two forms of ANCA Associated
Vasculitides) were treated in a randomized, double-blind, active-controlled, multicenter,
non-inferiority study, conducted in two phases — a 6 month remission induction phase and a
12 month remission maintenance phase. Patients were 15 years of age or older, diagnosed with GPA
(75% of patients) or MPA (24% of patients) according to the Chapel Hill Consensus conference
criteria (1% of the patients had unknown vasculitis type). All patients had active disease, with a
Birmingham Vasculitis Activity Score for Granulomatosis with Polyangiitis (BVAS/GPA) > 3, and
their disease was severe, with at least one major item on the BVAS/GPA. Ninety-six (49%) of
patients had new disease and 101 (51%) of patients had relapsing disease.

Patients in both arms received 1000 mg of pulse intravenous methylprednisolone per day for 1 to
3 days within 14 days prior to initial infusion. Patients were randomized in a 1:1 ratio to receive
either RITUXAN 375 mg/m? once weekly for 4 weeks or oral cyclophosphamide 2 mg/kg daily for
3 to 6 months in the remission induction phase. Patients were pre-medicated with antihistamine and
acetaminophen prior to RITUXAN infusion. Following intravenous corticosteroid administration,
all patients received oral prednisone (1 mg/kg/day, not exceeding 80 mg/day) with pre-specified
tapering. Once remission was achieved or at the end of the 6 month remission induction period, the
cyclophosphamide group received azathioprine to maintain remission. The RITUXAN group did
not receive additional therapy to maintain remission. The main outcome measure for both GPA and
MPA patients was achievement of complete remission at 6 months defined as a BVAS/GPA of 0,
and off glucocorticoid therapy. The pre-specified non-inferiority margin was a treatment difference
of 20%. As shown in Table 17, the study demonstrated non-inferiority of RITUXAN to
cyclophosphamide for complete remission at 6 months.
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Table 17
Percentage of Patients with GRA/MPA Who Achieved
Complete Remission at 6 Months (Intent-to-Treat Population)

RITUXAN Cyclophosphamide ~ Treatment Difference
(n=99) (n=98) (RITUXAN —
Cyclophosphamide)
Rate 64% 53% 11%
95.1%" Cl (54%, 73%) (43%, 63%) (-3%, 24%) ?

& Non-inferiority was demonstrated because the lower bound was higher than the prespecified
non-inferiority margin (-3% >-20%).

b The 95.1% confidence level reflects an additional 0.001 alpha to account for an interim efficacy
analysis.

Complete Remission (CR) at 12 and 18 months

In the RITUXAN group, 44% of patients achieved CR at 6 and 12 months, and 38% of patients
achieved CR at 6, 12, and 18 months. In patients treated with cyclophosphamide (followed by
azathioprine for maintenance of CR), 38% of patients achieved CR at 6 and 12 months, and 31% of
patients achieved CR at 6, 12, and 18 months.

Retreatment of Flares with RITUXAN

Based upon investigator judgment, 15 patients received a second course of RITUXAN therapy for
treatment of relapse of disease activity which occurred between 8 and 17 months after the induction
treatment course of RITUXAN.

Follow up Treatment of Adult Patients with GPA/MPA who have achieved disease control with other
Immunosuppressant (GPA/MPA Study 2)

A total of 115 patients (86 with GPA, 24 with MPA, and 5 with renal-limited ANCA-associated
vasculitis) in disease remission were randomized to receive azathioprine (58 patients) or non-U.S.-
licensed rituximab (57 patients) in this open-label, prospective, multi-center, randomized, active-
controlled study. Eligible patients were 21 years and older and had either newly diagnosed (80%) or
relapsing disease (20%). A majority of the patients were ANCA-positive. Remission of active
disease was achieved using a combination of glucocorticoids and cyclophosphamide. Within a
maximum of 1 month after the last cyclophosphamide dose, eligible patients (based on BVAS of 0),
were randomized in a 1:1 ratio to receive either non-U.S.-licensed rituximab or azathioprine.

The non-U.S.-licensed rituximab was administered as two 500 mg intravenous infusions separated
by two weeks (on Day 1 and Day 15) followed by a 500 mg intravenous infusion every 6 months for
18 months. Azathioprine was administered orally at a dose of 2 mg/kg/day for 12 months, then 1.5
mg/kg/day for 6 months, and finally 1 mg/kg/day for 4 months; treatment was discontinued after 22
months. Prednisone treatment was tapered and then kept at a low dose (approximately 5 mg per day)
for at least 18 months after randomization. Prednisone dose tapering and the decision to stop
prednisone treatment after month 18 were left at the investigator’s discretion.

Planned follow-up was until month 28 (10 or 6 months, respectively, after the last non-U.S.-
licensed rituximab infusion or azathioprine dose). The primary endpoint was the occurrence of major
relapse (defined by the reappearance of clinical and/or laboratory signs of vasculitis activity that
could lead to organ failure or damage, or could be life threatening) through month 28.

By month 28, major relapse occurred in 3 patients (5%) in the non-U.S.-licensed rituximab group
and 17 patients (29%) in the azathioprine group.

The observed cumulative incidence rate of first major relapse during the 28 months was lower in
patients on non-U.S.-licensed rituximab relative to azathioprine (Figure 3).
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Figure 3
Cumulative Incidence Over Time of First Major Relapse in Patients with GPA/MPA
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Patients were censored at the last follow-up dates if they had no event

Treatment of Pediatric Patients (GPA/MPA Study 4)

The study design consisted of an initial 6-month remission induction phase, and a minimum 12-
month follow-up phase up to a maximum of 54 months (4.5 years) in pediatric patients 2 years to 17
years of age with GPA and MPA. Patients were to receive a minimum of 3 doses of intravenous
methylprednisolone (30 mg/kg/day, not exceeding 1g/day) prior to the first RITUXAN or non-U.S.-
licensed rituximab intravenous infusion. If clinically indicated, additional daily doses (up to three),
of intravenous methylprednisolone could be given. The remission induction regimen consisted of
four once weekly intravenous infusions of RITUXAN or non-U.S.-licensed rituximab at a dose of
375 mg/m? BSA, on study days 1, 8, 15 and 22 in combination with oral prednisolone or prednisone
at 1 mg/kg/day (max 60 mg/day) tapered to 0.2 mg/kg/day minimum (max 10 mg/day) by Month 6.
After the remission induction phase, patients could receive subsequent RITUXAN or non-U.S.-
licensed rituximab intravenous infusions on or after Month 6 to maintain remission and control
disease activity.

The primary objectives of this study were to evaluate safety and PK parameters in pediatric GPA
and MPA patients (2 years to 17 years of age). The efficacy objectives of the study were exploratory
and principally assessed using the Pediatric Vasculitis Activity Score (PVAS).
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A total of 25 pediatric patients 6 years to 17 years of age with active GPA and MPA were treated
with RITUXAN or non-U.S.-licensed rituximab in a multicenter, open-label, single-arm,
uncontrolled study (NCT01750697). The median age of patients in the study was 14 years and the
majority of patients (20/25 [80%]) were female. A total of 19 patients (76%) had GPA and 6 patients
(24%) had MPA at baseline. Eighteen patients (72%) had newly diagnosed disease upon study entry
(13 patients with GPA and 5 patients with MPA) and 7 patients had relapsing disease (6 patients
with GPA and 1 patient with MPA).

All 25 patients completed all four once weekly intravenous infusions for the 6-month remission

induction phase. A total of 24 out of 25 patients completed at least 18 months from Day 1 (baseline).
The exploratory efficacy using the PVAS is described in Table 18.

Table 18

Percentage of Patients Who Achieved PVAS Remission by Month 6, 12 and 18 (GPA/MPA Study 4)

Time to Follow Up Since Day 1
Month 6 Month 12 Month 18
n=25 n=25 n=25
Response rate 56% 92% 100%
95% CI* (34.9%, 75.6%) (74.0%, 99.0%) (86.3%, 100.0%)

*PVAS remission is defined by a PVAS of 0 and achieved glucocorticoid taper to 0.2 mg/kg/day (or 10 mg/day, whichever is lower),
or a PVAS of 0 on two consecutive readings > 4 weeks apart irrespective of glucocorticoid dose

“The efficacy results are exploratory and no formal statistical testing was performed for these endpoints

Follow-Up Treatment

After the 6-month remission induction phase, patients who had not achieved remission or
who had progressive disease or flare that could not be controlled by glucocorticoids alone received
additional treatment for GPA and MPA, that could include RITUXAN or non-U.S.-licensed
rituximab and/or other therapies, at the discretion of the investigator. Planned follow-up was until
Month 18 (from Day 1).

Fourteen out of 25 patients (56%) received additional RITUXAN or non-U.S.-licensed
rituximab treatment at or post Month 6, up to Month 18. Five of these patients received four once
weekly doses (375 mg/m?) of intravenous RITUXAN or non-U.S.-licensed rituximab approximately
every 6 months; 5 of these patients received a single dose (375 mg/m?) of RITUXAN or non-U.S.-
licensed rituximab every 6 months, and 4 of these patients received various other RITUXAN or non-
U.S.-licensed rituximab doses/regimens according to investigator. Of the 14 patients who received
follow-up treatment between Month 6 and Month 18, 4 patients first achieved remission between
Months 6 and 12 and 1 patient first achieved remission between Months 12 and 18. Nine of these 14
patients achieved PVAS remission by Month 6 but required additional follow-up treatment after
Month 6.

14.8 Pemphigus Vulgaris (PV)
PV Study 1 (NCT00784589)

Non-U.S.-licensed rituximab in combination with short-term prednisone was compared to
prednisone monotherapy as first-line treatment in 90 newly diagnosed adult patients with moderate
to severe pemphigus (74 Pemphigus Vulgaris [PV] and 16 Pemphigus Foliaceus [PF]) in this
randomized, open-label, controlled, multicenter study (PV Study 1). Patients were between 19 and
79 years of age and had not received prior therapies for pemphigus. In the PV population, 5 (13%)
patients in the group treated with non-U.S.-licensed rituximab and 3 (8%) patients in the prednisone
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group had moderate disease and 33 (87%) patients in the group treated with non-U.S.-licensed
rituximab and 33 (92%) patients in the prednisone group had severe disease according to disease
severity defined by Harman’s criteria.

Patients were stratified by baseline disease severity (moderate or severe) and randomized 1:1 to
receive either the non-U.S.-licensed rituximab and short-term prednisone or long-term prednisone
monotherapy. Patients were pre-medicated with antihistamine, acetaminophen and
methylprednisolone prior to infusion of the non-U.S.-licensed rituximab. Patients randomized to the
group treated with non-U.S.-licensed rituximab received an initial intravenous infusion of 1000 mg
non-U.S.-licensed rituximab on Study Day 1 in combination with a short-term regimen of 0.5
mg/kg/day oral prednisone tapered off over 3 months if they had moderate disease or 1 mg/kg/day
oral prednisone tapered off over 6 months if they had severe disease. All patients received a second
intravenous infusion of 2000 mg non-U.S.-licensed rituximab on Study Day 15. Maintenance
infusions of 500 mg non-U.S.-licensed rituximab were administered at Months 12 and 18. Patients
randomized to the prednisone monotherapy group received an initial 1 mg/kg/day oral prednisone
tapered off over 12 months if they had moderate disease or 1.5 mg/kg/day oral prednisone tapered
off over 18 months if they had severe disease. Patients in the group treated with non-U.S.-licensed
rituximab who relapsed could receive an additional infusion of 2000 mg non-U.S.-licensed rituximab
in combination with reintroduced or escalated prednisone dose. Maintenance and relapse infusions
were administered no sooner than 16 weeks following the previous infusion.

The primary endpoint for the study was complete remission (complete epithelialization and
absence of new and/or established lesions) at Month 24 without the use of prednisone therapy for 2
months or more (CRoff for >2 months).

The results of the trial are presented in Table 19.

Table 19
Percentage of Pemphigus Patients in Complete Remission Off Corticosteroid Therapy for Two
Months or More (CRoff > 2 months) at Month 24, PV Study 1 (Intent-to-Treat Population)

Non-U.S.-licensed rituximab + Prednisone
short-term prednisone N=44
N=46
Number of responders 41 (89%) 15 (34%)
(response rate [%])
PV patients 34/38 (90%) 10/36 (28%)
PF patients 7/8 (88%) 5/8 (63%)

PV Study 2 (NCT02383589)

In a randomized, double-blind, double-dummy, active-comparator, multicenter study, the efficacy
and safety of RITUXAN compared to mycophenolate mofetil (MMF) were evaluated in patients
with moderate-to-severe PV receiving 60-120 mg/day oral prednisone or equivalent (1.0-1.5
mg/kg/day) at study entry and tapered to reach a dose of 60 or 80 mg/day by Day 1. Patients had a
confirmed diagnosis of PV within the previous 24 months and evidence of moderate-to-severe
disease defined as a total Pemphigus Disease Area Index (PDAI) activity score of >15. The study
consisted of a screening period of up to 28 days, a 52-week double-blind treatment period, and a 48-
week safety follow up period.

One hundred and thirty-five patients were randomized to treatment with RITUXAN 1000 mg
administered on Day 1, Day 15, Week 24 and Week 26 or oral MMF 2 g/day (starting at 1 g/day on
Day 1 and titrated to achieve a goal of 2 g/day by Week 2) for 52 weeks in combination with an
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initial dose of 60 or 80 mg oral prednisone with the aim of tapering to 0 mg/day by Week 24.
Randomization was stratified by duration of PV (within the 1 year prior to screening or greater than
1 year) and geographical region. A dual-assessor approach was used during the study for efficacy
and safety evaluations to prevent potential unblinding.

One hundred and twenty-five patients (excluding exploratory data from ten telemedicine patients)
were analyzed for efficacy (Modified Intent-to-Treat Population). The primary efficacy endpoint for
this study was the proportion of subjects achieving sustained complete remission defined as
achieving healing of lesions with no new active lesions (i.e., PDAI activity score of 0) while on 0
mg/day prednisone or equivalent, and maintaining this response for at least 16 consecutive weeks,
during the 52-week treatment period.

Secondary endpoints included cumulative oral corticosteroid dose and the total number of disease
flares.

The results of the trial are presented in Table 20.
Table 20 Percentage of PV Patients Who Achieved Sustained Complete Remission Off

Corticosteroid Therapy for 16 Weeks or More at Week 52 (Modified Intent-
to-Treat Population)

RITUXAN MMF Difference (95% CI)
(N=62) (N=63)
Number of 25 (40.3%) 6 (9.5%) 30.80% (14.70%,
responders 45.15%)
(response rate [%])
MMF = Mycophenolate mofetil. Cl = Confidence Interval.

Glucocorticoid exposure

The median (min, max) cumulative oral prednisone dose at Week 52 was 2775 mg (450, 22180) in
the RITUXAN group compared to 4005 mg (900, 19920) in the MMF group. Topical corticosteroid
use and pre-infusion IV methylprednisolone were not included in this analysis. Prior to each
infusion, the RITUXAN group received IV methylprednisolone 100 mg and the MMF group
received IV saline solution.

Disease flare

Disease flare was defined as an appearance of 3 or more new lesions a month that do not heal
spontaneously within 1 week or by the extension of established lesions in a patient who has achieved
disease control. The total number of disease flares was lower in patients treated with RITUXAN
compared to MMF (6 vs. 44).

16 HOW SUPPLIED/STORAGE AND HANDLING
RITUXAN (rituximab) injection is a sterile, preservative-free, clear, colorless solution for
intravenous infusion supplied as follows:

Carton contents NDC number

One 100 mg/10 mL (10 mg/mL) single-dose vial NDC 50242-051-21
Ten 100 mg/10 mL (10 mg/mL) single-dose vials NDC 50242-051-10
One 500 mg/50 mL (10 mg/mL) single-dose vial NDC 50242-053-06

Store RITUXAN vials refrigerated at 2°C to 8°C (36°F to 46°F). RITUXAN vials should be
protected from direct sunlight. Do not freeze or shake.
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17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide).
Infusion-Related Reactions

Inform patients about the signs and symptoms of infusion-related reactions. Advise patients to
contact their healthcare provider immediately to report symptoms of infusion-related reactions
including urticaria, hypotension, angioedema, sudden cough, breathing problems, weakness,
dizziness, palpitations, or chest pain [see Warnings and Precautions (5.1)].

Severe Mucocutaneous Reactions

Advise patients to contact their healthcare provider immediately for symptoms of severe
mucocutaneous reactions, including painful sores or ulcers on the mouth, blisters, peeling skin, rash,
and pustules [see Warnings and Precautions (5.2)].

Hepatitis B Virus Reactivation

Advise patients to contact their healthcare provider immediately for symptoms of hepatitis
including worsening fatigue or yellow discoloration of skin or eyes [see Warnings and Precautions
(5.3)].

Progressive Multifocal Leukoencephalopathy (PML)

Advise patients to contact their healthcare provider immediately for signs and symptoms of PML,
including new or changes in neurological symptoms such as confusion, dizziness or loss of balance,
difficulty talking or walking, decreased strength or weakness on one side of the body, or vision
problems [see Warnings and Precautions (5.4)] .

Tumor Lysis Syndrome (TLS)

Advise patients to contact their healthcare provider immediately for signs and symptoms of tumor
lysis syndrome such as nausea, vomiting, diarrhea, and lethargy /see Warnings and Precautions
(5.5)].

Infections

Advise patients to contact their healthcare provider immediately for signs and symptoms of
infections including fever, cold symptoms (e.g., rhinorrhea or laryngitis), flu symptoms (e.g., cough,
fatigue, body aches), earache or headache, dysuria, oral herpes simplex infection, and painful
wounds with erythema and advise patients of the increased risk of infections during and after treatment
with RITUXAN /[see Warnings and Precautions (5.6)].

Cardiovascular Adverse Reactions

Advise patients of the risk of cardiovascular adverse reactions, including ventricular fibrillation,
myocardial infarction, and cardiogenic shock. Advise patients to contact their healthcare provider
immediately to report chest pain and irregular heartbeats /see Warnings and Precautions (5.7)].
Renal Toxicity

Advise patients of the risk of renal toxicity. Inform patients of the need for healthcare providers
to monitor kidney function [see Warnings and Precautions (5.8)].

Bowel Obstruction and Perforation

Advise patients to contact their healthcare provider immediately for signs and symptoms of bowel
obstruction and perforation, including severe abdominal pain or repeated vomiting /see Warnings
and Precautions (5.9)].

Embryo-Fetal Toxicity

Advise pregnant women of the potential risk to a fetus. Advise females of reproductive potential
to inform their healthcare provider of a known or suspected pregnancy /see Warnings and
Precautions (5.11) and Use in Specific Populations (8.1)]

Advise females of reproductive potential to use effective contraception during treatment with
RITUXAN and for at least 12 months after the last dose [see Use in Specific Populations ( 8.3)].
Lactation

Advise women not to breastfeed during treatment with RITUXAN and for at least 6 months after
the last dose [see Use in Specific Populations (8.2)].
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RITUXAN® [rituximab]

Manufactured by: RITUXAN® is a registered trademark of Biogen.
Genentech, Inc. Jointly marketed by Biogen and Genentech USA, Inc.
A Member of the Roche Group ©2020 Biogen and Genentech, Inc.
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BRRFHIIC DS EAT H Z &N TE L, BAFEEARIEK THEND 16 BREILAINIZIT > T
VA SYAAAR

® JEEVEZ RIS KT D AR AL DML O S BN A C OFEMETRIE T h D5 A IR, R =
Vb VEER L 4 BREILANIC Y Y S kR TR IR A BT A Z E N TE B,

27 =ZEUXEE (PV) [CERTLIEEDHERSSE

® Ui aaiFaf RO —R L OMAEDE T 1000 mg % 2 HEFRET 2 BFFIRHN
5T 5,
® ERPREE
12 7 AL OZEDE 6 » IS, XITERFHMHIZEE S &, 500 mg # §kNICE 5T 5,
® RO E
ﬁ%ﬁmummg%ﬁwmt&ﬁﬁéou MM S Ex, FraanFas FOFX
HEEZZBETDH L,
_EEHV®&§imE®&5#%M il i 1% WZBEH3 5,
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28 HRINDZTLATAH— 3V RUFIHAR

2.9

BEVAIND)YXH U BERNCT 2 M T I ) 72 e AZ I VAL DT L AT
4= arEITHZE, 90 SR EICL Y Y XY ERGTLRETIE, VY ST
BHRNLFRIBICE END I Vv aanT ad Re&5T 5 2 L[ fKAE (14.4) /),

RA. GPA., MPA X O*PV RE Tid, AF L7 L R=Y 1 100mg (Fit) XIIAFILT
L R=Y1my 100 mg MY T 28D 7 L aaLFaf R 30 HRiNciE-9 2 = & e
VAR

CLL B Tl IRRP AR O EIE U TR T 12 s ARE T, =a—EVAF R - A
1 _F A filige (PCP) B OV AT A )V ARk 5 FIHHE 21T 9 2 L [BEER N FRIEE
(5.6) =/,

GPA (X MPA BETH, JRIRTE N Y T4 V&K E5#% 6 » AL ED PCP 2% 5
TR ENHETES D,

U & U RIE T R ONRIER O PV BRE IR L CiE, PCP IZxf9 2 THHHIE 2 B+ &
Th D,

BERURE

WY e MEHBEEZ VWD, NA TAFOEANL, BN D, Bk v, £ax H
HTHRET S, VYt 3EH], BEORIKTH D, BYOMbL 1, Z2EREZB O LM
LNz &,

&5

WO U X 2RI L THE S 7 ORKIEEN 1 mg/mL~4 mgmL & 725 X
9 0.9%EH AR CRESET) XL 5% 7 RUlER CREZF) THIRT S, F2eni
N J R UIREIRFIT 2 2 &, o3RRI Z R0 | MoOFEFTHR L7202 &, A
T VAT A AR ORI THET S 2 L,

RE

JRERECAIR U2 U Y 9 03, 2°C~8°C (36°F~46°F) Dk | T 24 R RE{EAE AT
BETHD, SHICUBMERETTRETHDLZLENRENTWS, LrLARns, BHEH
B TORONO T, FRLERITEER T (2°C~8°C) IR fFT5Z &, UV FH U &R
VHb e = A8 IR Y = F L BNy 7O TR EARITERD TV W,

s ERE

HEH 0 U Y 3 EAEY O SEFEHEAICTH 5
® 100 mg/10 mL (10 mg/mL) H[aIH&E A 7 v
® 500 mg/50 mL (10 mg/mL) Hi[a|H&E A 7L

A5 3,
ZIS 1IN

2L
E2ERUSEEE

Infusion-related reaction

U H 0%, FEAEETeEIED infusion-related reaction % 5| X Z 3, HEJAED infusion-
related reaction %, #JEIHKGHFFD 30~120 BB L TW\WD, VY FH KD infusion-
related reaction RCHEFEAEMR T, FRRE, (RME, MR, REEEIE, K& SR, R,
SRR R DARAEZE, DEMEY, DR a v I R OT T 4 TR RIEIRTH D |
T 556055,



VY s ERHE 100mg
U R EE 500mg 1.6-03  KRETATSCE (Fagd)

5.2

5.3
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BHBIRIC RN B E AZ I VAL T B R T2 ) 72 R0ieE A I VANC K DT LR
T A —ar&EiTH &, RA, GPA, MPA X TPV BE TiE, AF /L7 L R=Y 12100
mg XIIAF LT R=Y 1100 mg (ST 28DV aa)LF af RS LRO 30
SSRNZHETET 2 Z & MR S B, Infusion-related reaction DIEERIZ % L, MBS CALE &
79 (Bl ZnaanvFa s N, mx 7V JESEER, BEEW A%) ., Infusion-related
reaction D ESEE & LB L R HDIRIFITIS U T, U Y% 05 2 —Kny 33k AT 1IR3
D2 L, SRR LT, VYV OFEAEEE 50%LL EoHE L& 52 B3 5, Lk
XAFMIZEE O & 5 B3 DS BEE T 2 A EICE BB LT 2 L b DR,
A I A O REEAIIEL S 2\ (25,000 /mm® DL E) BE X, HOICBEEITO Z L[ BEL DY
FHVEE (5.7), HERE 6.1) S/,

EED KB RIG

Fe GRS 3 B iinim 2l 25 6 H 0 . U Y 9 U TIRIE SN B I E T 5 0]

EMERH D, ZNOORINIIE, EEREERIEE., AT 4 —T A« Va ) JEER, &
%%&%%\mﬁﬁﬁ&%%&¢%ﬁ%&%%ﬁﬁﬁiméo:m%@ﬁm®%ﬁﬁ%u%
BRTHY, VIV BEEPHICHRI LRSS &5, BEIAEO KRB Z 3B L7 B
T, VYRS o b5E2FRIEd 5 2 L, EIEORERIERE 2 BB LIZBE~D ) Y X4
VPG O EVEITMER STV RN,

BEMFFXIAILRX (HBV) BiEHi

BUERFZS. HFARKOBEICED B BFR T A LA (HBV) OFEMELN, VYV %
e CD20 IZH5 A LIRS 5 4 /R 33840 CIRiR SNV B I 8L3 2 WREMEDY & 5, HBs $T
JE G D B CTRHEMEDFRD H AL TV D 1EA>, HBs Btk C HBe FUAEIEDBE TH H
IEHEAERFRD DN TS, £/, B RUAFRIEYYEDBIE 2 FE O bz B3 (HBs HUFEM:,
HBc HUARBE, HBs PUARSM) T FEMEARD 5TV D,

HBV FHEMEAIL, i+ HBV DNA D& ﬁ@ﬁmwmbghé}mvﬁﬁ®%ﬁﬁﬁ
A, XX, HBs #UEENM & O HBe HiiRE B C© HBs PR A M L7 F#IND,
HBV #H O FIEMELICHE . 7‘/%%%%%@@Lﬁ%ﬁoﬁkﬂ,w%ﬂéot)w
EUED R A2 BIEFICIE, FAEEORIZELILAE LD D,

U AREBAIAHTIC \mmfﬁﬁvﬁmc#W@ﬁ X% HBV D27 Y —=1
7 hEREIITO 2L, MBI B BUFRIEYLE % 78 Wt%%(#%®ﬁﬁéﬁ b B
7 HBs $UEPE. % HBs HURFEME T HBe HUikEE) 13, B BUFFRIBEOBEFIZITFRE
L\&%%<ﬁ$%ﬁw\Uv%#yﬁﬁ%&w&ﬁﬁﬁﬁﬁ¢mmmvuﬁféﬁ?%w

AW EEBETDH L,

BUE XTI 2212 HBV B 2380 72 BB T, U Y 3 058 M OVEHESL 5 » H BIEAT
R HBV FEMAL D EER ) R R Lok 2853925 2 &, HBV FiEM LI, Y
VXY UARETE T D24 5 Ak ETHRESINLTND

U RIS }mvﬁ@ﬁM%ﬁﬁbt$%f EHIZ Y Y Yo KOG
Zik L, @YIRIEERE AT 5 2 &, HBV FEMEZRE wt$% N S RS RVIDZE S B
HBOLRAMICEALTIEL, FO2F — 221372\, HBV BHEMALSEE LI-BEICHT5 U Y
XY AREOFBIZOWTIX, BAFRIBEOHEMFE L HiET D &,

EITEZSREBERKE (PML)

U R A K DR & ST T MR R0 B AR R IR W T, JC U A LA
DIEGZ LD PML Z34E L, SEICE D AHEMEDN H D, PML &2 K72 < O I fE g A
Fx ALFEEE VY X0 oo, OIS MESMRBEIZ SN T Y Y 2 o3 kb 3T
W, BERERBEEIT, VYV U BEICITT D0, XUTWAT U CRE gL E %
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5.6

5.7

5.8

5.9
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T, PML ZRBLL7ZIEEA OB, VYV ORKEGND 12 5 HLRNIZ
PML &2l siiz,

- e BRI 2 RO T2 B Tl PML O W& ZE 925 2 &, PML OFHEIL,
FREHE & OWhak. M MRI & BEHEZRHRIN S D08, ZHICRESND O TR,
PML Z%8BlL7-BFE TIL, VS a2k L, OFH L0 b5 X o0 )% fmii] 5
EOH IO EEZBTHZ L,

B R IRAEIXEE (TLS)

NHL BE B WT, EEABERRE (TLS) (2 X 28R ARE, @b U v AMAE, Kh1
U AMAE, EIREEIE XX & Y CERIAEN ., U Y U ORIEIE G4 12~24 FEE ORI
HHEL, BAICEL o TEBIENTH 7= Z EBRHE I TV D, R, R ML+ o EE i
BA3 % (25,000 /mm? DL L) BE SUIEEEOZWVEFE T TLS BELO U 27 MB3E,

TLS FELDO Y 2 7 BEW W EE I LT, AR fEIc X014 FL—a U RO
PRIZMIE FRIALE 21T 5, MIEEMEET ORIE, BEELOERE AN v A 2E=4—1L,
VEITIS U T, BTEOIBREIT O 2 & [ZEERPFETEE (5.8) M),

BmmebDrkEte, EELME, HE, MOFH Y A VARG LT A )V A RGO G
PEAED, U R U2 AR E LI IRE T R OVEEK THRIZHEBLT 2 AR & 5, Rtk o
KA ~ra7 ) U iE (B : VY U0aEE, 11 » AZB2 TR 280~
07 ME) 258 LT BE CORYYERBLAHRE SNTWD, Filly A L AR XIT Y
A WV AEGEDFIEMACIZ A AT BT A VAR RS T A VA LR T A LA B19,
KIBHAIEIZE T AN A, T A LT AN AL BRIFFR LN CRIFRN G EN D, BHERE
UEZRBLLTGE, VYo 2k U, @URIEEEITY 2 & [FEKKE 6.1, 6.2) =
AR, VYRV X ERE ORI ORBRYYE A AT 5 BE ~ORGITHRE S0,

DINEREERG

OEHED, DAEEZE, DRMY 3 v 7 250 00IMERAERISH Y Y V9 R EBHEITHE
B DARENEN D 5. EEXIIEME G T REIRAEHA LI Gallidkb e k452
&o BRIRAICE R RNEIR 2 FE B L7283 . XIIRBIRRCIED IR & 5 8H TiZ, U
VX OEGR R OEGE TR OUIBROT=2 V) T E21TH Z & [HERE 6.1) 2/,

BiEEM

B e b DA Ete, EIEOBIEEMEN NHL BF T 5 U Y 23 U B 5%I2KHT 5
AREMEN B D, BIRFEIEL, TLS 2588 L - BE AR TV AT T F o LU 4o
PR LIZEBEICRBE L TWS, VAT TF 2 U3 o O ITAGE S - 1E8ETIX
20, BAEDOHIEE FCBRL, MiE7 LT F=0 B ERTBENIZIRERD B
FZTIRV XY BREERIET S 2 b [BERNEEE (5.5) 25,

ADEAER VT
U S LARSHRIE & OOFIRRE&AT o 1B TR BIAE R ORIV S .
HEBIHIBO TN D, TilREHEE T, FIHE R E TOFHMMIT, NHL 8%

De 6 B #iP: 1~77 H) Th o7, MR SUINEMN: 2 0 k9 7 & OIHZE DR 2 58
D LGEEIE, THREEiEIT ) Z &,
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510 Flhi&TE

VY XY AREBRDOAED 7 F AT KD PHHEROZ2ITER ST Wiz TRIERIT
IR DOEDT 7 F N2 K5 PRAERIIHER: S vz,

BEIZY Y XY U2 &G T 58, ERNIEEO THH#EMREZ#ER L, vieThiud, B
iﬁf®%%%@ﬁ4%74/ eV, B TCOFPIHEERELZ U Y XV UGENIcITY 2 L, £
7o, RELT 7 F 030 Y ool a—ABtE0 4 JBLL ERiic&k 5352 &,

GEINEICRT DY X DRI, A M LIS —F (MTX) BERFEL VY 9
& MTX OOF & bk U7z 7 v & 2EEEGRBRIC X 0 3R S 47z,

JiRERE T 7 F > (T AIEIEIRAEMERUR) (x4 205 E LT, R FEOMERD 5 5 6
FEELL RISk 2 50RO S 2 RE LSS, MTX HAIRGEOBE L gL, VY *
B AMTX B GBED BE THRM D _EF-BME - 72 (19%vs. 61%), £72. U Y FH +MTX
BECIE, MTX HARGRECHERT, fid—Fh—n - Vo Xy hAEv T =2 (RAHIR)
PUARH SN EIG NV o7 (47% vs. 93%)

WER RS YA FU 7 F o BEFEOREICE D T HIEEMEGUR) 12k 2 BRI
MTX HAIB G EBE & MTX+Y Y X U RECREBE CTH -7 (39% vs. 22%), ¥
X R RE R (BAERNR HUE 2 3EAh 3 2 38k BtEZHERF L CO 2 BFOEIS b RIFRE Th -
7= (MTX HH 70%. MTX+VU Y FH 2 77%),

VYR AREEZ T TN DS OBRETIE, THEMERRT B MR ERF M TIRAE
MTHY., ZOMADOEKNERIIAATSH S,

511 . RRRERE%

bt FMRBRT -2k DL, VYR AITFERNBRERICIVREREEZSISEZ L, SR
B At U o SERBAEZ S SR T2 ENDH D, ISR LT, RIE~D Y 27 Z{F#
Rtd 2 Z & MERFRE A AR, U Y R RPN Y Y U RER G 12 0 A
(IR REVRBEIE AT O R&E TH D[FFEDBE DN (8.1,8.3) Z/H).

512 RA. GPARU MPA. PVIZHEITE A b FLFY— FUADEYEHRF RS

DMARDs & D f#fH

Ut R E#ZIC B HIRREGRAD 2380 T D RA BBFITX L, A b kL&t — LS
D HEW) R BA TR BERPERT Y ¥~ F 3K (DMARDs) &5 L7256 OZ 2T 5
T—HIXR OGN TWD, EWErgsiE) K O X DMARDs % [FlRE| @Hﬂﬁ“éiﬂ/\ :,t J%
PeDIKEIZONWTHICBEBELEBRT L, VYR REH%IC B Ml %R
W5 GPA XIE MPA XL PV BT LT, a/vFaxT A RSO G #H| %ﬁﬁﬁ L
N Sy RV (NG AVAS AN

513 EHEERF (TNF) EEFEFERICKYMIRF TS EL>TVELRAEE

~DEH

YL DAL, AEEROBAI T DMARDs 4514012 %% LA RA B2
ﬁ%&Lt4#®%@%%%hﬂxiﬁ%$%%ﬁ%&Lt%@ﬁ%fm@%ﬂfwéﬂ
CRLOBEEEMICENTHRR Y AY — % T £y b b OBPEERR S LT, |
DLLED TNF JLEATARIC LD IR0 &> Ty RA BFE~D U Y 9 503
HESE S U [BEAEACR (14.6) /M),
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6 AERIG

UF@E%&ﬁiﬁmimwﬁ BOWTHACHE ST D
Infusion-related reactlon[ R OFFIEE (5.1) /)

HUE O B RIBESOS [ i&ﬁ%ﬁ/fﬁfg (5.2) 2/
BIERT R % % 5 B BT R HEMAC] B4R O FFitE (5.3) /)
WATPEL B VENIE [ AR P Friite (5.4) 2/
H@*Hﬂ%ﬁ@ﬁ (B OFRiitE (5.5) 2/

YE [BAR DFRVEE (5.6) /)

TNIIKES %ﬁiﬁm[ B R O FRiEE (5.7) 2

B [BGR O FEE (5.8) 2/

W DPAZE M OVZREL [ B K M FritE (5.9) /)

6.1 U UNRREEICHT HERRAER

FERRER X B2 DR T TIThb b 728, & 2 HANOEERRER TR O D - HEKIE D%
Bl 7 fth oD FF O BRIREABR TR LNV A EIIS & BT 2 Z L3 T& 3 D2
TR DD FBUSAE %2 KR L TV R WRIBEMER & 5,

PITFICRTT—XE, VX Hong5Eanz27183 oo Thh ., VY53 OH[A
BeENORR2ERMOBEEORETH D, VY0, o 7T — Lk T G ER
WX RS (356 B} Y 2427 f51]) , FEEE OFARRELE, 1180 il AL X T A At Y
Vo3&, 927 #5175 DLBCL. 676 fil7S CLL Tdh 7=, 1T A EFO NHL B&1L 1 [ H7-0 375
mg/m? Z#E L, VY SV U EHARREL UCHE 1R, KK 8 [E#EE, LFHRER L ook
e UTiOR 8 BB, UMb IE S OMERFEIE & L TR 16 [l 5-Siu7z, CLL B3
TlX, ZAVHTEC RO 7 aR A7y 2 REOFHHREET, #ENX 375 mg/m?, 2@ H L
BRI 500 mg/m? Z K S Bl#e 5 L7z, 71%0 CLL BBEM 6 A 7 V& T L, 90%D BHE
NU Y XY E2ETIEEE 3 A 7 VL BT LT,

NHL % %5 & L7 ERARBR CRO DN EENEW Y Y X O ERIG (BEZE 25%
PLF) 1Z. infusion-related reaction, F&Zh, U L NERIBVDE, BEZE JRYWE K OMMESGETH -
7o

aL%ﬁ%kLtMmﬁ%f RO LI HEENEN Y Y 2 OFERG (FBHE 25%
LA k) 1. infusion-related reaction & 4P ERE/AE T - 77,

Infusion-related reaction

U o wEERGRC, %< O NHL 3 T infusion- related reaction B, I,
FEEN, IR MR LD, ZOFE, METIE, RME, R, KJE UK, FRE. BB,
WEnt, AR, e XIEE T Th o7, Infusion—relatedreactlon ii\ BRG] 1S e Rt (oY S
30~120 7y LAIZHEBL L, EARE DRSS 3 G- 2l L, SRRE (Y7 =B R 3
V. TR ) 72 CABARIEROBEIRNES) I X DR L T\ 5, Infusion-related
reaction D BLHRIT, #IEFRERERRG @< (77%) . £ D% OG- TIIEd L[ 24 & Far
TEE (5.1) 2/, RIBH A IaME NHL X3 R1A% DLBCL £ T, % 1 %A 27 /LT grade 3/4
@ infusion-related reaction Z BT, 852 A 7 /LT 90 G EZIToT-BEFEDORE Y H X
1T8 53 H @ grade 3/4 @ infusion-related reaction FEFLZHRIT 1.1% (95%(F HEH X [H: 0.3%. 2.8%)
Thole, FH2HATNVNLE A 7 MZEBIT5H 90 /3 5-% H T 5-3 H O grade 3~
4 @ infusion-related reaction DFEELF (T 2.8% (95S%EFIXH: 1.3%., 5.0%) Th ol L L
FEE (G.1), Bk (14.4) ZH),
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FRUMLE % & T0 BB 70 Sl YWiE (NCI-CTCAE grade 3 X% 4) 1%, ¥ > 7 /L7 — A5kBR CTlX NHL
B D S%ATNTHBL L 7o, BYYE DORFBLERIL, 31% R 19%. 7 A VA 10%., A 6%,
KOEE 1%) Thol[ZBHRDIFTEE (5.6) ZH),

A IAVESUTIRENEFE NHL 2 5%5 & L2 7 > & AMEHEEBR 123\ T ALSEIERE T 12
VYRGBT DREL Y Y R BG L AR BEO AT Y RRYE R BRI
VX ORGE2ZITERBETEN-oT-, 72, WFEAMEKMRE B Mlatt ) o jE
BEICBWT, UANVAERZIV Y XY ORG 22T EEOHTICEI D LI BB LT,

M BRI M >~ 212 7"

UYL~ AR Z %) 7 NHL B4 D 48%I238) T, NCI-CTC grade 3 } O8N 4 Oifi
BRIBUMEDN RS S e, 2D X, U U oSBRBAME (40%) . AFHERIBUDEE (6%) . I ERTE
DIE (%), Al (3%) KOM/IMIIEAE 2%) Thotz, U 2/ ERBUDE O R B
JAEIX 14 B (FiPH 1~588 H) ., 4 EREAEOSBMM P M 13 B &GEFE 2~116 H)
Tholo, Yo7 NT—LFERPIC, VY3 A58 %., —mEOFARNEEA N EMHR
MERMEIZACAE) 25 1 & Mg s 2 3o bz,

U W U HAIORBRICBWT, U YY1 L5 B HIIAE L. NHL BE D 70%~80%
IO BV, 2 b OEED 14%Z1ME IgM K ONILTE 1gG DI 238D bl

CLL VBBRIZI\N T, BIENE DO 4F P ERISE K O FEME A BRIBVE D3 BLERIE, FC A
TIRIR LI & i U R-FC JRIE TIRIR LI BE CTRibs o 1o, IBIENE D I BRI JE 1L
grade 3/4 OIFHFEKA N Y > X U REFEG%O 24 A6 42 A ORIZETE LG E L
EF ST, BRI PERBAEIZ, VY S0 DR E 5 42 HLIBEIZ grade 3/4 DA
PERBUDIEN B L- e L e/ LI,

RGP CLL BB IZHB W T, B O 4F R ERBUMEIL, R-FC 1L (n=402) Tl 8.5%D
FHTRO B, FCHEIE (n=398) TiX 5.8% Th 70, BIENMED I BRI IE 2 S8 5L L 72 5>
> 72 BB CERFE MR TP BRIBVE 2 R B L 72 BB 1X. R-FC J&1E TIX 209 filH 14.8% D
FC LTI 230 Bl 4.3%DEETH - 7=,

BEIRHE CLL B Clk, BIEMEO 4R EREAME X, R-FC L (n=274) TIE 24.8% D EFH
TR LA, FCHEYE (n=274) TIiX 19.1% TH -7z, BEBIEME OGP ERJRAME &2 3B L7202 >
7o T, EBRMEA TP ERIEE A2 8B L 72 BRI, R-FC 75T 160 Bl 38.7% D
FC #5147 Bl 13.6%DHREFE TH - 7=,

IS THE G 1F, (G /E NHL

U YU HARIED Y 2 7V T — ARRBR TR S VT B3 U T EEEYE  AREMEE ST A
Fabtt, CD20 B, B A ME NHL B35 356 BlZ78 D DIV A EIKG %3 1 (R [ G0
(14.1) 2/, FEAEOBFIL, VXV 375 mgm? 2l 18], 4 [\ 5 Iz,

=1
DYRY VERIREEZTE-EREXTHAMEERMERT S NHL BE
D5%PULICHEBELE-AERICHEERE (N=356) >°

4 grade (%) Grade3 XU 4 (%)
BERG 99 57
— RS FEE 86 10
FEEN 53 1
BERES 33 3
JRYLIE 31 4
HIE 26 1
GEL) 19 1
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4 grade (%) Grade 3 KUV 4 (%)
-2 14 1
35 12 1
I 10 1
LAEEIN U2 9 0
L 5 0
MER Y 3R EE 67 48
U 2 RERBUE 48 40
F L ER e iE 14 4
- H RIS E 14 6
1 IR iE 12 2
2 1. 8 3
&K Ot B 2% 44 2
wT 15 1
2 15 1
Z O P 14 1
ERRZ 8 1
IR A R 38 4
1% D HE N 13 1
DS 12 1
B S 8 1
IR K] B 7 1
] deh e 2% 6 0
REEOREREE 38 3
JIIEREA 11 1
i ke 9 1
RAH T NE 8 0
LDH 5 7 0
k2R % 37 2
L 23 1
T 10 1
M P 10 1
i 32 1
HE 10 1
R 5 1
B R 26 3
7 R 10 1
RE iR 10 1
i - &% 25 3
B+ 10 1
B I E 6 1

a VY hoBESRK 12 » M E CIOER LEAERIS
bﬁiﬁﬁ@ﬁrfi NCI-CTC JEH#E/2 X 0 HE LTz,

NS NT — AR W T, ARSI RIE, VY U REF RN Y %
Vo5 % 6 v HETITREAL,
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TV DM/ K 1F 5 A% NHL

B 4 12\ T, R-CVP EIERED B Cld, CVPIRIERE OB & i U, #yk RSt
EAFHRERBE DI BN mr o 1o, IROAFERNT, CVP EIERE & bk L R-CVP JRIERET
FRBRNEDPoT- 5%LLLE) 1 B (17% vs. 5%) . % (15% vs. 6%) . IFL (14% vs. 3%) .
HEHE (10% vs. 2%) . Z 28 (10% vs. 1%) . AFHERIBAE (8% vs. 3%) & M8 (7%
vs. 1%) [Hk#Ug% (14.2) =),

ABR 5 1BV, ety — 2 OWET, EELAFEFS, grade 2 DL EOEYYE
F O grad3 L EOFERIGIZR LTz, U Y S92 LA BREO G EER, VYS9
VHEND X DHERFEIES T O T BT X, BIRRBIEE & LT BYYE OFBLA B Do 7o
(37%vs. 22%) . U > W UHERPIIERE CREEN F D o 72 2%LL 1) grade 3/4 DA FERG
WX, BYYE (4% vs. 1%) &M ERBE (4% vs. 1%AK01) TH -7,

BR 6 IZHBWT, CVPIRIERZIZY Y VU N B HE SN BE L. CVP RIEOADBRE L
tEE L. LR OFEKSORIANE -T2 (5%LLE) BRI (39% vs. 14%) . &Il (35%
vs.20%) . RIEEE =2 —a3F— (30%vs. 18%) . JEYYE (19%vs. 9%) . fifizeth: (18%vs.
10%) . FFIRERFME (17%vs. 7%) . FB KO/ XUTZ 28 (17%vs. 5%) . BAEIE (12% vs.
3%) KOMREIN (11%vs. 4%) , GFHHERBUMEIL, CVPIRIEDOARDBFE L ik L, CVP K
ERIZU Y XY DR INTEEHTRIADEN -T2 Q%L E) . ME—O grade 3/4 DA FE
BT o7z (4% vs. 1%)  [Mk#ge (14.3) /),

NFE AN B Hfaft Y >~ (DLBCL)

Bk 7 (NCT00003150) KON 8 IZI\\NT [kl (14.3) S/, BEIEEIZH 0D LT,
LR O ERGNH, CHOP #iED A & b#g L, R-CHOP VL CIRIE L7z 60 Ll LD BT
FENE DT (5%LLE) « FEEN (56% vs. 46%) . FfifEDE (31% vs. 24%) . DEFEE (29% vs.
21%) LONEFE (13% vs. 4%), A6 OREBRICE T 25222t — % OIER, EI
grade 3 KN4 L EHERAECICIRE ST,

AR 8 IZBWNWT, DEMEEmET L, REEANEIRISEIROFEELF (R-CHOP ¥t 4.5%
vs. CHOP ik 1.0%) 25, DEtEDORBLROZEITEEL TWDH Z LRI,

PUF® grade 3 KON 4 OFEKGIE, CHOP #E & b#g L, R-CHOP &5 CRELE D )
ST M/NBAE (9% vs. 7%) . HififEE (6% vs. 3%), R-CHOP JE{E CHRILR N E o 7o
Z DD grade3 KN4 DFERSE, 7 A NV AEY GRER Q) . fFHERBIE GRBR 8 & 9)
KOEMm GRER9) Tholz,

1 U > N1 A

LRI RT T —# 1%, CLL#&BR 1 (NCT00281918) XX CLL &% 2 (NCT00090051) T,
INETZE LV aRA Ty I REOHHTY Y24 o3& b 37z CLL B3 676 D
AR T D [MkaR (14.5) 246, FhiO#RIPIL 30~83 i, 7T1% 0B BHEZF ThH -7,
CLL Bk 1 IZ8BF 23R LT —# OIUEIL, EIT grade3 KTV 4 OFFRIG & HIER
HERIGIZRE S v,

T R E A E ST, B TG BAE 24 FRREILINICREL L - FTOAERES L E5%
U7c D, F8EN, HIE i, E ek K ONRE R 5,

CLL B2 1 125\ T, AT D grade 3 KN4 OFERIGIE, FCHRETIRIE L7-BHF LIt
L. R-FC JEIETIHE LTI-BE CTRIEERNE N - 7= : infusion-related reaction (R-FC JEi%:
BE 9%) . AFFERJRAME (30% vs. 19%) . FEEMAELF FERIRAME (9% vs. 6%) . FILERIE
(23% vs. 12%) M OYALIMERIBDIE (3% vs. 1%) o

CLL 3B 2 1I2BW T, LT grade 3 Xt 4 OFERIGIE, FCHIETIRFELIZBE L b
L. R-FCHEETIBE LT BHE TREARNE Do 72 : infusion-related reaction (R-FC JEERT
%) . GFHRERBUE (49% vs. 44%) | FEEWELF R ERBUME (15% vs. 12%) | I/ E (1%
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vs. 9%) . ARIMESE (2% vs. 0%) & OVB BUIFR (2% vs. 1%Ai) , R-FC LD BE D 59%
723, infusion-related reaction Z 3L L 7,

BET ) O FI2H 1T HERREER

FERFRBR 1T 2R DM FTiTbn b 728, & 2 AN DGR RER TR b= E KL D%
Bl L 2 fth oD FF O BRIREABR TR DT A FIS & BT 2 Z L3 T& 3 EED2
TR DIVAFBISAE & Kk L TV R WA[BEMEDR & 5,

UTICRT T — 2%, R L OERGRR 20T, VYo TiaEInE
2578 IO RAFBFZE DO H DO TH Y . HFHEESMIX 5014 BF - FThHho T,

U UnN B INT-2BE T, 10%LL EOBEFICHRD b -AERGIE, infusion-
related reaction, _XGERYLMIE, SUABEZ, JREGEYYE N OVRE XX Th -7,

77 B RRBEEGRBRICB VT, BEIZY Y Y2 500 mg D 2 [T Y Y FH 2 1000
mg O 2 [AFIREE . HDHWIET T 'R, A b FUdH— ho 24 BEFE 5O ST,
IRHORERIZBWT, U EP 2 (1000 mg x 2 [1) XIE7 7 2R FSL Sz 938 #ilod
BENEFINTZ[F 2 2], BED 5% EIcHE SN G EST, GimE, L, E
ROERYLE., R, BEKROEIETH-o7- [F25H], UV YF¥ 2 500mg % 2 [ 5
SNTEFICRD DN A FRISOFER LFEIX, V3% 1000 mg % 2 BG5S
RELFRETH T,

*® 2

RAEBEZWNRELEHBOD 24 BEETIZ2%ULDBREICEKBULAD TS REIZHEL

1%L ES KRB LEAERGREE (F—LLEF—%)

77 R+MTX 4 U 4+MTX
N=398 N=540

HERG n (%) n (%)
e I £ 21 (5) 43 (8)
TN 19 (5 41  (8)
b RGE R YE 23 (6) 37 (7)
A iR 14 (4) 31 (6)
TN g (2 27 (5)
I 5 (1) 26 (5)
E 9 (2 16 (3)
HIL R R 3 (<1 16 (3)
B 6 (2) 14 (3)
PEIR 30 (1) 12 ()
RIS 3 (<) 12 (2
HREER 4 (1) 1 (2
M5 BV I 0 (0) 1 ()
N 5 (1) 9 (2
R IR 2 (<1) 9 ()
1 7 i 1 (<1) 9 (2

b TF—2iE, VYE Y2 (1000mg & 2 A% 5) UE7F TR E A ML —F &0
LS SN GRS 2 FRBR L OGRS 3 MR Cia STz 938 Bl T — Z 28T
l/\}_:)o

** MedDRA |2 & 0 5B 2 7=,

1 NCT00074438, NCT00422383, NCT00468546, NCT00299130, NCT00282308, NCT00266227, NCT02693210,
NCTO02093026 &% (X NCT02097745 OiRERT — % S
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Infusion-related reaction

T ENTZ VY XY O RA BEEXMNGE LT T AR T, U Y
B TIRIE SV IEE D 32% T, U Y 0 UAEIER G- HR A3 E G- 24 IR LLNIC A X
JGEFBL LN, 77 ARREEGEINZEETIE 2% Th o7, 2 [\HEE O 24 B
WIZRRD LA EISORBRIL, VYV RRNT TERARZNTI 11%E DN 13%IC
Wb Ui, ko mﬁJsmn related reaction (I SV LT & O BEIZ 230280 B 220 FEEL
HOE MR 2O, SIS RE. AT, < LAk, MREEHEE, %, KOV TR
%i@%)iw@@)/%%/&ﬁﬁﬁ@m%u%ﬁb\mﬁfiﬁﬁ&ﬁﬁﬁfﬁw%?
Hol-, B2 M AEEREOZMD infusion-related reaction 1%, VYV XV &L TR
BETCENETN 9%E 1% Uiz, BEEZRZAM O infusion-related reaction (£, VY ¥4 ¥
HBRERONT 7w REEBRELIZ 1%RETH -7, WIETEEa—AEOAMD infusion-
related reaction |2 &V & 5-DZE (Fhlr, ok, 5 IE) 24 E LEBEIX, VY S
VG HBET10%, 7T REEEE T 2% Thorz, 2 [E B LEOIRE 2 — 2 T, &k
@ infusion-related reaction 38l L7- BE OEIGITD L=, VY4 o &EHMGRTIICZ v
aa)LFag REEREE 42 2 & T, 200 infusion-related reaction D IEELZR g ONESE
HEH T X 722, A1t infusion-related reaction IR TPV RICKT B 7 v aanrFaf R
#0508 HE iT%T%éo_h%@%Wﬁﬁmﬁﬁi\J/%%/&ﬁw;#tx&
SUAHIETERNT S ) 7o REEER TV,

TR

TV ENTET T B RRREEGRBRICB N T, U Y R GRED 39% TRGLIE & JE H
L. 77 BREETIE 34% ThH o7z, BEENE Do I YL, SRR, FRERYYE,
PREGIEYE, K[E IR KL OFEIRER TH ST,

EERYYEITL, VY XY U EBEBRED 2%, T TR GERED 1%I2RBD b,

U Y3 Xtz 2578 Bl RA BBV C, HEZRRYYER B EIL, 100 B -
FdH7-0 431 Tholo, HBENE D S TEGE (0.5%80 ) 1%, Bk UL T ROERRYYE
MBI R ORI FEYUIE CTdo o 7o, HIEZRERYYE CBOERI 72 & 1%, Mgk, WU, &L T
Hotz, 2 [ HLIEOIEE 2 — A % Eii L 7= B3H O EE 7 BYYERBRRICEIT e o T,
U4 TR S v, EEBIRENME 238 &371 185 f5l> RA BFITX L, W FH) DMARD
(1 & A L2 TNF BEA]D) NG SNT=8E, EERBYYEDORBLRIIM L 27z,
A=) DMARD £ 5-8i12, 186.1 B4 - E&t 0 13 RO FERE 72 EYE TR O H AL (100 2
F DT 6.99), FHHKIT, 1823 B - FEH T2V 10 1O EE 22 EYLIE D373 w%ht0m
B - EDHTZ0 5.49),

Lol B SN

TV ENT- T T RSB EERBRICBN T, ) Y U BEREE T ARG
T 1.7%E 13%ICEE R OME RO KIS bz, RA O _EHERRBRHM I 3@
TILMILE R DU L DIEERFRD AL, 3 FI23 Y X0 8 (3/769=0.4%) TH Y |
7T ARBETIIRRD 2o 7= (0/389),

RA BH 2578 BNk LCU Y FH 3G S, EEZLIRO BSOS ORBLFIL, 100 &
FHEHTED 193 Thote, LHEZE MD) OFRBLEIGIX, 100 BF - F£H7-0 0.56 ThH
D26 BT 28 f) . ZOFBLFEIX, RA BEICBIT 517 MI BEELFH U TH-o 7,
F-. ZTHOORBRIT, VYERH o3 EIOEEa— A THEIN LA 7,

RA B 13 N L L, DIE ROFRORFEEY 27 BNEMLTWHEDT, UV FH
VEEHIIHSICBRE B L EE T EMEE T X O RO RGN LA
. VYRS oG EARIET S5 L,

1Y 2Bl JE e OVES SR I 1

TV ENT T TR REEERBRIC B DT R Y VU ERIIE (2.0 mg/dl R DOFTHIEH

B, VYRS o BEBED 12% (67/540), 77 BREGEEZD 10% (39/398) IZi@RH LI
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Too ARV VERIMAEIZ, VT a AT A KRG INTZEFICTLVZIBO LN, @REE
MIE (10mg/dl #8) OFMFEIN, VY I EEHED 1.5% (8/540), 7T B REL B
D 0.3% (1/398) (2R iz,

RA BEFIZY VXV o2& 5 LicgE, K B IEO BTN 21% (528/2570) D&
FITHRD B, mﬁ&mr@ﬁﬁ%ﬁwr%wwﬁm)@%%_nghto%<®ﬁJ/
Fe E | 35 G- RFICBL L, —tETh o7,

RA BEFIZA TS A5

6.3

RA OEFIRERER T 2578 BlIC U Y o~ T 35S, U Y R a— A0 &K 10 [H
FEhif X Av, VY X R o — AN 2 [\ILL R SEE S A7 R Y 1890 451, 3 [RILL 23 1043 451
4[EILLEMN 25 FITh -7z, HEOEREa— 22 L7213 E A EOEBEIL, Al —A
5 24 BRILL B2 U722 ISR OIRFE 2 — A 250 L, 16 BEEAE AT FiaR 4 i L 7o
BE XN 2oz, 2[BIHURBED VY 9 358 a0 — R 2B 54 EROG O R B L I
VY XY rofEiEHEa—A LFRETH T,

RA ZxfG & L7=ikBR 2 Tk, RJEBNSKI L CU Y I U FEBENH Y, VY X300 EH
B INEBEOZENET e 7y A VR, T ERRKEINTZBE LR T -T2 [
Ak (14.6) K& OV - @ (2.5) 2/,

SRIMERMEAFEE (GPA. V¥ TRAFEE) RUBEBIRMNSHME %

(MPA) (28T B ERREER

BERARER X B2 DRI T TITh D728, & 2 HFN DR TR O D - HE KIS D%
BB 2 fth oD 3K O BRIREABR TR DN A FKIS & BT 25 Z L3 T& 3 EEDOZ
TR DAV D FEBUARE 2 K L TV R WRIBEME N & 5,

TN GPA/MPA 125195 BAFEASEL (GPA/MPA #U% 1)

PLUFIZ/RT GPA/MPA Bk 1 (NCT00104299) OF —# 1%, 1 DOEEERIZIHBW T, &
JaR A7 7 I KXY Y F4 0 TIHEE LI2IEEIE GPA XX MPA 35 197 HilOkHE TH
b, ZORBRIZ, T MME, ZHEHEWR, FTNVE I — EEGRILE AT 6 1 HBEOE
s NBEfE & Z 0% 12 5 A MO EMMERFEEBE D 2 S TR ST D[ kA5 (14.7)
2/, 6 » AOREFEANTIX, ZvaarFaf REOHFHTY Vx4 375mgm? % 1
MR T4 mEEGT M EE . ZvaarTFas REOFHTRAY 7 akRA7 7 I K& 1 H
H7=0 2mgkg (BHERE. AMERE KL NZOMOERIZ LV %) &5F 58T & Ak
B Uiz, BENSONT-REXIE 6 » ARBOEMEAMBNE T L%, 7 kX 7y
S FRECITEMAHER 2 HACY 7 0 R A7 7 2 &7 F A7V oz ) e
BECITEMMER O T D ORI AT D/ o 1o, BB 6 » A MO EARE AR T REZ
iThiv, Z OB OO RAE % L FITrT,

FI3NRLEAERIGE, VYFI~THO 10% L ETRAL-AEFELTHD, VY
X U BETIE GPA XX MPA @ 99 BllZDOUWT 47.6 B « EOBIZEN T, 7 akRA 7
7 X REETIT 98 BT DU T 47.0 FBF - FFOBIER T, BEEDRE N> oA EFEFRIL
JEYETH Y (47~62%), LLTIZENEZ R LT,
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x3
GPA, MPA BEZXHRELHBK D6 n ARETICRH oMz
RIE 10% U EDFERIGFETE

FEHG U Rt VI uRAT 7 I R
N=99 N=98
n (%) n (%)
HEL 18 (18) 20 (20)
T 17 (17) 12 (12)
GIEbTA) 17 (17) 19 (19)
A AT 17 (17) 15 (15)
=Yl 16 (16) 20 (20)
HRAYENE 16 (16) 6 (6)
NI 14 (14) 12 (12)
ESfEiE 13 (13) 9 (9)
53 13 (13) 11 (11
I T7 13 (13) 21 (21)
ALT & 13 (13) 15 (15)
& IfLE 12 (12) 5 (5)
S i 11 (11) 6 (6)
-8 K] B 10 (10) 11 (1)
1 Bk 10 (10) 26 (27)
S 10 (10) 17 (17)

* ARRBOT A T, 78 24— = IEZAPHENIC XD IEEOBRNBARETHY . ThE
NOFED 13 FIA 6 » H OB Pz OIERE2 4T - 7=,

Infusion-related reaction
GPA/MPA %% 1 T infusion-related reaction |, %5 24 RERILINICHBL L, Y =N
HLEORENS D & LIcAEFEGLERINT, VYT HED 99 FlD 12% 7T 1 2L LoD
infusion-related reaction ZZHL L, > 7 B R A7 7 I REED 98 5 TiX 11% T - 7=, Infusion-
related reaction (%, YA b T A UHHEGRERIAL, MEEEAIMER, M OMRECH 72, VY
&9 U BED infusion-related reaction J8ELZ 1L, 1 [0l B HHEED 12%., 2 [0 H #5528 5%, 3 [4]
G55 4%, 4 BIHRGRR 1% Th o7z, £V VIV UREORNC, ik 22 I UFIK&
KT RTI )72 KD T VAT 4 r—3 9 & T- 7275, infusion-related reaction O
BRI R AT oA RBFHESRTWDZ b, L AT o r—varicdbd
infusion-related reaction D FEHLE K ONEHE FE OBIBEN R DOV T, fFEHR 57 TIEZR 0,

JRIE
GPA/MPA 7 | T, TG AMIFE O 6 » AMIC, VY XD 62% (61/99) TIREYWE
MWREH L, 7 uRA7 7 I FEETE 47% (46/98) Tholo, UV IV U HETRIERN R
Do T YW, RARGERGYE, IRIEEYYE R OCHIRIEEZ Th o 7o,
HEERRIEORBLRIL, VY X URET 1% (100 BF - F£H720 25), v I akrA”
7 X REET 10% (100 B3 - HEH 70 28) Th oz, EERBYIE Tl bRBIRNEm N -T2
DT Th -7z,

5>~ 2" 7 i
U TR L7 GPA KUY MPA JBE T, KTy ~27 v 7V ifE (IgA, 1gG Xi%
IgM DN IEFE FRAR~MET) BBO BTz, 6 » ARFRIZIB W T IgA, 1gG LN gM M E
FAE TIRARMG~NMETF L2 BEOERIE, VYRV UBEETEREN 27%, 58% KT 51%Th
D, 7 BaRAT77 I RETENLZEN 25%., 50% &N 46% Th -7,
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AR A S THNG =2 > b 17—l Nk ¢ D GPA/MPA @/7%732 “HE (GPA/MPA 7% 2)

GPA, MPA. XIFEREM D ANCA BI#IMERICHTH 7 mAR AT 7 I ROEMEA
WE%, W ar b — WGZELTBEE NG L Lc, KERARDO VY <=7 L7 FF
TV OFIER NLEE2EE T 54— T v T LGB TH D GPA/MPA kB 2

(NCTO00748644) [fGH/h#HR (14.7) B/ T, BREIZE 572 57 51> GPA/MPA B A3, 500
mg OKRERABOVY X ~T7% 1 HH, 15 HEIZ2EHEEL, 20k 6 » AZ LI
# A, 500 mg $¢5- L7z,

LM 17 7 A X, RA, GPA XN MPA IZxI3 %87 a7 7 AL —H LT
77

Infusion-related reaction

GPA/MPA 3Bk 2 T KERARD VY % v~ 7 TR S I BEOREBI D 7 611/57 Bl (12%)
C infusion-related reaction 2338 54172, Infusion-related reaction DIEIK DIEEEIE 1L, #lH]
e E P 3RS ZIC R b E < (9%), TOHOFEETITE T L (<4%), 1 HlCEE
infusion-related reaction % 2 fF¥EL L, 2 {4 ® infusion-related reaction |Z L V) &5 &0 FH#E =
T3, BIERI 73 infusion-related reaction & ONFRER H IEIZ % % infusion-related reaction {3388
LR T,

GPA/MPA #lik 2 T, KRERAGRD U Y F o~ 7 TIHBE I NWIZRED 30 6i/57 B (53%). 7
PF A7V TIRIB ST BED 33 B11/58 1] (57%) TREIMENTRD BTz, 4 grade DY
JERBEIA X, WAL CR%Z% CTh o 7=, BEIERIRYYEDORBE A1, ﬁEBF'ﬂ’CH EChoTz

(12%), b < HE SN EERBEL, BIEXIXHFPFEORE XK Th-oT,

GPA/MPA EZIZX 75 V2 F 4> DRI 70 (GPA/MPA #4558 3)
FWEigz ek (NCT01613599) TiE. GPA X MPA O BE 97 I3 U Y 4 94
B CEHR% a5 8 [I[#iPE 1-28 [A1]) % 4 £ £ T, EATOEYEL IR K O &2 B\ T
L, 1 FEAEDERZFILS500mg 75 1000mg %2, K6 » HZ LG LT\, Zatkr
1277 AE, RA, GPA KUNMPA IZXT 228707 7 A L& —FL T\,

/N GPA/MPA 5 D755 (GPA/MPA #% 4)
I =TT TV T — LERER (NCT01750697) 1. 6 w0 B 17 & OIEEM: GPA/MPA
B 25 Bl 2t G e S T, REBRIIIE. 6 » A MO EME AR &, & 12 » A 08
Zﬂ;ﬁFﬁﬂ%ﬁEén &R 54 » Al CTholo, THEEAWIF A, BT Y Y4 0 AIRK
WOV Y X o~T I, BEMBEY, VY2 U UIREKEDO Y Y X o~ T IXEE
EEﬂi@#ULﬁ“CTQELéﬂt (25 Bl 17 BB G252 F72) , o imsRiEIc X 5 0F
FRIEIXFF ] SN[kl (14.7) =/,
/N GPA/MPA BBF DO RMET v 7 7 A Vid, BAD RA, GPA/MPA, PV & IZKT 5
BEFm O et a7 7 A v LR, Rk, BEEENS L T\,
Infusion-related reaction
GPA/MPA i BR 4 IZB W T IRR X 1 [EIH, 2 [HH, 3[EH. 4 B HEGRIZZNLZ 32%.
20%, 12%. 8% CTad® HiL7z, IRR THlH LAVZIERIL, A D GPA/MPA B 1Zxi9 5 Y
VX UDIRETRO N b D LRI Th o T[4 & Fhiite (5.1) 2,
HE L RE
HEREGEIL 7 641 (28%) TROLIL, HKHBEBOLNTFRIFA 7P (2
Bi[8%]) KON TFRGEEY: (2 #iI[8%]) ThH-ol,
W~ 2z 7 i gE
BT o~ 7 a7 ) siiiE (EHE FRZ FEIS g 528 4 5 AL Bk & ©%) &5
IR r~=ru 7 ) sadE (EE FREZ TR 1gG XX IgM) 2% GPA/MPA it 4 TR0 H
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o, BRI, 18/25 6 (72%) DNEIEMED 1gG ERD 258D, 9 B 15 FlITE LMD
IgM fEJAD HE8D 7=, 3FNTRE s v 7 ) U EERiEE =TT,

SEMXBEEICH T LHERKEAR

i R FRER 1 TEE 2 72 S/ P CHEIE SN D720, & 5 HH O R RER CTBIEE SV -RITEH D%
BLRIL, BIO R O EFRAER TR LI BLR L HHEK T 5 2 L3 T3, ERIciig
SRR L L TV R WAREMN B 5,

AR 1

T X MLtk L FIFEE Ak R TH D PV iklER 1 (NCT00784589) (28> T, 90 4
DBRFE (FHEMEREIEPVIEE 74 1 & EIERIEIE[PFIES 16 #) IZxtT 57 L K=Y
HFNEIE L el L7 K ERARBO Y X~ T LA L R=Y o O EEDG M &
LARVEDTAN S NI [ MK 705(14.8) 206, 24 » ARIO PV BEERNCEK T D LENMEORE R
Z LU IR T,

PV BE KT 2 RERAKRBDO VY X~ T OB T 0 7 7 A ML, VY xH 0 Tl
SIH72 RA B, GPA B L IONMPA B CBIE SN a7 v 7 7 A L & —FH L T\
[FITE/6.2 & 0F6.3) /A,

PVHRER 1 ICB T HREIEHZR 4R LT, K413, 24 » ABMTRO BN, KERAR
DV Y X~ T TR I PV BEICBIT DHBLEDN 5% L ETH Y | KEREKRDOY Y
XU TTIRRESNTHEE 7L R=Y U HHNEREEIC T 2 5BLE D 203 2%, EogIER
ThD, KERAZBDY Y X~ T TIHBRINT-RETIE, BWER O - OII8E 2 1k L= #8
FII\WN 2o 1o, REGKRBR T, 1GRHER] O BIWERF B 2 BT 5 72O O+ 5372
EHEED IR0,

=4
KEREKDBDOVYXOIITITHREINPVEFIZEITS
HEREN 5% ULDFERAT. XkERERZBDOVYXIIITRU
EHEOTL RV U ThRBRSN-HETL RV VEMBRETARINE-HOB T,
24 hBETOPVRER1ICEITE2RERDEN 2%ULEDED

alE KERARDOY VX~ T+ T R=v
EHMoT L K=y N=36
N=38 n (%)

n (%)

Infusion-related reaction*® 22 (58%) N/A
9 DI 7 (18%) 4 (11%)
Hiffi L2 2 5 (13%) 1 (3%)
it E 5 (13%) 0 (0%)
I 7 3 (8%) 2 (6%)
- IEE R 2 (5%) 1 (3%)
AERE 2 (5%) 0 (0%)
FEIMED F 2 (5%) 0 (0%)
GIEpE 2 (5%) 1 (3%)
HoRIE 2 (5%) 1 3%)
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aIEH KERERDOY VX ~<T+ T Rk=y
BHIHOT L R=> v N=36
N=38 n (%)

n (%)

S J 2 (5%) 0 (0%)
1 ¥ I 2 (5%) 0 (0%)
Z O FEIE 2 (5%) 0 (0%)
FEEL 2 (5%) 0 (0%)
B i e 2 (5%) 0 (0%)
P2 e FLEA 2 (5%) 0 (0%)
HR 2 (5%) 0 (0%)
E NI 2 (5%) 0 (0%)

N/A= HHISTERN

* Infusion-related reaction (213, &% 5-7% O RFEREERFIZINEE SR L O 524 B ST B ICHB L2
BIWERDNE £z, &b %< 57 infusion-related reaction 1., FEJR. HEFE, FEIME, B, |ESJE,
IR CTH o717,

Infusion-related reaction
Infusion-related reaction |35 & 2 < W5 SNTZEHWEHA CTH - 72 (58%, 2241), 12 » AHD
HEFPREYLIZ B L 72 grade 3 O E 72 infusion-related reaction (BEHif) 7% 1 388 HAL7= LA
X, 42T infusion-related reaction [FEEE D HHEEE (grade 1 XX 2) Toh-72, Infusion-
related reaction Z & Hl L 72 BFH OEFIGIL, #E, 2[EH, 3EEH AO4 B HOKRLEZIZ, £h
A 29% (11 f5l), 40% (15 %), 13% (5 %) KT 10% (4 ffl) ToH -7, Infusion-related
reaction | & W {EHE A Pk L2 BE X2y 7=, Infusion-related reaction DJFEIRIL, RA H
#. GPA BE KON MPA BRE CEIZR&AN-b 0 L, BEIEE L L T\ [F/EH (6.2
K r6.3) =),
TR
TR I B 2 JYYE & #RBR U 72 ERNE, KERARO Y Y X o~ 7 TR S #ED
14 6 (37%) 2k L, 7L =Y U FETIT 15 6] (42%) Tholo, KEREKBDOV Y F
~ 7 IR SN BTl b 20 o T EYYIE 1T, RIS | W2 | R SR TR R IERYSE |
HE MR N OEIRR Th o7z, KERERO Y Y X~ 7 TIHESNTRED 3 6] (8%)
WS HFOEBEREIYE (=2 —F AT R « A BT A flidk, FGeMEmARiE, HEMMmZE, il
JEYYE, 7 R UEREMERUINGE) RO L, 7V R=Y o 1 6] 3%) 121 HHoEE:
JEYIE (=2 —F VAT R« A B _XFAiR) NRO LT,

PV Bk 2

BAOaANFarTaf el 5HEENDEEOSFHERBIEICHT LY VX
oI ave ) —NMBEET = FLVORGEROZEEE T 5T X AMe, EEMR.,
ZTNHE I — RIELEEO S his% LR TH 5 PV il 2 (NCT02383589) (28T, 67
Bl O REIEBRE N, 52 BRI E TV YRV Ak piBEE2Z 7= G 1 B BIZKY)
? 1000 mg IV, R 15 HEIC2[EHD 1000mg IV, D% 248 H & 26 HEICHYIKLZ
ALE AL 1000 mg IV[ K 7Z(14.8) /),

PV B 2 1B WT, VY RHUBEOBED 5%LL ETHRA L, EEtkdh v & Fh Sz
BEHRGLEERSINTRWER 2R S IR LT,
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x5
PVERER2 (52 BEHZET) OUYXHUTHREINE
SEMXAEEEREE (N=67) O5%LUETRETIZIRTOEMERDORLER

RITEH] U

N=67

n (%)

Infusion-related reaction*® 15 (22%)
FRGERYYE/  EIEHEE S 11 (16%)
GIER ) 10 (15%)

T VRE /R 57 9 (13%)
LA o ¥ & E 6 (9%)

A iR 6 (9%)
I 6 (9%)

PR & SR YL i 5 (8%)
=+ 4 (6%)

UG UORCET Db R B ERERUSORERIT, FFRINEE, ALHE, 2T, WL
ETCY | AR EEARILE TS & OB/ RIEIE TS > 7,

Infusion-related reaction
PV &R 2 TiX, IRR IFZFEICHIEHEGRFZHBL L, £ D% OG- TR LTz @ fEE G-k

17.9%., 2 FIHG 4 BIBIXENZEN 4.7%., 3.5%. 3.5% CThH->72, 156+ 11 filnd7a<

&b 1D gradel, 2 @D IRR ZfRBR L CTU 7z, 15 Bl 4 473 grade3 LA =D IRR Z#%Bk L T

B, VoG hiEEZeo7z ;4 il 3 FINEER[MICEDS]IRR /&5 L7z, &

B2 IRR 1FIPIE Q AOBFE) ik 2BH (1 ADOEE) OG5 THA L, IHERE TF

w7z,

TR
PV Bk 2 TiX, Jyﬁﬁyﬁ®$%@m7@n%)ﬁﬁ%ﬁ%ﬁﬁbto)v##yﬁ
T {RAITZ o TR GYE L. EROERYYE ., SIHEASR ey v B RE R K OVR B IGIE 72 -
toJ/%#/ﬁmém@%%‘w%)ﬂﬁ%@@mﬁ%%%bto

TRy FL

PVEER2 Tl VYRV U BICBWT, ERICTHE Y VREO KRR 034 <
B BN, WL ONDIEFNZIBWT, IR VMGEDIRENMLE L 7p o7,

BIEVEDE T v~ a7 U CE (DR &b 4 AN Ig EAIER FIREZ Tl &ER
n5) iR~ ra7 ) sE (ER FRZ TES [gG 72013 1gM) 25 PV #llik 2 THl
FRX Tz, Week 16, Week 24, Week 40 } O Week 52 (ZHIE S 7= 1EH FRRAM D L~UL %~
— AL LT, EEREORE a7 U U OBHE 164% (11/67) (X, VY X4 A2 X DIREE.
BIEME DI o~ 7 a7 U IigE (10 B]- 1gM O, 1 - 1gG & IgM DifiJ7) 2R 7=,

6.5 ®ERMKE

U Y 2T, IBRICHAW DO T X X3 7 B RE L FIRE ﬁﬁ@ﬁﬁ%éoﬁw
PEA DRI AEDOKE . KOV RMEICR B EZZ T 5, I OHICHEICBWTHUA (Ffn
PRz ETe) DB E 72 DR X, JIEFE, BRIKOID 0, BRIREEREE ., OF LK
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WREBELZ Gk A RBRICEELZ T 5N b5, ZA60HEIZE Y | LITICR
FTRERIZEBIT D U Y 2P ATkt 2R BRZ OB, U o # Xy G RIFN R
LUURORBLR L e § 25 Z L 1X, MhiES 2R Z 3 2 TRtk & 5,

ELISAJEIZ X 0 | U 0 B TR L 7R X3 At NHL 83 356 419 4 4

(1.1%) 2, JLU Y Fv~THiERpd Mt S iz, 4 6d 3 BICHB & L72EER E O E35R
O HT,

RA B 2578 BlD 5 6 273 6 (11%) T, VY FH o 8G5%I1, HLU VX~ 7 HkGME
MO BT, LY V2~ TPk X, infusion-related reaction X IE DA E K it DFEEL
ROBMEZBEEL TWRMhotz, S YT U255 L2548 Th, infusion-related
reaction ZERHOT-HBEFOEIGIL. FLU VX~ THURBEMS L EMAICRBETH Y . 1T A
£ @ infusion-related reaction NEE NS FEEE TH 72, 4 BIOHLY V% v~ T HUREG A
HCHEEZ: infusion-related reaction MR HILT=23, HLU YV F U~ T HKGE & infusion-
related reaction FEEL DO BRE Y 72 BAHEME T B 72 » TUu Tz,

GPA/MPA 3k 1 128\ T, VY X H o285 L7z GPA LT MPA OB 99 i 23
il (23%) T, 18 # AETIZHLY VX I~ T HHERPEE LI, VY H oG EHmY Y%
~ TR B ORI 72 BEME I I A TH 5, GPA/MPA Rk 4 128\ T, U Y Y28
5. U7z GPA JxO* MPA o /NS 21 Bl 4 B (19%) T, sRBRMIR T (18 » A e TRE
i) 12HLY Y X~ THUERFEE LT,

PV R 1 128V T, FH ELISA EIC L 0 | KERAFE DY Y F o~ 7 TR SN PV
BE 34 B 19 B (56%) T, 18 # HETIZH Y Y X~ THURNRGIE L 7o o7, PV ik
212BWT, AEF 63 61 20 61 (32%) DV Vx4 TIRIES - PV EEIL, 528 ETIC
ADA Gtk L2l S auiz (19 BISTRRIC L DA S L7z ADA, 1 BRI L D R S 7
ADA), VY X b L PV BEICBIT D5 Y X~ 7 FURRBL O ERR N 72 BEME IR
HTH D,

iR & O {3 FR#EER

DLTFOBFERNITREDO Y Y 2% o OFHIZ L0 RE I, mkEOFERICE T 58
EROSIE, RSB CIE e WER S O BRIERE Th 5708, FBUBEEOHA & oo B
M, EVEEMEEZ S - THEET 5 2 1T TE AR,

i BIEME O M ERIRE, B REIKTE A, grade3/4 DIBIEM: X IXEBIEMLF HERBUE

INTvva hb—Ah~vrara7 )y MiECS T D impsHEEER, LD o~

ra 7 ) MR A L FeriEE (5.6) M

Dol BOER 72 DA

P - AOREDOES: 7 RUEK, Bk, S rEmE R, MEK, v— 7 ZERIERE

FEL MIER. 2RI R, Lo o R

JEYYE: EEATYEZ B B INAE (PML) Z5de U A /L ARRYYE, HIV Bl U U JEIZH 1T

% B 7R YSRE OHEAN, grade 3 KON 4 DIEYLIE OIS BRI B4 & FpiiiE (5.6) =

)

YGRS PAIE 0D ¥ FR T

FeRg: HE O RJERIEES . BERMERAE (e E & tr)
THbR R WHPAZE & 2240

Jifi: BXBERY 73 PAZE MM SRUE 3% B OVERBEI 72 [ B P i 2 R
PR MRS FVRINAESE e (PRES) / (RPLS)

7 EMHEEER

U 29 20N T, M AEERICE T 2 AXRRBRIIER S Tuviyy, CLL B
WCBWT, UYFHid, 7V TRV kR AT 7 2 RORFBRELYZBLIE TV
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W, RABEEZGRE LEEBRRARICBNT, FHESNZA N ML — v 7 kAT
7 2 RiZ, VY SV oEyEhRez 2 STV,

8 RENEE~DEA

8.1 hEim

Y 27 OB

t BT —XICL D e, VYR AL FERNREICID RREEZS IR L, RO
B%%ﬁ)yﬂﬁﬁéﬁ%ﬁéﬁzﬁzkﬁ%é(%ﬁ%&ﬁéﬂ@o%%éﬁﬁ%?ﬁ
R =7 A FN~OIWBETEAI DOV > 23 RN G2 LD . (AUC EAET) 80% D
HB&Z2#&5 LR CHAAIC B Mfartk U o BRI D358 w%h ORI R T
IX2g MY Lo, Mk LTk, BBEA~D U X7 ZIEHmEMET 5 2 &,

SEHE T OF FiRIR L, RHMAOEEBREE SUIIRE FIEIC B e < X 5, ERERMERE &
WREDOHE 7Y A7 IFAHTH D, KEO—BADIZEBWTHES LR Y XA 71%, X
PEELE S 2-4%, BRIRBYITHEIRASERD BV TS DFRFEN 15-20%TH 5,

B R HO R T
JG I B DB ZE
B L OLIIE, RYIE O Ik fe % 5% ICEHT L L,
T—X
b pAGRT—5

HIRBEDOT—2 L0 FERNTY VX~ ICBRE SR, @ 6 » HLLNO B
etk U > RERIAE 235 b%ﬂtoit‘%EWTﬁ%éﬂtﬁ$%®MF%@m@ %
¥ TR IR,

BT — %

RIE VR AR O FMERER X, IR L= =27 A4 Pz T Tz, 2KRE#% 20~50
HOSREREICH T DIERBEO T =7 A izt L, VYo~ T 2 FIRNES LT,
RRE% (PC) 20, 21 KUV22 HEIZ, 15, 37.5 XL 75 mgkg/ H =5 L, E D% PC 29,
36, 43 K TUN50 HHIZ, 20, 50 X% 100 mg/kg/#H % #5- L 7=, 100 mg/kg/#l D 5-1%, AUC
HETE N TO2g/RIFEE D 80% DG REICHY Lz, VY X~ 71X Lo ai 2 @i
Do VY F U~ TITIREE SN VIR IR THREATEIEITRRO 2o 7223 U 7Sk d o B
R DR 378D BT,

T =7 A F M K0 Ehg ST HEERTHR O EEERBR T, FENTY Y o~ 71

TSN RIBICHE T 5 B flfia & Qo HEEE O RIIR I & & T Bl R~ D BN FT S 1
Too BEBRENICIZ 3 BRI VY o ~T % 0, 15 XL 75mg/kg/ H TR 5 L, £ Dk,
0. 20 1% 100 mg/kg Z# 1 [ G Uiz, 40 LM, =2, PC 20 H B b HpER
78 HHE T, PC 76 H Ez’n% PC 134 HH £ T, XUXPC 132 H H 2> 50 iiE & O PER 28
HHETO3 OB 7T iz, nREHICERZR S, VY o~ T nkh St
%@%@%ﬁfBﬂ@@ﬂ@kﬁrm%%%ﬂm@%ntomF&6wﬂummb@ﬁ
WEIERICEIE L, e b RIE Lz,

82 123l

ENRRFICBT S Y Y% Vv T O, RORELTH TR FH~ORE, UL
ALK B BT 57 — 21370, L LAasss, U Yk s~ T RELHON =2 1
FAORIHTHRISN, 166 It MFRLFICHET 5, HIRICKHT 2 B ERIEOW
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TERI Y A7 D3 D7 BRFIHITH L TiE, VY 30 OipRh R ORERENH D7 L
H 6 HREIIRA L 20 & O HFlRit T = Th 5,

8.3 HIEREDHHIKXMRUBM

WELE:
Uk y= 713wl EG 5 L RIRmE a5l S 23 TRENDN & D [ FE DB ~DRE
O (8.1) ),
ZAE
PEARATREZR ZCMEIE, U Y o AR KON Y Y kAR GA% 12 5 H IR0 RA) 720k
HEEATONETH D,

84 IMNERADEA

U0 2 bl Eo/NE GPA/MPA BEICKI LG S5, £70. 2 R0/
GPA/MPA BTk 2 HITERD LTV,

6 Ll ED/NE GPA/MPA HEE kT2 U Y £ 4 02O\ TIE, A GPA/MPA
FraeBl Loy bo— L ilBR, 6 Ll Eo/NEIEEMM: GPA/MPA %564 & L=l b
TETFUARBOLNTWAIEN, R 2L — g PKRTIC TN & 6 D 17 D/
WTOEYBRBEENFRETHD I ENRBIN TV D 250D 6 AT O /NE GPA/MPA
BEICHT 20V oo HIC W TE, 2 EO/NRICE T 2 RYEIREE T L LT 6
AT D/NRERIR E LR e T — 2 I LD ST 5,

INRZERGE LT2RBRIX, U Y 3 0 AKEIZTRR I TWARNWY Y X U~ T OR4
M, FEMENRE K OBRRIIA DM DWW TG 27280, gk dtlE, A—7 0 7~ v
TNT — LR ER (GPA/MPA #BR 4) 728 25 B0/ NRIEEM: GPA/MPA BB (6 %05 12 Bk
T2 6 5, 12 %D 17 ARl 25 19 ) A X8Iz, FARE A 6 » A K UNE B i
12 h H~&K 54 » AOMM CEM I [AERKE 6.3), BEFERHE (12.3), BRI
(14.7) =M

V>4 @/8E NHL, CLL, PV X RA FBEITxT D LM & AN LT
VN,

G RERE N S BRI & B /NI B W TCIE, B M ORBIC X 0 S i 2B iE L 5 ]
RN S SN2, N OZ BRSSO (PITA) &k 258k 4 3206 L
NQAYAAN

8.5 ®‘EHAE~NDER

NFE AANEKAEE B A1 NHL
3D FEIIR T o F 2L LLEGABR TR S 417- DLBCL 838 0 9 5 927 #illoxt L Tk
LT Y R o E SN, ZNUHERED S B, 396 i (43%) 1% 65 %Ll £ T,
123 6 (13%) RIS LA EThH 72, 2SO EEERE L EERFE OB THROEITRD L
Nighnotz, DIROAEFERIGE, ZL N EEEREIRTH Y . SilBEE TRANE N> T2,
HE R ORAFROCTIIIR & FER 23 E £, SRS TRENZ N7,
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ML/ R 1 B AT 2 2 ) N

RBR S OXGTh HRIGED ARaME NHL B2, U Y 54 0 ALSEIEIC L 5 0F %A
TRRNPED STtk VY X0 U HANS X DHEEFRIERE (n=505) & MIRFREIZEE (n=513)
(2T U E MMEES STz, VYR URED 123 B (24%) 7Y 65 L ETH o7z, 65 Ll B
DB & R O CTHIME R O 2D ZEITZRD 72 o 1=, ARV XX A, CD20
Bith, B fifEME NHL 2 x%t5% & L7222 O oOEKRHAER Clx, BHFERE L OFMMEDEE MR
T B F5372 8D 65 i LL EDOBE RS o T,

PEHE D 2N L

2 D EIH BT o F DGR TV Y U3 & G- Sz CLL B3 676 Bl H 5,
243 ] (36%) 73 65 Lk EDBFE Th o7z, F£72 100 il (15%) 75 70 il EDOEFE TH -
7=,

FEEIC BT DR R WMENT T, CLL 3B 1 XX CLL 3Bk 2 Tid, 70 Ll Lo #BE TR LT
VXY ETINLTE LI uRA T 7 X RICIFHT %7 4 v MIFRD D en
>z, 7z, CLL#EER 2 T, 65U ELOBRETEH, VX H o270 ovr b rak
A7 7 X RIZOFHT 27 1 v MIRD ONleno Tz [Mk#EE (14.5) 2/, VY x5
ORI b BT, 70 UL EOBRE T, BEREIV LI T LV IRk A
77 ROBHEENDR o7, CLLERBR 1 I2BWT, VYRS of 58T, albag L
PHEBE O TENR I >7278, CLL iRk 2 TlEEmEE T Y S o EEN D)
-7,

Grade 3 LN 4 DA EFERISZOWT, R-FCIHFIETIRIFRZIT > 72 70 kUL EOEBE T, HFE
B L LU ORBIRNE o 72 i PERJEE [44% vs. 31% (CLL 385% 1), 56% vs.
39% (CLL 5Bk 2) ], F&EMELFHERIAE [16% vs. 6% (NHL #85% 10 (NCT00719472)) 1. &
. [5%vs.2% (CLL #BR 1) ;21%vs. 10% (CLL 35 2) 1. /Mg iE [19% vs. 8% (CLL
R 2) 1. ILIMERBE [7% vs. 2% (CLL #BR 1) ; 7% vs. 2% (CLL #&6# 2) 1 K OVUEYiE

[30% vs. 14% (CLL & 2) 1,
BRI Y o~ F

IHNETIZE T Lz v —s307 RA BRBRD 2578 BBV T 12%5° 65~75 K CTH Y |
2%0% 75 LA ECTh o7, AEMCORIRIL, SimEE L EEERFEOM TEN 1o T,
B RYWE , MR, DM SR DG COEE LA ENSORIR IS EIAE TE N
>7,

ZIEMERVEAFNEIE (GPA) (7' 7T FREIE) K ONERETHI 2T 11 55 (MPA)

GPA/MPA B 1 ®V V4 T L7- GPA X MPA B 99 fillc B8\ T, 65 bl I
DEEIL 36 i (36%) THY ., 75 kLl EOERFIL 8] (8%) Th-o7-, 65l EOBEH L
HHERE L ORI, BRIMOET 2o T, RAEERORBBEE R VEERAEFROR
BT, 65 W EOBRETEN o, KREKRRER TIL, BHFEEE L OBFIEOZEZ KRG
BITH53 728D 65 WLl O BE NGRS NI o T,

GPA/MPA FBR 2 IZB GRS NTZEBED 9 B 30 (26%) (X 65 UL ETHY, ZDHH 12
BNIKERAGED Y VX~ TN 18 HNET V' F 47V RN EE ST, REEFERR T,
ERERE L OANEDOEZRFT DI T3 725D 65 i Lh EOBEFE N BERI N2 o7,

G

KRERAZOV Y T ~T7 TR INTZEE 46 il 5 B 1561 (33%) 23565 mll ETH
ST, BERRER ClX, BHEEE EOAMEDOEEBRFITT 212+ 7280 65 kLl Lo BE N
BekSnieinotz,

11 #ARK

VY= 703, B S X 0 ER S s CD20 BURICKE &9 5~ X & K
FRAIGAE ) Ju—FAPERTH D, VYFU~T D FEITF 145kD TH D,
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U= 7iE, EHEM (F v A =— A LA Z —PIEM) ZHEWEY v Z~A
VUOBHRIMITTIRER R TS ZEICKVEASND, T U F VA TR T3
SR,

U (VY F o~ 7)) R, SR &G OB CRAE R O S Tun7zn,
WEAEHOWRKTH D, VYV 0%, 10 mg/mL OFEE T 100 mg/10 mL & 500 mg/50 mL
OHEHE AL 7L E LTSNS, S8BT ImL 720, FIRNEGH & LT, 10mg
DIVYXT<=7 KUY VAX—hE80 (0.7mg), HLFT RV UL Omg), 7= M) w
LKA (7.35mg) . MONESTHIZK(USP #id) 25 H LT\ 5, pHIZ 6.5 IZFEIN T
Al

12 BRIREIE

121 1EFA¥ERE

Uk~ 71d, pre-B AfE & A B AL OMALE E IZTFET D CD20 FURZIEM &5
E) 7 u—FAHEKTHD, VX~ CD20ICHEE L., Bz EET S, MlaEsE
OVEFRER L. MR EEIE =R (CDC) M O A A P M e A8 0 e 465 2 1 1T
(ADCC) ELH#HEEINTWD,

B AL, BIEI U v ~F (RA) ROBET HIEMHEBEEOFHKR EEZ 2 5T\ 5, Bl
iE. U U~FRF (RF) otho B PO EA, FUREE R, T HIIRIEMAL & OV SUZRAEME
YA NI A UFEARE ST, HOHRE ITRIEDRE 2 72825 LTV 5 aTEMER &
5.

122 EHhZE

H P F ) oNfE (NHL)

NHL BFICHBNT, U Y FH &2 RIFifH B ek OSEMH o B Mllfa2s & L
72o 166 Bl HBF x5 & L= NHL i 5% 1 (NCT000168740) O 83%D HH T, LA D
3 M LANIZ KRS I A > CD19 Bt B ARAEA B L, & OARRENIRIER 6~9 » A £ TRt
L7z, BAIIREROEEIZIREE TR 6 » AR OIAE D . 1RIEKR T% 12 » HH £ TIZ B
el FR SR 3 T PR L2 [B14E L 7

Mg IgM KON [gG DIEEEIL, U Y Fo~T#HE% 5~11 » HORM. Feiloosats
FNZEBIZHD Lz, 14%0 83 T IgM RO X3 1gG 23 IEFE FIROEH %2 FEl - 72,

BT Y o~ F

RA BEIZBWT, VYV ofE#EE% 2 BEUNIC, 1§ A EDERE TIZITEER
RAYI B U > REROAEYE (CD19 FEIEHIIE O & & FIRMEAT ., 20 ffja/ul) 23580 Hiiz,
%< OBRET, 6 » ALLEORMMLT B MO EBNED bz, —EOBRE (~4%) T
I, VYRV AL | a— 2D ARFERL, B MakEES 3 0L Bk L7,

Mg 7 a7 U AEIZDOWT, 6 » HEERT IgM, 1gG & OV IgA O 3580 H i, IgM
DRI K& D o7, PIETERa—AD 24 BAHIC, DEOEE T, IgM (10%). IgG
(2.8%) KOV IgA (0.8%) ZSIEFME FIRME (LLN) % Flal-72, RA BHFOFEEEH]TIX,
U U EZR DT OE ST IgM, IgG KOV IgA 73 LLN X 0 Bl %2 7~ L7- BE A,
ZIEI 23.3%, 5.5% KN 0.5% Tholz, VYXH o a2fkh Lz RA BEICB T H0ES
07 R T OBKREEEIIRATH D,

RA BEICHTHV YR o~TEIZ, A F—nAFx6 (IL-6). CEUGMESX X7
(CRP)., IiE7 I A RHZ /878 (SAA). S100 A8/S100 A9 HfE —&#{AHEAM (S100
A8/9), i bV LT F R (anti-CCP) M ONRF 72 & ORIEMEW) 1)~ — T — Db
B LT,
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ZIEMERVEATFNEIE (GPA) (' 7T A ZFHENE) K NIRRT Z T8 11 5

GPA/MPA i8R 1 @ GPA TN MPA R#E 2B\ T, KM T CD19 Bt B flfaix., V> ¥
B DERHID 2 B OBE%IZ 10 AUl R T L, 2< OFE3E (84%) T6 » A B
R DA T A L=, 12 » H B £ T2, 81%MDHEE T B MA 10 M/l 28z, [F{E{HE
BAFRD B, 18 » A H F£ TIZ 87% D AFE T 10 Mfa/uL 2z 7=,

KERAGRO Y Y F <7 500 mg & 2 HEHET 2 Bl#EE5 L%, 500mg % 6, 12, 18
B HEES TR 5 L7 GPA/MPA iR 2 (28T, CDI9 Btk igm BMilgZa L, VY
~ TR A T T2 BFED 70% (43 B 30 i) T, 24 » HFRERO CD19 PR B i
DR SN oTz, 24 » ARERIZEBWT, X—R 7 A T CDI19 RN B Az A
LTz 37 2l T, _N—RAT A > Ll LT CD19 5t B i o 2R 7=,

12.3 ZEMEhRE

FF Y o oNfE (NHL)

WEREIL, VY X~ T % 375 mg/m?, 1 (8], 4 [BAEEE L7 203 610 NHL 2512
OWTHRE SN B TH 3~6 THRICBWTHREOmMPIZ) VRV U nmit Shiz,

U %4 375 mgm? % CHOP L L P T 6 A 7 VB G LIELAEDO Y Y X ~T 0
SEhEIL Y Vo~ T HAIER G ORRIZERD DL EKYEE L FEkCThH o T,

YUY X o7& 1 BT 3 EEICES S 7 NHL B3 298 {5l @ population
pharmacokinetic analysis #i&i 5 TlE, VRO Ffls 22 B LH#HEE Sz (FiPH 6.1~52
H). U4 BHRIZ CD19 BN 2o o BESCRKE RFHll R e A 2 LA
FETOI VT T UARENSTZ, L LRRS, VS o REICBWT, &KE5BGRTO
CD19 BRI BCSIR A Y A AN KL D& G-I gE & STV, BE DM
X, VYR~ T OEWENREICRE Lo Tz,

VYR~ T EAHERE G R ROREER 5 27V 2 — LT 5 L7z CLL B4 21 flicon
T, FEERES R S L7z, RO PRl 32 A LHE S (G 14~62 H),

BIRT Y o~ F
RA BEICU Y XV % 2 EEE LIz, #E#EG% (FirstCmax) & 2 [B1H& 5% (Second
Cmax) OFEJMFPREE (£SD; %CV) (X, &5 &2 500 mg DHEITITZN LI 157 (+46;
29%) & 183 (£55; 30%) pg/mL TH Y | #H-ED 1000 mg DLEITIX 318 (£86; 27%) &
381 (£98;26%) pg/mL T -7z,

U2 E Lz RA BE 2005 lORE = L— 3 > PK fEMTOFEETIZ, VYU *
T OHEESZ VT T AIX 0335 /A, SAEFEIL 3.1 L, LOCEEE R HEEIIE 18.0 A
(P 5.17~77.5 A) Tod-o7-, RA BEOFH, KELOMERNEL, VY%~ 7 OFENYHE)
BB L o Tz,

ZIHEMERVERTNENE (GPA) (' 7T R FNENE) e ONERETH 275 1l B

U SUIKERARDO Y Y & v~ 7 375 mg/m? 23 18], 4 8RR EHE L2 A

KON 6 %06 17 5 D/ GPA/MPA BB 1281 2 pEhiE 2R 6 IR LT,
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INE GPA/MPA 3% (GPA/MPA Bk 4) RURLA GPA/MPA &

x6

RE2LL—> 32 PK
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(GPA/MPA ERER 1) 2B+

INT A —H Hak /N GPA/MPA % A\ GPA/MPA
(GPA/MPA 5 4) (GPA/MPA Bk 1)
N B 25 97
EESE S A 22 25
(H) (%pH) (11~42) (11~52)
AUC. 1504 A 9787 10302
(ug/mL*day) (i pH) (4838~20446) (3653~21874)
IIVT TR oL fiE 0.222 0.279
(L/H) (S pH) (0.0996~0.381) (0.113~0.653)
IATAFE A 2.28 3.12
(L) (%pH) (1.43~3.17) (2.42~3.91)

GPA/MPA O/NREBEZXR L LR 2L —3 3> PK fEFICHESS L, VYR~
D PK NTA=2F, 7T T ARNGARBICKHT S BSA ODREEBEZEETL L.
GPA/MPA D NHRFE &[R4 To - 7, ik A\ GPA/MPA BREIZBITHHRE 2 L— 3 > PK fi
BrCid, BHEEE I BSA BREWEE, TPV Y X o~ 7 HRBERE T VT 7 v
ARG T, L L, ERIIIH Y Y o~ 7 HURO G I X 5% 5 BEOREEITL T 72 h

77,

T8 G
1. 15, 168, BLN182 HHIZV Y FH 2% 1000 mg ##iE L 7= A PV 835D PK /37 X
—HERTICELDTZ,

=7
PVEREE 2 DA PV EFICHITARELL— 32 PK
B A1 70
INT A—XH 0 B 7% w2V A T
1HEKWO 15 HE 168 HH & WV182 HH
N=67 N=67
THIERH (H %)
e fE 21.1 26.2
(i) (9.3~36.2) (16.4~42.8)
7 V75 Z(L/H)
A 0.30 0.24
(D) (0.16~1.51) (0.13~0.45)
IAERE (L)
A 3.49 3.49
(FPH) (2.48~5.22) (2.48~5.22)

VYR TEEORENIOYA 7 Vi, PV BEICBT L5V YF =70 PK RT A=
3. RA BHB LT GPA/MPA BEIZRBIT DTN LRBRETH -7, WY A 7 /L DOBIIREEIC
Pemphigus Disease Area Index (PDAI) {FEHA 27 R0 EETHE, U YF~T7 0 2M4
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AT MHEE, VYFR =T D7 VT T2 AL 2% Uiz, —J7, S3ATEFE D H R AE I3
fe72inole, MUY X~ THURDHEER, @27 VT 7 ALHEL TR, ZORRL L
TV YF =T REIIMELS o7z,

FEE D BFEMN

VYR~ 7 OEYENREIL, 6 Ll /N GPA/MPA B (GPA/MPA i8R 4) THER
NTW5, VYFo~T7ORMEIREICI T 5 BSA OREIT, 6 Ll 12 5 AR O GPA/MPA
B 6L, 12D 17 5D GPA/MPA BF 19 Bl Tt &7z, BSAIZV Y ¥ ~7 D
BB KT A EERILLETH 72, 21D 5D GPA/MPA 3 (BSA 0.5 m?) (2
BIF D AUCo1800 D FRABIZ, 10100 (pug/mL*day) &HEE <4, A GPA/MPA BEDZ N
LIRS CTH D, /INE GPA/MPA BH OHERPERIEO A &I, A GPA/MPA B3 D RFR &N D
HEE L C 250 mg/m? L RIS ID, [FFEDEZT DI 8.4) kK (14.7) &2
]

VY X< 7 OEYENREIZ OV T, BRSO ICEE N H 5 BF 1T 5 A e alBri 35
Jiti ST R,

S AR A A AR
U Y 2B 5 AR Y R AR TR S S L Tuniauy,

13 FERRPREMEHER

13.1

AR, ZERFREE. £HEREE

U &Y AT K D08 AR B UM oD T RE M & AT 9 2 R IR o B R ER 13 92 &
TWwigwy, £z, BUERORMED AT RE~ DR 2 Rl 258k b F2hi S LT,
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14 BREREAER

141 BEXFHAME. EEBEMEEX(T A, CD20 5E. B #ilaE NHL

B, HEAYE CD20 Btk NHL 2% 2% U Y 4 o D2t K O g I B+ 5 3 14
D 7T — N I S A 296 BN ER S T,
NHL #5% 1
SRR IR DA —T 2 T o TN T — LRERIZ BT, 166 5D T3 T EETENED
R BE X A RErE B fMIfarE NHL BBz, U Y 42 375 mg/m? & 1 B F IR T 4 [EIE IR
WEEE- LT, SO RE S8 10 em 28 2 5 BEORKMIME T O U > 7 EREAS 5000 /ul %
B2 5 BEILZ ORERD B Ik Sz,
AR A £ 8 ICER Lz, R E COMBOPRIEIL 50 H Th o7z, BERHT
JRE BB 2ROk e (B B JEMR) ZFROT-BE D 64% (25/39) TUEZRDT,
NHL 7#% 2
Zliiek LR D > 7T — DRI T, 37 Bl O FEIE ST EEEME OREEEE NHL g
2. U RY 2375 mgm? & 1 EREMBE TS G Lz, B REZR8ICE LD,
NHL #5% 3
Zhisk LRI O > v T — HARBRIZEB N T, 60 BIOBRFIZY Y X 375 mg/m? & 1 i
MR T 4 B G Sz, 2 TORFIL, B3 XUTEEMEOMREMEE X ARt B il
PENHL TH Y, A7) VIV REREH LIZEBETH Y, VY P opEEE» S
BHEETOMMIL3.8~356 » H (FRfiE: 145 » H) THotze TDO60FIDEEDH B,
SHNIREGZ 2 L F T o e BE Th oo, RBRMIEAZ R 8 IR LT,
NXIZVHEZH T SEE
A1 ERBRIOT— LT —HIZBWT, VY FH 375 mg/m® & 1 HE KR T 4 [l 5
ENTPSIEVRE (B—IwWEL LTER10cm 2B 2 5) 249 5 H3 T HEEAMEDKE
PEFE NHL f835 39 Bl B3 2 plifE 2 3 8 1T L7,

%8
BRBBRUEERTDa—ILBO) Y XS OEMEICET 52EH

R 1 R 2 AR 1, AR 3 AR 3

AN EIR YA x5
FEEFE W8 1 E 4 [E] ¥ 1[5 8 [A] W 1[5 4[5 ¥ 1[5 4[5

N=166 N=37 N=39° N=60

BINR 48% 57% 36% 38%

TERTIRN R 6% 14% 3% 10%

RI B RAT 0 1.2 13.4 6.9 15.0

(H)

EEIEE)) [1.9~42.1+] [2.5~36.5+] [2.8~25.0+] [3.0~25.1+]

INHBREDI LD 6 FUIRHION T JMIEENTWA, KFEKIL, 296 10 intent to treat BT DFAHIZFS
TW5,

b BIEHEPHIZI T 5 Kaplan-Meier Fi#R > HHEH L7,

¢ “HUIRENEFH LTI EEERT D,

d T DREBOZHENOEELZRO D £ TOHIM

(S
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142 KABRDEEMHEXIEAHEME. CD20 514 B #ifgE NHL

HRAGIR DAL TEMEEE 1T A Jak . CD20 B NHL (S35 U 9 o DA W0 & 228 MEiT,

1662 Bl 23 %8Gk S 4172 3 D T > X MMELHGERERIZ L 0 FEB] &z,
NHL 7% 4

F =TT Bl IERRBRICI VT, RIBEO Afat NHL B35 322 #1233 H#HH
2 CVP HEiE (CVP) % 8 A Z L0 i3 HEEL U Y %42 375 mg/m? % CVP LD day
LIZHET 28 (R-CVP) (2 1:1 OEIGTT & MuEft S, EEFHMEEE X, Mg
EFHIR (PFS) TH Y., 7o F MBI A HiFI OB E, R I EEZRBOT-HE T
DI L EFRS NI,

B D 26%7D° 60 kA2 TR D . 99%M BRI I UL IV ThoTo, E72. 50%D =~
FOEBEFHRET (IPI) Aa7N 2 LU ETH-72, EHR T T, MY L7ZEEOFMIZLY
PFS NEH S 4, #EREZR IR L, AHEEMIX, FTHU0 OFBELZ ST T 5 AlgetEn
b b, ERNZ X DFHERERIE. M FHTE RS OISR LRk TH -7,

%9
NHL X% 4 OFHHEDORER
R-CVP CVP
N=162 N=160
PFS ufE (%) @ 2.4 1.4
AP — R (95%CI) ° 0.44 (0.29. 0.65)

a P<0.0001, [{flfE 5! log-rank test
b EHEHEBIC X Y8R L7 Cox regression THH

NHL #5% 5

A =TT, Sl LFERBRIZB W T, U Y 52 ALFEEEO O HEE TR (CR
XIX PR) ZFEOIZRIBIFED ARk NHL B3 1,018 iz, U > ¥4 375 mg/m? % 8 M
(212 B 5T DHERFEIERE L | BRIERBISRIC T v A MBI L (1), U S
FRRIEIMERIES T o 8 MR ICBM S vz, FEFHNTE B (T EA AR (PFS) ThH
O HMERFEERE T ERREBIERIC 7 U X AMEBIF SN B D B B I T E R
DA ETOHMEERINT,

B D 40%705 60 LA ETH Y | 70% D3RR TV, 96% D F.55 T ECOG D2 RHE (PS)
23 0~1, 42%C FLIPI A 27 73 3~5 CTh o7z, HEFPRIEREC T v & MEEI S D RiDR
W1, R-CHOP JEIED 75%. R-CVP JEIEN 22%. XU R-FCM IEIEN 3% Th 0 | 55827850
XAF A TERTZNDS T1%., T TN 28% T o 72,

PFS IZ. U Y &4 v HANC X DHERFRIERE TR S 7= (HR: 0.54, 95%CI: 0.42, 0.70),
BRI & 2 PFS #EAlIL, IMSZEHIZE B2 ORIl R & Rk CTh - 7=,
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1
NHL 5RE& 5 1281+ 5337 L F=#IE+(Z &k 5 PFS M Kaplan-Meier 70 v +
5.0 7
LY
0a
3 4‘&!.. - .,..--
& oe R
o
e .4 Ty e esssa
5 772 A s " i e I Ll T — =
i | ]
% 0a :
< s
]
5[ o3
o
g 0.2 7] — =2 =n 1
o - FaTi o
= oo
-
oo T T T T T T L] T T T
0 3 6 9 12 5 18 2 24 27 il 33 36 9 2
Months
I::Irz.-:-l-:n‘:‘-- 513 443 403 T 315 arz sz 180 e B A4 v 8 el 4}
RITLINAN =05 475 407 384 335 30T 260 30 133 104 49 4 T 1] 1]
treatrment == OBSERVATION == RITLXAN

NHL ## 6

A= T v Sliak LRIV T R OENEE B HifutE NHL £3512 CVP
WIEZ 6 XX 8 VA 7 ViATHREELZ RO R 72 322 &, U ¥4 375 mg/m? Zif 1
[ml, 4 HEHEG%2 6 » HEICHR KN4 E (VY550 25K 16 HIEE) 0 R4REL HE55%
BIZZT HHEC 111 OBIESTT v & LB Uiz, EEEHEE 1T, EEEAGSIR (PFS)
THY ., PFSIELT v ¥ LMEBIT A2 O B OWE, HRIBECEZROT-H ETOHM L E

FR L/f\—o
FBE D 37%05 60 ik A28 2 THE Y . 99%23 i AR 1T XX IV, 63%DHEEF TIPI A= 7 )3
2 ETCHoT,

MEVEEBIERE L s L, U Y X U ERE Ol BRI TDOY A7 BMMETF L (N
W — KL O#HIPHE: 0.36~0.49)

14.3 UVFAMKHIME B it NHL (DLBCL)

Ut ORENEEFMEIT, 304 —T T Slia iR, FEEXR T X A
ﬂzth@ﬁ% TRER ST 1854 B CRHI S A7z, RIGR DO VE AMERAIIA B et NHL

WKL T, v Z7ahAr 77 I R, REVYALEY Y, BV Z URF UKL R=Y o OtH
b5k (CHOP) . XX 7 > b 70 A4 7V v EEietho{bFik e VY o~ 7 20 LA
BEIT ST,

NHL #§# 7

60 % LA _E > DLBCL 3 (JFsMEMENRE B fliia ) >\ ERE 2 & 1) 632 623, 1:1 OFEIE
T CHOP % 1£ % R-CHOP IEIC 7 & 2MEEIFT S 47z, CHOP #RiE1X 21 HIFFE T 6 Xix
8 YA 7 WHiAT 4L, R-CHOP FRIEIC T v & MMEFIF S BF X, VY ¥ 375 mg/m?
%, CHOPJRIEDH 1 A4 7 VBB D 7 Haik 3 Hal, X OE 3 KOE S 1 7 o5
A 7 IVBALRRED 48~72 BERIRTICZA 1 B, At 4 B 5 L=, £72. CHOP JEIEMN 8 1~
IHIAT ST BFITIEX, T A 7 VB OREATRNC Y Y o3& b iz, FEFHHEE X
AT SEHAR] (PFS) TH V. PFS X T & LLEIT A2 S BRI OB 3 I &
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E@taifm%ﬁk* ENT, BEROT-REICRH LTI, 2B DT & AEHR

T, )/%%/&ﬁﬁkﬁ%%ﬁﬁﬁ 7 X MEEI s T,

B D 62%IEH I EIZ L Y DLBCL Th 5 L AERD L, 73% DR pH I~1V, 56%T
IPI 227728 2 LLE, 86%CPS (ECOG) 7% 2 i, 57%C LDH &, 30% CHiAMHE % 2
OLERDT-, KRBOAGIEEZFE 10IR Lz, ZROORERIZ. F2RHEDT & A1k
BT O U Y 25 ORBERI L, EAEEAREO Y Y 9 U 5O 2 FTEE & 35 Figk
FHITIEIC X0 AT LT,

NHL &R 7 (23817 % 2 B H O T ¥ LMMEEUT#E OfPTHE 5L, R-CHOP #IEIZT & L
BB S, S5 YU RN EESNTZEEIZBN T, U Y S50 0BG » M
AEFHIR U A IR OUGEICBEE L 22 L 2R LTz,

NHL #5% 8

FEHRH 60 mELL O DLBCL 3 399 #5123, 1:1 ®™E|A T CHOP &% XX R-CHOP #&iEIC
7 X MEEIF &7z, CHOP 5L 3 IR TRk 8 A 7 V{7 S 41, R-CHOP #&ik
#ECIE, CHOP EEDAY A 740 1 HEIZY VX ¥ 375 mg/m? 5 Lz, Ao F
Eﬂﬁ%ﬁu%4&yk$ﬁ%ﬁ(mx)T%D\HSiﬁyﬁAmﬂﬁaﬁ% s, B
EOBEOEE, IHODDREICEAECERMIZEDT-H £ TOMM EERINT,
B O 80%2N R IR H TII~IV., 60% CTE#nffiE IPI 2 =2 728 2 LIk, 80% T ECOGPS 78 2 &
fii, 66%7% LDH EETH Y . 52% T 2 DL FOHIIMNELE 2RO -, KRBT 56801
310 1R LT,

NHL #45% 9

FEHRAY 18~60 kD DLBCL % 823 #il% 1:1 DEIE T, 7 hT7¥ A4 27 U v aEatfb
FIEOBOFET Y Y XY 20T 8T v & 2B Uiz, AREERO 3= A E B
X, TR & U7, 1REREIIRIIE. T X AMEEBIF A HE, BERINED
N, FR I CEZEMICHRDIZHE TOMM L ERES N, BED 28%H3 A 7R
HI~V, 28 (100%) 25 1PL 227 23 1 LU T, 99% T ECOG PS 7% 2 KJifi. 29% T LDH &
B, 49%IZM SIXVIREZRD | 34%IZHIIMRE 2RO T, KRR T 262012 FE 10 1<

R LT,
% 10
NHLRER 7. 8 RU 9 ICE T2 EDMEDAIE
ARk 7 Bk 8 AR 9
(n=632) (n=399) (n=823)
R-CHOP CHOP R-CHOP CHOP R-Chemo Chemo
N P TR A A~ N ETFHIM TR PR R ) 191 ]
Sl () (45) ()
FERHME A ol 3.1 1.6 2.9 1.1 NE® NE®
A= R d 0.69° 0.60? 0.45%
2R R C 74% 63% 69% 58% 95% 86%
NH— R d 0.72? 0.68? 0.40?

a AEZAHY p<0.05. ifl,
b NE= Not reliably estimable,

¢ Kaplan-Meier #£7E,

d R-CHOP vs. CHOP

NHL #B& 8 » 5 £ 2/EF3 X, R-CHOP #&% & CHOP JEIE T, ZIEI 58% & 46%ThH

7,
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14.4 KBRS B #MAEME NHL, UFAMXMIEE B #ifat) 2/ EITHT 5

5

NHL &5 10 (X, VY ST ~7 D 90 kG50 E2MME 2 B L Lizmi R, 4—7
VIV, Sliiak kR, o T — AR TH Y . RIBEO AfaE NHL (n=113) X%
DLBCL (n=250) &3 363 filZzxfgt & LTSz, Alatk NHL & I2x LT, U >r*
>~ 7 375 mg/m* & CVP LD PFHEIED ;AT &4, DLBCL BFIZx L TR V¥ o~ >7
375 mg/m? & CHOP ¥ LD O HBIED G T SN, BRMICER 2B 2 008 ROEES
AT BE L. KRB S TS, 1 A 7 VBT grade 3/4 @ infusion-related
reaction Z F BT 2 YA Z VFATHIO R U > 7 BREL DY 5000 /mm?3 LLF DA, 2 3
AI7NVEBDOY VX~ THE %90 M TITo72, VYRV oRERNICT MY ) 7=
Vote AH /ﬁﬁUk%%&*aiﬂé7w33W?ﬂ4“ﬁ“’iéﬁV%?4&*
varEiTol, FEMEEER X2 %A 7V HO 90 S 5550 B R OV HIZE51F 5 grade
3/4 @ infusion-related reaction DI & LT[ HEKL (6.1) =/,

VY =7 O 90 syt 513, B G-BAEED A D 30 /IR BE G RO 20% % B 5L,
WD 60 7EITFR Y D 80% & & 5- Uiz [k - Mg 2.1) M), 2 A4 7 VEIZBWTY Y
X 90 MG OREMENRTED DN EBEIL, ZOBOTA 7 /WIZBNTE 90 7 T
H%#1To7= (6 A7 VEAXIZ8 YA 7 /LVHET),

2HA T NVEDY Y FH 90 sy EIZ L D grade 3/4 @ infusion-related reaction ZEHL 2 X
R-CVP HIEIRH B T 3.5% (95%CI: 1.0%, 8.8%). R-CHOP #IEIAH B T 0.0% (95%CI:
0.0%. 1.5%) THH., &AL LT 1.1% (95%CIL: 0.3%, 2.8%) THolz, 2 A 7 ILEHMND
8 %1 7 /L H D grade 3/4 @ infusion-related reaction FEHLZ (X 2.8% (95%CI: 1.3%, 5.0%) T
BHolz, BAMOESERI7: infusion-related reaction ITEIEZE S L2 Dy 7=,

14.5 &) /8 mE (CLL)

VY OREEROFIMEIR, Shaix3tE, 4 —7 2 T VULRBRIZIBV T, FC L

& FC ¥RIEIC )/#/v7&ﬁ%?éﬁmﬁ&%mﬁ6#4&»@@@## IENZE 1
DENETT o F AMEEST LT, RIGW CLL BF Z x5 L Lol & [CLL 3k 1 (n=817) ]
EREVRE CLL BB 2 x4t & U723 BR[CLL 3Bk 2 (n=552) NI &V #ffli &7z, FC #EIEIT
KA 7O 1 HEB, 2HEEKW3I HBIZ, ZVZ T8 25mgm? /B ET 7 aRAT7 72
K 250 mg/m% H 3% 5- S 41, R-FCHEIETIT Y Y Y3 i &hviz, 2 DORER T, 71%D
BEN6TA 7 NVEZTL, 90%T3 VA 7L EDY Y0 0 EED T S,

CLL #BR 1 TIiX., B D 30%78 65 1% LA ETH Y | 31%72° Binet FEEFBII D C. 45% T B IE
WE2TRD, 99%LL DB T ECOG 2 REE (PS) 28 0~1, 74%13 B, A AL 100% TH
72, CLL &R 2 TlX, B D 44%7D5 65 5k Lh 1, 28% T BIEIRZF 0D, 82% TT /LF /L L
FIOFGEENRH D, 18% TINE T EERENRH Y, 26 (100%) TECOG PS 78 0~1,
67%MN FME, AAD 98% Th o7,

2 SORERO FEFAGE B X EAGHF (PFS) THO ., JUo X MBS, i
WIOHE, HR LT ELROTA ETOMM L ERZ S, CLL Rk 1 TIXEAMOFALIC
#5-3< PFS. CLL 7k 2 TIIAMNZFENZ B ORI A5 < PFS 238 &7z, CLL Bk
2 OEROFMIZ L 5 PFS 1%, M FHEZ B2 OFHMliZ R — M 57— & Iiiz, 2
DORBOFINEEF 11 1R LTz,
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= 11
CLL :%ER 1 U CLL2 OB D RLHE
FRBR 1% FBR 2%
CRIBH#EH]) (BETRH)
R-FC FC R-FC FC
N=408 N=409 N=276 N=276
PFS il (H) 39.8 31.5 26.7 21.7
NP — K (95%CI) 0.56 (0.43. 0.71) 0.76 (0.6, 0.96)
P fi (Log-rank test) <0.01 0.02
ESHIES 86% 73% 54% 45%,
(95%CI) (82, 89) (68, 77) (48, 60) (37. 51)

*1996 4EDE LN AR T —F L I NV—T A R4k D

2 00EBRABBL T, VYT 25 L7 676 filth 243 5l (36%) 23 65 mLL ETH D
100 %5 (15%) 725 70 LA ECTH o7z, @B ICBET 23RNy 78 v MENTE R Z £
121Zx LT,

* 12
CLLERE&E1 L CLLERER 2 ICB T3 FEHY TV INL—TBDEH M
Bk 1 Bk 2
e . . DAPF— R . DN — R

T o —T mEs (%WZD R wzy O <95<ch R
65 AT 572 0.52 (0.39. 0.70) 313 0.61 (0.45. 0.84)
65 L 245 0.62 (0.39. 0.99) 233 0.99 (0.70, 1.40)
70 B AT 736 0.51 (0.39, 0.67) 438 0.67 (0.51, 0.87)
70 kLA 1 81 1.17 (0.51. 2.66) 108 1.22 (0.73, 2.04)

a PRIERAOMRAT

146 BEERY < F (RA)

B & JEIRDERJE:  FEIE e = — X & e = — X

UYL e, 1 RELLEO TNF [LEAITHO 22 R85 S/
EE~TEIEDIEEINE RA O N NBE RIS E L2k —EHEHR., 77 B RR, 7% 4
bbbl B CRMl S iz, BT, KEY v~ F PR TIREIMED RA L2l s, D
&L 8ODEIRE 8 DOEIFDOREHINH 5 18 L EDOEEFE TH -T2,

RA i 1 (NCT00468546) TlE, 24 HORIZ Y > %42 1000 mg % 2 [EEEH- & MTX O
PFH. UE7 78R & MTX OOFHOWT I OIER AT O ST ¥ MMeEiIff LTz, VY
XV AR DBHIREEZIT O A —7 0 T~ VVEERGRBRT O, BRRGFHIIC D = Fiak
DNAEE LI L7235 AT ) Y R 1000 mg @ 2 [F#E5- & MTX OOFHIC L 0 iR %217 - 7=
B, FHATT B U YR e T — X% 16 HEILUINICEIRRIIITO 0o Te, ZvaanF
a4 REHEICLD T VAT 4 r—a iz, _R—=AT7A )5 14 B H £ TOWEA 7
Va— ko vaanFasf RRgEINE, 77 R RLEERBREIRN TH D
24 D ACR 20, ACR 50 &% T8 ACR 70 ERUEEEIG 2 13 1R LT,

RA &k 2 (NCT00266227) Tik, £ TOREEFIZK L, FEIRFEa—X L LTI Y X4
1000 mg @ 2 [AlfE G- & MTX 35S iv7e, HEEBAIREMEDRRD b BHFIE, 2 B H OIRE
a—2& LT, UYFH 1000 mg D 2 [HF5 L MTX OFFH, XII7 7 &R E MTX Off
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N L DIBREEC T 2B SN, 1ZEAEDOHEAE, 24 A ~48 HHOMICT &
MBI M TN T2, FEE o — ZABHAARTD 24 S, K OVEIRIEM% O 48 R 50D ACR
20, ACR 50 2 TN ACR 70 R EEEIS 23 13 1R LT,

%= 13
RAGER 1 RURAEER 2285175 ACRERMI (BEFED/NA—t > k) (modified ITT)
TNF FHE A2 20 AR +-53 225w il
RBR 1 bR 2
7T 2 ARk 24 8 g EER AP Sl ER S N el It
(24 #H) (24 HHE K48 H)
PAMTX  REMTX 7= P+MTX R+MTX 7=
R-P° HiG EmEG R-p* ¢
gm0 B sen | mE n=1s7 n=318 (95% CI)
ACR20 ACR20
24 i 33% .
¥ 18% 51% (26%. 24 1 H 48% 45% NA
41%)
0
48 i H 45% 54% (2%\11/20%)
ACRS50 ACRS50
24 i 21% .
¥ 5% 27% (15%. 24 38 B 27% 21% NA
27%)
. 4%
48 i H 26% 29% (4%, 13%)
ACR70 ACR70
24f 1% 12% (7%\11%;5%) 24 A H 11% 8% NA
1%
48 i B 13% 14% (-5%.
8%)

P: 7Z&AR, R: UYHHhr

RA R 2 ICBWTEBRF I LYIENEFE 2 — AT Y Y F 4% 1000mg % 2 [#5 Lz, KEEEENED 5
NBHEEIZ, 24 BELKIC 2 AEOEFRa—RCT o 2MEENF S, VY F3 2 1000 mg O 2 [EH5E &
MTX XX 77 AR L MTX N5 S iz,

ERENYIEEFRE T —ATIVF I U E2HELTWE2D 24 BATIE T 78R E MTX, VY X% L MTX
DT LTV R0,

RA #Br 1. Huf CKE., ZOMDE) ROR—RA T A BT DY v~FHF (RF) OREE (5P : 20 1U/mL
. FErE 20 TU/mML K35) CTREBIME L7 NEZ, &2, X—2 T A {2815 RF DRER IR—ZF A
LEER L 24 B HIZIIT D SIC HONTIC D 20%LL F ok TRk L&z,

Uy o E5%, ACR EHEAZHRT 52 TOERTHHENRD bV, K 14 (TRLI
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RAGRER 1 D24 BEEAIZHE TS ACREEEBRERICEHT 208
(modified ITT)
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TNF B A 23 B SR AA-53 72 S 5]
7T B HR+MTX U4 +MTX
(n=201) (n=298)
INT A =4 (FRAE) R—=ZAF7A > 24¥B R—2F7 A4  24HA
J+ 7 BE B Ak 31.0 27.0 33.0 13.0
AR B8 Bk 20.0 19.0 21.0 9.5
[ Fill DFR A 5T 71.0 69.0 71.0 36.0
B DA T 73.0 68.0 71.0 41.0
I 68.0 68.0 67.0 38.5
BRErEFfE . (HAQ) ® 2.0 1.9 1.9 1.5
CRP  (mg/dL) 24 2.5 2.6 0.9

a HREMTFuZ 27— 0=fb B, 100=fK b HED,
b Health Assessment Questionnaire (23517 2 H IR EFRE: 0=k b BV . 3=k b E,

RA #BR 1 128175, ACR 20 SEORMRE Z X 2 1R LTz, W CHEBIMO 7 1 aa
NTFaAf REFER OB OK ST, F4#EB TITHFRMEERETH 7228, 8

BAIZBWT, ACR20 0ELZ R LIZAEE ST Y3 U REHTE L,

o

WENEE o — 2 (2 [|#&E) %o 24 RS £ T, ACR 20 (iEEEEENFEETH -T2,

ACR 50 2 TN ACR 70 Otk % Rk T BEEIEG ORFEGE T4 [F TIEA 2580 H iz,

B 2
KBEHFIC ACR 20 EZRH-BEHENDEIEG"
B 1 (TNFIEBH THRF+AGEE)

100

90 7
0 ]
.
e
S 707
[+
2 B0 1
m L o L ]
[=] 50 - o B
g 1 5".::: \\
§ 20 7 T,
o
1 1:| B

0 #
0 4 B 12 18 i 4

Weeks

+ Placebo (n=201) -=- Rituxan 2x1000mg (n=253)

*Z NN OFHIREARIC 50 TR B THE LR TORVAIEMER b 5,
BHRZ I TOZ) R
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RA 3B 1 123 CRIF OAEE RG2S U # 2 s & 0 34 41, Genant-modified Total
Sharp Score (TSS) OZAL, KUNZDOEKRERZTH D, L ABEFEA T (ES) K OB
e/l JSN) 2Aa7 & LTORENT, VY Pt MTX OOFHIZ. R ISR LIZERY,
| FERGBZIC T TR E MTX OFFR & X CREEIEEOEITZE ST,

% 15
RAGER 1 DR—XTZ4 M5 104 BB FTOMRFHEEZEDEILDFEHE

TNF FHEAI DS DR A3 22 e 5]
U R . 7

INT A —H 2x1000 mg+MTX" 77 AMIX (P-R) 95%CI
1B &1L

TSS 0.66 1.77 1.11 (0.47. 1.75)

ES 0.44 1.19 0.75 (0.32, 1.19)

JSN 2=a7 0.22 0.58 0.36 (0.10, 0.62)
2EHDER®

TSS 0.48 1.04 — —

ES 0.28 0.62 — —

JSN 227 0.20 0.42 — —

a 104 B OBEZOMSHZEIcL 2 2a7 ) v 7,

b UYFY U AMTX % 2 ERIHAT L7z B,

¢ FTBRIMTX ZMifT LIz B, 7T B R+MTX ZiifT L= B3, 16 38 B LA, U Y &9 +MTX
AT T 7,

RA RBE 1 L OA—T 0 T~r, EMEERBRIZBO T, &YIZY Y FH & MTX OfFf
BRI T v X DMEE SNTZBE D 70%, £72, OIS T 78R E MTX OB T % AL
BT ST 72%D B D 2 FRERIZI W TR ZINIC LV Fli S vz, RISITRLIZ &
B, VYRS MTX B ESNT-BEICRT 5o SR EOETIZ. 24815
FERIZ LD I LT,

U b MTX (2L 5 2 EMOIRESR., 57%0 B TR OGBS H#EIT L)
ST, IBEDO TERTIZ, VYFH L MTX 285 LT-BED 60% T, X—2 T 1 Ik
RTEBal FTOEETERIND TSS OEALRTED LIV 7o)y, 77 8RR & MTX 23
HEINT-HBRETIT46% TH -T2, VXV & MTX 285 L7ZHBFEIZBWNT, 24811
FEHERDE, L0 OBRETEANEBED N7 (68%vs.60%), Tz, V¥
e MTX Z2H 5 LIZEBET1IHEBICEZRO 0o BED 87%1 2 FHIZHHElE
RO oT=,

JCHRZIIZ 50 T 500 mg #4575 1000 mg 5L 0D & 212300

RA #B#% 3 (NCT00299104) 1%, MTX & 5EN /2 WHEE~BEED RA 2558 L LT, 7
AR E MTX, VY FH1500mg % 2 [mlfG & MTX OO, KO > F 4 1000 mg %
2 [E#RE & MTX OUFHORZHIRT 2 “EEMR, 77 8RBT v ¥ LMEbiiich
5o AR —AL LT YR U~T I 7T7vARE2 1 HEHE 1S HEICEE L, WT
NWOIRERETH, MTX 13 7.5 mg/H CRA SN 8 H £ TIZ 20mg/BIZHEE LTz, Dl &
b 24 Wtk F THEBIFEIMED G L T2 BE X, B0 T D RIRRIC L D BEIRES AT
T& 7=, 1RIEBED 1 112 ACR 20/50/70 %Rk L7 BEDOEIS L, WTho U w3
VEGEIZBWTHRERICEO b, T EARRERID bEmroTs, L LR G, U
FZWHZ X D A 3 71%, 1000 mg £ 58O AITHEFHERICHE /2 TSS BB biv, 77
T AREED 1.08 units (2% L T 0.36 units TH Y . 67%DD 23887,

L IEFEREIZ BT 5 5
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RA #Er 4 (NCT00299130) 1Z. MTX 12 L » T4 A gh B ANE 5 0 70\ FP A8 B ~ EE O %
ANRA ZxtG b LT “HEMR, 77 8RBT ¥ AMEEEREBR TH 5, MTX IZHFH LT
U4 500 mg, 1000 mg, XIiI7' 7 EARREE I,

Y RFEREIL. 24 H B & (V48 i H IZ381F 5 Health Assessment Questionnaire Disability Index
(HAQ-DD) (IZXVFHliL7z, KI6ITRLTZERBY, X—=RT A D 248 B ORI T,
VYo h SN2 < OBE T, 022 L E (BRMICEE i/ Z L) @ HAQ-DI
DU, KO T TR LY H K& 72 HAQ-DI ‘PO S ENRD Hiviz, U Y ¥4 500 mg
Z 5. U2 O HAQ-DI thE X, U Y HH 1 1000 mg ## 5 L7-BE LFERETH- 72
D3, BRI K 2 FHlEAT DL Ty (BRI RZ B CoR R om o5 &ICB T
LEAFEREEZZR), b OUEEIT 48l R THERF ST,

% 16
RA 8% 4 O 24 ;B HIZF 1+ % Health Assessment Questionnaire Disability Index (HAQ-DI) @
R— 54 U bDRE

e
N Jy N )
7F % R+MTX I IxY (VY XY o-7
2x1000 mg +MTX RN
n=172 170 )
n:
(95%CI)

- 0.23 (0.11,
NR—=RA T A IS DI E 0.19 0.42 0;)
(] A a7 nEon-BEEE 11% (0%,

. _ 48% 58%
(R—=A T A b DOZE{>MCID) @ 21%)

a  BRRAICEIE R/ N DZER: HAQ @ MCID=0.22
b HUEK CKE. ZOMOE) ROR—ZRT A4 128125 v~FRHF (RF) OREE (BB : 201U/mL ., &k
20 IU/mL #) Thahilfb LI Iz,

147 SRMEXMCRAFEE (GPA) (V7 THRFEE) RUBEMEMSFEMLE K

(MPA)

ITENES I & T 5 N5 T 5 FAFEA NS (GPA/MPA #0% 1)

IGENE CHEIED GPA & Y MPA (ANCA BH#MAE R D 2 DOEMB) BE 197 flaektg s L
=S haak A, EER. EEST X MMEEIEL TERER DY, 6 » A MO E MG A
KON12 5 AR OEMREFFMIC L0 i S iz, AL, 15 ET, Sy~
Y ASEOLEITHE S T GPA (75%) XiX MPA (24%) E2lrans- (1%DHBHE
IR DO FENAR) , R CHREAIGEMEZ RO, SR MERIERNFEIEEICRT 53—
N AMERIEIFNEA 2T (BVAS/GPA) 233 LA ETHY . BVAS/GPA O FHIEE A 1 O
VLT ZEEFTH o7, FIZEFIN 96 B (49%). FFFAFIZ 101 #] (51%) ThH-oiz,

BHNTHT LT, BRI (VYo Iv s arA 77 3 R) OF5BAET 14 B LN
[ZAF VT L R=Y 1 1000 mg/body/day F#iE% 1~3 HREAT O IV AFIEEIT T, BE
W1 OFEE T, EREALELTY YR A A, 4 BBERSTHEEE, VR RAT
7 X R2mgkg/H% 3~6 5 HREE G T 8T o Z MMEEIF L2, VY S0 o b5aic,
FEAZI VAN ET TR ) 72 kT V AT 4 r—va v &iTol, a/VFaRT
74 REE%. 7V F=Y oo #5 (1 mgkg/day, 80 mg/day ZH 2 72\0Y) #1TV. H
SN U OHE LI BTl Uiz, B804, XX 6 1 A Mo igE A& T
2, Y7 aARAT 7 I REGEETIL, BiEROD, 7 akA 77 I ReET7HF47Y
NI R 2T, VY Y UL EMHERF O T2 O OIRE 21T 72 v o 72, GPA K OV MPA
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2T IR O EHEFME EH L, 6 » ARRROZEEEMENEONTBEOEIG L L, 2K
fi#1X BVAS/GPA 78 0 DN/ /v aa)LFaAf RIGHOK T L ERINTZ, HONLOBES
NS~ —2 3 20% & Stz, FI1TISRLEEBY, ARBRTIL, 6 » AR E DS
EEMIIBNT, VYYD 7 aiRA T 7 2 RICHT 2IELHEP MR I T,

=17
6 HhABETRELEMRNE SN GPAIMPA £2ENDE|E (Intent-to-Treat i24T)
. 7=
o : S R 2 IR
)(/_ﬂ;;/ /71:7_987)7 UL T SRy e
g g KAT7 2 R)

ElE 64% 53% 11%
95. 1% FHE R A © (54%., 73%) (43%., 63%) (-3%. 24%) @

a FREXRS LN LORESNIESE~—T 0% EFEY (3% >-20%) ., FELMEN RIS,
b 951%EREXMIL. AEMEDFMEET O 7= HBID 0.001a 2 KM S H -,

12 4 ARERR NS o HIE D2 EHE (CR)
U4 URETIL 44%DBED 6 # ARFR R ON12 # HERT CR ZHEFFL Tl D . 38%
DFEEMN, 6 » AR, 12 » AR KON 18 » HRERT CR ZHEFFL TV, 7 B AT
7 X REE (CRHEFFDOT=O T F A7 Y )0 B x) TiE, 38%DEEN 6 » ARFR KN
12 7 AT CR ZHEFF L TH Y | 31%DEEN 6 » AKFA, 12 » HREEKL N 18 » HEER
TCR ZHMEFF LT,
BRI 95 U 2 o R
U o O E R ANRIESET T2 8~17 » H ORNCIEBIREME D HIE 278072 15 Flizxf
L. ERiOHWTY Y9 nHigRE S,
1t D 150 FERHNIE LA L D g = > b 2 — L DN GPA/MPA & 12517 5 w165
(GPA/MPA #/# 2)
F =TTV BRI, ShtiskdRE, T o F oMb, HEGRBRICBW T, EARICE LT
115 Flo B3 (GPA 35 86 5], MPA 3 24 . IR D ANCA BIE MK 5 #1) 3.
TWF ATV EHE (58 ) ITKERARDO U YR~ TiRE 576 27 X b s
N, REBFIT, 21 L Lo (80%) XI5 (20%) OEFE L, BEFEDOL X
ANCA B TH - 7=, IHEMRBOEMIT, /v aarFaf Ry akA 77 I ROMFE
HlCEVEmk s, 7 uRA7 7 I ROFEEKKEENG 1 5 AUNIZ, GEigBEE (BVAS
0 DB 1. KERARDOY Y X~ T TIHRET DL T T A7) o CTIRIET HREC
11 OEETT U Z2fbENT-,
KERAGEO VY <71, 500 mg %= 2 EREFMFE (1. 15 BH) T2 \SREEHE S i,
ZD%6 » HZTEIZ18 » AR, 500 mg FiEEFE SN2, 7T ATV 1E, 2 mgkg/H %
12 » A, 0% 1.5 mgkg/H % 6 » A, &%IZ 1 mgkg/H % 4 » A, A& 11,
22 HBITKET Le, 7'V R=Y BRI IS, 7 02 25 18 5 A UNIZIRH &
(K1 5mg/H) ICHEFF STz, 7V R=Y  OWEGEL N8 » ARUBEO T L K= 1k
OH IEORET, EAIOHRTICZ R LT,
BT 28 » AR CRERAZD Y Y X~ T DREHEE5D 10 » A%, UIT7HFF 4+
TV UREERSD 6 » A% ET) LEtEi S, FEFMEEA X, 28 » H £ TOBRALE
% (BEs A2 UTRER R EICE D, UTEMEE N L D D, BRI R OV UIRAE To mE
ROIGEEEIC L 0 ERESiz) ORAEL L,
28 H# A ETIZ, KERAROV Y X~ T TIHESNZHD 3F] 5%), 7HF47V >
TIBR ST RED 17 B (29%) TIRZNRFRMNFEAE L=,
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28 # HRICBIZ S NI B OTRZA L RO RERAERL, 7HFFA7Y TSI
BEE R LT, KERARO Y VX v~ 7 THBEINIHENME» - 72 (43),

3
GPA/MPA BEZI(ZE T 5 HUEIDRLN G BROBERFM G RERESR

204 4
= ==« Azathioprine PR P ——
Rituwimab ol

Percentage of Patients with First Major Relapse

No. of Subjects with Major Relapse
Azathioprine 3 3 5 5 B 9 g ] 3 7
Ratuximab 0 0 0 0 1 1 1 1 1 1 1 1 k 3 3
No. of Subjects at Risk

Azathioprine 58 58 5S S5 S3 53 50 50 48 48 48 46 43 41 34
Rituximab 57 57 57 S7 56 56 S6 56 56 56 56 56 54 52 40

AR MORE LR TIEGNT, RMEBIERIITHYY & Lz,

/NI GPA/MPA 5125175 750 (GPA/MPA #04% 4)

AGRERIT, 2305 17 5 D/NE GPA/MPA B Z%t5e & L, mfiE A#IR 6 » A & OUB#F
/12 » A~ K54 » A 455) ORBRTYVA o Thotz, BEFV YV Xt
KERABRO VY o~ T7OfEFEGEFNC DR EL3EOATF LT L K=y (FHiE)

(30 mg/kg/day, 1g/day ZZ72\N) ZHH Lic, AF ATV K=Y a1 AIERRIERIZIES T
TR 3 EOEMES S EEE Lo, BAEARETIE, VY X3 IKERKRO Y >
¥~ 7 375 mg/m® & 1 ARG T 4 @, day 1. day 8, day 15 &% O day 22 (2558 E L,
TV R=ynrrXE7 v =Y 1 mgkg/day (5K 60 mg/day, #%1) ZiaHHLM 6 » Atk
£ TIZ 0.2 mg/kg/day (5K 10 mg/day) & Tk L7223 B 0FH L7z, FEMARE A% O EfiF
HERF ST B OTREERIEZ B E L CUBFEITY YV UKERARO VY X ~T
ZIRWEBALA 6 » A FES T Z N LIRRIC G Lz,

ARBROEHIL, /ML GPAMPA B QD 17m%) [T 2 VY 2% 024t
VEYEREAZ TN T 5 Z & ThoTo, AMED BIYIXEEREI TH Y . Pediatric Vasculitis
Activity Score (PVAS) & HWTEH 7z,

SRR IR, A—F T UL, AT — A, FEEREE (NCT01750697) 123\ T,
6 %026 17 ik £ TD 25 B/ NRIEEME: GPA/MPA BEN U Y &4 o T KERKEDO U Y
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F U~ T TIEESNT, BEOERT R 14 T, 2EB/LKIETH-72 (20/25[80%]).
19 5] (76%) 7% GPA T. 6 il (24%) 7 MPA Td o7z, 18 (72%) 7 NikBREGRIFIZHT 7=
|2 ANCA B A 75 & 2Wr &4 (GPA 13 f5il, MPAS #i) . 7 BillZ 38 iER] (GPA6 f5il, MPA
1) THo7-,

25 FlFAs, VY9 375 mgm? & 1 KM T 4 BIEGT 5 6 5 H RO RS AR
&5 Uiz, 25 Bl 24 A3 day 1 75 18 » ARILA EOIREE5E T Lz,

PVAS |2 £ 5 AEMEOTREFHME OFE R Z2 R 18 1T R LT,

% 18

BERIBG6 AR, 127 ARV18 h ARAIZEITSH, PVAS B CERZICE--EHZDIES

(GPA/MPA E& 4)

Day 1 75 OEIZH
6 H H R 12 5 H WA 18 # HWfAl

n=25 n=25 n=25
FEhER 56% 92% 100%
95%(5 HEFR L @ (34.9%. 75.6%) (74.0%.  99.0%) (86.3%. 100.0%)

* PVASIZ X BDEMODOEFRIT, [PVAS=0 1> /a2 )T aA KN 02mgkgday (i 10 mg/day DT o
RVN) ETHERESNTZSE. X7 vaanFad RoEGEIZERR < 4 BY ERIRBOZEWZEET 5 2 R
A > FTPVAS=0 LitiishizHa) & L7,

o AIMEOTHIITRRHTH Y | ERRBEITER L TR0,

BB D155

6 H H OEMENEER ., BIRIZE SR BE L7 v aa)LF o, FEAITIHIE
TERWEEBOHENIIHANED ONTRBEFICHT 2V Y30 0 IKERARDO Y >
XU T RO UTMANC L A EMEEICOWTIL, B E Rz, TE S -8
HARIIZIEEBAE 18 » AR E TL Lz,

25 il 14 B (56%) 25 6 # ARERSUTENLIRE, &K 18 » ARFRETY Y 40 3%
KERARDO VY X o~T7OBMEEE2% 072, 146055, 16 » HFIZU Y FH X
IKERAGED Y Y ¥ v~ 7 375 mg/m? % 1 HFME T 4 B 5 U7ERN SH. 6 » A&
[V U UXKRERAZBDO Y Y F o~ 7 375 mg/m? & B Al 5. U72ERI 5 61, F 7=
D 4 PUZOWTIXEROHE CHER LD A U BNRE ST, BEEIRICEEZ % -
B0 5, 46T 12 5 A F TICHEIEMIED . 1L 12 5 HEESS 18 » AR D
N RIE AR 2 > 7o, 14 B 9 BT B i A H 2 PVAS FEMIC K 2 HARIC - 7223,
6 » ALUBEIZIZBINREZ L L L,

14.8 B|EMEXAE (PV)

PV @1 (NCT00784589)

AalD Z > X BMEIEE B IR sk L FFABR IS B W T I W Sz A O B
D FRRIE DN B 90 ] (F5MERRIE[PV] 74 6], R FKRIE[PE] 16 ) Z I,
KEFRAZEOY VX7 LEH T L R=Y L OREEE 7L K= BMANEE & g
L7c, BEIX 1955005 79 DM T, KIEIE DIBREEIL /20> 7, PV 4 TiX, Harman ®
HEECTERINTHEREREEICELY, KERABO VY XU~ T THESNTZHD 5 4
(13%) KOT L R= U HANGRIE T3 4 (8%) OBRENHFEEDRBEZA L, KEFRK
ROV Y X~ T TR S NI-RED 33 44 (87%) KON L K= BAAITRHERE T 33 4 (92%)
DBEENEEREEZH LT,
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BEEZNR—AT A OBRBEERE (PEEOIEE) L0 BEIHE L, KERARD Y >
X7 EEMT L F=Y COMFRBEX IR 7 L R =Y CEANGROWT NI 11O
EETT U H MEENT Ui, KERERO VU Y o~ T7 2854 HR1IC, BEICHE A4 2
VHEIL TERT I ) T2 KRR FATS L Ry 0 AN DT VAT 4 r—a v &1To
7o KERARBOV Y F <=7 THRFESINIZREICT v 7 2MuEBIF Sz B, Bk 1 A
FIZH 1 [ HOKRERARDO Y Y <7 1000 mg 25 L, PEEORBTHNIL 0.5
mgkg/ HORO 7L K=Y % 3 5 AU ENT Tl L, EEOEBTHIE 1 mgke/ H D
BOZV R=y %65 AL ENT Tl L7, 28FIC, #Br 15 HEICE 2 B HOXKE
RAGROV Y X ~<7 1000mg ZH 5 L7z, 12 7 AR KON 18 » AZRICKERAZRD Y >V %
=7 500mg HHMERFE G LT, 7L K=Y UHEENRIFEEC T o 7 MMEEIR S v AT,
WA OREN D HHE1T 1 mgkg/ BOROT L F=Y' 0% 12 5 HLLENT Tl L, &
JEDOLEIT 1.5 mg/kg/ HORO T L K=" % 18 » HLL B Tk L 7=,

KERARBO Y Y F <7 TIHFESNCHOBRBEEE L. FEAIHEEL T L F=
Vv BB DT RERKRO U Y X~ T 1000 mg OBNNZEGEAREL L=, MERPR
ER ORI, AiE oS50 5 16 @R E#IR 2221 Tfrhbi /.,

ARBRO EEFMEIEE 1L, 24 » HEESTOT L R=Y U iBE%E2 2 5 AU EFERA LW
(CRoff 1% 2 » ALL L) Eamfit (Geals bRAb & Bl OV UTMENL LToRZ DR ) Th
277,

RERORER A 19 1R LT,

=19
24 h ABICEIT23NFaRTHAS FAEZ2 nAULFERAET (CRoff>2 1 A)
SEEHENEONE-KABEENDES (intent-to-treat FEHT X R EM)

KERAGED T R=Y
Uy~ 7L N=44
+
L K="
N=46
ZEE (hH (%)) 41 (89%) 15 (34%)
PVEHE 34/38 (90%) 10/36 (28%)
PR 7/8 (88%) 5/8 (63%)

PV 7 2 (NCT02383589)

Ty nMb, “EHEEMR, “HEHX I —, FEEEBOZHEILFEFBRICIV T, BB GEREC
60-120 mg /H OFEA 7L R=Y o E 72 iZA%EM (1.0-1.5mg/kg/H) Z&E5L, 1 HEX T
IZ 60 F721% 80 mg /H DM EICEIFET 5 & 5 IS L 7= FEAE D © FIE O 5 M K IE &
FIZHT VYR eI aTd e ) — BT T = FILOINER NEEMER ek LT, A
I, %24 5 HLUNIZ PV OFEEZKI A H 0 . KIEIEEBHEEIEE (PDAD {HF#) A =27 )
15 L EOFEIENSEIECTH -7, slBRIRIL, &K, 28 AMORA 7 U —= 7], 52
B O " EERIBERMIFE. X048l oL e BHF Tk s h-,

135 61 7 > Z 2 LEIR L, 24 E TIC0mg /HETHET2 2L 2HME LIZ60 £72
X80 mg PN T L K=Y v ofMARELOHAL, 1HA, 1SHH, 248A., 26/ @HAICY
Y1000 mg G50, HDHWIEREH MMF & 2g/H (1 HBIZ 1g/A6EME L,
HEXRELT2HE ETIZ2g/BOEREY HIE) Z 52 @& 5 L, 7% ki, PV O
W (RZ7V—=2Z7HiO 1 FLUNE 0T 1 FLLE) Bk K-> TRk &S 7=,
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BIER7RIEE M ZRET 57212, “EHERIENA 2 & 2O TR D 72 I AR
b7,

125 $51] (10 Bl DR R B D ORI T — & 25 <) OFZIMENENT S 17z (Modified
Intent-to-Treat 2£[H) , Z OFRER O EE oA NMEFHMTE B X, 52 B OIRFEHIMS, 7L =
VO EN 0mg/H £1IXRAEOE £, RENEIE L, FHTEEIMERZE SR O HitZen
REE (72 B, PDAL IEEN A 2723 0) B A7e< &b 16 HEER T2 L EERLIZESR
ERRICELTZBREORE L LT,

BIRHEEHIIE B 21X, 2 v FaxTeA FOREHRBRORG & EFROBEE G DT,

ARAERORER A2 20 12”7,

% 20
52 BB T 16 @MU EHHEMIZIILFIRTAOAS FEELZLT
SEBERICELESEMHXABRBRENDES (Modified Intent to-Treat £H)

PR AN MMF Difference (95% CI)
N=62 N=63
FEh K 25 (40.3%) 6 (9.5%) 30.80%
(Z258h 5[ %)) (14.70%,45.15%)
MMF==3 217 = / — /)L 7 = F /L. CI= Confidence Interval

ZaanFa L REE
2B ORMERO T L F=Y CHEOFRE (F/IME, &KME) 1L, MMF #£0 4005 mg
(900, 19920) &Lt L T, U4 U BEX 2775 mg (450, 22180) ThHh -7z, RTHe=
NFaxToAf ROERALOEEAF LT L R=Y o OFi&ES5-13. KNG DR o
oo BHEEGRENC, VYXHUBEIAT LT L F=Y 12 100mg % §#E L, MMF B34
K& FE LT,

TR
FRT L ERBILANIC BRIGR LW, AIZ3 DU EOF LVIRZEDOHE, 7213, Kl
VR ARERTE TCWHIREFICBWUREILR LIEGE EERE L, BROBEIL.
MMF B & s L C U Y 5 U BEICB W T LTz (6vs. 44),

16 #i#eRE BRTGE

Uy (VY F o~ 7) IR SR G- O BEF TR A O S Tuh7eu,
BOBPOWKTHY, LTOLBV gD -

N— b URE NDC #75

100 mg/10 mL (10 mg/mL) HEIH&E/ A T L 1 31 T )L NDC 50242-051-21
100 mg/10 mL (10 mg/mL) HEIH &1 77 /L 10 /S A 7)1 NDC 50242-051-10
500 mg/50 mL (10 mg/mL) HEIHE A 7L 1 341 7)1 NDC 50242-053-06

U X4 N T, 2°C~8°C (36" F~46" F) ORI FTHRET 5, U YFH o1
TIOVIZER BAERT S 2 L HERIEZII LW &

17 BE~DRBER
AL FDA 29K LTS T I (BER A F) 25t 2 & 2 ilettd 5 2 &
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Infusion-related reaction

FBE T infusion-related reaction @ JKE K OVERIZHOWTIERIEMT 5 2 &, FhtE, (K
. MAETHIE, 228RkDn%, MERFEE . =55, D FE VL, BE, A% O infusion-related reaction
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ANNEX |

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

MabThera 100 mg concentrate for solution for infusion

MabThera 500 mg concentrate for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
MabThera 100 mg concentrate for solution for infusion

Each mL contains 10 mg of rituximab.
Each 10 mL vial contains 100 mg of rituximab.

MabThera 500 mg concentrate for solution for infusion
Each mL contains 10 mg of rituximab.
Each 50 mL vial contains 500 mg of rituximab.

Rituximab is a genetically engineered chimeric mouse/human monoclonal antibody representing a
glycosylated immunoglobulin with human IgG1 constant regions and murine light-chain and
heavy-chain variable region sequences. The antibody is produced by mammalian (Chinese hamster
ovary) cell suspension culture and purified by affinity chromatography and ion exchange, including
specific viral inactivation and removal procedures.

Excipients with known effects
Each 10 mL vial contains 2.3 mmol (52.6 mg) sodium.
Each 50 mL vial contains 11.5 mmol (263.2 mg) sodium.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Concentrate for solution for infusion.

Clear, colourless liquid with pH of 6.2 — 6.8 and osmolality of 324 - 396 mOsmol/kg .

4. CLINICAL PARTICULARS
4.1 Therapeutic indications
MabThera is indicated in adults for the following indications:

Non-Hodgkin’s lymphoma (NHL)

MabThera is indicated for the treatment of previously untreated adult patients with stage I11-1V
follicular lymphoma in combination with chemotherapy.

MabThera maintenance therapy is indicated for the treatment of adult follicular lymphoma patients
responding to induction therapy.

MabThera monotherapy is indicated for treatment of adult patients with stage 111-1V follicular
lymphoma who are chemoresistant or are in their second or subsequent relapse after chemotherapy.

MabThera is indicated for the treatment of adult patients with CD20 positive diffuse large B cell
non-Hodgkin’s lymphoma in combination with CHOP (cyclophosphamide, doxorubicin, vincristine,
prednisolone) chemotherapy.



MabThera in combination with chemotherapy is indicated for the treatment of paediatric patients
(aged > 6 months to < 18 years old) with previously untreated advanced stage CD20 positive diffuse
large B-cell lymphoma (DLBCL), Burkitt lymphoma (BL)/Burkitt leukaemia (mature B-cell acute
leukaemia) (BAL) or Burkitt-like lymphoma (BLL).

Chronic lymphocytic leukaemia (CLL)

MabThera in combination with chemotherapy is indicated for the treatment of patients with previously
untreated and relapsed/refractory CLL. Only limited data are available on efficacy and safety for
patients previously treated with monoclonal antibodies including MabThera or patients refractory to
previous MabThera plus chemotherapy.

See section 5.1 for further information.

Rheumatoid arthritis

MabThera in combination with methotrexate is indicated for the treatment of adult patients with severe
active rheumatoid arthritis who have had an inadequate response or intolerance to other
disease-modifying anti-rheumatic drugs (DMARD) including one or more tumour necrosis factor
(TNF) inhibitor therapies.

MabThera has been shown to reduce the rate of progression of joint damage as measured by X-ray and
to improve physical function, when given in combination with methotrexate.

Granulomatosis with polyangiitis and microscopic polyangiitis

MabThera, in combination with glucocorticoids, is indicated for the treatment of adult patients with
severe, active granulomatosis with polyangiitis (Wegener’s) (GPA) and microscopic polyangiitis
(MPA).

MabThera, in combination with glucocorticoids, is indicated for the induction of remission in
paediatric patients (aged > 2 to < 18 years old) with severe, active GPA (Wegener’s) and MPA.

Pemphiqus vulgaris

MabThera is indicated for the treatment of patients with moderate to severe pemphigus vulgaris (PV).
4.2 Posology and method of administration

MabThera should be administered under the close supervision of an experienced healthcare
professional, and in an environment where full resuscitation facilities are immediately available (see

section 4.4).

Premedication and prophylactic medications

Premedication consisting of an anti-pyretic and an antihistaminic, e.g. paracetamol and
diphenhydramine, should always be given before each administration of MabThera.

In adult patients with non-Hodgkin’s lymphoma and CLL, premedication with glucocorticoids should
be considered if MabThera is not given in combination with glucocorticoid-containing chemotherapy.

In paediatric patients with non Hodgkin’s lymphoma, premedication with paracetamol and H1
antihistamine (= diphenhydramine or equivalent) should be administered 30 to 60 minutes before the
start of the infusion of MabThera. In addition, prednisone should be given as indicated in Table 1.



Prophylaxis with adequate hydration and administration of uricostatics starting 48 hours prior to start
of therapy is recommended for CLL patients to reduce the risk of tumour lysis syndrome. For CLL
patients whose lymphocyte counts are > 25 x 10%L it is recommended to administer
prednisone/prednisolone 100 mg intravenous shortly before infusion with MabThera to decrease the
rate and severity of acute infusion reactions and/or cytokine release syndrome.

In patients with rheumatoid arthritis, GPA or MPA or pemphigus vulgaris, premedication with 100 mg
intravenous methylprednisolone should be completed 30 minutes prior to each infusion of MabThera
to decrease the incidence and severity of infusion related reactions (IRRs).

In adult patients with GPA or MPA, methylprednisolone given intravenously for 1 to 3 days at a dose
of 1000 mg per day is recommended prior to the first infusion of MabThera (the last dose of
methylprednisolone may be given on the same day as the first infusion of MabThera). This should be
followed by oral prednisone 1 mg/kg/day (not to exceed 80 mg/day, and tapered as rapidly as possible
based on clinical need) during and after the 4 week induction course of MabThera treatment.

Pneumocystis jirovecii pneumonia (PJP) prophylaxis is recommended for adult patients with
GPA/MPA or PV during and following MabThera treatment, as appropriate according to local clinical
practice guidelines.

Paediatric population

In paediatric patients with GPA or MPA, prior to the first MabThera IV infusion, methylprednisolone
should be given IV for three daily doses of 30 mg/kg/day (not to exceed 1 g/day) to treat severe
vasculitis symptoms. Up to three additional daily doses of 30 mg/kg IV methylprednisolone can be
given prior to the first MabThera infusion.

Following completion of 1V methylprednisolone administration, patients should receive oral
prednisone 1 mg/kg/day (not to exceed 60 mg/day) and tapered as rapidly as possible per clinical need
(see section 5.1).

Pneumocystis jirovecii pneumonia (PJP) prophylaxis is recommended for paediatric patients with
GPA or MPA during and following MabThera treatment, as appropriate.

Posology

It is important to check the medicinal product labels to ensure that the appropriate formulation
(intravenous or subcutaneous formulation) is being given to the patient, as prescribed.

Non-Hodgkin’s lymphoma

Follicular non-Hodgkin's lymphoma

Combination therapy

The recommended dose of MabThera in combination with chemotherapy for induction treatment of
previously untreated or relapsed/refractory patients with follicular lymphoma is: 375 mg/m? body
surface area per cycle, for up to 8 cycles.

MabThera should be administered on day 1 of each chemotherapy cycle, after intravenous
administration of the glucocorticoid component of the chemotherapy if applicable.

Maintenance therapy

e  Previously untreated follicular lymphoma
The recommended dose of MabThera used as a maintenance treatment for patients with previously
untreated follicular lymphoma who have responded to induction treatment is: 375 mg/m? body surface
area once every 2 months (starting 2 months after the last dose of induction therapy) until disease
progression or for a maximum period of two years (12 infusions in total).



e  Relapsed/refractory follicular lymphoma
The recommended dose of MabThera used as a maintenance treatment for patients with
relapsed/refractory follicular lymphoma who have responded to induction treatment is: 375 mg/m?
body surface area once every 3 months (starting 3 months after the last dose of induction therapy) until
disease progression or for a maximum period of two years (8 infusions in total).

Monotherapy

o Relapsed/refractory follicular lymphoma
The recommended dose of MabThera monotherapy used as induction treatment for adult patients with
stage I11-1V follicular lymphoma who are chemoresistant or are in their second or subsequent relapse
after chemotherapy is: 375 mg/m? body surface area, administered as an intravenous infusion once
weekly for four weeks.

For retreatment with MabThera monotherapy for patients who have responded to previous treatment
with MabThera monotherapy for relapsed/refractory follicular lymphoma, the recommended dose is:
375 mg/m? body surface area, administered as an intravenous infusion once weekly for four weeks
(see section 5.1).

Adult Diffuse large B cell non-Hodgkin's lymphoma

MabThera should be used in combination with CHOP chemotherapy. The recommended dosage is
375 mg/m? body surface area, administered on day 1 of each chemotherapy cycle for 8 cycles after
intravenous infusion of the glucocorticoid component of CHOP. Safety and efficacy of MabThera
have not been established in combination with other chemotherapies in diffuse large B cell
non-Hodgkin’s lymphoma.

Dose adjustments during treatment

No dose reductions of MabThera are recommended. When MabThera is given in combination with
chemotherapy, standard dose reductions for the chemotherapeutic medicinal products should be
applied.

Chronic lymphocyvtic leukaemia

The recommended dosage of MabThera in combination with chemotherapy for previously untreated
and relapsed/refractory patients is 375 mg/m? body surface area administered on day 0 of the first
treatment cycle followed by 500 mg/m?body surface area administered on day 1 of each subsequent
cycle for 6 cycles in total. The chemotherapy should be given after MabThera infusion.

Rheumatoid arthritis

Patients treated with MabThera must be given the patient alert card with each infusion.

A course of MabThera consists of two 1000 mg intravenous infusions. The recommended dosage of
MabThera is 1000 mg by intravenous infusion followed by a second 1000 mg intravenous infusion
two weeks later.

The need for further courses should be evaluated 24 weeks following the previous course. Retreatment
should be given at that time if residual disease activity remains, otherwise retreatment should be
delayed until disease activity returns.

Available data suggest that clinical response is usually achieved within 16 - 24 weeks of an initial
treatment course. Continued therapy should be carefully reconsidered in patients who show no
evidence of therapeutic benefit within this time period.



Granulomatosis with polyanagiitis (GPA) and microscopic polyangiitis (MPA)

Patients treated with MabThera must be given the patient alert card with each infusion.

Adult induction of remission

The recommended dosage of MabThera for induction of remission therapy in adult patients with GPA
and MPA is 375 mg/m? body surface area, administered as an intravenous infusion once weekly for 4
weeks (four infusions in total).

Adult maintenance treatment
Following induction of remission with MabThera, maintenance treatment in adult patients with GPA
and MPA should be initiated no sooner than 16 weeks after the last MabThera infusion.

Following induction of remission with other standard of care immunosuppressants, MabThera
maintenance treatment should be initiated during the 4 week period that follows disease remission.

MabThera should be administered as two 500 mg IV infusions separated by two weeks, followed by a
500 mg IV infusion every 6 months thereafter. Patients should receive MabThera for at least 24
months after achievement of remission (absence of clinical signs and symptoms). For patients who
may be at higher risk for relapse, physicians should consider a longer duration of MabThera
maintenance therapy, up to 5 years.

Pemphiqus vulgaris

Patients treated with MabThera must be given the patient alert card with each infusion.

The recommended dosage of MabThera for the treatment of pemphigus vulgaris is 1000 mg
administered as an IV infusion followed two weeks later by a second 1000 mg IV infusion in
combination with a tapering course of glucocorticoids.

Maintenance treatment

A maintenance infusion of 500 mg IV should be administered at months 12 and 18, and then every 6
months thereafter if needed, based on clinical evaluation.

Treatment of relapse

In the event of relapse, patients may receive 1000 mg IV. The healthcare provider should also
consider resuming or increasing the patient’s glucocorticoid dose based on clinical evaluation.
Subsequent infusions may be administered no sooner than 16 weeks following the previous infusion.

Special populations

Paediatric population

Non-Hodgkin’s lymphoma

In paediatric patients from > 6 months to < 18 years of age with previously untreated, advanced stage
CD20 positive DLBCL/BL/BAL/BLL, MabThera should be used in combination with systemic
Lymphome Malin B (LMB) chemotherapy (see Tables 1 and 2). The recommended dosage of
MabThera is 375mg/m2 BSA, administered as an IV infusion. No MabThera dose adjustments, other
than by BSA, are required.

The safety and efficacy of MabThera paediatric patients > 6 months to < 18 years of age has not been
established in indications other than previously untreated advanced stage CD20 positive
DLBCL/BL/BAL/BLL. Only limited data are available for patients under 3 years of age. See section
5.1 for further information.



MabThera should not be used in paediatric patients from birth to < 6 months of age with CD20
positive diffuse large B-cell lymphoma (see section 5.1)

Table 1
patients

Posology of MabThera administration for Non-Hodgkin’s lymphoma paediatric

Cycle

Day of treatment

Administration details

Prephase (COP)

No MabThera given

Induction course 1
(COPDAML1)

Day -2

(corresponding to day 6 | During the 1% induction course, prednisone is
of the prephase) given as part of the chemotherapy course, and
1%t MabThera infusion should be administered prior to MabThera.
Day 1

2" MabThera infusion

MabThera will be given 48 hours after thefirst
infusion of MabThera.

Induction course 2
(COPDAM2)

Day -2
3@ MabThera infusion

In the 2" induction course, prednisone is not
given at the time of MabThera administration.

Day 1
4" MabThera infusion

MabThera will be given 48 hours after the third
infusion of MabThera.

Consolidation

Day 1

course 1 5" MabThera infusion Prednisone is not given at the time of MabThera
(CYM/CYVE) administration.

Consolidation Day 1

course 2 6" MabThera infusion Prednisone is not given at the time of MabThera
(CYM/CYVE) administration.

Maintenance
course 1 (M1)

Day 25 to 28 of
consolidation course 2
(CYVE)

No MabThera given

Starts when peripheral counts have recovered
from consolidation course 2 (CYVE) with ANC>
1.0 x 10%1 and platelets > 100 x 10%I

Maintenance
course 2 (M2)

Day 28 of maintenance
course 1 (M1)
No MabThera given

ANC = Absolute Neutrophil Count; COP = Cyclophosphamide, Vincristine, Prednisone; COPDAM = Cyclophosphamide,
Vincristine, Prednisolone, Doxorubicin, Methotrexate; CYM = CYtarabine (Aracytine, Ara-C), Methotrexate; CYVE =
CYtarabine (Aracytine, Ara-C), VEposide (\VP16)




Table 2 Treatment Plan for Non-Hodgkin’s lymphoma paediatric patients: Concomitant
Chemotherapy with MabThera

Treatment | Patient Staging Administration details
Plan
Group B Stage Il with high LDH level (> N x Prephase followed by 4 courses:
2), 2 induction courses (COPADM) with
Stage IV CNS negative HDMTX 3g/m?and 2 consolidation courses
(CYM)
Group C Group C1: Prephase followed by 6 courses:
B- AL CNS negative, Stage IV & BAL | 2 induction courses (COPADM) with
CNS positive and CSF negative HDMTX 8g/m2, 2 consolidation courses
Group C3: (CYVE) and 2 maintenance courses (M1
BAL CSF positive, Stage IV CSF and M2)
positive
Consecutive courses should be given as soon as blood count recovery and patient’s condition allows
except for the maintenance courses which are given at 28 day intervals
BAL = Burkitt leukaemia (mature B-cell acute leukaemia); CSF = Cerebrospinal Fluid; CNS = Central Nervous System;
HDMTX = High-dose Methotrexate; LDH = Lactic Acid Dehydrogenase

Granulomatosis with polyangiitis (GPA) and microscopic polyangiitis (MPA)

Induction of remission

The recommended dosage of MabThera for induction of remission therapy in paediatric patients with
severe, active GPA or MPA is 375 mg/m? BSA, administered as an IV infusion once weekly for 4 weeks.

The safety and efficacy of MabThera in paediatric patients (> 2 to < 18 years of age) has not been
established in indications other than severe, active GPA or MPA.

MabThera should not be used in paediatric patients less than 2 years of age with severe, active GPA or
MPA as there is a possibility of an inadequate immune response towards childhood vaccinations
against common, vaccine preventable childhood diseases (e.g. measles, mumps, rubella, and
poliomyelitis) (see section 5.1).

Elderly
No dose adjustment is required in elderly patients (aged >65 years).

Method of administration

The prepared MabThera solution should be administered as an intravenous infusion through a
dedicated line. It should not be administered as an intravenous push or bolus.

Patients should be closely monitored for the onset of cytokine release syndrome (see section 4.4).
Patients who develop evidence of severe reactions, especially severe dyspnoea, bronchospasm or
hypoxia should have the infusion interrupted immediately. Patients with non-Hodgkin’s lymphoma
should then be evaluated for evidence of tumour lysis syndrome including appropriate laboratory tests
and, for pulmonary infiltration, with a chest X-ray. In all patients, the infusion should not be restarted
until complete resolution of all symptoms, and normalisation of laboratory values and chest X-ray
findings. At this time, the infusion can be initially resumed at not more than one-half the previous rate.
If the same severe adverse reactions occur for a second time, the decision to stop the treatment should
be seriously considered on a case by case basis.

Mild or moderate infusion-related reactions (IRR) (section 4.8) usually respond to a reduction in the
rate of infusion. The infusion rate may be increased upon improvement of symptoms.



First infusion

The recommended initial rate for infusion is 50 mg/h; after the first 30 minutes, it can be escalated in
50 mg/h increments every 30 minutes, to a maximum of 400 mg/h.

Subsequent infusions

All indications

Subsequent doses of MabThera can be infused at an initial rate of 100 mg/h, and increased by
100 mg/h increments at 30 minute intervals, to a maximum of 400 mg/h.

Paediatric patients — non-Hodgkin’s lymphoma

First infusion

The recommended initial rate for infusion is 0.5 mg/kg/h (maximum 50 mg/h); it can be escalated by
0.5 mg/kg/h every 30 minutes if there is no hypersensitivity or infusion-related reactions, to a
maximum of 400 mg/h.

Subsequent infusions

Subsequent doses of MabThera can be infused at an initial rate of 1 mg/kg/h (maximum 50 mg/h); it
can be increased by 1 mg/kg/h every 30 minutes to a maximum of 400 mg/h.

Rheumatoid arthritis only
Alternative subsequent, faster, infusion schedule

If patients did not experience a serious infusion-related reaction with their first or subsequent infusions
of a dose of 1000 mg MabThera administered over the standard infusion schedule, a more rapid
infusion can be administered for second and subsequent infusions using the same concentration as in
previous infusions (4 mg/mL in a 250 mL volume). Initiate at a rate of 250 mg/hour for the first 30
minutes and then 600 mg/hour for the next 90 minutes. If the more rapid infusion is tolerated, this
infusion schedule can be used when administering subsequent infusions.

Patients who have clinically significant cardiovascular disease, including arrhythmias, or previous
serious infusion reactions to any prior biologic therapy or to rituximab, should not be administered the
more rapid infusion.

4.3 Contraindications

Contraindications for use in non-Hodgkin’s lymphoma and chronic lymphocytic leukaemia

Hypersensitivity to the active substance or to murine proteins, or to any of the other excipients listed in
section 6.1.

Active, severe infections (see section 4.4).
Patients in a severely immunocompromised state.

Contraindications for use in rheumatoid arthritis, granulomatosis with polyangiitis, microscopic
polyangiitis and pemphigus vulgaris

Hypersensitivity to the active substance or to murine proteins, or to any of the other excipients listed in
section 6.1.



Active, severe infections (see section 4.4).
Patients in a severely immunocompromised state.

Severe heart failure (New York Heart Association Class IV) or severe, uncontrolled cardiac disease
(see section 4.4 regarding other cardiovascular diseases).

4.4  Special warnings and precautions for use
Traceability
In order to improve traceability of biological medicinal products, the tradename and batch number of

the administered product should be clearly recorded.

Progressive multifocal leukoencephalopathy

All patients treated with MabThera for rheumatoid arthritis, GPA, MPA or pemphigus vulgaris must
be given the patient alert card with each infusion. The alert card contains important safety information
for patients regarding potential increased risk of infections, including progressive multifocal
leukoencephalopathy (PML).

Very rare cases of fatal PML have been reported following use of MabThera. Patients must be
monitored at regular intervals for any new or worsening neurological symptoms or signs that may be
suggestive of PML. If PML is suspected, further dosing must be suspended until PML has been
excluded. The clinician should evaluate the patient to determine if the symptoms are indicative of
neurological dysfunction, and if so, whether these symptoms are possibly suggestive of PML.
Consultation with a Neurologist should be considered as clinically indicated.

If any doubt exists, further evaluation, including MRI scan preferably with contrast, cerebrospinal
fluid (CSF) testing for JC Viral DNA and repeat neurological assessments, should be considered.

The physician should be particularly alert to symptoms suggestive of PML that the patient may not
notice (e.g. cognitive, neurological or psychiatric symptoms). Patients should also be advised to
inform their partner or caregivers about their treatment, since they may notice symptoms that the
patient is not aware of.

If a patient develops PML, the dosing of MabThera must be permanently discontinued.
Following reconstitution of the immune system in immunocompromised patients with PML,
stabilisation or improved outcome has been seen. It remains unknown if early detection of PML and

suspension of MabThera therapy may lead to similar stabilisation or improved outcome.

Non-Hodgkin’s lymphoma and chronic lymphocytic leukaemia

Infusion-related reactions

MabThera is associated with infusion-related reactions, which may be related to release of cytokines
and/or other chemical mediators. Cytokine release syndrome may be clinically indistinguishable from
acute hypersensitivity reactions.

This set of reactions which includes syndrome of cytokine release, tumour lysis syndrome and
anaphylactic and hypersensitivity reactions are described below. They are not specifically related to
the route of administration of MabThera and can be observed with both formulations.

Severe infusion-related reactions with fatal outcome have been reported during post-marketing use of
the MabThera intravenous formulation, with an onset ranging within 30 minutes to 2 hours after
starting the first MabThera intravenous infusion. They were characterised by pulmonary events and in
some cases included rapid tumour lysis and features of tumour lysis syndrome in addition to fever,
chills, rigors, hypotension, urticaria, angioedema and other symptoms (see section 4.8).
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Severe cytokine release syndrome is characterised by severe dyspnoea, often accompanied by
bronchospasm and hypoxia, in addition to fever, chills, rigors, urticaria, and angioedema. This
syndrome may be associated with some features of tumour lysis syndrome such as hyperuricaemia,
hyperkalaemia, hypocalcaemia, hyperphosphataemia, acute renal failure, elevated lactate
dehydrogenase (LDH) and may be associated with acute respiratory failure and death. The acute
respiratory failure may be accompanied by events such as pulmonary interstitial infiltration or oedema,
visible on a chest X-ray. The syndrome frequently manifests itself within one or two hours of initiating
the first infusion. Patients with a history of pulmonary insufficiency or those with pulmonary tumour
infiltration may be at greater risk of poor outcome and should be treated with increased caution.
Patients who develop severe cytokine release syndrome should have their infusion interrupted
immediately (see section 4.2) and should receive aggressive symptomatic treatment. Since initial
improvement of clinical symptoms may be followed by deterioration, these patients should be closely
monitored until tumour lysis syndrome and pulmonary infiltration have been resolved or ruled out.
Further treatment of patients after complete resolution of signs and symptoms has rarely resulted in
repeated severe cytokine release syndrome.

Patients with a high tumour burden or with a high number (>25 x 10%L) of circulating malignant cells
such as patients with CLL, who may be at higher risk of especially severe cytokine release syndrome,
should be treated with extreme caution. These patients should be very closely monitored throughout
the first infusion. Consideration should be given to the use of a reduced infusion rate for the first
infusion in these patients or a split dosing over two days during the first cycle and any subsequent
cycles if the lymphocyte count is still >25 x 10%/L.

Infusion-related adverse reactions of all kinds have been observed in 77% of patients treated with
MabThera (including cytokine release syndrome accompanied by hypotension and bronchospasm in
10% of patients) see section 4.8. These symptoms are usually reversible with interruption of
MabThera infusion and administration of an anti-pyretic, an antihistaminic and occasionally oxygen,
intravenous saline or bronchodilators, and glucocorticoids if required. Please see cytokine release
syndrome above for severe reactions.

Anaphylactic and other hypersensitivity reactions have been reported following the intravenous
administration of proteins to patients. In contrast to cytokine release syndrome, true hypersensitivity
reactions typically occur within minutes after starting infusion. Medicinal products for the treatment of
hypersensitivity reactions, e.g. epinephrine (adrenaline), antihistamines and glucocorticoids, should be
available for immediate use in the event of an allergic reaction during administration of MabThera.
Clinical manifestations of anaphylaxis may appear similar to clinical manifestations of the cytokine
release syndrome (described above). Reactions attributed to hypersensitivity have been reported less
frequently than those attributed to cytokine release.

Additional reactions reported in some cases were myocardial infarction, atrial fibrillation, pulmonary
oedema and acute reversible thrombocytopenia.

Since hypotension may occur during MabThera administration, consideration should be given to
withholding anti-hypertensive medicines 12 hours prior to the MabThera infusion.

Cardiac disorders

Angina pectoris, cardiac arrhythmias such as atrial flutter and fibrillation, heart failure and/or
myocardial infarction have occurred in patients treated with MabThera. Therefore patients with a
history of cardiac disease and/or cardiotoxic chemotherapy should be monitored closely.

Haematological toxicities

Although MabThera is not myelosuppressive in monotherapy, caution should be exercised when
considering treatment of patients with neutrophils < 1.5 x 10%/L and/or platelet counts < 75 x 10°/L as
clinical experience in this population is limited. MabThera has been used in 21 patients who
underwent autologous bone marrow transplantation and other risk groups with a presumable reduced
bone marrow function without inducing myelotoxicity.
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Regular full blood counts, including neutrophil and platelet counts, should be performed during
MabThera therapy.

Infections

Serious infections, including fatalities, can occur during therapy with MabThera (see section 4.8).
MabThera should not be administered to patients with an active, severe infection (e.g. tuberculosis,
sepsis and opportunistic infections, see section 4.3).

Physicians should exercise caution when considering the use of MabThera in patients with a history of
recurring or chronic infections or with underlying conditions which may further predispose patients to
serious infection (see section 4.8).

Cases of hepatitis B reactivation have been reported in subjects receiving MabThera including
fulminant hepatitis with fatal outcome. The majority of these subjects were also exposed to cytotoxic
chemotherapy. Limited information from one study in relapsed/refractory CLL patients suggests that
MabThera treatment may also worsen the outcome of primary hepatitis B infections. Hepatitis B virus
(HBV) screening should be performed in all patients before initiation of treatment with MabThera. At
minimum this should include HBsAg-status and HBcAb-status. These can be complemented with
other appropriate markers as per local guidelines. Patients with active hepatitis B disease should not be
treated with MabThera. Patients with positive hepatitis B serology (either HBsAg or HBcAb) should
consult liver disease experts before start of treatment and should be monitored and managed following
local medical standards to prevent hepatitis B reactivation.

Very rare cases of progressive multifocal leukoencephalopathy (PML) have been reported during
post-marketing use of MabThera in NHL and CLL (see section 4.8). The majority of patients had
received MabThera in combination with chemotherapy or as part of a hematopoietic stem cell
transplant.

Immunisations

The safety of immunisation with live viral vaccines, following MabThera therapy has not been studied
for NHL and CLL patients and vaccination with live virus vaccines is not recommended. Patients
treated with MabThera may receive non-live vaccinations; however, with non-live vaccines response
rates may be reduced. In a non-randomised study, adult patients with relapsed low-grade NHL who
received MabThera monotherapy when compared to healthy untreated controls had a lower rate of
response to vaccination with tetanus recall antigen (16% vs. 81%) and Keyhole Limpet Haemocyanin
(KLH) neoantigen (4% vs. 76% when assessed for >2-fold increase in antibody titer). For CLL
patients, similar results are assumable considering similarities between both diseases but that has not
been investigated in clinical trials.

Mean pre-therapeutic antibody titres against a panel of antigens (Streptococcus pneumoniae, influenza
A, mumps, rubella, varicella) were maintained for at least 6 months after treatment with MabThera.

Skin reactions

Severe skin reactions such as Toxic Epidermal Necrolysis (Lyell’s syndrome) and Stevens-Johnson
syndrome, some with fatal outcome, have been reported (see section 4.8). In case of such an event,
with a suspected relationship to MabThera, treatment should be permanently discontinued.

Paediatric population

Only limited data are available for patients under 3 years of age. See section 5.1 for further
information.
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Rheumatoid arthritis, granulomatosis with polyangiitis (GPA) and microscopic polyangiitis (MPA),
and pemphigus vulgaris

Methotrexate (MTX) naive populations with rheumatoid arthritis
The use of MabThera is not recommended in MTX-naive patients since a favourable benefit risk
relationship has not been established.

Infusion-related reactions
MabThera is associated with infusion related reactions (IRRs), which may be related to release of
cytokines and/or other chemical mediators.

Severe IRRs with fatal outcome have been reported in rheumatoid arthritis patients in the
post-marketing setting. In rheumatoid arthritis most infusion-related events reported in clinical trials
were mild to moderate in severity. The most common symptoms were allergic reactions like headache,
pruritus, throat irritation, flushing, rash, urticaria, hypertension, and pyrexia. In general, the proportion
of patients experiencing any infusion reaction was higher following the first infusion than following
the second infusion of any treatment course. The incidence of IRR decreased with subsequent courses
(see section 4.8). The reactions reported were usually reversible with a reduction in rate, or
interruption, of MabThera infusion and administration of an anti-pyretic, an antihistamine, and,
occasionally, oxygen, intravenous saline or bronchodilators, and glucocorticoids if required. Closely
monitor patients with pre-existing cardiac conditions and those who experienced prior
cardiopulmonary adverse reactions. Depending on the severity of the IRR and the required
interventions, temporarily or permanently discontinue MabThera. In most cases, the infusion can be
resumed at a 50% reduction in rate (e.g. from 100 mg/h to 50 mg/h) when symptoms have completely
resolved.

Medicinal products for the treatment of hypersensitivity reactions, e.g. epinephrine (adrenaline),
antihistamines and glucocorticoids, should be available for immediate use in the event of an allergic
reaction during administration of MabThera.

There are no data on the safety of MabThera in patients with moderate heart failure (NYHA class 1l1)
or severe, uncontrolled cardiovascular disease. In patients treated with MabThera, the occurrence of
pre-existing ischemic cardiac conditions becoming symptomatic, such as angina pectoris, has been
observed, as well as atrial fibrillation and flutter. Therefore, in patients with a known cardiac history,
and those who experienced prior cardiopulmonary adverse reactions, the risk of cardiovascular
complications resulting from infusion reactions should be considered before treatment with MabThera
and patients closely monitored during administration. Since hypotension may occur during MabThera
infusion, consideration should be given to withholding anti-hypertensive medications 12 hours prior to
the MabThera infusion.

IRRs in patients with GPA, MPA and pemphigus vulgaris were consistent with those seen for
rheumatoid arthritis patients in clinical trials and in the post-marketing setting (see section 4.8).

Cardiac disorders

Angina pectoris, cardiac arrhythmias such as atrial flutter and fibrillation, heart failure and/or
myocardial infarction have occurred in patients treated with MabThera. Therefore, patients with a
history of cardiac disease should be monitored closely (see Infusion-related reactions, above).
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Infections

Based on the mechanism of action of MabThera and the knowledge that B cells play an important role
in maintaining normal immune response, patients have an increased risk of infection following
MabThera therapy (see section 5.1). Serious infections, including fatalities, can occur during therapy
with MabThera (see section 4.8). MabThera should not be administered to patients with an active,
severe infection (e.g. tuberculosis, sepsis and opportunistic infections, see section 4.3) or severely
immunocompromised patients (e.g. where levels of CD4 or CD8 are very low). Physicians should
exercise caution when considering the use of MabThera in patients with a history of recurring or
chronic infections or with underlying conditions which may further predispose patients to serious
infection, e.g. hypogammaglobulinaemia (see section 4.8). It is recommended that immunoglobulin
levels are determined prior to initiating treatment with MabThera.

Patients reporting signs and symptoms of infection following MabThera therapy should be promptly
evaluated and treated appropriately. Before giving a subsequent course of MabThera treatment,
patients should be re-evaluated for any potential risk for infections.

Very rare cases of fatal progressive multifocal leukoencephalopathy (PML) have been reported
following use of MabThera for the treatment of rheumatoid arthritis and autoimmune diseases
including Systemic Lupus Erythematosus (SLE) and vasculitis.

Hepatitis B Infections
Cases of hepatitis B reactivation, including those with a fatal outcome, have been reported in
rheumatoid arthritis, GPA and MPA patients receiving MabThera.

Hepatitis B virus (HBV) screening should be performed in all patients before initiation of treatment
with MabThera. At minimum this should include HBsAg-status and HBcAb-status. These can be
complemented with other appropriate markers as per local guidelines. Patients with active hepatitis B
disease should not be treated with MabThera. Patients with positive hepatitis B serology (either
HBsAg or HBcAb) should consult liver disease experts before start of treatment and should be
monitored and managed following local medical standards to prevent hepatitis B reactivation.

Late neutropenia
Measure blood neutrophils prior to each course of MabThera, and regularly up to 6-months after
cessation of treatment, and upon signs or symptoms of infection (see section 4.8).

Skin reactions

Severe skin reactions such as Toxic Epidermal Necrolysis (Lyell’s syndrome) and Stevens-Johnson
syndrome, some with fatal outcome, have been reported (see section 4.8). In case of such an event
with a suspected relationship to MabThera, treatment should be permanently discontinued.

ImmuniSation

Physicians should review the patient’s vaccination status and patients should, if possible, be brought
up-to-date with all immunisations in agreement with current immunisation guidelines prior to
initiating MabThera therapy. Vaccination should be completed at least 4 weeks prior to first
administration of MabThera.

The safety of immunisation with live viral vaccines following MabThera therapy has not been studied.
Therefore vaccination with live virus vaccines is not recommended whilst on MabThera or whilst
peripherally B cell depleted.

Patients treated with MabThera may receive non-live vaccinations; however, response rates to
non-live vaccines may be reduced. In a randomised trial, patients with rheumatoid arthritis treated with
MabThera and methotrexate had comparable response rates to tetanus recall antigen (39% vs. 42%),
reduced rates to pneumococcal polysaccharide vaccine (43% vs. 82% to at least 2 pneumococcal
antibody serotypes), and KLH neoantigen (47% vs. 93%), when given 6 months after MabThera as
compared to patients only receiving methotrexate. Should non-live vaccinations be required whilst
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receiving MabThera therapy, these should be completed at least 4 weeks prior to commencing the next
course of MabThera.

In the overall experience of MabThera repeat treatment over one year in rheumatoid arthritis, the
proportions of patients with positive antibody titres against S. pneumoniae, influenza, mumps, rubella,
varicella and tetanus toxoid were generally similar to the proportions at baseline.

Concomitant/sequential use of other DMARDs in rheumatoid arthritis
The concomitant use of MabThera and anti-rheumatic therapies other than those specified under the
rheumatoid arthritis indication and posology is not recommended.

There are limited data from clinical trials to fully assess the safety of the sequential use of other
DMARD:s (including TNF inhibitors and other biologics) following MabThera (see section 4.5). The
available data indicate that the rate of clinically relevant infection is unchanged when such therapies
are used in patients previously treated with MabThera, however patients should be closely observed
for signs of infection if biologic agents and/or DMARDs are used following MabThera therapy.

Malignancy

Immunomodulatory drugs may increase the risk of malignancy. On the basis of limited experience
with MabThera in rheumatoid arthritis patients (see section 4.8) the present data do not seem to
suggest any increased risk of malignancy. However, the possible risk for the development of solid
tumours cannot be excluded at this time.

Excipients
This medicinal product contains 2.3 mmol (or 52.6 mg) sodium per 10 mL vial and 11.5 mmol (or

263.2 mg) sodium per 50 mL vial, equivalent to 2.6% (for 10ml vial) and 13.2% (for 50ml vial) of the
WHO recommended maximum daily intake of 2 g sodium for an adult.

4.5 Interaction with other medicinal products and other forms of interaction

Currently, there are limited data on possible drug interactions with MabThera.

In CLL patients, co-administration with MabThera did not appear to have an effect on the
pharmacokinetics of fludarabine or cyclophosphamide. In addition, there was no apparent effect of

fludarabine and cyclophosphamide on the pharmacokinetics of MabThera.

Co-administration with methotrexate had no effect on the pharmacokinetics of MabThera in
rheumatoid arthritis patients.

Patients with human anti-mouse antibody (HAMA) or anti-drug antibody (ADA\) titres may have
allergic or hypersensitivity reactions when treated with other diagnostic or therapeutic monoclonal
antibodies.

In patients with rheumatoid arthritis, 283 patients received subsequent therapy with a biologic
DMARD following MabThera. In these patients the rate of clinically relevant infection while on
MabThera was 6.01 per 100 patient years compared to 4.97 per 100 patient years following treatment
with the biologic DMARD.

4.6  Fertility, pregnancy and lactation

Contraception in males and females

Due to the long retention time of rituximab in B cell depleted patients, women of childbearing
potential should use effective contraceptive methods during and for 12 months following treatment
with MabThera.
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Pregnancy

IgG immunoglobulins are known to cross the placental barrier.

B cell levels in human neonates following maternal exposure to MabThera have not been studied in
clinical trials. There are no adequate and well-controlled data from studies in preghant women,
however transient B-cell depletion and lymphocytopenia have been reported in some infants born to
mothers exposed to MabThera during pregnancy. Similar effects have been observed in animal studies
(see section 5.3). For these reasons MabThera should not be administered to pregnant women unless
the possible benefit outweighs the potential risk.

Breast-feeding

Whether rituximab is excreted in human milk is not known. However, because maternal IgG is
excreted in human milk, and rituximab was detectable in milk from lactating monkeys, women should
not breastfeed while treated with MabThera and for 12 months following MabThera treatment.

Fertility

Animal studies did not reveal deleterious effects of rituximab on reproductive organs.

4.7  Effects on ability to drive and use machines

No studies on the effects of MabThera on the ability to drive and use machines have been performed,
although the pharmacological activity and adverse reactions reported to date suggest that MabThera
would have no or negligible influence on the ability to drive and use machines.

4.8 Undesirable effects

Experience from non-Hodgkin’s lymphoma and chronic lymphocvtic leukaemia in adults

Summary of the safety profile

The overall safety profile of MabThera in non-Hodgkin’s lymphoma and CLL is based on data from
patients from clinical trials and from post-marketing surveillance. These patients were treated either
with MabThera monotherapy (as induction treatment or maintenance treatment following induction

treatment) or in combination with chemotherapy.

The most frequently observed adverse reactions (ADRsS) in patients receiving MabThera were IRRs

which occurred in the majority of patients during the first infusion. The incidence of infusion-related
symptoms decreases substantially with subsequent infusions and is less than 1% after eight doses of
MabThera.

Infectious events (predominantly bacterial and viral) occurred in approximately 30-55% of patients
during clinical trials in patients with NHL and in 30-50% of patients during clinical trials in patients
with CLL.

The most frequently reported or observed serious adverse reactions were:

o IRRs (including cytokine-release syndrome, tumour-lysis syndrome), see section 4.4.
. Infections, see section 4.4.

. Cardiovascular events, see section 4.4.

Other serious ADRSs reported include hepatitis B reactivation and PML (see section 4.4.).
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Tabulated list of adverse reactions

The frequencies of ADRs reported with MabThera alone or in combination with chemotherapy are

summarised in Table 3. Frequencies 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 < 1/1000), very rare (< 1/10,000) and
not known (cannot be estimated from the available data). Within each frequency grouping, undesirable
effects are presented in the order of decreasing seriousness.

The ADRs identified only during post-marketing surveillance, and for which a frequency could not be
estimated, are listed under “not known”.

Table 3 ADRs reported in clinical trials or during postmarketing surveillance in patients
with NHL and CLL disease treated with MabThera monotherapy/maintenance or in
combination with chemotherapy
MedDRA
Very
Common Uncommon Rare Very Rare Not known
System Common
Organ Class
Infections bacterial sepsis, serious viral PML
and infections, *pneumonia, infection?
infestations viral *febrile infection, Pneumocystis
infections, *herpes zoster, jirovecii
*bronchitis *respiratory tract
infection, fungal
infections,
infections of
unknown
aetiology, *acute
bronchitis,
*sinusitis,
hepatitis B!
Blood and neutropenia, anaemia, coagulation transient late
lymphatic leucopenia, *pancytopenia, disorders, aplastic increase in neutropenia
system *febrile *granulocytopenia | anaemia, serum IgM 3
disorders neutropenia, haemolytic levels®
*thrombocytop anaemia,
enia lymphadenopathy
Immune infusion- hypersensitivity anaphylaxis tumour lysis infusion-rel
system related syndrome, ated acute
disorders reactions®, cytokine release | reversible
angioedema syndrome?, thrombocyt
serum sickness openia*
Metabolism hyperglycaemia,
and nutrition weight decrease,
disorders peripheral
oedema, face
oedema, increased
LDH,
hypocalcaemia
Psychiatric depression,
disorders Nervousness
Nervous paraesthesia, dysgeusia peripheral cranial
system hypoaesthesia, neuropathy, neuropathy,
disorders agitation, facial nerve loss of
insomnia, palsy® other
vasodilatation, senses®
dizziness, anxiety
Eye lacrimation severe vision
disorders disorder, loss®
conjunctivitis
Ear and tinnitus, ear pain hearing
labyrinth loss®
disorders
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MedDRA

System C(Xnerrr)]/on Common Uncommon Rare Very Rare Not known
Organ Class
Cardiac *myocardial *left ventricular severe cardiac | heart failure? 2
disorders infarction4ad 6, failure, disorders 4and | 6
arrhythmia, *atrial | *supraventricular | ©
fibrillation, tachycardia,
tachycardia, *ventricular
*cardiac disorder tachycardia,
*angina,
*myocardial
ischaemia,
bradycardia
Vascular hypertension, vasculitis
disorders orthostatic (predominately
hypotension, cutaneous),
hypotension leukocytoclastic
vasculitis
Respiratory, Bronchospasm?, asthma, interstitial respiratory lung
thoracic and respiratory bronchiolitis lung disease’ | failure* infiltration
mediastinal disease, chest obliterans, lung
disorders pain, dyspnoea, disorder, hypoxia
increased cough,
rhinitis
Gastrointesti | nausea vomiting, abdominal gastro-intestinal
nal disorders diarrhoea, enlargement perforation’
abdominal pain,
dysphagia,
stomatitis,
constipation,
dyspepsia,

anorexia, throat
irritation

Skin and pruritus, rash, urticaria, severe bullous

subcutaneou | *alopecia sweating, night skin reactions,

s tissue sweats, *skin Stevens-Johnson

disorders disorder syndrome,
toxic epidermal
necrolysis
(Lyell’s
syndrome) ’

Musculoskel hypertonia,

etal, myalgia,

connective arthralgia, back

tissue pain, neck pain,

disorders pain

Renal and renal failure?

urinary

disorders
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MedDRA

very Common Uncommon Rare Very Rare Not known
System Common
Organ Class
General fever, chills, tumour pain, infusion site pain
disorders asthenia, flushing, malaise,
and headache cold syndrome,
administrati *fatigue,
on site *shivering,
conditions *multi-organ
failure*

Investigation
s

decreased 1gG
levels

For each term, the frequency count was based on reactions of all grades (from mild to severe), except for terms marked with

"+" where the frequency count was based only on severe (> grade 3 NCI common toxicity criteria) reactions. Only the highest

frequency observed in the trials is reported

Yincludes reactivation and primary infections; frequency based on R-FC regimen in relapsed/refractory CLL

2 see also section infection below

3 see also section haematologic adverse reactions below

4 see also section infusionrelated reactions below. Rarely fatal cases reported

5 signs and symptoms of cranial neuropathy. Occurred at various times up to several months after completion of MabThera
therapy

6 observed mainly in patients with prior cardiac condition and/or cardiotoxic chemotherapy and were mostly associated with
infusion-related reactions

" includes fatal cases

The following terms have been reported as adverse events during clinical trials, however, were

reported at a similar or lower incidence in the MabThera arms compared to control arms:

haematotoxicity, neutropenic infection, urinary tract infection, sensory disturbance, pyrexia.

Signs and symptoms suggestive of an infusion-related reaction were reported in more than 50% of
patients in clinical trials, and were predominantly seen during the first infusion, usually in the first one
to two hours. These symptoms mainly comprised fever, chills and rigors. Other symptoms included

flushing, angioedema, bronchospasm, vomiting, nausea, urticaria/rash, fatigue, headache, throat
irritation, rhinitis, pruritus, pain, tachycardia, hypertension, hypotension, dyspnoea, dyspepsia,

asthenia and features of tumour lysis syndrome. Severe infusion-related reactions (such as

bronchospasm, hypotension) occurred in up to 12% of the cases.

Additional reactions reported in some cases were myocardial infarction, atrial fibrillation, pulmonary
oedema and acute reversible thrombocytopenia. Exacerbations of pre-existing cardiac conditions such
as angina pectoris or congestive heart failure or severe cardiac disorders (heart failure, myocardial
infarction, atrial fibrillation), pulmonary oedema, multi-organ failure, tumour lysis syndrome, cytokine
release syndrome, renal failure, and respiratory failure were reported at lower or unknown frequencies.
The incidence of infusion-related symptoms decreased substantially with subsequent infusions and is
<1% of patients by the eighth cycle of MabThera (containing) treatment.

Description of selected adverse reactions

Infections

MabThera induces B-cell depletion in about 70-80% of patients, but was associated with decreased
serum immunoglobulins only in a minority of patients.

Localised candida infections as well as Herpes zoster were reported at a higher incidence in the

MabThera-containing arm of randomised studies. Severe infections were reported in about 4% of
patients treated with MabThera monotherapy. Higher frequencies of infections overall, including
grade 3 or 4 infections, were observed during MabThera maintenance treatment up to 2 years when
compared to observation. There was no cumulative toxicity in terms of infections reported over a
2-year treatment period. In addition, other serious viral infections either new, reactivated or
exacerbated, some of which were fatal, have been reported with MabThera treatment. The majority of
patients had received MabThera in combination with chemotherapy or as part of a haematopoetic stem
cell transplant. Examples of these serious viral infections are infections caused by the herpes viruses
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(Cytomegalovirus, Varicella Zoster Virus and Herpes Simplex Virus), JC virus (progressive multifocal
leukoencephalopathy (PML)) and hepatitis C virus. Cases of fatal PML that occurred after disease
progression and retreatment have also been reported in clinical trials. Cases of hepatitis B reactivation,
have been reported, the majority of which were in patients receiving MabThera in combination with
cytotoxic chemotherapy. In patients with relapsed/refractory CLL, the incidence of grade 3/4 hepatitis
B infection (reactivation and primary infection) was 2% in R-FC vs 0% FC. Progression of Kaposi’s
sarcoma has been observed in MabThera-exposed patients with pre-existing Kaposi’s sarcoma. These
cases occurred in non-approved indications and the majority of patients were HIV positive.

Haematologic adverse reactions

In clinical trials with MabThera monotherapy given for 4 weeks, haematological abnormalities
occurred in a minority of patients and were usually mild and reversible. Severe (grade 3/4) neutropenia
was reported in 4.2%, anaemia in 1.1% and thrombocytopenia in 1.7% of the patients. During
MabThera maintenance treatment for up to 2 years, leucopenia (5% vs. 2%, grade 3/4) and
neutropenia (10% vs. 4%, grade 3/4) were reported at a higher incidence when compared to
observation. The incidence of thrombocytopenia was low (<1%, grade 3/4) and was not different
between treatment arms. During the treatment course in studies with MabThera in combination with
chemotherapy, grade 3/4 leucopenia (R-CHOP 88% vs. CHOP 79%, R-FC 23% vs. FC 12%),
neutropenia (R-CVP 24% vs. CVP 14%; R-CHOP 97% vs. CHOP 88%, R-FC 30% vs. FC 19% in
previously untreated CLL), pancytopenia (R-FC 3% vs. FC 1% in previously untreated CLL) were
usually reported with higher frequencies when compared to chemotherapy alone. However, the higher
incidence of neutropenia in patients treated with MabThera and chemotherapy was not associated with
a higher incidence of infections and infestations compared to patients treated with chemotherapy
alone. Studies in previously untreated and relapsed/refractory CLL have established that in up to 25%
of patients treated with R-FC neutropenia was prolonged (defined as neutrophil count remaining
below 1x10%L between day 24 and 42 after the last dose) or occurred with a late onset (defined as
neutrophil count below 1x10°%L later than 42 days after last dose in patients with no previous
prolonged neutropenia or who recovered prior to day 42) following treatment with MabThera plus FC.
There were no differences reported for the incidence of anaemia. Some cases of late neutropenia
occurring more than four weeks after the last infusion of MabThera were reported. In the CLL
first-line study, Binet stage C patients experienced more adverse events in the R-FC arm compared to
the FC arm (R-FC 83% vs. FC 71%). In the relapsed/refractory CLL study grade 3/4
thrombocytopenia was reported in 11% of patients in the R-FC group compared to 9% of patients in
the FC group.

In studies of MabThera in patients with Waldenstrom’s macroglobulinaemia, transient increases in
serum IgM levels have been observed following treatment initiation, which may be associated with
hyperviscosity and related symptoms. The transient IgM increase usually returned to at least baseline
level within 4 months.

Cardiovascular adverse reactions

Cardiovascular reactions during clinical trials with MabThera monotherapy were reported in 18.8% of
patients with the most frequently reported events being hypotension and hypertension. Cases of grade
3 or 4 arrhythmia (including ventricular and supraventricular tachycardia) and angina pectoris during
infusion were reported. During maintenance treatment, the incidence of grade 3/4 cardiac disorders
was comparable between patients treated with MabThera and observation. Cardiac events were
reported as serious adverse events (including atrial fibrillation, myocardial infarction, left ventricular
failure, myocardial ischaemia) in 3% of patients treated with MabThera compared to <1% on
observation. In studies evaluating MabThera in combination with chemotherapy, the incidence of
grade 3 and 4 cardiac arrhythmias, predominantly supraventricular arrhythmias such as tachycardia
and atrial flutter/fibrillation, was higher in the R-CHOP group (14 patients, 6.9%) as compared to the
CHOP group (3 patients, 1.5%). All of these arrhythmias either occurred in the context of a MabThera
infusion or were associated with predisposing conditions such as fever, infection, acute myocardial
infarction or pre-existing respiratory and cardiovascular disease. No difference between the R-CHOP
and CHOP group was observed in the incidence of other grade 3 and 4 cardiac events including heart
failure, myocardial disease and manifestations of coronary artery disease. In CLL, the overall
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incidence of grade 3 or 4 cardiac disorders was low both in the first-line study (4% R-FC, 3% FC) and
in the relapsed/refractory study (4% R-FC, 4% FC).

Respiratory system
Cases of interstitial lung disease, some with fatal outcome have been reported.

Neurologic disorders

During the treatment period (induction treatment phase comprising of R-CHOP for at most eight
cycles), four patients (2%) treated with R-CHOP, all with cardiovascular risk factors, experienced
thromboembolic cerebrovascular accidents during the first treatment cycle. There was no difference
between the treatment groups in the incidence of other thromboembolic events. In contrast, three
patients (1.5%) had cerebrovascular events in the CHOP group, all of which occurred during the
follow-up period. In CLL, the overall incidence of grade 3 or 4 nervous system disorders was low both
in the first-line study (4% R-FC, 4% FC) and in the relapsed/refractory study (3% R-FC, 3% FC).

Cases of posterior reversible encephalopathy syndrome (PRES) / reversible posterior
leukoencephalopathy syndrome (RPLS) have been reported. Signs and symptoms included visual
disturbance, headache, seizures and altered mental status, with or without associated hypertension. A
diagnosis of PRES/RPLS requires confirmation by brain imaging. The reported cases had recognised
risk factors for PRES/RPLS, including the patients’ underlying disease, hypertension,
immunosuppressive therapy and/or chemotherapy.

Gastrointestinal disorders

Gastrointestinal perforation in some cases leading to death has been observed in patients receiving
MabThera for treatment of non-Hodgkin lymphoma. In the majority of these cases, MabThera was
administered with chemotherapy.

IgG levels

In the clinical trial evaluating MabThera maintenance treatment in relapsed/refractory follicular
lymphoma, median 1gG levels were below the lower limit of normal (LLN) (< 7 g/L) after induction
treatment in both the observation and the MabThera groups. In the observation group, the median 1gG
level subsequently increased to above the LLN, but remained constant in the MabThera group. The
proportion of patients with 1gG levels below the LLN was about 60% in the MabThera group
throughout the 2 year treatment period, while it decreased in the observation group (36% after

2 years).

A small number of spontaneous and literature cases of hypogammaglobulinaemia have been observed
in paediatric patients treated with MabThera, in some cases severe and requiring long-term
immunoglobulin substitution therapy. The consequences of long term B cell depletion in paediatric
patients are unknown.

Skin and subcutaneous tissue disorders
Toxic Epidermal Necrolysis (Lyell syndrome) and Stevens-Johnson syndrome, some with fatal
outcome, have been reported very rarely.

Patient subpopulations - MabThera monotherapy

Elderly (> 65 years):

The incidence of ADRs of all grades and grade 3/4 ADR was similar in elderly patients compared to
younger patients (<65 years).

Bulky disease

There was a higher incidence of grade 3/4 ADRs in patients with bulky disease than in patients
without bulky disease (25.6% vs. 15.4%). The incidence of ADRs of any grade was similar in these
two groups.
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Re-treatment

The percentage of patients reporting ADRS upon re-treatment with further courses of MabThera was
similar to the percentage of patients reporting ADRs upon initial exposure (any grade and grade 3/4
ADRS).

Patient subpopulations - MabThera combination therapy

Elderly (> 65 years)

The incidence of grade 3/4 blood and lymphatic adverse events was higher in elderly patients
compared to younger patients (<65 years), with previously untreated or relapsed/refractory CLL.

Experience from paediatric DLBCL/BL/BAL/BLL

Summary of safety profile

A multicenter, open-label randomized study of Lymphome Malin B chemotherapy (LMB) with or
without MabThera was conducted in paediatric patients (aged > 6 months to < 18 years old) with
previously untreated advanced stage CD20 positive DLBCL/BL/BAL/BLL.

A total of 309 paediatric patients received MabThera and were included in the safety analysis
population. Paediatric patients randomized to the LMB chemotherapy arm with MabThera, or enrolled
in the single arm part of the study, were administered MabThera at a dose of 375mg/m2 BSA and
received a total of six IV infusions of MabThera (two during each of the two induction courses and
one during each of the two consolidation courses of the LMB scheme).

The safety profile of MabThera in paediatric patients (aged > 6 months to < 18 years old) with
previously untreated advanced stage CD20 positive DLBCL/BL/BAL/BLL was generally consistent in
type, nature and severity with the known safety profile in adult NHL and CLL patients. Addition of
MabThera to chemotherapy did result in an increased risk of some events including infections
(including sepsis) compared to chemotherapy only.

Experience from rheumatoid arthritis

Summary of the safety profile

The overall safety profile of MabThera in rheumatoid arthritis is based on data from patients from
clinical trials and from post-marketing surveillance.

The safety profile of MabThera in patients with moderate to severe rheumatoid arthritis (RA) is
summarised in the sections below. In clinical trials more than 3100 patients received at least one
treatment course and were followed for periods ranging from 6 months to over 5 years; approximately
2400 patients received two or more courses of treatment with over 1000 having received 5 or more
courses. The safety information collected during post marketing experience reflects the expected
adverse reaction profile as seen in clinical trials for MabThera (see section 4.4).

Patients received 2 x 1000 mg of MabThera separated by an interval of two weeks; in addition to
methotrexate (10-25 mg/week). MabThera infusions were administered after an intravenous infusion
of 100 mg methylprednisolone; patients also received treatment with oral prednisone for 15 days.

Tabulated list of adverse reactions

Adverse reactions are listed in Table 4. Frequencies are defined as very common (>1/10), common
(>1/100 to <1/10), uncommon (>1/1,000 to <1/100), and very rare (<1/10,000). Within each frequency
grouping, undesirable effects are presented in order of decreasing seriousness.

The most frequent adverse reactions considered due to receipt of MabThera were IRRs. The overall

incidence of IRRs in clinical trials was 23% with the first infusion and decreased with subsequent
infusions. Serious IRRs were uncommon (0.5% of patients) and were predominantly seen during the
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initial course. In addition to adverse reactions seen in RA clinical trials for MabThera, progressive
multifocal leukoencephalopathy (PML) (see section 4.4) and serum sickness-like reaction have been
reported during post marketing experience.

Table 4 Summary of adverse reactions reported in clinical trials or during postmarketing
surveillance occurring in patients with rheumatoid arthritis receiving MabThera
MedDRA Uncommon Rare Very rare
Very Common Common
System Organ Class
Infections and upper respiratory bronchitis, sinusitis, PML,
infestations tract infection, gastroenteritis, tinea reactivation of
urinary tract pedispedis hepatitis B
infections
Blood and lymphatic neutropenia® late serum
system disorders neutropenia® sickness-like
reaction

Immune system
disorders

General disorders
and administration
site conditions

Sinfusion-related
reactions
(hypertension,
nausea, rash,
pyrexia, pruritus,
urticaria, throat
irritation, hot flush,
hypotension,

Sinfusion related
reactions
(generalized
oedema,
bronchospasm,
wheezing,
laryngeal oedema,
angioneurotic

disorders

migraine, dizziness,
sciatica

rhinitis, rigors, oedema,
tachycardia, fatigue, generalized
oropharyngeal pain, pruritus,
peripheral oedema, anaphylaxis,
erythema) anaphylactoid
reaction)

Metabolism and Hypercholesterolem

nutrition disorders ia

Psychiatric disorders depression, anxiety

Nervous system headache paraesthesia,

disorders and
connective tissue
disorders

musculoskeletal
pain, osteoarthritis,
bursitis

Cardiac disorders angina atrial flutter
pectoris, atrial
fibrillation,
heart failure,
myocardial
infarction
Gastrointestinal dyspepsia,
disorders diarrhoea,
gastro-oesophageal
reflux, mouth
ulceration, upper
abdominal pain
Skin and alopecia toxic epidermal
subcutaneous tissue necrolysis
disorders (Lyell’s
syndrome),
Stevens-Johnson
syndrome®
Musculo skeletal arthralgia /

Investigations

decreased IgM
levels?

decreased 1gG
levels?

5 Includes fatal cases

! Frequency category derived from laboratory values collected as part of routine laboratory monitoring in clinical trials
2 Frequency category derived from post-marketing data.
3 Reactions occurring during or within 24 hours of infusion. See also infusion-related reactions below. IRRs may occur as a
result of hypersensitivity and/or to the mechanism of action.
4 Includes observations collected as part of routine laboratory monitoring.
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Multiple courses

Multiple courses of treatment are associated with a similar ADR profile to that observed following
first exposure. The rate of all ADRs following first MabThera exposure was highest during the first 6
months and declined thereafter. This is mostly accounted for by IRRs (most frequent during the first
treatment course), RA exacerbation and infections, all of which were more frequent in the first 6
months of treatment.

Description of selected adverse reactions

Infusion-related reactions

The most frequent ADRs following receipt of MabThera in clinical studies were IRRs (refer to

Table 4). Among the 3189 patients treated with MabThera, 1135 (36%) experienced at least one IRR
with 733/3189 (23%) of patients experiencing an IRR following first infusion of the first exposure to
MabThera. The incidence of IRRs declined with subsequent infusions. In clinical trials fewer than 1%
(17/3189) of patients experienced a serious IRR. There were no CTC Grade 4 IRRs and no deaths due
to IRRs in the clinical trials. The proportion of CTC Grade 3 events and of IRRs leading to withdrawal
decreased by course and were rare from course 3 onwards. Premedication with intravenous
glucocorticoid significantly reduced the incidence and severity of IRRs (see sections 4.2 and 4.4).
Severe IRRs with fatal outcome have been reported in the post-marketing setting.

In a trial designed to evaluate the safety of a more rapid MabThera infusion in patients with
rheumatoid arthritis, patients with moderate-to-severe active RA who did not experience a serious IRR
during or within 24 hours of their first studied infusion were allowed to receive a 2-hour intravenous
infusion of MabThera. Patients with a history of a serious infusion reaction to a biologic therapy for
RA were excluded from entry. The incidence, types and severity of IRRs were consistent with that
observed historically. No serious IRRs were observed.

Infections

The overall rate of infection was approximately 94 per 100 patient years in MabThera treated patients.
The infections were predominately mild to moderate and consisted mostly of upper respiratory tract
infections and urinary tract infections. The incidence of infections that were serious or required 1V
antibiotics was approximately 4 per 100 patient years. The rate of serious infections did not show any
significant increase following multiple courses of MabThera. Lower respiratory tract infections
(including pneumonia) have been reported during clinical trials, at a similar incidence in the
MabThera arms compared to control arms.

Cases of progressive multifocal leukoencephalopathy with fatal outcome have been reported following
use of MabThera for the treatment of autoimmune diseases. This includes rheumatoid arthritis and
off-label autoimmune diseases, including Systemic Lupus Erythematosus (SLE) and vasculitis.

In patients with non-Hodgkin’s lymphoma receiving MabThera in combination with cytotoxic
chemotherapy, cases of hepatitis B reactivation have been reported (see non-Hodgkin’s lymphoma).
Reactivation of hepatitis B infection has also been very rarely reported in RA patients receiving
MabThera (see Section 4.4).

Cardiovascular adverse reactions

Serious cardiac reactions were reported at a rate of 1.3 per 100 patient years in the MabThera treated
patients compared to 1.3 per 100 patient years in placebo treated patients. The proportions of patients
experiencing cardiac reactions (all or serious) did not increase over multiple courses.

Neurologic events

Cases of posterior reversible encephalopathy syndrome (PRES)/reversible posterior
leukoencephalopathy syndrome (RPLS) have been reported. Signs and symptoms included visual
disturbance, headache, seizures and altered mental status, with or without associated hypertension. A
diagnosis of PRES/RPLS requires confirmation by brain imaging. The reported cases had recognised
risk factors for PRES/RPLS, including the patients’ underlying disease, hypertension,
immunosuppressive therapy and/or chemotherapy.
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Neutropenia

Events of neutropenia were observed with MabThera treatment, the majority of which were transient
and mild or moderate in severity. Neutropenia can occur several months after the administration of
MabThera (see section 4.4).

In placebo-controlled periods of clinical trials, 0.94% (13/1382) of MabThera treated patients and
0.27% (2/731) of placebo patients developed severe neutropenia.

Neutropenic events, including severe late onset and persistent neutropenia, have been rarely reported
in the post-marketing setting, some of which were associated with fatal infections.

Skin and subcutaneous tissue disorders
Toxic Epidermal Necrolysis (Lyell’s syndrome) and Stevens-Johnson syndrome, some with fatal
outcome, have been reported very rarely.

Laboratory abnormalities

Hypogammaglobulinaemia (1gG or IgM below the lower limit of normal) has been observed in RA
patients treated with MabThera. There was no increased rate in overall infections or serious infections
after the development of low 1gG or IgM (see section 4.4).

A small number of spontaneous and literature cases of hypogammaglobulinaemia have been observed
in paediatric patients treated with MabThera, in some cases severe and requiring long-term
immunoglobulin substitution therapy. The consequences of long-term B cell depletion in paediatric
patients are unknown.

Experience from granulomatosis with polyangiitis (GPA) and microscopic polyangiitis (MPA)

Adult induction of remission (GPA/MPA Study 1)
In GPA/MPA Study 1, 99 adult patients were treated for induction of remission of GPA and MPA
with MabThera (375 mg/m?, once weekly for 4 weeks) and glucocorticoids (see section 5.1).

The ADRs listed in Table 5 were all adverse events which occurred at an incidence of >5% in the
MabThera group and at a higher frequency than the comparator group.

Table5  Adverse reactions occurring at 6-months in > 5% of adult patients receiving
MabThera in GPA/MPA Study 1, and at a higher frequency than the comparator

group.

MedDRA System organ class Rituximab

Adverse reaction (n=99)
Infections and infestations

Urinary tract infection 7%

Bronchitis 5%

Herpes zoster 5%

Nasopharyngitis 5%

Blood and lymphatic
system disorder

Thrombocytopenia | 7%
Immune system disorders

Cytokine release syndrome \ 5%
Metabolism and nutrition disorders

Hyperkalaemia | 5%
Psychiatric disorders

Insomnia | 14%
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MedDRA System organ class Rituximab

Adverse reaction (n=99)
Nervous system disorders

Dizziness 10%

Tremor 10%
Vascular disorders

Hypertension 12%

Flushing 5%

Respiratory, thoracic and
mediastinal disorders

Cough 12%
Dyspnoea 11%
Epistaxis 11%
Nasal congestion 6%
Gastrointestinal
disorders
Diarrhoea 18%
Dyspepsia 6%
Constipation 5%

Skin and subcutaneous
tissue disorders
Acne %

Musculoskeletal and connective
tissue disorders

Muscle spasms 18%
Arthralgia 15%
Back pain 10%
Muscle weakness 5%
Musculoskeletal pain 5%
Pain in extremities 5%

General disorders and
administration site conditions

Peripheral oedema | 16%
Investigations
Decreased haemoglobin \ 6%

Adult maintenance treatment (GPA/MPA Study 2)
In GRA/MPA Study 2, a total of 57 adult patients with severe, active GPA and MPA were treated with

MabThera for the maintenance of remission (see section 5.1).
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Table6  Adverse reactions occurring in > 5% of adult patients receiving MabThera in
GPA/MPA Study 2, and at a higher frequency than the comparator group

MedDRA System Organ Class Rituximab
Adverse reaction (n=57)
Infections and infestations
Bronchitis 14%
Rhinitis 5%
Respiratory, thoracic and mediastinal
disorders
Dyspnoea | 9%
Gastrointestinal disorders
Diarrhoea | 7%

General disorders and administration
site conditions

Pyrexia 9%
Influenza-like illness 5%
Oedema peripheral 5%

Injury, poisoning and procedural
complications
Infusion-related reactions! 12%
1Details on infusion related reactions are provided in the description of selected adverse reactions
section.

The overall safety profile was consistent with the well-established safety profile for MabThera in
approved autoimmune indications, including GPA/MPA. Overall, 4% of patients in the MabThera arm
experienced adverse events leading to discontinuation. Most adverse events in the MabThera arm were
mild or moderate in intensity. No patients in the MabThera arm had fatal adverse events.

The most commonly reported events considered as ADRs were infusion-related reactions and
infections.

Long-term follow-up (GPA/MPA Study 3)

In a long-term observational safety study, 97 GPA/MPA patients received treatment with MabThera
(mean of 8 infusions [range 1-28]) for up to 4 years, according to their physician’s standard practice
and discretion. The overall safety profile was consistent with the well-established safety profile of
MabThera in RA and GPA/MPA and no new adverse reactions were reported.

Paediatric population

An open-label, single arm study was conducted in 25 paediatric patients with severe, active GPA or
MPA. The overall study period consisted of a 6-month remission induction phase with a minimum
18-month follow-up, up to 4.5 years overall. During the follow-up phase, MabThera was given at the
discretion of the investigator (17 out of 25 patients received additional MabThera treatment).
Concomitant treatment with other immunosuppressive therapy was permitted (see section 5.1).

ADRs were considered as adverse events that occurred at an incidence of > 10%. These included:
infections (17 patients [68%] in the remission induction phase; 23 patients [92%] in the overall study
period), IRRs (15 patients [60%] in the remission induction phase; 17 patients [68%] in the overall
study period), and nausea (4 patients [16%] in the remission induction phase; 5 patients [20%] in the
overall study period).

During the overall study period, the safety profile of MabThera was consistent with that reported
during the remission induction phase.
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The safety profile of MabThera in paediatric GPA or MPA patients was consistent in type, nature and
severity with the known safety profile in adult patients in the approved autoimmune indications,
including adult GPA or MPA.

Description of selected adverse reactions

Infusion-related reactions

In GPA/MPA Study 1 (adult induction of remission study), IRRs were defined as any adverse event
occurring within 24 hours of an infusion and considered to be infusion-related by investigators in the
safety population. Of the 99 patients treated with MabThera, 12 (12%) experienced at least one IRR.
All IRRs were CTC Grade 1 or 2. The most common IRRs included cytokine release syndrome,
flushing, throat irritation, and tremor. MabThera was given in combination with intravenous
glucocorticoids which may reduce the incidence and severity of these events.

In GRA/MPA Study 2 (adult maintenance study), 7/57 (12%) patients in the MabThera arm
experienced at least one infusion-related reaction. The incidence of IRR symptoms was highest during
or after the first infusion (9%) and decreased with subsequent infusions (<4%). All IRR symptoms
were mild or moderate and most of them were reported from the SOCs Respiratory, Thoracic and
Mediastinal Disorders and Skin and Subcutaneous Tissue disorders.

In the clinical trial in paediatric patients with GPA or MPA, the reported IRRs were predominantly seen
with the first infusion (8 patients [32%]), and then decreased over time with the number of MabThera
infusions (20% with the second infusion, 12% with the third infusion and 8% with the fourth infusion).
The most common IRR symptoms reported during the remission induction phase were: headache, rash,
rhinorrhea and pyrexia (8%, for each symptom). The observed symptoms of IRRs were similar to those
known in adult GPA or MPA patients treated with MabThera. The majority of IRRs were Grade 1 and
Grade 2, there were two non-serious Grade 3 IRRs, and no Grade 4 or 5 IRRs reported. One serious
Grade 2 IRR (generalized oedema which resolved with treatment) was reported in one patient (see
section 4.4).

Infections

In GRA/MPA Study 1, the overall rate of infection was approximately 237 per 100 patient years (95%
Cl 197 - 285) at the 6-month primary endpoint. Infections were predominately mild to moderate and
consisted mostly of upper respiratory tract infections, herpes zoster and urinary tract infections. The
rate of serious infections was approximately 25 per 100 patient years. The most frequently reported
serious infection in the MabThera group was pneumonia at a frequency of 4%.

In GRA/MPA Study 2, 30/57 (53%) patients in the MabThera arm experienced infections. The
incidence of all grade infections was similar between the arms. Infections were predominately mild to
moderate. The most common infections in the MabThera arm included upper respiratory tract
infections, gastroenteritis, urinary tract infections and herpes zoster. The incidence of serious
infections was similar in both arms (approximately 12%). The most commonly reported serious
infection in the MabThera group was mild or moderate bronchitis.

In the clinical trial in paediatric patients with severe, active GPA and MPA, 91% of reported infections
were non-serious and 90% were mild to moderate.

The most common infections in the overall phase were: upper respiratory tract infections (URTIS)
(48%), influenza (24%), conjunctivitis (20%), nasopharyngitis (20%), lower respiratory tract
infections (16%), sinusitis (16%), viral URTIs (16%), ear infection (12%), gastroenteritis (12%),
pharyngitis (12%), urinary tract infection (12%). Serious infections were reported in 7 patients (28%),
and included: influenza (2 patients [8%]) and lower respiratory tract infection (2 patients [8%]) as the
most frequently reported events.
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Malignancies

In GRA/MPA Study 1, the incidence of malignancy in MabThera treated patients in the GPA and
MPA clinical study was 2.00 per 100 patient years at the study common closing date (when the final
patient had completed the follow-up period). On the basis of standardised incidence ratios, the
incidence of malignancies appears to be similar to that previously reported in patients with
ANCA-associated vasculitis.

In the paediatric clinical trial, no malignancies were reported with a follow-up period of up to 54
months.

Cardiovascular adverse reactions

In GPA/MPA Study 1, cardiac events occurred at a rate of approximately 273 per 100 patient years
(95% CI 149-470) at the 6-month primary endpoint. The rate of serious cardiac events was 2.1 per
100 patient years (95% CI 3 -15). The most frequently reported events were tachycardia (4%) and
atrial fibrillation (3%) (see section 4.4).

Neurologic events

Cases of posterior reversible encephalopathy syndrome (PRES)/reversible posterior
leukoencephalopathy syndrome (RPLS) have been reported in autoimmune conditions. Signs and
symptoms included visual disturbance, headache, seizures and altered mental status, with or without
associated hypertension. A diagnosis of PRES/RPLS requires confirmation by brain imaging. The
reported cases had recognised risk factors for PRES/RPLS, including the patients’ underlying disease,
hypertension, immunosuppressive therapy and/or chemotherapy.

Hepatitis-B reactivation

A small number of cases of hepatitis-B reactivation, some with fatal outcome, have been reported in
granulomatosis with polyangiitis and microscopic polyangiitis patients receiving MabThera in the
postmarketing setting.

Hypogammaglobulinaemia
Hypogammaglobulinaemia (IgA, 1gG or IgM below the lower limit of normal) has been observed in
adult and pediatric GPA and MPA patients treated with MabThera.

In GRA/MPA Study 1, at 6 months, in the MabThera group, 27%, 58% and 51% of patients with
normal immunoglobulin levels at baseline had low IgA, 1gG and IgM levels, respectively, compared to
25%, 50% and 46% in the cyclophosphamide group. The rate of overall infections and serious
infections was not increased after the development of low IgA, 1gG or IgM.

In GPA/MPA Study 2, no clinically meaningful differences between the two treatment arms or
decreases in total immunoglobulin, 1gG, IgM or IgA levels were observed throughout the trial.

In the paediatric clinical trial, during the overall study period, 3/25 (12%) patients reported an event of
hypogammaglobulinaemia, 18 patients (72%) had prolonged (defined as Ig levels below lower limit of
normal for at least 4 months) low IgG levels (of whom 15 patients also had prolonged low IgM).
Three patients received treatment with intravenous immunoglobulin (IV-1G). Based on limited data,
no firm conclusions can be drawn regarding whether prolonged low IgG and IgM led to an increased
risk of serious infection in these patients. The consequences of long term B cell depletion in paediatric
patients are unknown.

Neutropenia

In GPA/MPA Study 1, 24% of patients in the MabThera group (single course) and 23% of patients in
the cyclophosphamide group developed CTC grade 3 or greater neutropenia. Neutropenia was not
associated with an observed increase in serious infection in MabThera-treated patients.

In GPA/MPA Study 2, the incidence of all-grade neutropenia was 0% for MabThera-treated patients
vs 5% for azathioprine treated patients.
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Skin and subcutaneous tissue disorders
Toxic Epidermal Necrolysis (Lyell’s syndrome) and Stevens-Johnson syndrome, some with fatal
outcome, have been reported very rarely.

Experience from pemphiqus vulgaris

Summary of the safety profile in PV Study 1 (Study ML22196) and PV Study 2 (Study WA29330)

The safety profile of MabThera in combination with short-term, low-dose glucocorticoids in the
treatment of patients with pemphigus vulgaris was studied in a Phase 3, randomised, controlled,
multicenter, open-label study in pemphigus patients that included 38 pemphigus vulgaris (PV) patients
randomised to the MabThera group (PV Study 1). Patients randomised to the MabThera group
received an initial 2000 mg IV on Study Day 1 and a second 1000 mg IV on Study Day 15.
Maintenance doses of 500 mg IV were administered at months 12 and 18. Patients could receive

1000 mg IV at the time of relapse (see section 5.1).

In PV Study 2, a randomized, double-blind, double-dummy, active-comparator, multicenter study
evaluating the efficacy and safety of MabThera compared with mycophenolate mofetil (MMF) in
patients with moderate-to-severe PV requiring oral corticosteroids, 67 PV patients received treatment
with MabThera (initial 2000 mg IV on Study Day 1 and a second 1000 mg IV on Study Day 15
repeated at Weeks 24 and 26) for up to 52 weeks (see section 5.1).

The safety profile of MabThera in PV was consistent with the established safety profile in other
approved autoimmune indications.

Tabulated list of adverse reactions for PV Studies 1 and 2

Adverse reactions from PV Studies 1 and 2 are presented in Table 7. In PV Study 1, ADRs were
defined as adverse events which occurred at a rate of > 5% among MabThera-treated PV patients,
with a > 2% absolute difference in incidence between the MabThera-treated group and the standard-
dose prednisone group up to month 24. No patients were withdrawn due to ADRs in Study 1. In PV
Study 2, ADRs were defined as adverse events occurring in >5% of patients in the MabThera arm and
assessed as related.
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Table 7 Adverse reactions in MabThera-treated pemphigus vulgaris patients in PV Study 1
(up to Month 24) and PV Study 2 (up to Week 52)

MedDRA System Organ Class Very Common Common
Infections and infestations Upper respiratory tract infection Herpes virus infection
Herpes zoster
Oral herpes

Conjunctivitis
Nasopharyngitis

Oral candidiasis
Urinary tract infection

Neoplasms Benign, Malignant and Skin papilloma
Unspecified (incl cysts and polyps)

Psychiatric disorders Persistent depressive disorder Major depression
Irritability
Nervous system disorders Headache Dizziness
Cardiac disorders Tachycardia
Gastrointestinal disorders Abdominal pain upper
Skin and subcutaneous tissue disorders Alopecia Pruritus
Urticaria

Skin disorder

Musculoskeletal, connective tissue and Musculoskeletal pain
bone disorders Arthralgia
Back pain
General disorders and administration site Fatigue
conditions Asthenia
Pyrexia
Injury, Poisoning and Procedural Infusion-related reactions*

Complications

*Infusion-related reactions for PV Study 1 included symptoms collected on the next scheduled visit after each infusion,
and adverse events occurring on the day of or one day after the infusion. The most common infusion-related reaction
symptoms/Preferred Terms for PV Study 1 included headaches, chills, high blood pressure, nausea, asthenia and pain.

The most common infusion-related reaction symptoms/Preferred Terms for PV Study 2 were dyspnoea, erythema,
hyperhidrosis, flushing/hot flush, hypotension/low blood pressure and rash/rash pruritic.

Description of selected adverse reactions

Infusion-related reactions

In PV Study 1, infusion-related reactions were common (58%). Nearly all infusion-related reactions
were mild to moderate. The proportion of patients experiencing an infusion- related reaction was 29%
(11 patients), 40% (15 patients), 13% (5 patients), and 10% (4 patients) following the first, second,
third, and fourth infusions, respectively. No patients were withdrawn from treatment due to infusion-
related reactions. Symptoms of infusion-related reactions were similar in type and severity to those
seen in RA and GPA/MPA patients.

In PV Study 2, IRRs occurred primarily at the first infusion and the frequency of IRRs decreased with
subsequent infusions: 17.9%, 4.5%, 3% and 3% of patients experienced IRRs at the first, second, third,
and fourth infusions, respectively. In 11/15 patients who experienced at least one IRR, the IRRs were
Grade 1 or 2. In 4/15 patients, Grade >3 IRRs were reported and led to discontinuation of MabThera
treatment; three of the four patients experienced serious (life-threatening) IRRs. Serious IRRs
occurred at the first (2 patients) or second (1 patient) infusion and resolved with symptomatic
treatment.
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Infections

In PV Study 1, 14 patients (37%) in the MabThera group experienced treatment-related infections
compared to 15 patients (42%) in the standard-dose prednisone group. The most common infections in
the MabThera group were herpes simplex and zoster infections, bronchitis, urinary tract infection,
fungal infection and conjunctivitis. Three patients (8%) in the MabThera group experienced a total of
5 serious infections (Preumocystis jirovecii pneumonia, infective thrombosis, intervertebral discitis,
lung infection, Staphylococcal sepsis) and one patient (3%) in the standard-dose prednisone group
experienced a serious infection (Prneumocystis jirovecii pneumonia).

In PV Study 2, 42 patients (62.7%) in the MabThera arm experienced infections. The most common
infections in the MabThera group were upper respiratory tract infection, nasopharyngitis, oral
candidiasis and urinary tract infection. Six patients (9%) in the MabThera arm experienced serious
infections.

Laboratory abnormalities

PV Study 2, in the MabThera arm, transient decreases in lymphocyte count, driven by decreases in the
peripheral T-cell populations, as well as a transient decrease in phosphorus level were very commonly
observed post-infusion. These were considered to be induced by IV methylprednisolone premedication
infusion.

In PV Study 2, low IgG levels were commonly observed and low IgM levels were very commonly
observed; however, there was no evidence of an increased risk of serious infections after the
development of low IgG or IgM.

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

Limited experience with doses higher than the approved dose of intravenous MabThera formulation is
available from clinical trials in humans. The highest intravenous dose of MabThera tested in humans
to date is 5000 mg (2250 mg/m?), tested in a dose escalation study in patients with CLL. No additional
safety signals were identified.

Patients who experience overdose should have immediate interruption of their infusion and be closely
monitored.

In the postmarketing setting five cases of MabThera overdose have been reported. Three cases had no
reported adverse event. The two adverse events that were reported were flu-like symptoms, with a
dose of 1.8 g of rituximab and fatal respiratory failure, with a dose of 2 g of rituximab.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: antineoplastic agents, monoclonal antibodies, ATC code: L01X C02
Rituximab binds specifically to the transmembrane antigen, CD20, a non-glycosylated

phosphoprotein, located on pre-B and mature B lymphocytes. The antigen is expressed on >95 % of all
B cell non-Hodgkin’s lymphomas.
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CD20 is found on both normal and malignant B cells, but not on haematopoietic stem cells,

pro-B cells, normal plasma cells or other normal tissue. This antigen does not internalise upon
antibody binding and is not shed from the cell surface. CD20 does not circulate in the plasma as a free
antigen and, thus, does not compete for antibody binding.

The Fab domain of rituximab binds to the CD20 antigen on B lymphocytes and the Fc domain can
recruit immune effector functions to mediate B cell lysis. Possible mechanisms of effector-mediated
cell lysis include complement-dependent cytotoxicity (CDC) resulting from C1q binding, and
antibody-dependent cellular cytotoxicity (ADCC) mediated by one or more of the Fcy receptors on the
surface of granulocytes, macrophages and NK cells. Rituximab binding to CD 20 antigen on B
lymphocytes has also been demonstrated to induce cell death via apoptosis.

Peripheral B cell counts declined below normal following completion of the first dose of MabThera. In
patients treated for haematological malignancies, B cell recovery began within 6 months of treatment
and generally returned to normal levels within 12 months after completion of therapy, although in
some patients this may take longer (up to a median recovery time of 23 months post-induction
therapy). In rheumatoid arthritis patients, immediate depletion of B cells in the peripheral blood was
observed following two infusions of 1000 mg MabThera separated by a 14-day interval. Peripheral
blood B cell counts begin to increase from week 24 and evidence for repopulation is observed in the
majority of patients by week 40, whether MabThera was administered as monotherapy or in
combination with methotrexate. A small proportion of patients had prolonged peripheral B cell
depletion lasting 2 years or more after their last dose of MabThera. In patients with GPA or MPA, the
number of peripheral blood B cells decreased to <10 cells/uL after two weekly infusions of rituximab
375 mg/m?, and remained at that level in most patients up to the 6 month timepoint. The majority of
patients (81%) showed signs of B cell return, with counts >10 cells/uL by month 12, increasing to
87% of patients by month 18.

Clinical experience in Non-Hodgkin’s lymphoma and in chronic lymphocytic leukaemia

Follicular lymphoma

Monotherapy

Initial treatment, weekly for 4 doses

In the pivotal trial, 166 patients with relapsed or chemoresistant low-grade or follicular B cell NHL
received 375 mg/m? of MabThera as an intravenous infusion once weekly for four weeks. The overall
response rate (ORR) in the intent-to-treat (ITT) population was 48 % (Clgs% 41% - 56%) with a 6%
complete response (CR) and a 42 % partial response (PR) rate. The projected median time to
progression (TTP) for responding patients was 13.0 months. In a subgroup analysis, the ORR was
higher in patients with IWF B, C, and D histological subtypes as compared to IWF A subtype (58 %
vs. 12%), higher in patients whose largest lesion was <5 cm vs. > 7 cm in greatest diameter (53% vs.
38%), and higher in patients with chemosensitive relapse as compared to chemoresistant (defined as
duration of response < 3 months) relapse (50% vs. 22%). ORR in patients previously treated with
autologous bone marrow transplant (ABMT) was 78% versus 43% in patients with no ABMT. Neither
age, sex, lymphoma grade, initial diagnosis, presence or absence of bulky disease, normal or high
LDH nor presence of extranodal disease had a statistically significant effect (Fisher’s exact test) on
response to MabThera. A statistically significant correlation was noted between response rates and
bone marrow involvement. 40% of patients with bone marrow involvement responded compared to
59% of patients with no bone marrow involvement (p=0.0186). This finding was not supported by a
stepwise logistic regression analysis in which the following factors were identified as prognostic
factors: histological type, bcl-2 positivity at baseline, resistance to last chemotherapy and bulky
disease.
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Initial treatment, weekly for 8 doses

In a multi-centre, single-arm trial, 37 patients with relapsed or chemoresistant, low grade or follicular
B cell NHL received 375 mg/m? of MabThera as intravenous infusion weekly for eight doses. The
ORR was 57% (95% Confidence interval (Cl); 41% — 73%; CR 14%, PR 43%) with a projected
median TTP for responding patients of 19.4 months (range 5.3 to 38.9 months).

Initial treatment, bulky disease, weekly for 4 doses

In pooled data from three trials, 39 patients with relapsed or chemoresistant, bulky disease (single
lesion > 10 cm in diameter), low grade or follicular B cell NHL received 375 mg/m2 of MabThera as
intravenous infusion weekly for four doses. The ORR was 36 % (Clgs% 21% — 51%; CR 3%, PR 33%)
with a median TTP for responding patients of 9.6 months (range 4.5 to 26.8 months).

Re-treatment, weekly for 4 doses

In a multi-centre, single-arm trial, 58 patients with relapsed or chemoresistant low grade or follicular
B cell NHL, who had achieved an objective clinical response to a prior course of MabThera, were
re-treated with 375 mg/m? of MabThera as intravenous infusion weekly for four doses. Three of the
patients had received two courses of MabThera before enrolment and thus were given a third course in
the study. Two patients were re-treated twice in the study. For the 60 re-treatments on study, the ORR
was 38% (Clgs% 26% — 51%; 10% CR, 28% PR) with a projected median TTP for responding patients
of 17.8 months (range 5.4 — 26.6). This compares favourably with the TTP achieved after the prior
course of MabThera (12.4 months).

Initial treatment, in combination with chemotherapy

In an open-label randomised trial, a total of 322 previously untreated patients with follicular
lymphoma were randomised to receive either CVP chemotherapy (cyclophosphamide 750 mg/m?,
vincristine 1.4 mg/m? up to a maximum of 2 mg on day 1, and prednisolone 40 mg/m?/day on days

1 -5) every 3 weeks for 8 cycles or MabThera 375 mg/m? in combination with CVP (R-CVP).
MabThera was administered on the first day of each treatment cycle. A total of 321 patients (162
R-CVP, 159 CVP) received therapy and were analysed for efficacy. The median follow-up of patients
was 53 months. R-CVP led to a significant benefit over CVP for the primary endpoint, time to
treatment failure (27 months vs. 6.6 months, p < 0.0001, log-rank test). The proportion of patients with
a tumour response (CR, CRu, PR) was significantly higher (p< 0.0001 Chi-Square test) in the R-CVP
group (80.9%) than the CVP group (57.2%). Treatment with R-CVP significantly prolonged the time
to disease progression or death compared to CVP, 33.6 months and 14.7 months, respectively

(p < 0.0001, log-rank test). The median duration of response was 37.7 months in the R-CVP group and
was 13.5 months in the CVP group (p < 0.0001, log-rank test).

The difference between the treatment groups with respect to overall survival showed a significant
clinical difference (p=0.029, log-rank test stratified by centre): survival rates at 53 months were 80.9%
for patients in the R-CVP group compared to 71.1% for patients in the CVP group.

Results from three other randomised trials using MabThera in combination with chemotherapy
regimen other than CVP (CHOP, MCP, CHVP/Interferon-a) have also demonstrated significant
improvements in response rates, time-dependent parameters as well as in overall survival. Key results
from all four studies are summarised in Table 8.
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Table 8 Summary of key results from four phase 111 randomised studies evaluating the

benefit of MabThera with different chemotherapy regimens in follicular lymphoma
Median Median OS
Treatment, CR,
Study N FU, ORR, % % TTF/PFS/ EFS, rates,
months months %
Median TTP: 53-months
CVP, 159 57 10 14.7 71.1
M39021 R-CVP, 162 53 81 41 33.6 80.9
P<0.0001 p=0.029
Median TTF: 2.6 | 18-months
CHOP, 205 90 17 years 90
GLSG’00 R-CHOP, 223 18 9% 20 Not reached 95
p <0.001 p=0.016
48- th
Median PFS: 28.8 montns
OSHO-39 MCP, 96 47 75 25 Not reached 74
) - 87
R-MCP, 105 92 50 b < 0.0001
p = 0.0096
CHVP-IFN, . 42-months
Median EFS: 36
183 85 49 N 84
FL2000 42 ot reached o1
175 p =0.029

EFS — Event Free Survival

TTP — Time to progression or death

PFS — Progression-Free Survival

TTF — Time to Treatment Failure

OS rates — survival rates at the time of the analyses

Maintenance therapy

Previously untreated follicular lymphoma

In a prospective, open label, international, multi-centre, phase 11 trial 1193 patients with previously
untreated advanced follicular lymphoma received induction therapy with R-CHOP (n=881), R-CVVP
(n=268) or R-FCM (n=44), according to the investigators’ choice. A total of 1078 patients responded
to induction therapy, of which 1018 were randomised to MabThera maintenance therapy (n=505) or
observation (n=513). The two treatment groups were well balanced with regards to baseline
characteristics and disease status. MabThera maintenance treatment consisted of a single infusion of
MabThera at 375 mg/m? body surface area given every 2 months until disease progression or for a
maximum period of two years.

The pre-specified primary analysis was conducted at a median observation time of 25 months from
randomization, maintenance therapy with MabThera resulted in a clinically relevant and statistically
significant improvement in the primary endpoint of investigator assessed progression-free survival
(PFS) as compared to observation in patients with previously untreated follicular lymphoma (Table 9).

Significant benefit from maintenance treatment with MabThera was also seen for the secondary
endpoints event-free survival (EFS), time to next anti-lymphoma treatment (TNLT) time to next
chemotherapy (TNCT) and overall response rate (ORR) in the primary analysis (Table 9).

Data from extended follow-up of patients in the study (median follow-up 9 years) confirmed the long-
term benefit of MabThera maintenance therapy in terms of PFS, EFS, TNLT and TNCT (Table 9).

35



Table 9

Overview of efficacy results for MabThera maintenance vs. observation at the

protocol-defined primary analysis and after 9 years median follow-up (final

analysis)

Primary analysis
(median FU: 25 months)

Final analysis
(median FU: 9.0 years)

odds ratio (95% CI)

2.21 (1.65, 2.94)

Observation ~ MabThera | Observation  MabThera
N=513 N=505 N=513 N=505

Primary efficacy
Progression-free survival (median) NR NR 4.06 years 10.49 years
log-rank p value <0.0001 <0.0001
hazard ratio (95% CI) 0.50 (0.39, 0.64) 0.61 (0.52, 0.73)
risk reduction 50% 39%
Secondary efficacy
Overall survival (median) NR NR NR NR
log-rank p value 0.7246 0.7948
hazard ratio (95% CI) 0.89 (0.45, 1.74) 1.04 (0.77, 1.40)
risk reduction 11% -6%
Event-free survival (median) 38 months NR 4.04 years 9.25 years
log-rank p value <0.0001 <0.0001
hazard ratio (95% CI) 0.54 (0.43, 0.69) 0.64 (0.54, 0.76)
risk reduction 46% 36%
TNLT (median) NR NR 6.11 years NR
log-rank p value 0.0003 <0.0001
hazard ratio (95% CI) 0.61 (0.46, 0.80) 0.66 (0.55, 0.78)
risk reduction 39% 34%
TNCT (median) NR NR 9.32 years NR
log-rank p value 0.0011 0.0004
hazard ratio (95% CI) 0.60 (0.44, 0.82) 0.71 (0.59, 0.86)
risk reduction 40% 39%
Overall response rate* 55% 74% 61% 79%
chi-squared test p value <0.0001 <0.0001
odds ratio (95% CI) 2.33(1.73, 3.15) 2.43 (1.84, 3.22)
Complete response (CR/CRu) rate* 48% 67% 53% 67%
chi-squared test p value <0.0001 <0.0001

2.34 (1.80, 3.03)

* at end of maintenance/observation; final analysis results based on median follow-up of 73 months.
FU: follow-up; NR: not reached at time of clinical cut off, TNCT: time to next chemotherapy treatment; TNLT: time to next

anti lymphoma treatment.

MabThera maintenance treatment provided consistent benefit in all predefined subgroups tested:
gender (male, female), age (< 60 years, >= 60 years), FLIPI score (<=1, 2 or >= 3), induction therapy
(R-CHOP, R-CVP or R-FCM) and regardless of the quality of response to induction treatment (CR,
CRu or PR). Exploratory analyses of the benefit of maintenance treatment showed a less pronounced
effect in elderly patients (> 70 years of age), however sample sizes were small.

Relapsed/Refractory follicular lymphoma

In a prospective, open label, international, multi-centre, phase I1I trial, 465 patients with
relapsed/refractory follicular lymphoma were randomised in a first step to induction therapy with
either CHOP (cyclophosphamide, doxorubicin, vincristine, prednisolone; n=231) or MabThera plus
CHOP (R-CHOP, n=234). The two treatment groups were well balanced with regard to baseline
characteristics and disease status. A total of 334 patients achieving a complete or partial remission
following induction therapy were randomised in a second step to MabThera maintenance therapy
(n=167) or observation (n=167). MabThera maintenance treatment consisted of a single infusion of
MabThera at 375 mg/m? body surface area given every 3 months until disease progression or for a

maximum period of two years.
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The final efficacy analysis included all patients randomised to both parts of the study. After a median
observation time of 31 months for patients randomised to the induction phase, R-CHOP significantly
improved the outcome of patients with relapsed/refractory follicular lymphoma when compared to

CHOP (see Table 10).

Table 10

median observation time)

Induction phase: overview of efficacy results for CHOP vs. R-CHOP (31 months

CHOP R-CHOP p-value | Risk Reduction?
Primary efficacy
ORR? 74 % 87 % 0.0003 Na
CR? 16 % 29 % 0.0005 Na
PR? 58 % 58 % 0.9449 Na

1) Estimates were calculated by hazard ratios

2 Last tumour response as assessed by the investigator. The “primary” statistical test for “response” was the trend test of CR
versus PR versus non-response (p < 0.0001)

Abbreviations: NA, not available; ORR: overall response rate; CR: complete response; PR: partial response

For patients randomised to the maintenance phase of the trial, the median observation time was 28
months from maintenance randomisation. Maintenance treatment with MabThera led to a clinically
relevant and statistically significant improvement in the primary endpoint, PFS, (time from
maintenance randomisation to relapse, disease progression or death) when compared to observation
alone (p< 0.0001 log-rank test). The median PFS was 42.2 months in the MabThera maintenance arm
compared to 14.3 months in the observation arm. Using a cox regression analysis, the risk of
experiencing progressive disease or death was reduced by 61% with MabThera maintenance treatment
when compared to observation (95% CI; 45%-72%). Kaplan-Meier estimated progression-free rates at
12 months were 78% in the MabThera maintenance group vs. 57 % in the observation group. An
analysis of overall survival confirmed the significant benefit of MabThera maintenance over
observation (p=0.0039 log-rank test). MabThera maintenance treatment reduced the risk of death by
56% (95% ClI; 22%-75%).

Table 11  Maintenance phase: overview of efficacy results MabThera vs. observation (28
months median observation time)

Efficacy Parameter Kaplan-Meier Estimate of Risk
Median Time to Event (Months) Reduction
Observation | MabThera | Log-Rank
(N =167) (N=167) p value
Progression-free survival (PFS) 14.3 42.2 <0.0001 61 %
Overall survival NR NR 0.0039 56 %
Time to new lymphoma 20.1 38.8 <0.0001 50 %
treatment
Disease-free survival?® 16.5 53.7 0.0003 67 %
Subgroup analysis
PFS
CHOP 11.6 375 < 0.0001 71%
R-CHOP 22.1 51.9 0.0071 46 %
CR 14.3 52.8 0.0008 64 %
PR 14.3 37.8 < 0.0001 54 %
(O
CHOP NR NR 0.0348 55 %
R-CHOP NR NR 0.0482 56 %

NR: not reached; 2 only applicable to patients achieving a CR
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The benefit of MabThera maintenance treatment was confirmed in all subgroups analysed, regardless
of induction regimen (CHOP or R-CHOP) or quality of response to induction treatment (CR or PR)
(Table 11). MabThera maintenance treatment significantly prolonged median PFS in patients
responding to CHOP induction therapy (median PFS 37.5 months vs. 11.6 months, p< 0.0001) as well
as in those responding to R-CHOP induction (median PFS 51.9 months vs. 22.1 months, p=0.0071).
Although subgroups were small, MabThera maintenance treatment provided a significant benefit in
terms of overall survival for both patients responding to CHOP and patients responding to R-CHOP,
although longer follow-up is required to confirm this observation.

Adult Diffuse large B cell non-Hodgkin’s lymphoma

In a randomised, open-label trial, a total of 399 previously untreated elderly patients (age 60 to 80
years) with diffuse large B cell lymphoma received standard CHOP chemotherapy (cyclophosphamide
750 mg/m?, doxorubicin 50 mg/m?, vincristine 1.4 mg/m? up to a maximum of 2 mg on day 1, and
prednisolone 40 mg/m?/day on days 1-5) every 3 weeks for eight cycles, or MabThera 375 mg/m? plus
CHOP (R-CHOP). MabThera was administered on the first day of the treatment cycle.

The final efficacy analysis included all randomised patients (197 CHOP, 202 R-CHOP), and had a
median follow-up duration of approximately 31 months. The two treatment groups were well balanced
in baseline disease characteristics and disease status. The final analysis confirmed that R-CHOP
treatment was associated with a clinically relevant and statistically significant improvement in the
duration of event-free survival (the primary efficacy parameter; where events were death, relapse or
progression of lymphoma, or institution of a new anti-lymphoma treatment) (p=0.0001). Kaplan Meier
estimates of the median duration of event-free survival were 35 months in the R-CHOP arm compared
to 13 months in the CHOP arm, representing a risk reduction of 41%. At 24 months, estimates for
overall survival were 68.2% in the R-CHOP arm compared to 57.4% in the CHOP arm. A subsequent
analysis of the duration of overall survival, carried out with a median follow-up duration of 60 months,
confirmed the benefit of R-CHOP over CHOP treatment (p=0.0071), representing a risk reduction of
32%.

The analysis of all secondary parameters (response rates, progression-free survival, disease-free
survival, duration of response) verified the treatment effect of R-CHOP compared to CHOP. The
complete response rate after cycle 8 was 76.2% in the R-CHOP group and 62.4% in the CHOP group
(p=0.0028). The risk of disease progression was reduced by 46% and the risk of relapse by 51%.

In all patient subgroups (gender, age, age adjusted IPI, Ann Arbor stage, ECOG, 2 microglobulin,
LDH, albumin, B symptoms, bulky disease, extranodal sites, bone marrow involvement), the risk
ratios for event-free survival and overall survival (R-CHOP compared with CHOP) were less than
0.83 and 0.95 respectively. R-CHOP was associated with improvements in outcome for both high- and
low-risk patients according to age adjusted IPI.

Clinical laboratory findings

Of 67 patients evaluated for human anti-mouse antibody (HAMA), no responses were noted. Of
356 patients evaluated for anti-drug antibody (ADA), 1.1 % (4 patients) were positive.

Chronic lymphocytic leukaemia

In two open-label randomised trials, a total of 817 previously untreated patients and 552 patients with
relapsed/refractory CLL were randomised to receive either FC chemotherapy (fludarabine 25 mg/m?,
cyclophosphamide 250 mg/m?, days 1-3) every 4 weeks for 6 cycles or MabThera in combination with
FC (R-FC). MabThera was administered at a dosage of 375 mg/m? during the first cycle one day prior
to chemotherapy and at a dosage of 500 mg/m? on day 1 of each subsequent treatment cycle. Patients
were excluded from the study in relapsed/refractory CLL if they had previously been treated with
monoclonal antibodies or if they were refractory (defined as failure to achieve a partial remission for
at least 6 months) to fludarabine or any nucleoside analogue. A total of 810 patients (403 R-FC, 407
FC) for the first-line study (Table 12a and Table 12b) and 552 patients (276 R-FC, 276 FC) for the
relapsed/refractory study (Table 13) were analysed for efficacy.

38



In the first-line study, after a median observation time of 48.1 months, the median PFS was 55 months

in the R-FC group and 33 months in the FC group (p < 0.0001, log-rank test). The analysis of overall
survival showed a significant benefit of R-FC treatment over FC chemotherapy alone (p = 0.0319,
log-rank test) (Table 12a). The benefit in terms of PFS was consistently observed in most patient
subgroups analysed according to disease risk at baseline (i.e. Binet stages A-C) (Table 12b).

Table 12a First-line treatment of chronic lymphocytic leukaemia
Overview of efficacy results for MabThera plus FC vs. FC alone - 48.1 months

median observation time

Efficacy Parameter Kaplan-Meier Estimate of Risk

Median Time to Event (Months) Reduction
FC R-FC Log-Rank
(N =409) (N=408) p value

Progression-free survival (PFS) 32.8 55.3 <0.0001 45%

Overall survival NR NR 0.0319 27%

Event free survival 31.3 51.8 <0.0001 44%

Response rate (CR, nPR, or PR) 72.6% 85.8% <0.0001 n.a.

CR rates 16.9% 36.0% <0.0001 n.a.

Duration of response* 36.2 57.3 <0.0001 44%

Disease free survival (DFS)** 48.9 60.3 0.0520 31%

Time to new treatment 47.2 69.7 <0.0001 42%

Response rate and CR rates analysed using Chi-squared Test. NR: not reached; n.a.: not applicable
*: only applicable to patients achieving a CR, nPR, PR

**: only applicable to patients achieving a CR

Table 12b  First-line treatment of chronic lymphocytic leukaemia
Hazard ratios of progression-free survival according to Binet stage (ITT) —48.1
months median observation time

Progression-free survival (PFS) Number of Hazard Ratio p-value (Wald
patients (95% CI) test, not
FC R-FC adjusted)
Binet stage A 22 18 0.39 (0.15; 0.98) 0.0442
Binet stage B 259 263 0.52 (0.41; 0.66) <0.0001
Binet stage C 126 126 0.68 (0.49; 0.95) 0.0224

ClI: Confidence Interval

In the relapsed/refractory study, the median progression-free survival (primary endpoint) was 30.6
months in the R-FC group and 20.6 months in the FC group (p=0.0002, log-rank test). The benefit in
terms of PFS was observed in almost all patient subgroups analysed according to disease risk at
baseline. A slight but not significant improvement in overall survival was reported in the R-FC

compared to the FC arm.
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Table 13

Treatment of relapsed/refractory chronic lymphocytic leukaemia - overview of

efficacy results for MabThera plus FC vs. FC alone (25.3 months median

observation time)

Efficacy Parameter Kaplan-Meier Estimate of Risk
Median Time to Event (Months) Reduction
FC R-FC Log-Rank
(N = 276) (N=276) p value
Progression-free survival (PFS) 20.6 30.6 0.0002 35%
Overall survival 51.9 NR 0.2874 17%
Event free survival 19.3 28.7 0.0002 36%
Response rate (CR, nPR, or PR) 58.0% 69.9% 0.0034 n.a.
CR rates 13.0% 24.3% 0.0007 n.a.
Duration of response * 27.6 39.6 0.0252 31%
Disease free survival (DFS)** 42.2 39.6 0.8842 -6%
Time to new CLL treatment 34.2 NR 0.0024 35%

Response rate and CR rates analysed using Chi-squared Test.
*: only applicable to patients achieving a CR, nPR, PR;
**: only applicable to patients achieving a CR;

NR: not reached n.a. not applicable

Results from other supportive studies using MabThera in combination with other chemotherapy
regimens (including CHOP, FCM, PC, PCM, bendamustine and cladribine) for the treatment of
previously untreated and/or relapsed/refractory CLL patients have also demonstrated high overall
response rates with benefit in terms of PFS rates, albeit with modestly higher toxicity (especially
myelotoxicity). These studies support the use of MabThera with any chemotherapy.

Data in approximately 180 patients pre-treated with MabThera have demonstrated clinical benefit
(including CR) and are supportive for MabThera re-treatment.

Paediatric population

A multicenter, open-label, randomized study of Lymphome Malin B (LMB) chemotherapy
(corticosteroids, vincristine, cyclophosphamide, high-dose methotrexate, cytarabine, doxorubicin,
etoposide and triple drug [methotrexate/cytarabine/ corticosteroid] intrathecal therapy) alone or in
combination with MabThera was conducted in paediatric patients with previously untreated advanced
stage CD20 positive DLBCL/BL/BAL/BLL. Advanced stage is defined as Stage 111 with elevated
LDH level (“B-high”), [LDH > twice the institutional upper limit of the adult normal values (> Nx2)]
or any stage IV or BAL. Patients were randomized to receive either LMB chemotherapy or six IV
infusions of MabThera at a dose of 375mg/m? BSA in combination with LMB chemotherapy (two
during each of the two induction courses and one during each of the two consolidation courses) as per
the LMB scheme. A total of 328 randomized patients were included in the efficacy analyses, of which
one patient under 3 years of age received MabThera in combination with LMB chemotherapy.

The two treatment arms, LMB (LMB chemotherapy) and R-LMB (LMB chemotherapy with
MabThera), were well balanced with regards to baseline characteristics. Patients had a median age of
7 and 8 years in the LMB arm and R-LMB arm, respectively. Approximately half of patients were in
Group B (50.6% in the LMB arm and 49.4% in the R-LMB arm), 39.6% in Group C1 in both arms,
and 9.8% and 11.0% were in Group C3 in the LMB and R-LMB arms, respectively. Based on Murphy
staging, most patients were either BL stage 111 (45.7% in the LMB arm and 43.3% in the R-LMB arm)
or BAL, CNS negative (21.3% in the LMB arm and 24.4% in the R-LMB arm). Less than half of the
patients (45.1% in both arms) had bone marrow involvement, and most patients (72.6% in the LMB
arm and 73.2% in the R-LMB arm) had no CNS involvement. The primary efficacy endpoint was
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EFS, where an event was defined as occurrence of progressive disease, relapse, second malignancy,
death from any cause, or non-response as evidenced by detection of viable cells in residue after the
second CYVE course, whichever occurs first. The secondary efficacy endpoints were OS and CR

(complete remission).

At the pre-specified interim analysis with approximately 1 year of median follow-up, clinically

relevant improvement in the primary endpoint of EFS was observed, with 1-year rate estimates of
94.2% (95% Cl, 88.5% - 97.2%) in the R-LMB arm vs. 81.5% (95% ClI, 73.0% - 87.8%) in the LMB
arm, and adjusted Cox HR 0.33 (95% ClI, 0.14 — 0.79). Upon IDMC (independent data monitoring
committee) recommendation based on this result, the randomization was halted and patients in the
LMB arm were allowed to cross over to receive MabThera.

Primary efficacy analyses were performed in 328 randomized patients with a median follow-up of 3.1

years. The results are described in Table 14.

Table 14: Overview of Primary Efficacy Results (ITT population)

Analysis LMB R-LMB
(N =164) (N=164)
EFS 28 events 10 events

One-sided log-rank test p-value 0.0006

Adjusted Cox HR 0.32 (90% Cl: 0.17, 0.58)

3-year EFS rates 82.3% 93.9%
(95% CI: 75.7%, 87.5%) (95% CI: 89.1%, 96.7%)
oS 20 deaths 8 deaths

One-sided log-rank test p-value 0.0061

Adjusted Cox model HR 0.36 (95% CI: 0.16; 0.81)

3-year OS rates

87.3%
(95% CI: 81.2%, 91.6%)

95.1%
(95% CI: 90.5%, 97.5%)

CR rate

93.6% (95% CI: 88.2%; 97.0%)

94.0% (95% CI: 88.8%, 97.2%)

The primary efficacy analysis showed an EFS benefit of MabThera addition to LMB chemotherapy
over LMB chemotherapy alone, with an EFS HR 0.32 (90% CI 0.17 - 0.58) from a Cox regression
analysis adjusting for national group, histology, and therapeutic group. While no major differences in
numbers of patients achieving CR was observed between the two treatment groups, the benefit of
MabThera addition to LMB chemotherapy was also shown in the secondary endpoint of OS, with the
OS HR of 0.36 (95% CI, 0.16 — 0.81).

The European Medicines Agency has waived the obligation to submit the results of studies with
MabThera in all subsets of the paediatric population with follicular lymphoma and CLL, and in the
paediatric population from birth to < 6 months of age in CD20 positive diffuse large B-cell lymphoma.
See Section 4.2 for information on paediatric use.

Clinical experience in rheumatoid arthritis

The efficacy and safety of MabThera in alleviating the symptoms and signs of rheumatoid arthritis in
patients with an inadequate response to TNF-inhibitors was demonstrated in a pivotal randomised,
controlled, double-blind, multicenter trial (Trial 1).
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Trial 1 evaluated 517 patients that had experienced an inadequate response or intolerance to one or
more TNF inhibitor therapies. Eligible patients had active rheumatoid arthritis, diagnosed according to
the criteria of the American College of Rheumatology (ACR). MabThera was administered as two IV
infusions separated by an interval of 15 days. Patients received 2 x 1000 mg intravenous infusions of
MabThera or placebo in combination with MTX. All patients received concomitant 60 mg oral
prednisone on days 2-7 and 30 mg on days 8-14 following the first infusion. The primary endpoint was
the proportion of patients who achieved an ACR20 response at week 24. Patients were followed
beyond week 24 for long term endpoints, including radiographic assessment at 56 weeks and at 104
weeks. During this time, 81% of patients, from the original placebo group received MabThera between
weeks 24 and 56, under an open label extension study protocol.

Trials of MabThera in patients with early arthritis (patients without prior methotrexate treatment and
patients with an inadequate response to methotrexate, but not yet treated with TNF-alpha inhibitors)
have met their primary endpoints. MabThera is not indicated for these patients, since the safety data
about long-term MabThera treatment are insufficient, in particular concerning the risk of development
of malignancies and PML.

Disease activity outcomes

MabThera in combination with methotrexate significantly increased the proportion of patients
achieving at least a 20 % improvement in ACR score compared with patients treated with
methotrexate alone (Table 15). Across all development studies the treatment benefit was similar in
patients independent of age, gender, body surface area, race, number of prior treatments or disease
status.

Clinically and statistically significant improvement was also noted on all individual components of the
ACR response (tender and swollen joint counts, patient and physician global assessment, disability
index scores (HAQ), pain assessment and C-Reactive Proteins (mg/dL).

Table 15  Clinical response outcomes at primary endpoint in Trial 1(ITT population)

Outcomet Placebo+MTX MabThera+MTX
(2 x 1000 mg)
Trial 1 N= 201 N= 298
ACR20 36 (18%) 153 (51%)™"
ACR50 11 (5%) 80 (27%)™
ACR70 3 (1%) 37 (12%)™
EULAR Response 44 (22%) 193 (65%)"
(Good/Moderate)
Mean change in DAS -0.34 -1.83™

T Outcome at 24 weeks
Significant difference from placebo + MTX at the primary timepoint: ***p < 0.0001

Patients treated with MabThera in combination with methotrexate had a significantly greater reduction
in disease activity score (DAS28) than patients treated with methotrexate alone (Table 15). Similarly,
a good to moderate European League Against Rheumatism (EULAR) response was achieved by
significantly more MabThera treated patients treated with MabThera and methotrexate compared to
patients treated with methotrexate alone (Table 15).

Radiographic response
Structural joint damage was assessed radiographically and expressed as change in modified Total
Sharp Score (mTSS) and its components, the erosion score and joint space narrowing score.

In Trial 1, conducted in patients with inadequate response or intolerance to one or more TNF inhibitor
therapies, receiving MabThera in combination with methotrexate demonstrated significantly less
radiographic progression than patients originally receiving methotrexate alone at 56 weeks. Of the
patients originally receiving methotrexate alone, 81 % received MabThera either as rescue between
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weeks 16-24 or in the extension trial, before week 56. A higher proportion of patients receiving the
original MabThera/MTX treatment also had no erosive progression over 56 weeks (Table 16).

Table 16  Radiographic outcomes at 1 year (mITT population)

Placebo+MTX MabThera+tMTX
2 x 1000 mg
Trial 1 (n=184) (n=273)
Mean change from baseline:

Modified total sharp score 2.30 1.01"

Erosion score 1.32 0.60"

Joint space narrowing score 0.98 0.41™
Proportion of patients with no radiographic 46% 53%, NS
change
Proportion of patients with no erosive change 52% 60%, NS

150 patients originally randomised to placebo + MTX in Trial 1 received at least one course of RTX + MTX by one year
*p <0.05, ** p < 0.001. Abbreviation: NS, non significant

Inhibition of the rate of progressive joint damage was also observed long term. Radiographic analysis
at 2 years in Trial 1 demonstrated significantly reduced progression of structural joint damage in
patients receiving MabThera in combination with methotrexate compared to methotrexate alone as
well as a significantly higher proportion of patients with no progression of joint damage over the 2-
year period.

Physical function and quality of life outcomes

Significant reductions in disability index (HAQ-DI) and fatigue (FACIT-Fatigue) scores were
observed in patients treated with MabThera compared to patients treated with methotrexate alone. The
proportions of MabThera treated patients showing a minimal clinically important difference (MCID)
in HAQ-DI (defined as an individual total score decrease of >0.22) was also higher than among
patients receiving methotrexate alone (Table 17).

Significant improvement in health-related quality of life was also demonstrated with significant
improvement in both the physical health score (PHS) and mental health score (MHS) of the SF-36.
Further, a significantly higher proportion of patients achieved MCIDs for these scores (Table 17).

Table 17  Physical function and quality of life outcomes at week 24 in Trial 1

Outcomet Placebo+MTX | MabThera+MTX
(2 x 1000 mg)

n=201 n=298

Mean change in HAQ-DI 0.1 -0.4™

% HAQ-DI MCID 20% 51%

Mean change in FACIT-T -0.5 -9.17™
n=197 n=294

Mean Change in SF-36 PHS 0.9 5.8™"

% SF-36 PHS MCID 13% 48%™"

Mean change in SF-36 MHS 1.3 47"

% SF-36 MHS MCID 20% 38%"

T Outcome at 24 weeks
Significant difference from placebo at the primary time point: * p < 0.05, **p < 0.001 ***p < 0.0001
MCID HAQ-DI >0.22, MCID SF-36 PHS >5.42, MCID SF-36 MHS >6.33
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Efficacy in autoantibody (RF and or anti-CCP) seropositive patients

Patients seropositive to Rheumatoid Factor (RF) and/or anti- Cyclic Citrullinated Peptide (anti-CCP)
who were treated with MabThera in combination with methotrexate showed an enhanced response
compared to patients negative to both.

Efficacy outcomes in MabThera treated patients were analysed based on autoantibody status prior to
commencing treatment. At Week 24, patients who were seropositive to RF and/or anti-CCP at baseline
had a significantly increased probability of achieving ACR20 and 50 responses compared to
seronegative patients (p=0.0312 and p=0.0096) (Table 18). These findings were replicated at Week 48,
where autoantibody seropositivity also significantly increased the probability of achieving ACR70. At
week 48 seropositive patients were 2-3 times more likely to achieve ACR responses compared to
seronegative patients. Seropositive patients also had a significantly greater decrease in DAS28-ESR
compared to seronegative patients (Figure 1).

Table 18 Summary of efficacy by baseline autoantibody status
Week 24 Week 48
Seropositive | Seronegative | Seropositive | Seronegative
(n=514) (n=106) (n=506) (n=101)
ACR20 (%) 62.3* 50.9 71.1* 51.5
ACR50 (%) 32.7* 19.8 44.9*%* 22.8
ACR70 (%) 12.1 5.7 20.9* 6.9
EULAR response (%) 74.8* 62.9 84.3* 72.3
Mean change DAS28-ESR -1.97** -1.50 -2.48*** -1.72

Significance levels were defined as * p<0.05, **p<0.001, ***p<0.0001.

Figure 1:  Change from baseline of DAS28-ESR by baseline autoantibody status

Mean Change DAS28-ESR
Ia
L

Week  Week Weeak Weeak Week Weaak Weeak
4 B8 [] 24 32 40 48

At AR-COP +ve andior FF +ve (N=562) 8-G85 Anti-CCP -ve and RF -ve (N=116)

Long-term efficacy with multiple course therapy

Treatment with MabThera in combination with methotrexate over multiple courses resulted in
sustained improvements in the clinical signs and symptoms of RA, as indicated by ACR, DAS28-ESR
and EULAR responses which was evident in all patient populations studied (Figure 2). Sustained
improvement in physical function as indicated by the HAQ-DI score and the proportion of patients
achieving MCID for HAQ-DI were observed.
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Figure 2: ACR responses for 4 treatment courses (24 weeks after each course (within patient,
within visit) in patients with an inadequate response to TNF-inhibitors (n=146)
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Clinical laboratory findings

A total of 392/3095 (12.7%) patients with rheumatoid arthritis tested positive for ADAin clinical
studies following therapy with MabThera. The emergence of ADAwas not associated with clinical
deterioration or with an increased risk of reactions to subsequent infusions in the majority of patients.
The presence of ADA may be associated with worsening of infusion or allergic reactions after the
second infusion of subsequent courses.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
MabThera in all subsets of the paediatric population with autoimmune arthritis. See Section 4.2 for
information on paediatric use.

Clinical experience in granulomatosis with polyangiitis (GPA) and microscopic polyangiitis (MPA)

Adult induction of remission

In GRA/MPA Study 1, a total of 197 patients aged 15 years or older with severe active GPA (75%)
and MPA (24%) were enrolled and treated in an active-comparator, randomised, double-blind,
multicenter, non-inferiority trial.

Patients were randomised in a 1:1 ratio to receive either oral cyclophosphamide daily (2 mg/kg/day)
for 3-6 months or MabThera (375 mg/m?) once weekly for 4 weeks. All patients in the
cyclophosphamide arm received azathioprine maintenance therapy in during follow-up. Patients in
both arms received 1000 mg of pulse intravenous (IV) methylprednisolone (or another equivalent-dose
glucocorticoid) per day for 1 to 3 days, followed by oral prednisone (1 mg/kg/day, not exceeding

80 mg/day). Prednisone tapering was to be completed by 6 months from the start of trial treatment.

The primary outcome measure was achievement of complete remission at 6 months defined as a
Birmingham Vasculitis Activity Score for Wegener’s granulomatosis (BVAS/WG) of 0, and off
glucocorticoid therapy. The prespecified non-inferiority margin for the treatment difference was 20%.
The trial demonstrated non-inferiority of MabThera to cyclophosphamide for complete remission (CR)
at 6 months (Table 19).

Efficacy was observed both for patients with newly diagnosed disease and for patients with relapsing
disease (Table 20).
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Table 19  Percentage of adult patients who achieved complete remission at 6 months
(Intent-to-treat population*)

MabThera Cyclophosphamide Treatment Difference
(n=199) (n=98) (MabThera- Cyclophosphamide)
Rate 63.6% 53.1% 10.6%
95.1%" ClI
(-3.2%, 24.3%)?

- CI = confidence interval.

- * Worst case imputation

2 Non-inferiority was demonstrated since the lower bound (-3.2%) was higher than the pre-determined
non-inferiority margin ( — 20%).

b The 95.1% confidence level reflects an additional 0.001 alpha to account for an interim efficacy analysis.

Table 20 Complete remission at 6-months by disease status

MabThera Cyclophosphamide Difference (ClI
95%)
All patients n=99 n=98
Newly diagnosed n=48 n=48
Relapsing n=51 n=50
Complete remission
All Patients 63.6% 53.1% 10.6% (-3.2, 24.3)
Newly diagnosed 60.4% 64.6% —4.2% (—23.6,15.3)
Relapsing 66.7% 42.0% 24.7% (5.8, 43.6)

Worst case imputation is applied for patients with missing data

Complete remission at 12 and 18 months

In the MabThera group, 48% of patients achieved CR at 12 months, and 39% of patients achieved CR
at 18 months. In patients treated with cyclophosphamide (followed by azathioprine for maintenance of
complete remission), 39% of patients achieved CR at 12 months, and 33% of patients achieved CR at
18 months. From month 12 to month 18, 8 relapses were observed in the MabThera group compared
with four in the cyclophosphamide group.

Laboratory evaluations

A total of 23/99 (23%) MabThera-treated patients from the induction of remission trial tested positive
for ADA by 18 months. None of the 99 MabThera-treated patients were ADA positive at screening.
There was no apparent trend or negative impact of the presence of ADA on safety or efficacy in the
induction of remission trial.

Adult maintenance treatment

A total of 117 patients (88 with GPA, 24 with MPA, and 5 with renal-limited ANCA-associated
vasculitis) in disease remission were randomized to receive azathioprine (59 patients) or MabThera (58
patients) in a prospective, multi-center, controlled, open-label study. Included patients were 21 to 75
years of age and had newly diagnosed or relapsing disease in complete remission after combined
treatment with glucocorticoids and pulse cyclophosphamide. The majority of patients were ANCA-
positive at diagnosis or during the course of their disease; had histologically confirmed necrotizing
small-vessel vasculitis with a clinical phenotype of GPA or MPA, or renal limited ANCA-associated
vasculitis; or both.

Remission-induction therapy included IV prednisone, administered as per the investigator’s discretion,
preceded in some patients by methylprednisolone pulses, and pulse cyclophosphamide until remission
was attained after 4 to 6 months. At that time, and within a maximum of 1 month after the last
cyclophosphamide pulse, patients were randomly assigned to receive either MabThera (two 500 mg 1V
infusions separated by two weeks (on Day 1 and Day 15) followed by 500 mg IV every 6 months for 18
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months) or azathioprine (administered orally at a dose of 2 mg/kg/day for 12 months, then 1.5 mg/kg/day
for 6 months, and finally 1 mg/kg/day for 4 months (treatment discontinuation after these 22 months)).
Prednisone treatment was tapered and then kept at a low dose (approximately 5 mg per day) for at least
18 months after randomization. Prednisone dose tapering and the decision to stop prednisone treatment
after month 18 were left at the investigator’s discretion.

All patients were followed until month 28 (10 or 6 months, respectively, after the last MabThera
infusion or azathioprine dose). Prneumocystis jirovecii pneumonia prophylaxis was required for all
patients with CD4+ T-lymphocyte counts less than 250 per cubic millimeter.

The primary outcome measure was the rate of major relapse at month 28.

Results

At month 28, major relapse (defined by the reappearance of clinical and/or laboratory signs of
vasculitis activity ([BVAS] > 0) that could lead to organ failure or damage or could be life
threatening) occurred in 3 patients (5%) in the MabThera group and 17 patients (29%) in the
azathioprine group (p=0.0007). Minor relapses (not life threatening and not involving major organ
damage) occurred in seven patients in the MabThera group (12%) and eight patients in the
azathioprine group (14%).

The cumulative incidence rate curves showed that time to first major relapse was longer in patients
with MabThera starting from month 2 and was maintained up to month 28 (Figure 3).

Figure 3: Cumulative incidence over time of first major relapse
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Azathioprine | 0 0 3 3 5 5 8 8 9 9 9 10 13 15 17

Rituximab 0 0 0 0 1 1 1 1 1 1 1 1 3 3 3

Number of subjects at risk

Azathioprine | 59 56 52 50 47 47 44 44 42 41 40 39 36 34 0

Rituximab 58 56 56 56 55 54 54 54 54 54 54 54 52 50 0
Note: Patients were censored at month 28 if they had no event.

Laboratory evaluations

A total of 6/34 (18%) of MabThera treated patients from the maintenance therapy clinical trial
developed ADA. There was no apparent trend or negative impact of the presence of ADA on safety or
efficacy in the maintenance therapy clinical trial.
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Paediatric population

Granulomatosis with polyvangiitis (GPA) and microscopic polyangiitis (MPA)

Study WA25615 (PePRS) was a multicenter, open-label, single-arm, uncontrolled study in 25
paediatric patients (> 2 to < 18 years old) with severe, active GPA or MPA. The median age of
patients in the study was: 14 years (range: 6-17 years) and the majority of patients (20/25 [80%]) were
female. A total of 19 patients (76%) had GPA and 6 patients (24%) had MPA at baseline. Eighteen
patients (72%) had newly diagnosed disease upon study entry (13 patients with GPA and 5 patients
with MPA) and 7 patients had relapsing disease (6 patients with GPA and 1 patient with MPA).

The study design consisted of an initial 6-month remission induction phase, with a minimum 18-
month follow-up, up to a maximum of 54 months (4.5 years) overall. Patients were to receive a
minimum of 3 doses of 1V methylprednisolone (30 mg/kg/day, not exceeding 1 g/day) prior to the first
MabThera IV infusion. If clinically indicated, additional daily doses (up to three), of IV
methylprednisolone could be given. The remission induction regimen consisted of four once weekly
IV infusions of MabThera at a dose of 375 mg/m2 BSA, on study days 1, 8, 15 and 22 in combination
with oral prednisolone or prednisone at 1 mg/kg/day (max 60 mg/day) tapered to 0.2 mg/kg/day
minimum (max 10 mg/day) by Month 6. After the remission induction phase, patients could, at the
discretion of the investigator, receive subsequent MabThera infusions on or after Month 6 to maintain
PVAS remission and control disease activity (including progressive disease or flare) or to achieve first
remission.

All 25 patients completed all four once weekly IV infusions for the 6-month remission induction
phase. A total of 24 out of 25 patients completed at least 18 months of follow-up.

The objectives of this study were to evaluate safety, PK parameters, and efficacy of MabThera in
paediatric GPA and MPA patients (=2 to < 18 years old). The efficacy objectives of the study were
exploratory and principally assessed using the Pediatric Vasculitis Activity Score (PVAS) (Table 21).

Cumulative Glucocorticoid dose (IV and Oral) by Month 6:

Twenty-four out of 25 patients (96%) in Study WA25615 achieved oral glucocorticoid taper to 0.2
mg/kg/day (or less than or equal to 10 mg/day, whichever was lower) at or by Month 6 during the
protocol-defined oral steroid taper.

A decrease in median overall oral glucocorticoid use was observed from Week 1 (median = 45 mg
prednisone equivalent dose [IQR: 35 — 60]) to Month 6 (median = 7.5 mg [IQR: 4-10]), which was
subsequently maintained at Month 12 (median =5 mg [IQR: 2-10]) and Mmonth 18 (median =5 mg

[IQR: 1-5]).

Follow-Up Treatment

During the Overall Study Period, patients received between 4 and 28 infusions of MabThera (up to 4.5
yrs [53.8 months]). Patients received up to 375 mg/m? x 4 of MabThera, approximately every 6
months at the discretion of the investigator. In total, 17 out of 25 patients (68%) received additional
rituximab treatment at or post Month 6 until the Common Close Out, 14 out of these 17 patients
received additional rituximab treatment between Month 6 and Month 18.
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Table 21: Study WA?25615 (PePRS) - PVAS Remission at Month 1, 2, 4, 6, 12 and 18

Study visit Number of Responders in PVAS Remission” 95% CI*
(response rate [%])
n=25
Month 1 0 0.0%, 13.7%
Month 2 1 (4.0%) 0.1%, 20.4%
Month 4 5 (20.0%) 6.8%, 40.7%
Month 6 13 (52.0%) 31.3%, 72.2%
Month 12 18 (72.0%) 50.6%, 87.9%
Month 18 18 (72.0%) 50.6%, 87.9%

*PVAS of 0 and achieved glucocorticoid taper to 0.2 mg/kg/day (or 10 mg/day, whichever is lower) at
theassessment time-point.

“the efficacy results are exploratory and no formal statistical testing was performed for these endpoints

MabThera, treatment (375 mg/m? x 4 infusions) up to Month 6 was identical for all patients. Follow-up treatment
post Month 6 was at the discretion of the investigator.

Laboratory evaluations
A total of 4/25 patients (16%) developed ADA during the overall study period. Limited data shows
there was no trend observed in the adverse reactions reported in ADA positive patients.

There was no apparent trend or negative impact of the presence of ADA on safety or efficacy in the
paediatric GPA and MPA clinical trials.

The European Medicines Agency has waived the obligation to submit the results of studies with
MabThera in paediatric population < 2 years of age in severe, active GPA or MPA. See section 4.2 for
information on paediatric use.

Clinical experience in pemphigus vulgaris

PV Study 1 (Study ML22196)

The efficacy and safety of MabThera in combination with short-term, low-dose glucocorticoid
(prednisone) therapy were evaluated in newly diagnosed patients with moderate to severe pemphigus
(74 pemphigus vulgaris [PV] and 16 pemphigus foliaceus [PF]) in this randomised, open-label,
controlled, multicenter study. Patients were between 19 and 79 years of age and had not received prior
therapies for pemphigus. In the PV population, 5 (13%) patients in the MabThera group and 3 (8%)
patients in the standard prednisone group had moderate disease and 33 (87%) patients in the
MabThera group and 33 (92%) patients in the standard-dose prednisone group had severe disease
according to disease severity defined by Harman’s criteria.

Patients were stratified by baseline disease severity (moderate or severe) and randomised 1:1 to
receive either MabThera and low-dose prednisone or standard-dose prednisone. Patients randomised
to the MabThera group received an initial intravenous infusion of 1000 mg MabThera on Study Day 1
in combination with 0.5 mg/kg/day oral prednisone tapered off over 3 months if they had moderate
disease or 1 mg/kg/day oral prednisone tapered off over 6 months if they had severe disease, and a
second intravenous infusion of 1000 mg on Study Day 15. Maintenance infusions of MabThera

500 mg were administered at months 12 and 18. Patients randomised to the standard-dose prednisone
group received an initial 1 mg/kg/day oral prednisone tapered off over 12 months if they had moderate
disease or 1.5 mg/kg/day oral prednisone tapered off over 18 months if they had severe disease.
Patients in the MabThera group who relapsed could receive an additional infusion of MabThera

1000 mg in combination with reintroduced or escalated prednisone dose. Maintenance and relapse
infusions were administered no sooner than 16 weeks following the previous infusion.
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The primary objective for the study was complete remission (complete epithelialisation and absence of
new and/or established lesions) at month 24 without the use of prednisone therapy for two months or
more (CRoff for >2 months).

PV Study I Results
The study showed statistically significant results of MabThera and low-dose prednisone over standard-
dose prednisone in achieving CRoff > 2 months at month 24 in PV patients (see Table 22).

Table 22 Percentage of PV patients who achieved complete remission off corticosteroid
therapy for two months or more at month 24 (Intent-to-Treat Population - PV)

Rituximab + Prednisone
Prednisone N=36 p-value? 95% CIP
N=38
Number of responders 34 (89.5%) 10 (27.8%) <0.0001 61.7% (38.4, 76.5)

(response rate [%])

an-value is from Fisher’s exact test with mid-p correction
®95% confidence interval is corrected Newcombe interval

The number of rituximab plus low-dose prednisone patients off prednisone therapy or on minimal
therapy (prednisone dose of 10 mg or less per day) compared to standard-dose prednisone patients
over the 24-month treatment period shows a steroid-sparing effect of MabThera (Figure 4).

Figure 4: Number of patients who were off or on minimal corticosteroid (<10mg/day) therapy
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Post-hoc retrospective laboratory evaluation

A total of 19/34 (56%) patients with PV, who were treated with MabThera, tested positive for ADA
antibodies by 18 months. The clinical relevance of ADA formation in MabThera-treated PV patients is
unclear.

PV Study 2 (Study WA?29330)

In a randomized, double-blind, double-dummy, active-comparator, multicenter study, the efficacy and
safety of MabThera compared with mycophenolate mofetil (MMF) were evaluated in patients with
moderate-to-severe PV receiving 60-120 mg/day oral prednisone or equivalent (1.0-1.5 mg/kg/day) at
study entry and tapered to reach a dose of 60 or 80 mg/day by Day 1. Patients had a confirmed
diagnosis of PV within the previous 24 months and evidence of moderate-to-severe disease (defined as
a total Pemphigus Disease Area Index, PDAI, activity score of > 15).
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One hundred and thirty-five patients were randomized to treatment with MabThera 1000 mg
administered on Day 1, Day 15, Week 24 and Week 26 or oral MMF 2 g/day for 52 weeks in
combination with 60 or 80 mg oral prednisone with the aim of tapering to 0 mg/day prednisone by
Week 24.

The primary efficacy objective for this study was to evaluate at week 52, the efficacy of MabThera
compared with MMF in achieving sustained complete remission defined as achieving healing of
lesions with no new active lesions (i.e., PDAI activity score of 0) while on 0 mg/day prednisone or
equivalent, and maintaining this response for at least 16 consecutive weeks, during the 52-week
treatment period.

PV Study 2 Results

The study demonstrated the superiority of MabThera over MMF in combination with a tapering course
of oral corticosteroids in achieving CRoff corticosteroid > 16 weeks at Week 52 in PV patients (Table

23).The majority of patients in the mITT population were newly diagnosed (74%) and 26% of patients
had established disease (duration of illness > 6 months and received prior treatment for PV).

Table 23 Percentage of PV Patients Who Achieved Sustained Complete Remission Off
Corticosteroid Therapy for 16 Weeks or More at Week 52 (Modified Intent-to-Treat

Population)
MabThera | MMF Difference (95% ClI) p-value
(N=62) (N=63)
Number of responders 25 (40.3%) | 6 (9.5%) 30.80% (14.70%, 45.15%) | <0.0001

(response rate [%])
19 (39.6%) | 4 (9.1%)
Newly diagnosed patients
6 (42.9%) | 2(10.5%)
Patients with established

disease

MMF = Mycophenolate mofetil. Cl = Confidence Interval.

Newly diagnosed patients = duration of illness < 6 months or no prior treatment for PV.

Patients with established disease = duration of illness > 6 months and received prior treatment for
PV.

Cochran-Mantel-Haenszel test is used for p-value.

The analysis of all secondary parameters (including cumulative oral corticosteroid dose, the total
number of disease flares, and change in health-related quality of life, as measured by the Dermatology
Life Quality Index) verified the statistically significant results of MabThera compared to MMF.
Testing of secondary endpoints were controlled for multiplicity.

Glucocorticoid exposure

The cumulative oral corticosteroid dose was significantly lower in patients treated with MabThera.
The median (min, max) cumulative prednisone dose at Week 52 was 2775 mg (450, 22180) in the
MabThera group compared to 4005 mg (900, 19920) in the MMF group (p=0.0005).

Disease flare

The total number of disease flares was significantly lower in patients treated with MabThera compared
to MMF (6 vs. 44, p<0.0001) and there were fewer patients who had at least one disease flare (8.1%
vs. 41.3%).
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Laboratory evaluations

By week 52, a total of 20/63 (31.7%) (19 treatment-induced and 1 treatment-enhanced) MabThera -
treated PV patients tested positive for ADA. There was no apparent negative impact of the presence
of ADA on safety or efficacy in PV Study 2.

5.2 Pharmacokinetic properties

Adult Non-Hodgkin’s lymphoma

Based on a population pharmacokinetic analysis in 298 NHL patients who received single or multiple
infusions of MabThera as a single agent or in combination with CHOP therapy (applied MabThera
doses ranged from 100 to 500 mg/m?), the typical population estimates of nonspecific clearance (CL1),
specific clearance (CL.) likely contributed by B cells or tumour burden, and central compartment
volume of distribution (V1) were 0.14 L/day, 0.59 L/day, and 2.7 L, respectively. The estimated
median terminal elimination half-life of MabThera was 22 days (range, 6.1 to 52 days). Baseline
CD19-positive cell counts and size of measurable tumour lesions contributed to some of the variability
in CL, of MabThera in data from 161 patients given 375 mg/m? as an intravenous infusion for 4
weekly doses. Patients with higher CD19-positive cell counts or tumour lesions had a higher CL..
However, a large component of inter-individual variability remained for CL, after correction for
CD19-positive cell counts and tumour lesion size. Vi varied by body surface area (BSA) and CHOP
therapy. This variability in V1 (27.1% and 19.0%) contributed by the range in BSA (1.53 to 2.32 m?)
and concurrent CHOP therapy, respectively, were relatively small. Age, gender and WHO
performance status had no effect on the pharmacokinetics of MabThera. This analysis suggests that
dose adjustment of MabThera with any of the tested covariates is not expected to result in a
meaningful reduction in its pharmacokinetic variability.

MabThera, administered as an intravenous infusion at a dose of 375 mg/m? at weekly intervals for 4
doses to 203 patients with NHL naive to MabThera, yielded a mean Cmax following the fourth infusion
of 486 pg/mL (range, 77.5 to 996.6 pg/mL). Rituximab was detectable in the serum of patients 3 — 6
months after completion of last treatment.

Upon administration of MabThera at a dose of 375 mg/m? as an intravenous infusion at weekly
intervals for 8 doses to 37 patients with NHL, the mean Crax increased with each successive infusion,
spanning from a mean of 243 pg/mL (range, 16 — 582 pg/mL) after the first infusion to 550 pg/mL
(range, 171 — 1177 pg/mL) after the eighth infusion.

The pharmacokinetic profile of MabThera when administered as 6 infusions of 375 mg/m? in
combination with 6 cycles of CHOP chemotherapy was similar to that seen with MabThera alone.

Paediatric DLBCL/BL/BAL/BLL

In the clinical trial studying paediatric DLBCL/BL/BAL/BLL, the PK was studied in a subset of 35
patients aged 3 years and older. The PK was comparable between the two age groups (&3 to <12 years
vs. £12 to <18 years). After two MabThera IV infusions of 375 mg/m? in each of the two induction
cycles (cycle 1 and 2) followed by one MabThera IV infusion of 375 mg/m? in each of the
consolidation cycles (cycle 3 and 4) the maximum concentration was highest after the fourth infusion
(cycle 2) with a geometric mean of 347 [g/mL followed by lower geometric mean maximum
concentrations thereafter (Cycle 4: 247 {g/mL). With this dose regimen, trough levels were sustained
(geometric means: 41.8 pg/mL (pre-dose Cycle 2; after 1 cycle), 67.7 pg/mL (pre-dose Cycle 3, after
2 cycles) and 58.5 pg/mL (pre-dose Cycle 4, after 3 cycles)). The median elimination half-life in
paediatric patients aged 3 years and older was 26 days.

The PK characteristics of MabThera in paediatric patients with DLBCL/BL/BAL/BLL were similar to
what has been observed in adult NHL patients.
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No PK data are available in the > 6 months to < 3 years age group, however, population PK prediction
supports comparable systemic exposure (AUC, Ctrough) in this age group compared to > 3 years
(Table 24). Smaller baseline tumor size is related to higher exposure due to lower time dependent
clearance, however, systemic exposures impacted by different tumor sizes remain in the range of
exposure that was efficacious and had an acceptable safety profile.

Table 24: Predicted PK Parameters following the Rituximab Dosing Regimen in Paediatric
DLBCL/BL/BAL/BLL

Age group > 6 mo to <3 years >3 to <12 years >12 to <18 years
Ctrough (MQ/mL) 47.5 (0.01-179) 51.4 (0.00-182) 44.1 (0.00-149)
AUC1—4 cycles _ _ _
(ug*day/mL) 13501 (278-31070) 11609 (135-31157) 11467 (110-27066)

Results are presented as median (min — max); Crrough is pre-dose Cycle 4.

Chronic lymphocytic leukaemia

MabThera was administered as an intravenous infusion at a first-cycle dose of 375 mg/m? increased to
500 mg/m? each cycle for 5 doses in combination with fludarabine and cyclophosphamide in CLL
patients. The mean Cmax (N=15) was 408 pug/mL (range, 97 — 764 ug/mL) after the fifth 500 mg/m?
infusion and the mean terminal half-life was 32 days (range, 14 — 62 days).

Rheumatoid arthritis

Following two intravenous infusions of MabThera at a dose of 1000 mg, two weeks apart, the mean
terminal half-life was 20.8 days (range, 8.58 to 35.9 days), mean systemic clearance was 0.23 L/day
(range, 0.091 to 0.67 L/day), and mean steady-state distribution volume was 4.6 | (range, 1.7 to

7.51 L). Population pharmacokinetic analysis of the same data gave similar mean values for systemic
clearance and half-life, 0.26 L/day and 20.4 days, respectively. Population pharmacokinetic analysis
revealed that BSA and gender were the most significant covariates to explain inter-individual
variability in pharmacokinetic parameters. After adjusting for BSA, male subjects had a larger volume
of distribution and a faster clearance than female subjects. The gender- related pharmacokinetic
differences are not considered to be clinically relevant and dose adjustment is not required. No
pharmacokinetic data are available in patients with hepatic or renal impairment.

The pharmacokinetics of rituximab were assessed following two intravenous (IV) doses of 500 mg
and 1000 mg on Days 1 and 15 in four studies. In all these studies, rituximab pharmacokinetics were
dose proportional over the limited dose range studied. Mean Cax for serum rituximab following first
infusion ranged from 157 to 171 pg/mL for 2 x 500 mg dose and ranged from 298 to 341 ug/mL for 2
x 1000 mg dose. Following second infusion, mean Crax ranged from 183 to 198 ug/mL for the

2 x 500 mg dose and ranged from 355 to 404 pg/mL for the 2 x 1000 mg dose. Mean terminal
elimination half-life ranged from 15 to 16 days for the 2 x 500 mg dose group and 17 to 21 days for
the 2 x 1000 mg dose group. Mean Cmax Was 16 to 19% higher following second infusion compared to
the first infusion for both doses.

The pharmacokinetics of rituximab were assessed following two IV doses of 500 mg and 1000 mg
upon re-treatment in the second course. Mean Crmax for serum rituximab following first infusion was
170 to 175 ug/mL for 2 x 500 mg dose and 317 to 370 pug/mL for 2 x 1000 mg dose. Cmax following
second infusion, was 207 pg/mL for the 2 x 500 mg dose and ranged from 377 to 386 pg/mL for the 2
x 1000 mg dose. Mean terminal elimination half-life after the second infusion, following the second
course, was 19 days for 2 x 500 mg dose and ranged from 21 to 22 days for the 2 x 1000 mg dose.

PK parameters for rituximab were comparable over the two treatment courses.

The pharmacokinetic (PK) parameters in the anti-TNF inadequate responder population, following the
same dosage regimen (2 x 1000 mg, 1V, 2 weeks apart), were similar with a mean maximum serum
concentration of 369 pug/mL and a mean terminal half-life of 19.2 days.
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Granulomatosis with polyanagiitis (GPA) and microscopic polyangiitis (MPA)

Adult Population

Based on the population pharmacokinetic analysis of data in 97 patients with granulomatosis with
polyangiitis and microscopic polyangiitis who received 375 mg/m? MabThera once weekly for four
doses, the estimated median terminal elimination half-life was 23 days (range, 9 to 49 days).
Rituximab mean clearance and volume of distribution were 0.313 L/day (range, 0.116 to 0.726 L/day)
and 4.50 L (range 2.25 to 7.39 L) respectively. Maximum concentration during the first 180 days
(Cmax), minimum concentration at Day 180 (C180) and Cumulative area under the curve over 180 days
(AUC180) were (median [range]) 372.6 (252.3-533.5) pg/mL, 2.1 (0-29.3) pg/mL and 10302 (3653-
21874)pg/mL*days, respectively. The PK parameters of rituximab in adult GPA and MPA patients
appear similar to what has been observed in rheumatoid arthritis patients.

Paediatric Population

Based on the population pharmacokinetic analysis of 25 children (6-17 years old) with GPA and MPA
who received 375 mg/m? MabThera once weekly for four doses, the estimated median terminal
elimination half-life was 22 days (range, 11 to 42 days). Rituximab mean clearance and volume of
distribution were 0.221 L/day (range, 0. 0996 to 0.381 L/day) and 2.27 L (range 1.43t0 3.17 L)
respectively. Maximum concentration during the first 180 days (Cmax), minimum concentration at Day
180 (C180) and Cumulative area under the curve over 180 days (AUC180) were (median [range])
382.8 (270.6-513.6) pg/mL, 0.9 (0-17.7) pg/mL and 9787 (4838-20446) pug/mL*day, respectively.The
PK parameters of rituximab in paediatric patients with GPA or MPA were similar to those in adults
with GPA or MPA, once taking into account the BSA effect on clearance and volume of distribution
parameters.

Pemphiqus vulgaris

The PK parameters in adult PV patients receiving MabThera 1000 mg at Days 1, 15, 168, and 182 are
summarized in Table 25.

Table 25  Population PK in adult PV patients from PV Study 2

Parameter Infusion Cycle
1st cycle of 1000 mg 2nd cycle of 1000 mg
Day 1 and Day 15 Day 168 and Day 182
N=67 N=67
Terminal Half-life (days)
Median 21.0 26.5
(Range) (9.3-36.2) (16.4-42.8)
Clearance (L/day)
Mean 391 247
(Range) (159-1510) (128-454)
Central Volume of
Distribution (L) 3.52 3.52
Mean (2.48-5.22) (2.48-5.22)
(Range)

Following the first two rituximab administrations (at day 1 and 15, corresponding to cycle 1), the PK
parameters of rituximab in patients with PV were similar to those in patients with GPA/MPA and
patients with RA. Following the last two administrations (at day 168 and 182, corresponding to cycle
2), rituximab clearance decreased while the central volume of distribution remained unchanged.
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5.3  Preclinical safety data

Rituximab has shown to be highly specific to the CD20 antigen on B cells. Toxicity studies in
cynomolgus monkeys have shown no other effect than the expected pharmacological depletion of
B cells in peripheral blood and in lymphoid tissue.

Developmental toxicity studies have been performed in cynomolgus monkeys at doses up to

100 mg/kg (treatment on gestation days 20-50) and have revealed no evidence of toxicity to the foetus
due to rituximab. However, dose-dependent pharmacologic depletion of B cells in the lymphoid
organs of the foetuses was observed, which persisted post natally and was accompanied by a decrease
in 1gG level in the newborn animals affected. B cell counts returned to normal in these animals within
6 months of birth and did not compromise the reaction to immunisation.

Standard tests to investigate mutagenicity have not been carried out, since such tests are not relevant
for this molecule. No long-term animal studies have been performed to establish the carcinogenic
potential of rituximab.

Specific studies to determine the effects of rituximab on fertility have not been performed. In general
toxicity studies in cynomolgus monkeys no deleterious effects on reproductive organs in males or
females were observed.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Sodium citrate (E331)

Polysorbate 80 (E433)

Sodium chloride

Sodium hydroxide (for pH adjustment) (E524)

Hydrochloric acid (for pH adjustment) (E507)
Water for injections

6.2 Incompatibilities

No incompatibilities between MabThera and polyvinyl chloride or polyethylene bags or infusion sets
have been observed.

6.3  Shelf life

Unopened vial
36 months

Diluted medicinal product

e After aseptic dilution in sodium chloride solution
The prepared infusion solution of MabThera in 0.9% sodium chloride solution is physically and
chemically stable for 30 days at 2 °C - 8 °C plus an additional 24 hours at < 30 °C.

e After aseptic dilution in D-glucose solution
The prepared infusion solution of MabThera in 5% D-glucose solution is physically and chemically
stable for 24 hours at 2 °C - 8 °C plus an additional 12 hours at room temperature.

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

Store in a refrigerator (2 °C — 8 °C). Keep the container 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
MabThera 100 mg concentrate for solution for infusion

Clear Type I glass vials with butyl rubber stopper containing 100 mg of rituximab in 10 mL. Pack of 2
vials.

MabThera 500 mg concentrate for solution for infusion
Clear Type | glass vials with butyl rubber stopper containing 500 mg of rituximab in 50 mL. Pack of 1
vial.

6.6  Special precautions for disposal and other handling
MabThera is provided in sterile, preservative-free, non-pyrogenic, single use vials.

Aseptically withdraw the necessary amount of MabThera, and dilute to a calculated concentration of
1 to 4 mg/mL rituximab into an infusion bag containing sterile, pyrogen-free sodium chloride

9 mg/mL (0.9%) solution for injection or 5% D-Glucose in water. For mixing the solution, gently
invert the bag in order to avoid foaming. Care must be taken to ensure the sterility of prepared
solutions. Since the medicinal product does not contain any anti-microbial preservative or
bacteriostatic agents, aseptic technique must be observed. Parenteral medicinal products should be
inspected visually for particulate matter and discolouration prior to administration.

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 NUMBER(S)

MabThera 100 mg concentrate for solution for infusion
EU/1/98/067/001

MabThera 500 mg concentrate for solution for infusion
EU/1/98/067/002

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 2 June 1998
Date of latest renewal: 2 June 2008
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10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency (EMA) http://www.ema.europa.eu/

57



VY s ERHE 100mg
U R EE 500mg 1.6-05  BRINELTE®R (Fn

i
=

1/ 61

1. ®a4
~ 7% 7 100 mg 15K
~ 7% 7 500 mg 5K

2. EMMRUVE=RIERM
~ 7% 7 100 mg EHHR
ImL FC) V¥ ~7 10mg & A,
10mL /XA 7L 1HEFIZ 100mg DY Y X~ TEH

~ 717 500 mg {EHIK
ImL 2 YFo~7 10mg 5 H,
50 mL /XA 7L RIS 500 mg DU Y X v~ TEA

VYo~ 7B R ERACTER SN, v T A-E bR RATRE ) Ju—
FAFUETHY . b b 1gGl OEFH L~ U A OB AI Ak & S Al Ak s & o7
Vav bz 7 a7 ) o CThb, ZOHERITIFILEMR (Fv A4 =— XA A X —JIEH
) & AVl L AEE SN, VAV ARTF LR N A L ABRERIEE G T 7
4 =T 4=~ NI T T4 —ROAF R, a~ T T 7 4 —IC LRI,

TN B O D 5h B
10mL /3o 7L U 7 A% 23 mmol (52.6mg) A7 5,
50 mL /34 7 AFIZF R U 7 A% 11.5mmol (263.2mg) &AT 5,

ETOTRMMO—EI1X 6.1 5,
3. EEMDIRE
FEHHA (HERAANC AR L CTHW DA

pH6.2~6.8 7> 324~396 mOsmol/kg D, B 721K

4. ERREIEIR

4.1 WEISAE
~ 7R T, RABEICBNT, DT OMNEICHER SN 5,

FEARTF U L oNE (NHL)
{bZ9EYE & OOFH T RIBE D EEIRFE ] TI~TV O Atk V) o @Rk N BB 26T 5159,

FARENIFAEN N R AR LT ARarE Y 7 SR A (2R 5 HERPR A,

~ 7 THARE L LT, ABFRERERSIME UMb FRER I 2 B EOEREEZRBO -
IR II~TV D AR ) o o8Bl N BBk 518,



VY s ERHE 100mg
U R EE 500mg 1.6-05  ERINELELAE SR (FaaR)

2/ 6l

CHOPHIE (V7 aRAT7 7 I R KRR ALEL V BV I URFUKEOT L =Y o)
EDOPFAFRIEIZI T, CD20 Bt OV E AR B HIIAMEIEAR U5 2 U Lol Rk N R
X D IR,

~ 7% T LALFRRIEOERIRE & L CORIBIROEITI O CD20 B3t OVE At IR B
fatky > 3 (DLBCL), /N—F v b U Y ¥E (BL) //3—F > FEIMAFE (B B HilarEs
PEAIMSE) (BAL) F72133—F% > MEY o8& (BLL) O/NE (6 » AL E 18 miA)
DB X T DIEE,

PBPEY o i (CLL)
~ 7T LALFREE L O T, RIBEKOVES RO CLL BE IR DR, @
B~ T BT EEGLE /) 70 —F BRI K DIEREN S 5 B3 UL~ 71 7 LALFRRE
OPFREEICEGUE 2 R L2 BE BT 280 L 2Rt 20Tk, 7 — 2 BR o Twn
2o

AR L, 5.1 22

BEfi U v ~F
~ 787 EANNLX— FOOFHT, 1 FILLEOEEEESLK 1 (TNF) BREHR % & ¥k
BERHMEDLY U~ F 3K (DMARD) 23 RAR 153 SUXREMER 70 B O BIFEINE 2 3
LR NBE Y v~ FIoxT D15,

7T LA UFRY— FOFHPEIC LD X BREETET RIS T 5 BEIREE O HE1 T
ME, BN FIRRERELCE R RS TV D,

2556 I A8 IR 1 PR 3 R S OB 26 FE 1 8 2%
~T7 T LT vaanFal FEOJMT, BERREIEBIIEO ST M AE 5V A2 IE
(V=7 T RFMELE) (GPA) M ONAMEERIZ I ME R (MPA) DORLABE AT DI,

~7 kT vaanrFa l REOGH T, BEELREABIEENED GPA (V=7 RIHE
JiE) M ONMPA O/NRBE 2 mlh b 18 mEA) (X 2 B AL,

= 5 VEREE
~ 7 7%, PEELVCEEOSFEEFEERSE PV) ORRIEN SIS,

42 BEERUVEREFE
~ 7 Zid, t R AR OEMEDMELREHOL LT, +RBEMENTEDE
Bk B W TR 21T (4.4 25H),

T LU AT 4 r— 3 v kO TPRRIEE
RBBEIRFI L Ot A% 2 VK (BIZIERT B XL KLY T2 RT3 0) 2L 5H]
B A B~T7 v T ORERNICLTITI Z L,

RADIEFRTF U R JER O CLL BEICBWT, ~ 787 L OfFALFRIEIC 7 Vo
aNFadf RREGENRVERIE, ZvaalFas ROEREEEET 5,



VY s ERHE 100mg
U R EE 500mg 1.6-05  BRINELTE®R (Fn

i
=

3/ 6l

INROIER ) VI RERFICH LT, 7B T7HED 30~60 /oRiCEiEHE E LT
FEAE—LKOHIFIEZAZI VI (T RTIUFEHITRESR) OBELITS =
L, BT, RLIKEWT L =Y o5 E21TH 2 &,

CLL B2 W TCIE, BMRMBYEMREED U A7 253720, (AL 48 BERTIC, +
DienA Rb— 3 v ROURBEAR IR ER O 512 X 5 TRHLEORMG Z HLE 55, U v
JREREE N 25%10° /L 2 2 %5 CLL B3 O-A1E. 2D infusion reactions & OV, X IZXH A b
A HHEGEREO B R KR CEEE 2B I T 5720, v~ 7 IR EHEANZT L K=V
/7L R=>Y"1 100 mg DFRNEG- 21T 9,

BEET D o~ T B EAEE N O GPA X MPA . X3 &5 M K IE B8 12 880V T L infusion-
related reaction DFEHLHE L TWIEHE 2K S 5H7-DIC, AF LTV R=Y 12 100 mg D
RN -1 K DR 2 %~ 72 T 5 30 DRNCE T35 2 &,

%A D GPA B35 XX MPA FBEICBWTC, ~ 78 7 OHIEFEGRIIZ, AF LT L R=rn
> 1000 mg/ H % 1~3 HEFIRNZE G452 L2 #5342 (w727 0fEE G Y HIZAF
NT LV R=yarOREEGZITI), TO%, ~7 & Z1pEH LD 4 H MO TS AR
®IZ, ROV R=Y > Imgkg/ BEEET5ZE @0mgHEZBZ RN &, FRRMLE
PEIZIS U, FTREZRFR 0 RN #R T %),

A\ GPA/MPA 84 X% PV BEEFIZBWT, v 7 & Z IR L OB % IC, MU O
BHAA RTA R0 T2l =2 —F VAT R« f B _F A ik (PIP) D TRhnMELE
Shd,

NI
/MO GPA/MPA B2\ T, EHERME RIERDIRIED T2 | FIEIO~ 71 7 kN
BEHNZATF LTV R=y 1 30mgkg/H (1g/BEAE2 W) &3 A, f#IRNEEGT 5
L, PO~ T THEARNE GRS T AF L7 L R=Y 2 30 mgkg/Hix, EiZ
3HME TEMATRETH D,

AFNT VU R=Y s OFIRNE G O7EE%, 1 mgke/H (60 mg/H A2 720) OffA
T R=yuarENRL, FEERIRY BERALEMEIZG U THONICHERT 5 (5.1 28),

~ 7 IIEET . FONEE% O/NRO GPA/MPA R ICBWT, =a—F TV AF R - A 1
NFA g (PIP) Oi#EY) 72 TR STV D,

&5

il

IFIZHE, BTG SN DFR (BRI SUTR TS Th o7, BEBHEML T~z
BT 2 LNEETH D,

HFEARTF U N E
ABHGHETES 2 U N

G L
(B & OPFIC L0 RIGEE U FR HIRTED ARaPE U R JEEE % 5 50 i
NRIEZEAT O BB D~ 7 7 OHEER 58 : 375 mg/m® (KEHEME) /YA 7T, A8 Y
A 7 VARY KT,



VY s ERHE 100mg
U R EE 500mg 1.6-05  ERINELELAE SR (FaaR)

4/ 61

~ 7R TEKIRET A 7 0 1 HEBIZ, REIIS U T ABRFEECHWSNS 7 Voo
FaA ROFEIRNEG®ZICKEGT 5,

MERFIR 5
C RIBIRASNAMEY > 3 iE
TLIRE AL R 2R LT RIBRDO APt Y U N ERE 2R & LfERRIETo <
T T O GE . 375 mgim® (REREE) %2 » i CEEAFRIEO RGN
2 h HRICBLG) . IREBOEE 2D D E T, Tk 2 FMliked 5 (Gt 12 [E&E),

- FFE S EERTE AN Y N

FIRBNFRIENN R A s LT B3 SUTERME D AJafE ) o IEBE 2 65 & U T MERRIR
ETO~ 7% 7 OREEHR58 © 375 mg/m® (KERER) % 3 » HEIC (AFREASRIED Rk
TS 3 5 HRICH) . FRAEDOHEEZRO 5 E T, IRK 2 FHMikkT 2 (5§81
5,

Al G-
C TR RS R Y o I
{bEFFERC T O3 P12 2 [BILL B O3 & 38 7o B AR 1 TIT~1V DA A ik
Y 2 SERBENCRT 5~ 7 7 HANC KD SARE AN COR G HEE R G 375 mgn?
(RETRD OWIRNE G4, 8 1E, 4 8T,

R SUTERAEMED ARAME Y R EICH T D ATIRE C .~ 7 8 7 HAI TR 2R LB
Wkt L, ~ 72 THANC L 2 FHEGEEITHOHEDO~T7 2T OHEER 58 : 375 mg/m? ((KF
HFfE) OFIRNES 2, @ 1=, 4 8EITY (5.1 281),

SN D NE AAFEAXTEZE B MFATETF A 2 2 V) N

~ 7% Z1X CHOP WL LT 5, ~7 & 7 OHEER 5 81X 375 mg/m? (KFHFE) <k

IR LD BRI A 7 0D dayl I2B\WC, CHOP LA T 5 7 vaarFa s R
DFIRNEEGZIZE G- L, Zha 8 A 7 0 iR¥, OVF AMERHIRS B MifutEIER >~
XU Rl E SR E LTZIRRICBWL T, CHOP JRIEUAN DL AR EE R L2856 0, ~
78 T O L BT STV,

180 T O $e - B

~ 7 TG BOBEEIHEE LV, ~ 7 T 2 LERIE L O 256 (LFIRIEANC
(IERAERY 2R I E I FTRETH D,

ety > AP (CLL)

IR, ROFERE, #ERYE CLL B3 oxt LT, ALBRIEDFHICB T 5~ 7 & 7 OHELE&
H&IX, % 1 %1 71 Tld day 0 12 375 mg/m? (KK HEFE) . 5 2 YA 7 /L LIREIE day 1 12 500
mgm® (FERER) 2&%5 L. At 6 A 7 iRy, (b5Rikid~ 7' 7 & 5% AT
T2,



VY s ERHE 100mg
U Y s ERE 500mg 1.6-05  RRINEL S AE R (Figk)

57/ 61
Bt Y v ~F
~ 7% T OIREEZF T REICIS R GRICBEE D — FEET,

<~ 7' TR a— A, 1000 mg OFIRNEK S 2 B THER SN D, ~7 &7 oHLEk 5 &
X1 EH 729 1000 mg OFIRNEEG-TH Y | 1 BIE&K G256 2 8% 2 BB OFIRN 5
1T9,

23%XEHV®%%®2E@H\%E@%%#624ﬁﬁﬁmﬁﬁﬁéoﬁﬁ%ﬁﬁ®
BeAr e BO TG B B G 21T 5 3, TN LS OGE IR EIEEEN T LA 5 £ THE
HAEITOR0,

INFETEHELNTWDET =MD, 78T X DERDEIT, B, mPIOEENS
16~24 BOMICEND Z ENREINTWD, ZOHIBNICIBEIERGIENZZD SR o -k
FIZOWTUR, ABLIRIE DS 2 B EIZHRET 5,

2 I E RIER EIEAE (GPA) K ONBAPMEERI 2% 15 % (MPA)

Y7 T OMREZ T BEIBERGRICEED — FE2ET,
JHN D FERFFEASTIE

i A\ GPA K& T MPA R |Z %ﬁéﬁﬁﬁﬂﬁﬁ B b~7v 7 oHEREEX, 375
mg/m?> (KEERE) OBHIRNEEGZ, B 1E, 4 B%EGTHD (A5 4 S,

SN DFEFFIE
~ 7B TIZKDEMEANL, KA D GPA TN MPA B IZIIREZED~ T T HE G5 16
FRILL B CHEERRIE 2 BRIE T & TH D,

L OEHER) 72 SR RIS K 2 TREARIL, ~ 7 712 X HHERpRIEII T ME 4 B
LINIZBRMGT & Th D,

~ 771X 500mg & 2 BRI T 2 BERNE S L, 20%, 500mg % 6 » H I #k
WEETRETH D, BRIZE-ST BRRIER, BiEOZRW) BEFb, 27e<Eb24 4 A
FIZvT BT EHEINHERETH D, HHRY A7 OFEWVEFIIH L L, ERIERE S 4
WE T, ~7EIHEPRIEDIEEZZETRETH D,
1 R
~ 7T OIREEZ T T RE IS HRGRCEE D — REHET,

WHERHIE BRI T D~ 78T ORI 1 [BH 729 1000 mg OFARNEL 5T
&m ToaanFad RO — R LG 2 B REE T2 BEIRNE S 217 95,



VY s ERHE 100mg

U R EE 500mg 1.6-05  ERINELELAE SR (FaaR)
6/ 61
TSI

12, 18 % HIZ 500 mg OHERFE G- 24TV, Z ORITERARFMIC K-S &, MEIZHETT6 #
ABIZEET 5,

DGR
FAEERX, 1000 mg % §FRNEEG-9 %, [EENE, BRRREMICESE, ZraarFaa R
DG EDOHEFF I ELZET XX Th 5,
ZO®%RO¥EIX, AiElOEE NG 16 BELLERBEZ 22T 5,

KERI 70 FREAE

NIEEEL]

FEFRTF Y NE
6 » ALl B 18 s /N O RIGHFEMEITE CD20 Bt DLBCL/BL/BAL/BLL &5 1235
W, ¥ 7t 71328 D Lymphome Malin B (LMB) /b k & FH L C# 592 Z & (Table
1. 2 28), ~7 &7 OHLEREEIL 375 mg/m? BSA T, #E5HIETFHIIRNES &35,
BSA D& W - &G I L e 2 &,

RIBHHETTM: CD20 B DLBCL/BL/BAL/BLL LIAADIREBICHIT 5. 6 » HELLE 18wk
WO/NRBFICT D~ 72T O, ZRMEITHESL L TV, i, 3l FO~BE
BT 57 —ZIIR SN TS, FEHICOWTIE 5.1 OEEZSM, 6 » HlARimo/NNEo
CD20 51 DLBCL BBF I L Cldfi 2% 5 2 & (5.1 &),

K1 FROXFDIUNEPNREBICHTEITEIRERE

AT ] G- EEA

HELHE (COP) ~ 7T RS —

WAT—2R | Day -2 MIEREA = — 2P, ~7 & 7 &REAC

(COPDAMI1) (RTEERE D 6 H HITKTIR) TV R=Y el RiEa—AD—f L L
Wllal~ 7 7 # 5. THET 5,
Day 1 WEIDO~ 72 T7H G005 48 BRI~
2D~ 7k I#E 75T 5,

WAT—R 2 Day -2 2 AHDEAT—RIBNT, ~ 7T

(COPDAM2) 3EIBO~ 7 T&E HEZ7 L R=Y 2% 5 L0,
Day 1 3EIEO~ T THEEG D48 FEHEZIZ~ T &
ARBAO~TET#HE TE®BRGT D,

HiEH 3 —A 1| Dayl ~ TR TEGRHIT LV R=Y U R L

(CYM/CYVE) SEIEDO~T7 27 #E VY,

H[EH 32— R 2| Dayl ~ TR ITREIFCT L =Y ARG LR

(CYM/CYVE) 6HHDO~TET&E U,

HiFFo— 21 HiEH = —2 2 (CYVE) @ | #iffl$»=—2 2 (CYVE) LAREIZ, ANC>1.0

(M1) Day 25~28 X 10°/1 & /v > 100 X 10%/1 O 1 ERE A3 [m]
~ 7Tk T RKEE LTI I B AR,

fERF o — 22 HERFEA 1 (M1) @ Day 28 —

(M2) ~7 v I RKEE




VY s ERHE 100mg
U Y s ERE 500mg 1.6-05  RRINEL S AE R (Figk)

7/ 61

AT 160 H & 5-5 5
ATE:PE (COP) ~ 7 I REKE —
ANC = Absolute Neutrophil Count; COP = Cyclophosphamide, Vincristine, Prednisone; COPDAM = Cyclophosphamide,

Vincristine, Prednisolone, Doxorubicin, Methotrexate; CYM = CYtarabine (Aracytine, Ara-C), Methotrexate; CYVE =
CYtarabine (Aracytine, Ara-C), VEposide (VP16)
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HDMTX = High-dose Methotrexate; LDH = Lactic Acid Dehydrogenase

238 M8 RVEREFIESE (GPA) K OBAMMERRYZ R E K (MPA)
%ﬁé’%}k
NROEFEZR TEBEED GPA £721X MPA BEIZHB W T~ 7 & 7 OHESEH EIX 375 mg/m?
BSA, %@ 118, 4 BHEFFIRNES TH 5,

HE, IEEIED GPA F721% MPA DIAAOEIEIZB W T, /NE (2 &AL 18 ki)
BEICKIT H~7 87 OEME. LEMEITMESL L TWH72R0,

2 AT O/NEOEE L, IHEIMED GPA A £7-13 MPA BB ITH LTk, — kiR U 2
%V(%%\kt$<H%\HD\T)ﬁ@%%uﬁﬁ&v&%/)’T?éﬁfﬁmﬂ
+43 &R B AREMENR D BT, v T BT OMRITEEZ S 2 & (5.1 BIR),

milnEE (65 MaiEAn) TREBROHMEITLEL SR,

&b Tk

RIHEERICRR L~ 7B 3HEH T A V2B U CTHIRNER T2 2 &, BIRN~O
push % bolus H# 5L L7222 &,

BHHOBFIZEBT VA N HA VIHHVEBEROBIUCHSEETH L 44 5H), &
JE DR, F I EAE O FEE IR #E & SO R R IR O I EZ B O 5413, BEbHIC
BHEAPWT D2 L, ERTF ) oNEBEICE LTI, %@ﬁ%%#ﬁ%a@f@r%
BESEGERE O IRMEZ T L. i X B2 W THREOFMEZ1T 5 2 &, £ TOHRZFITE
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T, ETOERDPZEICHEEL L, BRBRAEMME OB X BTN IERLT 2 TRELH
B LTl b2, HET 25A1%. TWRETO 12 UL FORMGEE T2 BT 5, H
OEIEDF CEIWER N RBL L2156, 5P IEOHW 2 B wIOE IR 5 2 &,

B N OV R B O infusion-related reaction (IRR) (4.8) 1%, @ . WAEEOREIZ LD
WFET L, EROUGEICL Y, BEAEEZ EFTH X,

EIEIE- &3

B 5 BARIRF OHEREE A GEEE I 50 mg/RF T v . F 5815 30 0% 5 30 434 50 mg/i¥
TO, K400 mg/FFE CTHEAEE L LD &M TS,

2 [B] H LA O % 5-

B CDBIAE

2 [BIH LD~ 72 7 OF 51X 100 mg/FETHAA L. 30 43412 100 mg/IfF 3D i K 400 mg/
Rk CIHEABRELZ EIF5 2N TED,

B E A Y N

GIIEE 252
HELE S D ) OVEABEE L 0.5 mg/kg/h (B K 50 mg/h) ; @BUE & 721X infusion-related
reaction DFEHLN 72U AIZIE, 30 43 [HIfRE T 0.5 mg/kgh 970, K 400 mg/h F TUHEANEE
ZHIMEE 5,

2 | H AR D5
~ 7% 7O 2 R HUFEOEGREOREYOENEEIT 1 mgkgh (K T 50 mgh) ; 30 47
Mk T 1 mg/kg/h 370, K 400 mg/h £ CTHEAFEZ BN TE 5,

BTV o~ F D&
VARG HBIFEH T 2AFEKREA XY 22—

wI[al P 5- LI I AR B 5 A ¥ 2 — /LT~ 717 1000 mg Z4#% 45 L, EE/L infusion-
related reaction Z 7R L7272 BE TiX, 2 B ELUBROERGEIZBWT, UG E2{T-o7=
IR & 6] CAVBRIRE (4 mg/mL TAH 250mL) ZfEH LT, 251 T& 5, 250 mg/fFC
30 e L2t 600 mg/fii T 90 7yl 59 %, Rl TARMEDNRD b HE .
DHOEGIE, ZOREKG A V2 —VTITH LN TE D,

REENR % & TR R AN IE B DS LB 72 DI R E 2 F 3 5 BE 0, AW FER A Y > % o
< 72 X A FEO B CEE infusion reaciton Z FR 0 72 BE T, 2K G Th2Rv,

43 EX

IS e

RV XY SR ONENE Y o SPE AR5 D Fe G DB S
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HRNESY. 6.1 IR ENTWDIMAL, Xix~ 7 ADH ™37 BB s 7 R B
IRENME D BIERYYE 2 AT D HBE (4.4 2H0)
HIEDOREREIRAED B

BIEG U ¥~ BRI R N ERESE . BRSO I I8 K OV I RIS kS 2 B B D

Ak

ZIS /B

BRI, 6.1 ITRSNTWDEMA, I~ T ADL R 7 BB 6% R T B

ISEMEDO BIERYYEZ BT HEE (4.4 500)

HE D AR AE O B

HIED A4 (New York Heart Association Class IV) . BEIENDEEAR R OLOER (oL
MERERICELT44 220) 2HTHEE

44 HHLGESERVERLDIE

BB AT REME
AW SR L OB T REVE 2 ST 5 7o 5 LRI G O B4 K OLE 5 2 T
MEICRedRd 5 2 &,

AT 2 B B EME

BV ~F . GPA, MPA XIS EMERIIEICXH LT~ T 7IREEITo 2 TORHE
WU B G RHCREES ) — a4 o L 85 0 — Rid T2 3 3B ME (PML)
Z G T RYYE DEER Y A 7 BN L ¢ BF IRt SN s & EE R ZEEERNE £
n(b\éo

IEFIZTENTIED 20 BIERYR PML BB~ 72 ZHEARZRICHE SN TWD, FGEE
(2% LT, PML JEBL 2RI 5 M AR REIR 0 R DT 72 72 38 B0 B RIC DWW TEIRIIS
BlE2AATH 2 L, PML NEEDILDYE . PML O ATREMEN G E TE 5 £ TAREDR 54 1k
T 5, MRRFHRE ZRITERTH D HE, HYEIL, PML BEO WA R IR TH
LIEHIET S Z L, MEIDS U THRBIEICERZRD D Z &,

PML &N 256, S OICHHOEZIT IO LENH D, MRI A% v > (fRRIGEGNEE L
W), MEREIRT (CSF) @ JC 7 A /LA DNA &, KR OWECFIEEHE 26 0 R U Ef+ 5 =
EEEET D,

HAME T, BENRL D720 PML 2R 9 20 (B 380, RS20 SR I 200
JEAR) IZOWTHRHZE ST 52 L, T2, BEFE B DPRMDZRVERIZOWT, BEDOFK
RNHEENRZMN L ZENTED L) BERFRONES TIREONET 2B A DX OBET
HI &,

BEN PML 288l L7125 8121%, ~ 78 I7&5E2KACHIET S,
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AR ERFITREL L2 PMLIZEW T, SERERE D IE I W ER)T O 28 ST SGEN TR
DHILTWSD, PML OEMIFERICLE S ~ 7 T 85 F LR O E XIIUWEIZ RN 5
MARBHTH 5,

HA VXY NEROENEY S i

Infusion-related reaction
~ 7B T3V A NIA RO IO P A EDEOBREICEET L EEZHND
infusion-related reaction DFEBUZ B H T 5, YA b B A VHHEGEREIT, SMERESOS & 1,
IR R Db & EZ 2 bivd,

Infusion-related reaction (21X, LA NIRRT A b A i HEGERE, BB AREEERE, 7 )
74 7 F RS K OEBBOCR EEN D, 2B, v 78 T OB GREKICITREEE T,
WTFNOFRICBNTHR DO LN,

BAEH) 72 MR 2 72 & 5 BESED infusion-related reaction 1%, ~ 7 & 7 FRIES A 0 R i 72
BICHREESNTEY ., ~7 BT ER5EHZD 30 55000 2 FEFLINICHEE L TS, b
W, BRI X0 BT B, & DR CIRSEEN, B RiME, SRS, mEEE L)
ZOMOIERIZIN %, SRR IEEAAE & IS REEERORE L2 RO (4.8 &),

HIEDT A AV BHEGEREL, EIEDO MR RO NFE TH Y . < OHEERE
IARECIRBERIE 2, X512, B, B ZKE, MEFEZ BT 5, I OIEMR
%, TSR EEGERE TR0 b D mIRBRIIE, & U U AMjE, KL T AffE, &Y v
el e, SPEB AL, HLEEMKERSE (LDH) LH & LE#ET 2 A[getEnH 0 | SAErEeR
BTN ELREMN D H D, BMEFER AT, M EREMAEZ £V, B X #Ri
L VHERIND, ZOEGEIT, 2 < D54, PIEERGHGE | K26 2 REFLINIZ R EL
DRO LD, MR EOREREN S 2 B, UIM~DIEEIREN & 5 B3 TIL, T
REOV R BELBRDHARENRH D Z LD, FoREEEZIXLWREEZITHY 2 &, BIE
DV A b I A VHEEREZ R L-BETIE, ELIC&R52FHE L (4.2 28) . s
SHERVEZIT ) 2 &, TNH OB T, S8GEHMZB O T RICEER O 2 HGE1HDH 2
EMS | JEBE A EEERE N OHRIE A EE TG ETE D £ CHEEESBEE21T ), ERS
JRBEDERITIHR LT O BE IR L TRREEZ B LG ENICEEOY A MU A vk
HJEERE 2 R T2 BENRDO LN D,

EfEE R T CLL ABRE O X 5 IR o fEEIAEEL (25%x10°/L BAE) MW EE T
I, FRICEIED YA b A VHHIEEREREELY 27 BN@E< 725 2 &b RRBOFEEZIX
DUVIRIEZITY 2L, 2O X5 EETIE, WIREGHITRFICEREBIEEZITI I L, £
7o, ZO X REBEICE WL, MIEERGREOFENEEZELS 325 2 &0, R GR RO
F2H AT NLETH U U REREDY 25%10° /L 2 2 235A1CX 2 BRECEIL TRET %
Z L ERET 5,

~ 7T TICKDIREET S T2 BE D 77% 21 5 7>@ infusion-related reaction 23588 L7

(B e OV SRR 2 5 A 1 A BHVEEREDS 10% D BE IR ELD) (4.8 ),
INHOERIT, ~7 &7 ORGHW, FHEETERCE 2 X I UAHIORGITEVIEAL,
RFIZIE, EITIE U CIRBRA, AR OFIRN K 5-0KE SHERAl, 7 vazanga
A ROEGEPM TS, EFRD, EIEOY A NA HHEGREZ 2 0,
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T T 4T F RO O OB DIEBL & X7 RFIFRIRN 5% 12 E S
TW5D, YA b IA R HEGERE & 13 BRAOIC, FEEROWBSIE, @E . &G0
TLUNIZHBLL TV, WIS T H1aREE LT, =27V (X RLTFUy),
MeAZ I VAR RT VaarFaf RERHY v 7B THRERIZT LA —KISENRD
ONTEBRICEBIEATE 2 L2 ICLTRBLLZ E, 7TFH 7 4 7% =L OEEERIL, 3
A M HA VIRHIEBEREOEERIER (Lo ks n) HEEL T\ D, IS X 5 FSRIT
WA NIA I K BTG L0 fiEED D720,

—HOBETERE SN TV DOMOFTRL LT, LFFEZE, LHEME), KR, Sko i
PRI NRIBAED & %

Flo, v TR IEREPIRILELZREIT 2203 H LD T, ~7 BT REAT 12 K5
BEER ORG24 5 2 L,

LM
PE, DB DEMEI O RNENR, DARE, KO/ ULDHREEN, ~ 7k F1ak %
Tl BEITHERL TV D, Lo T, DIBROREELZFOEE, KO/ UILEENDH D
ESFPRIEI LD I0REE A 2 88 CIIEER B 21TH 2 &,

11 i
~ 7% 7 HA G TIRE RG] 2 R L7220, AFFRERDY 1.5x10° /L AT J OV /)
MDY 75%10° /L K D BEIIRIEZAT O E . 2D X 5 RBE TORKRBRRER TH
LZLEBEZ, BELENOIEEEITHIZ L, ~ 7713, BEEHBMZIT -7 21 4
LLBBISENETLTWA L EZ N MD U 2 7L L, BliEEE BB+ 52 L
7R EANARETH - 7,

B EREL O/ MR R S @ O mERRE L2, <78 ZIRRPICERKT 5 2 &,

IR
T2 G LHEEIRIYEN, ~ 7 v ZIHRPICRAT LWL H D 8B, v~ 7 ¢
Z13, IHEMED EREZRRYIE 2 T L T L BEICREG L Tl bevy (B #likE. BuiE
KOV A FLRGYE, 4.3 Z2]),

JRGUE DI ELCIRMEDBIYE 2 AT 2 B, X, BEEREIEICRE LT WIRED
BECTE T 2RETIRITE. BEZIEIL S 2L 48 B,

FECICE » - BE % 2 &1 BARUTFREIEHALN, ~ 78 7R EBETHE SN TV D,
INHOEREFDOL X, MaEEMLFRIE LT ST\ e, BRSUIEARMYE CLL B
22 1 DOERABRN S ORLNTERTIEIH D0, ~7 2 ZIHFICI 0 FEIEED B &Y
FFRIEGIE D T EBALT 2 AeERN H 5, B RF RV A VA (HBV) DAY ) —=2 J 1%,
BTORFIZXH L, v 7B ZHERBANILTIT) 28, A7 U —=27100F, Al & d
HBs iR & O HBe ik E A2 & D 2 b, Fiz, FHIKO T A KT A 2hEv, o)
== HWTHIRET DI ENTES, EEMED B MFREZ6 T 5BFICK LT T
T IR AT - TR B RV, MLIHFAIC B RTR 2 M (HBs U X% HBe Hifk) o
FCIX, JRIEBRLARNCIFIE RO FEMZICHRT o L & bic, BEAEEEHBLZEL, BA
FRFEMEALZ T 5720, SHIICR I DIEREN R ERNFETERT L Z &,
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FEFICENRBIE LT~ 78T ORERTEH% O NHL X O CLL BF T 5 & 51280
T, EITHEZHEMEAERE (PML) 2%BEL-Z AR ESN TS W8 EBR), 2hbd
BE DL IE, AL & OO USSR C~ 7 7 BRxkE STz,

TLLEERE

NHL B#F LK O'CLL FBEFIZBWT, v~ 7T ZIREEDOAETANVAT 7 F L 5 TR
OLEEMHITFHBRIN T RN D AVANVART I F U OBERITHER L2, ~ 785
TRIREATH BEICK L CIE, £V 7 F U LA OBRENE 2 DA, SOSHEIZE S5l
BN S D, T X IMERRICBW T, ~ 7 & 7 BANEIREIT - TR A O3, (KM
NHL BFIZHOWT, @ AZxti e UCRISHZ R L7256, U7 F U8R O KOG
NHL & TR ERO Y 2 — A HR OB TIL 16% & 81%., F—AFR—/L U Xy b
EY 7 = (KLH) R APURTIE 4% & 76% LRI 2 (581272 555 2 5Hl) Th o7,
CLL & NHL OEBFELMEEZBE LG, BRRBRSERIIE O T 7en A, CLL & T
LIRBEDMEATH D EMETE D,

PUR SR T DIGFRATOFIHUAM ik L oV ERE, A 7= A B T
PEE R, BIZ, KIE) 13, ~ 7B 7i0E%K 6 » AL EOM, #FFsh T,

SIS
HHEEVE R R EESERARIE (Lyell’s JEMERE) R ONAT 4 —T VU A« UV a v JERRED X 5 72
HIET, BMRGEA L O RGKIENHESNTND 8B, 2D DHERORILL
~ 7T L OMEEENEDNDHAICIE, ~T T OFREEKAICTIET D,

sk il
3T DRI T D27 —HIFRON TN D, K VFEMREFERICONTIT S M,

BAfi Y v ~F, ZRmERVEANIFIE (GPA) . BAREERIZ FEME K (MPA) KOS RAE

BIET Y O~ FRBETX P P LF— P RIEEEN
Y BEEM~ORGEZHELET LU X7 XX T v NOBEMENRHENL LTV RN &
ME, A M BMLEFY— MRIBEREICHTH~ T T78GIIHEE L 20,

Infusion-related reaction
7B TEYA M A RO NI O AR EDE OB ICEET 2 L EXADBND
infusion-related reaction OFEHLUZEHE T 5,

W= % & EeHIED infusion-related reaction 73, HLERFTHOBEEH Y v~FBEFICHTH~
T TREIZBWNTHE SN TWD, BT Y U~ FIoxd 2 BRRER I BV THE S v
FEREHEFLZLOL T, BENOHFEETH o7, JERIZ, FEAERT LAXF—HENIGTH
O BEUR . RERE. MHERRIURS, MR, R, SR, milLE R OBV CH 572, 1@, infusion-
related reaction ZF8 8L L 72 B 1%, WIENAE 2 — A IIHIRFE 2 —ATH, H2 M HAKEIC
e LT 1 I H 5T h - 7=, Infusion-related reaction DFEHAEE X, FHIEE = — AT
A L7 (4.8 28, WiE S Fg0L, @, ~ 7t 7 AR ORGE X TG H i, X
ITEEGETR A, Pre A X I Al KON, HEIZS UCREW A, AEEEEFFIRNE S, K
BXILER O, kO vaanrFa s RofkbIZLVEE L, DEEBEEIFT 28R
RN SRR IS BT A ENIGERB LT E N HEE IR LT, EERSBEAET
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9 . Infusion-related reaction D EJEE K OWLEE L 72 AXHERIEORE ICL Y v~ T T 05
B IR AN FIET B, < DOFAE TIE, JERDTER L72% . TEAEE % 50%2H0E
LCEEGERHEMATES (B 100 mg/liH 5 50 mg/if) ,

WS T AIRER L LT, =27V (T RLFU V), Hie A Z I VHKROT
JaaFad RERHY 7B FEEHICT LLXE—S0mO LB, Ebic
EHTES Lo IcL TR L,

PEEL EO.OAE (NYHA class D) XIFHEIE T2 b u— /L RRER DA REEZ A
THREIKT D~ T8 T REOREMT — X 1L TRERNZ LR MR B 5& Sy A
%T\V7??Kiéﬁ%%ﬁot%\F@@@%uﬁ%uﬁﬁ%&UMHﬁﬁmf%h%
L2 ERREINTND, Lo T, LIRERDORBIEN & 2 BEH I BT O IEEREIZ B
HT A EMSERBLLTZEBE T, ~ 7B Z1RERGIZHT- Y infusion-related reaction |2
KD LMERDERZRBT LY A7 E2BETH L &I BHERITFEERBIELITI Z
Lo o, TR IREPIERLELZRRT L2 L03H L0 T, ~7 v T7&E 12 Ke#TH»
LREEAIOBRG 2R IET 5 &,

GPA. MPA BE K OS5 RKEIE B E 2B 1T 5 infusion-related reaction 1%, B v ~F
W% D R FRER e N I ORI I TR is & 4172 infusion-related reaction & —# L T
Wiz (4.8 M),

/L:\iﬁ J:i/—'—»
ﬁ%'b iE, DEAEN D EMEI O REEAR, DAL, KO/ UL LIEZENR, ~ 78 76 %E
IToTBFICHBLL TWD, Lo T, »L\HW“OD%'%F%ﬁ@“é%% TOWVWTIIFEERE B
#1795 Z & (EaR® infusion-related reaction %2 d)

JERE

~ 7t 7 O AT B Ml IEF 2 S B RE OAERFIC B R REI 2 R LT D Z
EMD TR TIRRBRITERIYE Y A7 B3I 5 (5.1 ) JETC 2 5 L EE ZRRGMED
77ﬁ7%%¢_%ﬁTéT EMEDN DD (48 ), ~ 7 & T3, IEENME D EIE R EHGE 2
FHRLTWDHEE (B itz BuiiE OB FLEGYE, 4.3 2) SUTEIEDOHBE AR
oA (Bl CD4 XiE CD8 IR ITINE) (1245 LTI 5720, JRYYIE D FREC12
PEDOBYYELFT HBE, L, BT ~7uv7 ) Ve (48 M) F2i80., HEK
JUEICRE LT WIREBORA I~ 7 7 2R 5T 5ICITERELII6 ) 2 L. ~7 TR
WMAEPIRT RN, HE7u T ) MEZHER T 5 2 & 2RI 5,

< 7% T IR BRI I IRYYE O JRBECRE IR 2 38 D 72 R 126t L it Y2 &
WEREZITV., ZOH%O~ T ZIRRIZHT- - TE., [RYYE DAL ) x7 & LT 5
Nl

EEICENRFIL LT, FEHY U~ FROE E’EI)TV F—=7 2 (SLE) RMERKEE
o H CARERBICRT 2IRRICBWT, ~ 78 7 & G%ITETIES Bk BB KE (PML) %
AL LBHRESNATVD,
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B A ez
B % ETe BRFRFIEMHHIN, ~7 v 7 2&5 L-BH U v~F. GPA KX MPA &
IZBWTHEINLTWS,

BAIFR 7 A VA (HBV) ODAZ V—=271%, £ TOBREFIIH L, ~7 & TG
ZTITH 2, A7V —=v702id, 7e< & HBs HiiU O HBe Lkt 2 &5 5 =
Lo T, FHILDOTA RT A NZHEW, oY) e~—h—2 AN THieT 52 ENTE
%o JEEMED B BT R 2 AT 5BE IR LT~ 7 FRIELIT- IR bRV, MLIEFH
(2 B R A3 851 (HBs HLUR XX HBe HUK) DB 1X, 15EBALARTIC IR B O HEMFIC
T 5L Ebic, BEAZEEHERSBLZE L, BANXREEELEZ THT 5720, Hilick
T DAERER R B R TIE CTEET D,
LEFENELF T ER A IE

~ 7T OKIER 2 — AR, KONRFEE T% 6 » ARIZEMAIZ I O 4 R Ek- S A
R L, BYEDOIKEPIER DB D DN HEICLREEITH) 2 & (48 BMH),

SEJGI
o EEE R S EESERMARIE (Lyell’s JEMERE) MONAT 4 —T L A« Vg v Y VEBERED L 9 72
HIE T, BOEM G E L A EERIGHHRE SN TS A8 SM), ZNDDHELORELL
~ 77 L OMEEENREPNAEBEICIE. ~ T T ORGEZKAICTIET S,

TR
~ 7 ZIGHRBIAARTIC . AR O PR O EMR I 2R L, BF T WRETHHh
IR OTYVHERET A T A NHl> TR TOPIIEE 2 Z TR OREBIZT D2 &,
THHERL, ~7 2 7 HIREREG O 4 BELLERNCE T 5 2 &,

~ T B TIBEEDETANAT I F AL D FPEROZEMEITRBR I T RN, <7
B Z IR ST RN B AT DA T A VAT J T OFEFRITHESE L2,

~ TR TIREEITHOBEIH L TL, EV I FUUNOT I F oI AREE B2 B
o LU, BV 7 F PR L2546 THRONEXET SN D RN H 5, BIETY
U TFREERNBRLET LT A IMERBRICBWNWTC. 7T E A N LFY— FOBEHIEE
EATolcBFE L A N XY — NBEFNEEEITo BT IO W TR LIEGA, ~7 &7
56 » A ORIGRIT, BHEEO V) o — VHURER CIXRS (39%vs.42%) T - 72735,
HRERERY o B T4 RUZF 2 (43% vs. 82%., JHRERE D 2 LI Lo iERI %45
), F—AR— U Xy hANETT =2 (KLH) 3AFUR (47%vs. 93%) Tlx, Jl5s S
NAMERNZH o T, ~ 7B TIRFETICAET 7 F L UND T 7 F o &5 50BN 55
AlZlE, kEl~7®T7HEa—2A0 4 B BRI PR EZETT52 L,

i) v~ FIcBWT~7 e I&kGa | FULERV IR LGS ORBRN L, fiRkL ¥
K, A 7m0 ATIEE T, BB, KRR OG- Y A RT3 25Uk
PEDOBEEIEIL, X=AT AV ERRTH ST,

BIEGT U 7~ FIZ 51T B D DMARDs O X 254 5
REE U o~ F 6T D MHE - VR SN D EFNLSDOH Y O~ FiBR L~ 78 T Off
FAITHELE XL Tunzeuy,
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~ 7k ZIRFEZIC, fthd DMARDs (TNF FHEH K OMLO £ rr il = 5 te) 5217
> TG E O R EMEFMZ OV T KRR TH O TNDE T —XIIREN TH 5 (4.5 ),
FIHTAIREZR T — & Tld, ~ 7 & T 169#%1Z DMARDs 1698 %2 1T > -84, BRI RE O &
HIEYIEDRBRIIE D LRV EDATRENT VAN, ¥ 7 & T IRIEE AW AR RO
/X% DMARDs Z i 5551213, BGWEDIKMEZ FEEIRSBIET 52 &,

NS

T THE L, EIEER ORI X7 ZEINSE L AR S 5, B Y v~ T EBE~D
~ 7w T EHICETARONTRERICBNT 48 &), B S TOT —& Tld, EMEE
OV A7 HEMTREBI N TR, LL, BEERAOREY A7 O R IXBRLS T
FROFCE 20,

w2

4.5

4.6

ZOBANL, 10mL A T AFIZF R Y 7 A 23mmol (52.6mg) %, 50mL /A 7L
F FU A 11.5mmol (2632mg) Z&FH L. WHO BHELET Bk A D 1 Hig KIEERE 2g D
TRV TLAD26% (10mL XA 7 ) KVN13.2% (50mL 231 7/V) I[ZH% 35,

thDERMEDHEERR VMO MEDHEEER

BRI W T~ 787 EOMAEM Z b O FREMED & 5 RSB 2 T HU 3 BRE R

L BFICBWT, ~7 2 I70HRFICBIT O 7V E T8 v 7 aiRA 77 I ROHEY
TEENIERD LN, EBHIT, IAXTELES IR AT 7 I R T T OHY
T BB % 5. 2 TR,

B o~ FEBHEICBNT, A~ XY — | EOHFIE, ~ 71T OFEYENERICEE A
G2 T,

B b~ U 2k (HAMA) SUHLHDHUA (ADA) Bitko B3 Tid, BWOURIamIc A
WHNDE S 7 u—F AR S LIS G, T LV R BUS UL & FEBLT B T
MR D D,

B U v~ FEEICRW T, 283 BT 2~ 7k T b%, AWK o DMARD

XD EIT>7=, ZNHOBRE T, BERICEED & 5 YYE DRI, ~7 & 71
X 6.01 A/100 ANAETH Y, AE2Hoius| > DMARD 18 # 1% 4.97 A/100 N/ T - 7=,

R, 1R, REIE

B Ot DT

3R

B M3 Ve L CW D BETIZY Y R o~ 7RI RIIFMER S0 2 L6 IR
ATREPEDN & 2 LMEE, ~ 71 T IR T M OVRIHE T1% 12 5 H B ARV 21T 5 2 &

a7 ) 2 1gG B EEIRT 52 ERMBETND,
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A~~~ 7 TRFEH DO, b AR B Mz oW T, BARER CHER ST
72N BEIRC KD o i o I EABRIT K D RREHRE R TIRAR WS, BRI~ 7 ' T R ER
SNTRHENGAENT —HOARIZIBN T, K7 B Ml & U o Bk IE %2 78
D2 ENEIN TS, FEROEENEFYER CHREA SN TWVDS 532HR), oo
BENS, v~ 72 71%, MIFFSNAFIEDEEN2 U A7 % BRI 25552 RS, dmlcis
TREX TR,

B2 HL
E RORFIZY Y F o~ T NRWENDNARHTH D, UL, BHEHE KD 1gG 23 BEALIC
BWMEN, AT O ILORFIC) Y F o~ R EN-2 b, v 7 F1EET K
<~ TR IIRERKT% 12  AMIERALEZ L2 &,

BB RE
B FEERICEBNT, AFEREICKTT 2 U Y 2o~ T OFEREEIIZRD LTV,

47 EBERUEHRECRETZE

TEHE S ORI E ISR T 2~ 72 7 OB O\ T, BBRITE STV W, ZhE
TICHE SN TV B EFUWERA K O ERS D, ~ 7 & 7 13EHE & OB R ERE 11 B %
B2 W XIEHTEX 2R EOLNRBEIN TN D,

48 EZFLLBGLEE
RANIZBIT HIEAR TR U B ONENE Y o< E 15 O FEER

TR T 7 7 7 A DY

FERTF Y ENR N CLL ORI et 7 a7 7 A WL, B & ORISR 58
BHBEDOBRET —ZICESW TS, ZHHOBREIT, ~7 &7 HA (EfE AR E, XX
B R NPRIES OMERRREE) . U BLSRRE & OFRBIEIC X D IBREZ T 0 D,

~ TR TIREEIToTEE TR O &I L WA EXK)L (ADRs) X, infusion-
related reaction TH ¥ . Z D% < |ZHAEE H5-FFIZ3 8L L7, Infusion-related reaction M 3& HiAH
FBIXREEHEZENRLIZEICEAD L, 7870 8EIAEKRE% T 1%RM TH -7,

NHL BE 265 L LR RBRIZ BV TR 30~55% D ABE N, 72, CLLEEEZ x5 L
LU 72 B RFRBR 12 3 TR 30~50% D FEFE D3 | JERYYE (EI2, flE L OV A LV R) 238 LT,

O @A IS IR SN - BE R EMA ESTILTO LR,

+ Infusion-related reaction (¥ kB A HHEMRRE, ESRBIERIELZ GTe) 44 &
JRYYE 4.4 2R
DIMEROFES 44 58

ZOMOERE/: ADRs & L THE I NZFLIE, B HMHFROFEEILL T PML Th D
(4.4 /),
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~ 7% 7 WA R & OPFREIEIC L 0 S Sv7e ADRs OBE AR 3 ICEH T
%, FBUERE L, [FEFIC M (very common) | A3 1 /10 FILL £, [—f%# (common) |
23 1 61/100 BILL_E~1 5i/10 BIAT, [—/#ATiX72v (uncommon) | 2% 1 £1/1000 B 2L~
1 f511/100 AT, TE40 (rare) | 23 1 61/10000 LA E~1 $1/1000 FIAT, [FEFIZEI (very
rare) | 23 1 61/10000 FR, A FIAAREZRT —Z 0 bHEHTE W) EER LT, HE
FIZZNV—b L, EEREDNREWVERDLIRNEZIZW T,

AUEIRGE R THE DO THA S 372 ADRs IXEBBEE 2 RH TE2nWizd, [RIA] IZ5#E

L7,

£33 YITESHABR MBRESERZRELDHRAREICLYEBEREZIT o NHL XY
CLL BEDRKRABRRIFEERTHRHAE THRE SN ADRs

2B FEHEIZ — AT
e i —fREY 720n th FHEITEN B
REYLAE 38 KO [ MBS, 1 |RuiE, %, HEE U AV |PML
FAE HE IV ARG | TRWERME, AREGL 2 ==
B HRIEZ, "R —FVAFR -
SV A/ CN=N < rvay
e, FRIKARH D
B, AR
WK, TEIA
ez, B AU 2%
!
MAEFB LY | GFPEki e, (#im, TPLmEk | Em s, BAe M IgM fED |8 % k4 ER
VRRIEE B EREAE, |, TR | R RER N, & —IRpHy 72 53 | BUE 3
R B i R | BRIV SE Mg, V>
P E i) /N HiE
MR iE
S REE infusion-related | EHULE T T 4 7 X | FEE R BT | B A
reaction*, Ifl & D BE VA N A | AT /s B
TN >R O A B (IR 4
4 Mg
Rtk L O e M A EE Dl
REE DRI,
BRI V%%, LDH
EHL BRI Y
7 I LSE
EEE PRSTTNE LT LS
i
RRIEE SERIEAE , RROEEN | M AL KM= — =2 —m N
JiR, TR, AR o XF— FHil | T, REEL
N IK=E AN PR R JBL S 5
REED F
iz
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ZER FEHFIZ — BT .
. iy —fREY 220 Fh FEITEN A~H
IREE VRS E | RN HIE O H I K
x 3
EBLUXE g, Him a2 5
REE
DR E FLHAEZE 4 o, |MAEEAA, TR |EE O LRE | DR
IR, 0 | EMESR, L |ES e
FMED, AEAR, O MR, ik
e DE ., O
. #RAR
M REE L, ST MmAgER (FITE
R, R+ JE) . BBk
T I 45 4%
ek g, MRS SUE SRR 4 MR PAZEMERD | TR MERTER R 7 | R B 4 iz
X Ot E W i, M | U S g% i
A, PEUREEE, | E. REBRERE
BEWRIE AN, =%
E) e D Mgk, T, 8 | RS HbE 2L 7
Y. WEFREE,
AR, TEFL,
HIL R R, ARk
A=, MHEAAIEL
BEREROET | 5 FEAE. 5 |SWE, 38T, HE O K
FERRREE %, WEE W, TR KRGS, AT
£ L =TV AR
a vV E
B hEMERE
¥ OIE Rl R E
(Lyell’s i &
) 7
HEERB X AR LA,
[0 Rod <R 15 Jm. BAEIR. 7
= TR BRI
E 3
BEBLORE B4
s
— R FEWR B O (ESE. WL, [TEAEMOE
BXOREE | E. FR e, JERRE
WARLIN: BERE, T,
W, L IHas
N
ERERIRE IgG fEIK T
& FREICDOWT, FEBUFE XA TO grade (BEDDEE) ZHEFH LR, [+ #0007 AGEEEERFS GLiBE s
FLUED grade 3 LLE) OB EZEH LT-, BERBROLCTHBESINTRED BWREBEEDORZZHE L,
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BRI FEFIZ —RXB T . -
e g fibdEN] 720n Eh FEEITEN B
1 FEMEAL R OWIEESe 2 & e, 38 XU EEEYE CLL 12xHd 5 R-FC JRIETORIEE IS,
2 DLTORIMEDE LM,
3 DL TOmEFiaEERISDE SR,
4 LLF @ infusion-related reaction DIA & 2R, I TEHFINRE STV D,
5 RIS E O JRE K OMER, ~ 7 & 188K TH%EH B Ic s8],
6 T, LEBEAETLIRERVUILEEEZH T HLFEFIEEZIT - 2 EBE CTHR I, 1T & A EOFESIT infusion-
related reaction & BEi# L TU 7=,
7 T HlEE T,

MR CAHE SRR L LTS S22 e & i L T~ 78 7 RGOS TR 3
% ST D e o o BGIE MR, AP BRI 2 1 O JRYWIE, IRIGRYYE . R IEE
RETH o7,

Infusion-related reaction % /RIET 2 JREERCHEIIL, BEARRBRICEER SN2 BE D 50% Tl
HEIh, VIERER PR S, W, BERGH% 1~2 R CHER SNz, FERIERIT,
A, BETHoT, ZOMIZERD LAVAERIT, WL, M RE, KUE SR, mEH, &
Do, FIB/ERIE, 57, 5., WHEEHRITMUE, Mk, 2 D FEE, &R, MR, mii)E, R+
PEOR A, TE(EAR R, M) 0E & OIS f e e O ek Th o 72, HIED infusion-related
reaction (XUE SURECIRMLESE) 1THRK 12%DEFITRE LT,

ZOMIZEBI TRD DI BERE LT, LHZE, RS, MiANE, Sl i i
WA RS D, RFEFID HIRD LIV FROE, 5 - MR ORI EE O DIEEE (A4,
DFREZE, DEAE)) 7o & ORBOME HiKE, ZiEas R, EEREEER, ¥4 b
T A VR HE R, B R A M ORI B3 AN ST 2 03, S8 BB 1R SRR BB S
R CTH o7, EyEREEER O BBE 1T, R EZERD ZL12Eb L, 7 & 71H%K
(PEREEZETY) @ 8l H &5 TORBMEEIL 1%KiH TH D,

FFIE D N D Gl
JECNE

~ 7 71X, 70~80%DEEFIZE VT B Mild 2 A58 T 508, ZiuT o EE Iz T
7 a7 ) e & BE L CTu,

HARIEIZE K ORI o ¥ X RRYEIL, T v X MERBR DO~ 7 TG EE OB T s &
iz, BEREOBPEX, v~ 78 7 HAIRG 21T I BEOHN 4%ICHE S TnD, v 7k
T HERPIRIE O 2 I & SRR EI R A L U754, grade 3 XUT 4 OIRYYIE & 5 Lo RIRYLIE
DFRBLDHERFRIE TRED o T2, 2 FEROIEEIRICRS W T, BYYEICBE b 2 BREFEME T 20
STz, BT, MOEER D A NV AKYEOFBL, B3 IR~ 7 7R CHRO b
. BHIORTEERBDTZ, ZNHOEBREDEZLIE, ~7 &7 LLFHFEE L& OPFHEE X TE
MR 2 52 1 TNz, ISR U A NV ARYSEDRRIEL, ~ALZAT A LA (A b A
HagANVA L KEERIEE T A VAR OB~V T A JVA) | IC A NVA (EITHS
BMEREME (PML)) KONCHFRTH 5, B3/ FRRICKTT 2 FHRIER IZBUSER 72 PML
BRI UIZEEN, BERBRICBWLTHRE SN TWD, BERFFRNSEIEME(L L BE DN HE
S, INHLOBREDOZ LT~ T | T EMGEEELEEEO O FIES T STz,
PR TR MED CLL BB IZEB W T, grade3 XUt 4 @ B RAFR BB HSEE (FIEMAL KL O]
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[EGY) 1%, R-FC JRIERET 2%, FCIEIETIX 0% THh - 7=, 1BEBHLERTIC AR RIS AR
LTWEREIZBWT, ~ 78 I7&5I12L0 ., AR VHEEOHENRD iz, KEGL1HE
JoAMERIZB W TR L, < OBEFEITHIVGETH -T2,

ML FHIH Z I

~ 7k T HAEZ 4 BEHRGT5ERRBRICBW T, MKFRE DD OBEITEEL
723, S ATRE TR METH 72, FIE (grade 3 Xt 4) OAFFERAEED 4.2%., &Alfl
25 1.1%, M/ IR IEDS 1.7% D BE IR LT-, &E 2 EMO~ 7% 7 MR REm iz
BT, HERPRIERE & BB BIERE 2 b L7254, AMERAE (5% vs. 2%, grade 3 X
1L 4) KO ERJEAE (10% vs. 4%, grade 3 XIE 4) OFRBBEE DNHEEFFIERE TR - T2,
I/ RIS E DR BUBEFE 13K < . 2 DOBEMICEIL 20 o 72 (1% A0, grade 3 XL 4), ~
T T LA L OOFRIEICET D ERRBRICB WL T, LFEREOROLE L il L,
TR O grade 3 X% 4 @ [ MERAE (R-CHOP ##1% 88% vs. CHOP &% 79%. R-FC &
1% 23% vs. FCJ&1E 12%) . IFHPERIAIE (R-CVP J&E7E 24% vs. CVP &% 14%; R-CHOP %
1% 97% vs. CHOP J&{E 88%. AR CLL AT IZ%F9 % R-FC ¥k 30% vs. FC #iE 19%) .
LIMERE CRIGHE CLL FE 1053 % R-FC J&1E 3% vs. FC IRIE 1%) OFRBHE N, <
T T LA L O RRIEICB W TE Do 2, i TPERIBIE DR B ALFRIED B D
La Lk L, ~ 7T LeFEEE L OPFREE TED o 203, TEYYE & OV A BUE O3B
BREE LITBHE L T oo, £, RIGHE., KOWHEUTENEMEO CLL (2T 2 R
BRC. R-FC JIE TP ERIBVE 2 R BL L 72 BB D 25%I28\W\ T, 1Rk, 4F PERJRAE 23
R eE L (Bl 51 24 H B D 48 H H ORI ERE DS 1x10° /L K) . Fiz, &
SV P ERIE (4F TP ERIBVE 235 kfse L T W X 42 H DLRTICIEE L2 BE BV T,
Bt 5-1% 42 B H DABEIZAFFERERDS 1x10° /L Kif) #2388 L7c, A2 DWW I BLEEE O
ZEITHE SN TV, —HOBE T, BRI N~ 7' 7RG T 4 HLREIC
FH LT LN ME SN TWD, RIGE CLL & 2558 & LR RBRIZH VT, Binet 4y
A C DB Tl FC IERE & bl L R-FCIRIEREICB W TAHEFERORELN L > 7= (R-
FC #&1E 83% vs. FC 1L 71%), PR SUTEHAYED CLL x5 & LZERREBRIZ VW T,
grade 3 X% 4 DI/ FED, FC HRIERE (9%) & H#B L T, R-FCHIERE (11%) T
<#HEINT,

INTovya hb—bh~vruarzar ) ASEEEICH TS5~ 78T OEERBRICBW T,
TREBHAATE . WREHRE MEREIC B 3 5 — R 22 ME 1gM E EA-DSHER SN, Z O—kF1
72 IgM il EF1X, @ 4 » HUNIZR—RAZ 4 U ETHIE LT,

LB RDH EMS

~ 7% 7 HAIDOEKRRBRIZEB N T, LIMERDOERN 188%DEF THEINTED | K
I E R OV ML B 5 HL 03 % v~ 72, Grade 3 Xt 4 OAREER (LM, ES=MHERE
Gie) AREL U EE KOG HRITHOUME 2 388 L2 B B ST 5, HERPRIE IR
D grade 3 XIT 4 O UMEFEE OB 1T, BIRREIEHE & HEFPRIEHE CRI%S CTh o 72,
DBZ BT 2 F580 L, EHERAFFER (LEME), OAREZE, A O0ERS, OEM) &L
THE SAU, HERFRERE Tl 3%, IRIEBIEIETIX 1% ARl Ch oo, ~ 787 LTk
OO HBRIEICE T 2 R RBRIZIB VT, grade 3 X% 4 OREIROFEH L, EITHARKL QN
s, O EAE O EEMEREEIRTH D | FEBLSE IS CHOP JEIERE (3 i, 1.5%) & Hhig L,
R-CHOP #t (14 #il, 6.9%) TEr-oT-, ZNOHE2TOHEIRKIL, ~ 787 HEIZHES . UTHE
B RRYYE, A OIEZED X O 2R IEIRKEE . ST G-RT LV A T D R AR M OV A8 R TR
B & B L Cuh /2, R-CHOP W#IERE L CHOP JRIERE L ORI T, grade 3 Xt 4 OLAE, L
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FIAE K ORI IRPE BB D EAR & & el oD DR 5 D FEBRIZ 1T 7252 > 72, CLL {238\ T, grade
3 Xt 4 OO EORBSE L, RIBEH (R-FC L 4%, FCHEIE 3%) MOVFFE T
HEIRTE (R-FC J#1E 4%, FCHRIE 4%) ZXI% & LI-RRABR T, WIhbiEro7,

IR g R
FYEPEIGZ B D TlE, —fOBE TETAHRE SN TV D,

PIRE R i

TREHIRI T (£ < 28 R-CHOP J&IED 8 A 7 )V % AT > - FfRE N) . R-CHOP #& ik TIAHE
L7 DgnE ROV A7 KT 52HT 2 4 6] 2%) IZ8WT, # 1 B mieFERNE
Jibd i A5 B & RSB U 7 Al oD AR ZERRAE DB IZ D\ T, RIS K D 213 B o 72,
—75C. CHOP BERE CHIMAE BT 2 FRAZRBL L7 3 6] (1.5%) 1%, BN Iz
SaFEH L2, CLLIZBIT S, grade3 XL 4 DFRRIEEDO B X, RIB¥EH (R-FC
HEVE 4%, FC L 4%) RO UTEEAMYE (R-FC #1E 3%, FCRIE 3%) X% b Lz
FERRER T, Wb o7z,

AR VB MIERE R (PRES/RPLS) A 38EL L7 BE MG STV 5, JRIE ITSER
L mIMEICBE S D AT Wb 67, RS, B, BIE, ko2 k<Th s,
PRES % RPLS ®#ZWrid, MOBEEZWNIZ L 5MEZKHNPLETH D, ENH - 2B
TlX, PRES XUXRPLS DV A Z KT LE 2 5N TWDHEEOREMEEE, BiEL27ED, %
FENHITRIR L O AL FEIEDS T ST e,

B GEE
R VAEBRICBN T T 7 2% 5 L —#oBE T TICORN DM
BRADPRO LN, ZTNHORFOELLIE, ~ 77 2 bFE LA L Tz,

IgG &
PR SUTERNRMEARIME Y A X SR & LTc~ 7| T HERHRIEIZ B3 2 BRI I B W)
T, HEIBTRBLZNE M OHERFIRIEIE O 1gG HREDS, TEMEEARRIER (ZIEFE FIR (LLN, 7
g/L Aiii) % FREI-7z, £D%, BIGRBIERE TR, 1gG T RAEN LLN % L[> 7223, #EFr
FAERE IR D £ FBMZRBO RN o7, 2 FFOIREHIRI S, HERRIERET 1gG BN
LLN % F[al - 72 BE TG 13 60% T, HEIGHRBLEHE TIIUE T 2BICH - 72 (2 K12 36%) .

DEDOBARREROLRRIZE D & T TIBIREAT oI/ NEBE BT~ mT )
MAEDFED BV, —ETEIES TH W R OMRE 7 v 7 Y Ui RIENLE TH > 72, /MR
BRI 2 RO B Mlaiie O EIAATH D,

ARG
LR b I % AL R BIERARE (Lyells FERERE) RURT 4 —7 2% - Y2 v
U AERREE, I EMICHRER BB,

FFEDBEZLEM - ~ 7t 7 HAEE
mEknEE (65 mLL k) ¢
4 grade M\ grade3 XX 4 ® ADRs OB, mliniLE & NN OEE (65 Wk
lili) TR TH -7,
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N EQR YA
METVIREND HEE T, DSIRXVREN 2 VEHF L T, grade3 T 4 @ ADRs
FHBE N E -T2 (25.6% vs. 15.4%), 4= grade @ ADRs R BB 1T 2 >0 BEEM TlF
HRThHot,

G
~ 7T OB X D EIRE T ADRs NS SN2 B EIS 1T, YIRTEERIC ADRs
DE SNTBERE LR TH o7z (4 grade KON grade 3 XL 4 @ ADRs),

HFEDBELEN — ~ 7 7 R

i ERE (65 WLl E) ¢
KIBHE, HDWVITHEHSUTEEENME CLL BEICEBW T, grade 3 T 4 OMEKE Y X
RO EFGORBUHE Z Sl BF LN OB (65 Woklil) &l L7256, miiniE T
BN o T,

DLBCL/BL/BAL/BLL ®#%8k

LR 7 7 7 A DB
RIGOHEITH CD20 Byt DLBCL/BL/BAL/BLL O/ (6 # HLLE 18 3 Am) (2%t
L CHE S -2k dkE, 4—7" 2> 71 7 % Afk, Lymphome Malin B chemotherapy
(LMB) &~7tZ OO0t H 0 IO 72 L odRBR N Ik X iz,

~ 7T 2 ST/ NRESE 309 B2 MRS REMICE D biv7e, LMB BSR
EL~T7 v IO A Mo, ATHREE S — P TRE S NL/NREFIT 375
mg/m* BSA O & TEF 6 [, ~7 &7 Bk G Sz (LMB AF — A0 2 DOEA =
—Z2ADZFNFNIZ 2 E], K2 SOMIED a—Z2DZFFRIT 1 [E]),

RIBWEDOHEITH CD20 By DLBCL / BL / BAL / BLL O/ EE (6 » A LLE 18 mEAi)
D~TETDRENET a7 7 A%, BAD NHL, CLL BEICB T LMozt 7n 7
7 AV EFEEE, FEE, EEEEA —EL TWs, BFERIEICINZ ~ 7 7 2P LTS A, L
SEPERYE RN & bl U C ERYYE E 2 B 2e) 2 BT A X2 O U A ZHME b 726 LT,

BAER U 7~ F Ok

L7277 A A DR
B8 ) O~ FIZBIT D~ T T OREEET 0 7 7 A ML, BERER M OMLTE B8t TR
DBET —ZITHESN TN D,

HEE LK OEEORE ) v~TFEBE RA) T~ 7 87028 7Te 77 A V%,
PUFICERT 5, AR CIX 3100 Bl LT 1 22— ALL EOIBER THIL, 6 % A
5 5 M OB Tz, 2400 BlIZKR LT, 2 2—RLL EOE#ENTTHOIL. 1000 B
(25 Ela— 2L EOIRIED T oLz, BERE®% O EMEFRIL, ~ 7 & 7 ORI O
TRENDIEERSERL TS (4.4 5H),
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BEICLTE, A M RLEY—1 (10~25mg/ifl) &ILic~7&F 1000mg % 2 #H [
T2k E Lz, ~7&TE, AFLTFL F=Y 1 100 mg #HARNEGD%KIZHRE L,
EBICRATL F=Y % 15 HEHS LT,

HERIED 5

HELTEFRER4ITE LD, BEBE X, [FEFICT A (very common) | 23 1 51/10
FILL b T —f%E9 (common) |73 1 511/100 B LA _E~1 51/10 B A . [ —#& 9 TIi% 72> (uncommon) |
25 1 1/1000 BILA ~1 /100 FIATM, [E4L (rare) | 23 1 $1/10000 #1124 E~1 £51/1000 54
i, [FERICEI (veryrare) | % 1 /10000 BN & LTz, SEEEIC 7 V—Tb L, EEME
DEWERD HERWERICW T,

~ 78 TG K D A BB & WA E UG, infusion-related reaction Tdb 5, BfIR
ABRIZI51F D infusion-related reaction DFEELHE 1L, WIRIFEGREN 23%TH Y, ZDOHOHE
H.Cl3igd L=, B 7 infusion-related reaction |3 —f%X U CTlL72 < (BBE D 0.5%). FIZW)HA]
BeHHFICHER SN, ~ 78 7 OB v~ F x5 & U ERRRER TRl bz A E i
WINZ T, EATHESRIEAEME (PML) (4.4 288) KOG G, BAEIRTE% I H
HINTWD,
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x4 BEHIITFICRHLTY TS 2B 5 L-BEORRABREUVRERTRAZICE T
BESNEEPEERTCOER

BERANE | R — st e £n FETER
RYE B K OVF | BAUERES:, IRER | KB S5, ml e PML, B RUiF%¢ 5
A HUE R *®, Bk, B &ML

SFi
mMEBLGY U HRERIE E ! T M A R BRI | VB ARR B
RERREE DIE 2
R REE Sinfusion-related Sinfusion-related
— & FIEIR B | reaction (FHIfLE, reaction (4 & %
X OB EERAL D | Fls, FB, FEE T, RUE SO
R I HE. HRRIB. g MR, MEBEV
WEEE U, 13T JEE ., I AR M
D AR, S48, fili, A8 ORE,
IR SR, T Tr7 4 7%y
WHEH R . KRR —TFT74Tx
filE, ALEE) T HEBROR)
R#BLORE HalL AT o —
EE JVILE
ErRRE PRSY TNV N3
R REE GIERL PERKTE . P EN
TREMED F U, A
BRI
DgEE P iE DA | LB AED
) T N ST 1
FEIE
BEE HIERR. T,
HREEVE, NE
MBS, HIE
By
KEROETMH JiE Hh T T R B OE
MRpEE FARIE (Lyell’s SiE
BERE) . AT 4 —
TR ary
VHEMERE S
HERRER BA i 9% /B RS
Y. B BIHIZE. 18
RE%
ERRIRZE IgM {EIKT 4 IgG AT 4

1 BRRRBR CEMR 22 ER R T b oA 2SS < B BUBE,

BUEAR BRI I D < FREMEEE,
B G & 72138 5-Bi 4k 24 BERET LA 38 B U 72 i BL T @ infusion-related reaction % 2, Infusion-related reaction

L BSOS ORER & UL TRO SUIMEEFICER LEBR T E X005,

EM 22 BRR A TR oAt E &,
FECH & T,
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D& LG
R —AD ADR 70 7 7 A WX AIERFE 2 — A TRO LN b D LFEETH - 7=,
Hllal~ 7k Z 5% 2 — A D4 ADRs FEHIL, Wil 6 » A THRbE L, ZO®%EA L,
Z OfFANL, FIT, BERLE 6 » A MICEEICR T 5 infusion-related reaction (F][E]15HE =
— A W%%<%ﬁ)RAm%&@@%ﬁK@ﬁﬁéo

PFIE D Z RS D gl

Infusion-related reaction

FEARRERICBWT, ~ 7B 7 & ERICHR S EBEICHREBL L7 ADRs | infusion-related
reaction ThH 5 (F 4 M), v~ 7 & TR AEIT o7 3189 Hlick T, 1135 61 (36%) 731
Ll _E @ infusion-related reaction 2381 L. 3189 fil+h 733 il (23%) Tix. ~ 7 & 7 H]ENA
P — 2 O] EIH 51238 T infusion-related reaction %8l L7, ZD#H O 5 TIX
infusion-related reaction [X/ U7, ERRFBRICISV T, 1%A0m (17 $1/3189 fil) DEE T,
L 7 infusion-related reaction Z 3L L7273, CTC grade 4 } ) infusion-related reaction (Z &
K3 B CHNTRRD 22> 72, CTC grade 3 ODFLOIRILE, TELK GBIEL D D720 ERA
TOIRPEF IEIZD7273 % infusion-related reaction X, {A 2 — A & KT L, 3 =
—ARURBITENTH Tz, JVaalFad NEIRNEGICED2 T VAT 1 r—va v
IL. infusion-related reaction DFEBLER L NEIEE 2 A B S w72 (42 kD 4.4 BH), E
T2 7273 5 EIE D infusion-related reaction 73, FIEIRTFEZICHE STV D

~ 7T ORMEBEG T 572D T VA v SR EBRIC B W R EEN D EEOTE
FEDORHET Y v~ F BE T, IR F RO 24 BB LLNIZ B 72 infusion-related reaction %
RO TZBEIC L~ 7' 7 2 K G OHE M Z AIRE & L=, RA X 54 rroil
Al CE & 72 infusion-related reaction Z 3L L 7= Z & N 25) % BEITRER ) 5 FRSS L 72, Infusion-
related reaction DIEHUBHEL | FHAH, EIEEIL, BECHRDOLNIZBDE =L T\, EE
73 infusion-related reaction |32 & 720> 72,

~ 7 TIBEEETO, BYYEDORERIL 100 BE - EHZ0V K94 ThH o7z, KRYUED
ZIRENSTEETH Y | ERGERYIE K QIR BEEGE CTH > 7=, EE X IIHIAEYE
RPN 5 5= D AL D3 A B2 70 JGIE D FEBLZR 1T 100 BE - FEH7-0V K4 Tholz, ~7 BT D
VIR LEEHAT L 2 B 2R ERYYE ORBL EFITFE O b TV e, NRGERGYE (k2 &)
NEEERBRICBOTHE SN TRY, ~ 72 7R EGRE L AR CRBEORBHEE CH -T2,

FETNT D72 N D T 22 B ié’%ﬁﬂuf%%&ﬁbfﬁ%ﬁ> HOERERICT A ~T T
BHRZRICHE SN TWD, R ECIE, B Y v~F, @mic/MEA cCoeg Y 7~ K
—F A (SLE) MOMERNEGEND,

FEARTF U N EITR LTS EE b FIRE L ~ 7' T OPFHRIEIC X DR ET
STZHRET, BRFROFEENRESN TS GERYF U v oYEE2 5 M), B BT
FEHALIZ, ~ 72 TR 521702 v~ FBFICBWT, D TENTH L2 0NME X
nNTns (4.4 28),
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ol BRSNS
HEROEOICORBL, ~ 7B ZIREEZToT-AETIH 100 BFE - FH70 1.3, 7
TERICLVIBEEIToEBETH 100 BF - FH7-0 1.3 EREINTWD, Dkic B
THHEG (RFEL NI, BEELFSR) ORBUBHEIL, BV ELESGICIVEML o7,

PEFEF
A AR BAE VB IMAE (PRES) XX mlafifEt% AV IERE BERE (RPLS) 235 S v T\ b,
JRAGE R OVEIR T, S IILE S B 2 SUZRIE L2, R REE . 5HE. BIE. MO HuRE
DEALTH 5D, PRES XL RPLS OZWITIX., MOBEBEBENIC X DMEZMNLETH D,
WENH -T2 HBF TiX, PRES XIXRPLS DU AZ KT L5 2 5TV D HBE O IR A,
LT 2 786 S INHI ARG & O AL B FRES i T STz,

L R D
IFFERIBAEIZ~ 72 TIBRICB W TERD bil, DL IT—RHTH v | BEIEE | TRE
XIIHEETH - 7o, HFHERBAIEX, ~7 8 78508y ABICHLRET D REENH 5
(4.4 &),

i Rk EBR D 77 & AR kR LI AR (2 35 1 F B EAE DA ERIBVME DR BT, ~ 7 & 7 &K 5it
2 0.94% (13 f5/1382 f5)) TV . 7T EBRETIZ027% Q2 /731 f5l) THh-o7-.

FE DB FEVEAS TP BRI E N OSBIENE 0D 4 T BRI E 2 2 Lo it BRI E 78 | BGE i FE 1%
IZ, ENTHEHLL2PWME SN TEY . —ERTESERRIRYYE & BE L T/,

SRR O TR
M2 55 b b 2 ML RS BEBARIE (Lyell's JEGERE) HUAT 1 —F v A« U v
VRGN, RIS ENCHE R B B,

B R BN 5
A ~r7v7 ) fE (IgG Xix IgM M IEFE FIRAN) 25, ~7 v 7158 E21T -7
Y U~FHRFE CTHERINTWD, 1gG KM T IgM ERERIIZ LV | 2T OMYE TE
BRRYYEDRBERIIER Lo 7- (44 28R),

DD BAFEREROLRIZE D & v T TR EAT oI/ NRBE BT~ T mT )
MAEAFED v, —EBITEEHTH Y RYDOGE T 07 Y iR RIENLE TH -7, /MR
BEICRT 2RO B Mldiie O EIFRATH D,

23 M E RVENFIESE (GPA) M ONBEPRERRYZ 81L& 9¢ (MPA) DR

JENNZ F51T 5 EHEE A S (GPA/MPA #05% 1)

GPA/MPA 3Bk 1 1235 T, GPA & O MPA (2% 2 B fpaE Ayl & LT, B 99 i3~
77 (375 mgm?, # 1[a], 4 B8EFE) L7 vaarTaf RIZXsipEE%Z07- (5.1
S,

~ 7w TEERHCEB VT 5% EOMEETRI L, MREEL Y L RBEBEEOE - T-HE
FBEFES5ITRT,
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&5 GPAMPAREER1IZEVNT, YTEITEEBRELEBRABED SBULEICEWTHRELLE

PEERIS. RUMBRBELEBR LTS RBLEEYEERIE (6 n ARR)

FERIE PIE 4
HEFL (n=99)

RGE S & OB U

PR R G 7%

RE IR 5%

GIRINION 5%

PAGEEDS 5%
MR LY v REE

i/ IR | 7%
REREE

A I A R R | 5%
KRB LOREESE

7 U ¥ AUE | 5%
FEREE

FHRAE | 14%
MR REE

FEMED E W 10%

bindiile 10%
MmEREE

& IfLJE 12%

AL 5%
FERER. MERIS X OMERRRRE

P 12%

- ) 11%

S i 11%

5P 6%
BBEE

A 18%

EE{ANI=S 6%

5% 5%
BB L O TS

R 7%
HEBRREER LU A AmRES

A 18%

B i 15%

RG] 10%

iR T 5%

AR 5%

VY 5%
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BERIRSE P DS S
HEFZ (n=99)

— R H R X OB G EAL ORI

FRY 7 | 16%
MR A

~NE S B E U \ 6%

JENNZ F51T B FEFFIELS (GPA/MPA #05% 2)

GPA/MPA 3B 2 1233\ T, BEEZRTEEIME GPA KON MPA DK N BFE 57 )3, B iR
EELT~7 T 2&E5EaNnE (5.1 2R),

#6 GPAMPARER2ICEWVNT, YTt SERELEHAEZED S%BULICTEVWTHRR L-E
EERG. RUMBHRELBLTEKERLEEDEERS

FERRDHE U o
WA EROE ! (n=57)
RRYWER L OV B
ENES S 14%
BR 5%
FRR R, MBI K OWERRIRE
WP e | 9%
B E
T | 7%
— R 2H RIS X OG- AL DIRE
P 9%
A T NT PR 5%
AR VEE I 5%
HE. PEBIOLEAIME
Infusion-related reactions’ ‘ 12%
1 Infusion-related reactions OFEANIL, THEE DY A ELUSTEIT 21 &M,

BRI 0 7 7 A T, GPA N OMPA &0 H C R BRI L TN SN T
WhHS TR TORENT T s A E LT, ~ T TRED A% N TIRICE S HEE S
FHE LT, ~ 7 IBHOAEFEROEELIL, ZTEAEDRREIFEETH-T-, v 7k
TR CERN e A ERFLRIIRD Lol

MM ER G LW ST £ L. infusion-related reaction & ONEYYEE CTdh - 7=,

RHIBIES (GPA/MPA #4% 3)

FEW 72z arBlga BRIz B T, GPA KON MPA B3 97 f5I73 . [ Bili O AZ YER 22 95 I OV
IZESE, ZEAFH~ 7B 7L 20K EZ T2 () 8 [l G.[#iH 1~28 [A]]), 2K
W7z elE7 e 7 7 A vid, RA LTYGPA XTUYMPA |23 L CTHESLE N TWD YT T D%
BT Ty ANE B L TEY, FHOEMAEERISITRD bivieiroT,
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NI

HERREME GPA £7213 MPA BBE 25 BlICBWCTA—7 0 T UL, BARERBR N Efifi S
7oo BROREBRBIFIL, 6 » A OEMHE AW &R 18 » A OB <., K&E 4.5 FH T
RENT, BEMET, EMoHE T T IN G I Q5EId 17683~ 7 1T 0B
N5, Mo EMEEECIERIBROMERANTR I (5.1 2]),

FEELEDN 10%LL_ EOFERFEGNEYEERIL & e STz, WA ERSIZIE, LT
GNEENT  BRYYE (S AN 17 61 (68%) . RBRIARKI 2K 23 6] (92%)). IRR (&
B AT 15 1] (60%) . REBRIIFEIEMAIC 17 B (68%)). 8L OUE.L (EAREAHIC 4 5
(16%) . FRERIIRHIAARIZ 561 (20%) ),

R, ~ 7T oRe T e 7y A Vi, miEEAMICRE S bo L —&KL
T\,

/N GPA F721E MPA BE BT A~ TS OELLMETa 7 7 A4 0iE. RAD GPA F
721X MPA 2 & AR S 72 B OB R B OREIMEICE T A BEmOZ 7 e 7 7 A )V L
B, FRrE, BEIEES L Tz,

FFE DR Z RIS T2 15

Infusion-related reaction

GPA/MPA B 1 (e N BRE T D EARE ANEEDORRIRER) T, infusion-related reaction
BMEMAT IR ERIC IV T, &5 24 FERIDINICREBL L e A HEF LR CEMAAER 5
K%@ﬁék%%bkﬁ%?%ki%éhkov?ﬁ?ﬁ&@éhk99%@5%\uﬁﬂ
(12%) 1T 1 4LL @ infusion-related reaction 3 FEH. L 7=, 4T infusion-related reaction %
CTC grade ® 1 X% 2 Th o7, FHBHE D E V) infusion-related reaction (X9 A ~ A1 > Jik
HREGERE, AL, MHEHRSE, IR ChoTo, ~ 7B T, IO DOFROME R O EEE

%@ﬁ?éﬁ@?wnnw%ﬂ4Fkﬁmbf&ﬁéﬂto

GPA/MPA Rk 2 (BB 2B DHEFPRIEDERIRERER) ©, ~ 7B ZHOEEZED 7 4
/57 B (12%) 23072 < &5 1 LU ED infusion-related reaction % F8 ¥l L 7=, Infusion-related
reaction DIERDOFELEIGIT, HIEIEEGH, FPEERGZICRE b E < (9%), ZDHOE
HEFXME T L7z (<4%), 4T infusion-related reaction OJEIR [FHEE THELTH Y | 1T
& A EOFEGEPIRE R FIIERER . LR L OWMERRE S MOV L O PRk
ThHoTz,

GPA £7213 MPA O/NREFE 255 & LIZERRRERIC I T & S 4072 IRR TSI
FETRD LI B (32%)). ZDtk, ~7 & THKEDEF L K & i@ Lz (2
B H#5 20%. 3 M HEKYS 12%. 4 [FIE&ES 8%), FAREAMICHRE Sk b —ia7e
IRR JEMRIT, BESE. %92, RIREB L O (KIER 8%) Th o7, BIZZ S 7z IRR DIEIR
X, ~ 7T THRES 2 GPA £7-13 MPA B THIS LTV A HER L L L Tz,
IRR O R¥:d grade 1 B LV grade 2 TH Y, HIETIL7ZR\ grade 3 D IRR 73 2 388 H AL,
grade 4 F 7213 grede 5 @ IRR [T E SN2 o7z, EHEZR grade 2 D IRR (GRFEIZ L D IHK
L7c SR 28 1 Bl S (44 280,
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GPA/MPA 35 1 1238\ T, JEYSE OB X, FEFAD 6 » AR T 100 BE - FdH
720237 (95% CI 197-285) Th o7z, BYIED L 1T, MENLHEETHY ., EXUE
JEYE . RIS L QR BEIEYIE Cd - 7o, B 7R YYE DR BT 100 BE - F£H7- 0 19
25 Thote, v~ 7B TEEHTROLEZHE INTEEREYEIIMETHY | HBLRIX
4% T o717,

GPA/MPA 3R 2 IZFBW T, ~ 7 ZHEDEEZ D 30 61/57 5] (53%) H3EGYIE 2 R EL L7,
4 grade DJEGE ORBLEI S 1X, WAL CRI%E Th o 7o, JYYIE O BEAE B IX I T
BECTHoTZ, ~ T v ITHOERBYYEIT, FRGERYE, HBR. R, KOS
Thoto, BERBYYEORBIEIA X, MM CRI%ZETH-72 (W 12%), ~ 7 I7HICE
B EEREGIEDIZ & A SITRE THFEEDOKE LK Th -T2,

INROBEELREENMED GPA BL O MPA BE Z x4 L L-BKRER T, WM& S
YD 91%ITEE TIEAR < 90%I TR & P72 5 7~

AR Tl b —fRINTE > THGYUE IR D L B Y TH D EXIEKYIE (URTI) (48%) . A
YN Y (24%) RS (20%) . SAHEEZR (20%) . TAUEREGUE (16%) . @b
(16%) . 7 A /WA URTI (16%). HORGE (12%). BR (12%) . WHEAEK (12%). R
KRYE (12%) , EEE/REYLT 7 HloBE 28%) THESN, A7z H QFlDH
FH 8%)) BLOTFTRERKYE Q HloRE 8%)) Nk bHEEICHEINIZA X e LT
HENTW,

AR
GPA/MPA iR 1 IZB VT, GMP X O*MPA IZxf L C~ 7B I 083G SNl NBEICER
D EVEIES OB T, IR TIR T L2k (ReRIEG] o BRI R THE) 100
BE - FHT2D 200 Tholo, ¥ LRBBEE BT, BEEEORBLIL, LIATH
S 72 ANCA BRI AR R BE OB L A CTh o 7=,
INEOEERRERIC IV T, &K 54 » A F COBEHMICE W CEMEEEITHE STy

RN,
oMl BRSNS

GPA/MPA Bk 1 128 W T, DIRICBEE T A F50%, FEFED 6 » AT, 100 AE -
FEbT=0 #1273 (95%CI1149-470) Th o7z, BEELFRIL100 BFH - FH7-0 2.1 (95%CI

3-15) ThoTo, b E<MEINT-FRIL, FHIK (4%) KOLEME 3%) ThHo7lz (4.4
ZM),

PEFEF
H OB ERIZ I W T, A MR ATE I E  (PRES) X Al a4 t% (1 ik i i fi
(RPLS) ZFELL 72 EBEVNME STV D, JMEUIERIT, & EICREED 5 Ty
Wb 63, RIREE, SR, BIE. BRI Z{LTH D, PRES XX RPLS D2 KX,
M DEEZWNC L DEEZKPMLETH D, MENH -7 BH TIEL, PRES XL RPLS DY
A7 RFEZZ BN TNDRBEORBERE, BlLEZED, GEIMEEE L O U b F#
ENHAT STz,
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B ZBfFR AL
BUEIRTERIC, ~ 7 T 2 L C 23 R R SFIEAE M ONBRBR BRI 25 58 i R /B 12
BT, DEO B RIFFREFEHAL A S, —EBITBSERNTH 72,

>~ 22 7 2 E
~ 71T TIREEZIT>72 GPA KX MPA DR OVNRBFEIZBWT, K~ rnm 7
U fE (IgA. IgG KON IgM S IEF A FRRART) 27887,

GPA/MPA 3B 1 128\ T, IREMORE 7 a7 ) AMERERE ThHhoTBEDHI B, 6 #

AR TCIRT o~ 7 a7 ) VIEZ RO T EBE N, ~ 78 7EEGHETIE, 27% (IgA). 58%
(IgG) KO'51% (IgM) THY, 7 rakA7 7 I REETHE, 25% (IgA). 50% (IgG) K&
D 46% (IgM) Th o7z, BEYYER & OVHEE ORBRYYE DOEIS1T IgA, 1gG £ 7213 IgM KfEtk
THEM Lo T,

GPA/MPA #RBR 2 ICB W T, BRI A2\ U T, 2 HF CHAMICHEER R ZE, ik
a7 1gG, IgM X IgA EORMITRRD Hivizinoiz,

/NROEERRER T, BRI, 25 B1F 3 6] (12%) [ZIRY v~ 27 a7 U > MEdHEs
A, 18 41 (72%) 1TEHEME (D7 &b 4 AR, Ig LR IERZ FEl> TWVW5D & ERHR
Ihi) O IgGIRE (95 15 I IgM IRfEIER) 235380 bz, 3 BllEFERE 7 a7 Y
v (IV-IG) Ok E= e, T—2BRoND70, BIEMD 1gG KON IgM OJD 5 Zi
SORFETHERBYYED Y A7 ZHMIEI0E I IOV T w35 Z LIX T
2, INREBEFEIZEBWT, B B A LIETREIT A TH 5,

L BRI
GPA/MPA iR 1 IZBWT, v 7B IH&GHBED 24% (1 HH=a—R) K7 rRR
77 2 FEEERFE D 23% T, CTC grade 3 LA EOAFHERD 2388 Uiz, IFHERIAEIZ, ~
72 ZIRRBE BT D EE R EYLE O & BE Lo T,

GPA/MPA & 2 |23 T, 4 grade DAFHEREAD OFBLEIG X, ~ 71 T 1HIREE T 0%,
THFATY AREEE TS % Th o7,

SRR O TR
SOER RS b b B PR R B E AR (Lyell's JEERE) RURAT (—F 2 R - V3 v
V UREBEREA, R ERICHE N DD,

=5 i MERIIE DR

PV #tlE 1 (ML22196 #tht) X IFPV 7k 2 (WA29330 k) ICHEIT S LRI 7 7 7 4 L DB
T RIEIE BE T AIRRICB T 5, BHE, BRHE0 7 vaanrsdas KoM
D~T Y TOLEENET T T 7 A NME, ~ T2 TREC 38 BlD= M RRE (PV) BENT
HrbE Tz, SEEREICHT 28 MM, 7% b, blg, ZhaxdtHE, 4A—7
T VERBRCRET S (PVERER 1), ~ 7B THEICT X AMEES 2B IL, Day 112 1000
mg Z FIEFFHIRN A 5- S 70, Day 15 (2 2 [81H @ 1000 mg FFRNFE 5 S 4072, 500 mg DHERF
HaZ, 12 5 AR ON8 5 A ORERCEIRNE 5- S 72, FFRIFIE. 1000 mg #ARNEE G- X1

7= (5.1 BHR),
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BOarFazrrad RenBEETHHEENGEED PV BEICHTH 7T ETOH
R LA I a7 e ) —ABET = F N LT 5T X 0k, _EHEHR, ¥ 7 NLA
I —, BEHSZHRILFRRB TH D PVRER 2 12BN T, 6760 PV BEN~T &7 %
& (FEEE- 1 Day 112 1000 mg §#, 2 [BIH OF 513 Day 15 12 1000 mg #iE, D
%240, 26 HEFFA TRV IRT), 52 ECBIZEINT (5.1 5H),

PV BT H~T v T 0LEEMT a7 7 A ViE, KRINTWAHILO B CREEAT
et SN Lt ra 7y A —F LT,

PV 31 K OPV 2k 2 DHERIE D

PV R 1 KOVPVRBR 2 ICBT 5 AHFRIGER 71T LT, PVRER 1ICBWT, HKhf
ERT. v T T EEE SN PV BB TORBEIGN=5%THY 24 » ARREETT,
~ TR TR EERE T L F= Y VO TRABIEDENZ2% ThoT-AEHR L
EFR ST, PVRER 1IZBWT, EMAEERISICE Y FIEE RS2 BE TR o7, PV
AR 2 ICBWTC, YA EKNT, ~ 7B IHETRIABAENZ5%THY ., BEENRH D LT
flisncBEFRE L ERINT,

x®7 PVEER1 (24 n ABEET) RUPVEHEE2 G2BEBRET) ITBVWT, v J7€5%#%
BEXNn-SESXRAEREICEOON-EYVEERIL
FERIRHE ETH B — ey
JRYUE B K OV R U R G AL T A L ARG
H e~ L~ 2
TS
NHEE S
MR v &5
PR R G
BE, BB LOSE R ORAEY (3 X FZ R SLIA NS
VRV —F % &)
bRl Frgeten o kg RS
5 R
PR R E AR FEED E
DB HER
E e - REERRE
FE G F X O TRk e it B % D BEIE
E RS
]
B HS R ES I OVRE A kLR P [iREg2
B &R
I
—% - EHREER L OGN OREE it
0 )9
FEEN
B, TRl X OWE S IHE Infusion-related reactions*
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SRR A SE &ETH — A
* PV #B# 1 @ Infusion-related reaction |3, &5 DR DIE visit TUNE S NTZFER T, B5 H IR EFHABIC
B LI-HEFREE D=, PVikBR 1 TOZE/ infusion-related reaction DAEIR (FEARFE) 1%, ¥H, BIE, &
ME, B, MI7E R OV % 5,

PV ik 2 TO 72 infusion-related reaction DMK (GEAFE) 1%, FRLREE, ALBE, ZyHE. WA/ TY ., (Kl
£, ROSEE/E S FEERZB Th - T,

PFEDIEY) 5 RSN B 95 (7R

Infusion-related reaction
PV ik 1 (23 T, infusion-related reaction 12 < (58%) #d® B L7, 1EIE 2 T D infusion-
related reaction D FEJE (R X IHEE CTh - 70, HHEIED 1nfu51on—re1ated reaction 5
FEIE, TEIE2329% (1141 2 BH2 40% (15 F1) . 3 BEIHP 13% (5 61)), 4 1H2 10%
(4 f31]) T& - 7=, Infusion-related reaction |Z & ¥ JEFE Z H 1k L 72 S8 1LV 72 h>> 72, Infusion-
related reaction DJEIRIEL, RA KXY GPA/MPA HBE TRO LILV-FEE, HEIEE LR%ETh-o
7=

PV il 2 1TV T, IRR IZFEITHIEHERGRFIZIHEBL L, IRR ORBEIGITZ O%R O LR
WA Lz s gllEl, 2 BIH, 3 @A, 4 EH OGO IRR BREIAIX. TOTH 17.9%.
4.5%. 3%, 3% CThH-o7-, »72< b 1ED IRR 2587 15 FlH 11 #]C, IRR (X grade 1
NiX grade 2 Th o7z, 15 B 4 FIZIBVWT, grade 3 LLED IRR RO B, ~ 7B TH
FEREr STz 4 Bl 3BT EE R (EmaE 7)) IRR #/8k L7z, TEE IRR (Z4]H]
QFD) uZ2m@EB (16]) OFLGEHIREBLL, SHEREIZ XV EIE LT,

JRE
PVEER 1 IZBWTC, BEEHET L R=Y U H D 15 6] (42%) L L <, ~7 &8I #E
HED 14 61 (37%) TIREBHEERYMEDNFRD b, ~ 7 & 7R TR b AvTz F 70 YL E
B~ LR RO IRIEE . JE i'\W%@%\El@%&Uﬁ@KT%0t077f7
ﬁ@sﬂ(woKéﬁsﬁ(:;%%yz%z-4n&%4%&\@mim@ﬁ\ﬁ%ﬁ
B 7 R D EREMEROMSE) M OMEERE L F=Y U0 1 6] 3%) 1211 (=
~%/x%x A BT A i) OEBE/REYEZ B DT,

PVRBR 2 ICBWT, =7 IO 4261 (62.7%) TRHRIENRD b, ~7TvIFHD
FREGE L, ERGEEYE, EREESK, OEh U HE, KIRBEETH -7, v 78T
FED 6 B (9%) TE%?‘N’ZWF#%&)%M%_O

BRI BN H
PV iR 2 O~ 7 T RECEBW T, R A T HIFRORANTEE S U 2 RERE D —F ) 7236k
PRBOBIL, £, UV O—RFRRB R GZITHEBEICRD bivie, 2B, fREA
FNT L R=yurOpiEGicisbotEL LNk,

PV 3R 2 128V TL 1gG KWV IgM DD 73 % < FR8O B L7223, 1gG KON IgM DA T &
0 EFERBGIED Y A7 BNEEINT 2 FELEE ST euy,
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BERIED BN D Yt D

BLERTER O EIRMICHERIED R DN DG EOREITERETHDH, ZOHREICELY ., EIELH
DRRT 4 b« URT NG 2O 72BN FIRE & 72 5, EFHEMFIL, AERIGDEWN
Do HHEZ R TED (Appendix V 25 H),

4.9

5.

5.1

BERs

bt hERE LR RRICBWC, ~ 7 TEHIREHFI O KR K GEE LY SsHETRS
SNTFHNIR LTS, 7T E2FIRNE S L6 OkE H &L, CLL BF Ikt
L CT#HE &7 5000 mg (2250 mg/m?) TH D, BZAEMEICET 2 IKEIIMR I N2 o7,

WEFRGNMTONZBETIT, EblcRE2mIE L, EEESBIERAITHI Z &,
BOERFBEREICB N T, 5 L~ 7 T OBREHRENMTh - Z LGS Ty
5o DB 3IFUCHONWTITIHEERORE IR -T2, 2HOEEFRZORENH Y, +

OANFIZV Y Fo~T 18 g GHITOA L TN PREIEIRE ) Y v~T7 2 g H 54D
BHER R FRER AR TH o T2,

EIEFMEE

ENFHEHE

SRR ERE - PUEMIEER]. £/ 7 o —F PR, ATC code: LO1X C02

CD20 HUE I, pre-B I KL OEREL B AIIIC B 5 FEREINARL Y o &2 LR 7 B O E
PR TH Y, VY F T ~71% CD20 IR RMITHEAT 5, ZOPRIT4E B MltIERY
XU U NED 95%IEICHEL L TV 5,

CD20 i, 1E7 B e OWEE B MO 5 IZHBLT 523, @EimesHild, pro-B fifd, 1
BT A S o I AR CIEZEEL L TRy, Z OFURIE, HiRREA I X 0 e mic
LT 52 &7, MRERENLSEENT S 2 & bvy, £/, CD20 NiFEHAH RO L 512
MEFEIREERT D Z & HRVO T, CD20 NPUEFEA a1 5 2 LT,

U X ~7 0 Fab KA A T BHIIEERD CD20 I24A L. Fo KA A 1T B MR
ERNETHREC T 2/ X —%F 8T 5, =7 7 X — I EHIR R AR OHEC BT,
Clq AT & MR EEMAEGEER (CDC), RO EK, ~27 107 7 —Y KT NK Ml
fa £ 1 DL ED Fey KM 59 5 Uk AR e G E/ER (ADCC) Th
%, Bffifam £ CD20 12U Y X~ T BEATHZ & T, TR M= R X HAlNE
ERMER STV D,

KAEIM B MIfRE X, ®llal~ 7% 7 ERICIEFRMEE Fla 5, MEEERFEOBREIZE W
T, BHIFIZIEHEL 6 » ALINIZIEIE LIZ U, @5, FEKTH 12 5 HUNIZIERFEIC
[IET 25, —HOEFE TIX, FEEICEHNMAET 2 (EHEHIR P RE?y, ERE AREE
23 5 1), BV v~FHEETIE, ~7 &7 1000 mg % 14 HEFE T2 BH&FG L2854, i
LR ARMIM B MEFSENED bz, v 7B T HEANREXIZIA M ML — K EDOUFH
DUz &9, R B MK OEEIZ, 24 BANSIZIL XY, Z<OEBRETH40HEA
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F TIZ B MR OFERS R SN, —HOVEOBRE T, ~7 &7 DK%, Kigi
B A OFEE A 2 FELL EfKRE L7=, GPA LN MPA BFIZHBWT, U Y& ~7 375 mg/m’
ZE 1A, 2 [ER 5%, KA B IS 10 AIA/UL REICHEAD L, ZOREFIZE AL
DBFET6 » AMFHE L=, Z< DERE (81%) TBMIEoREIEDIKEE (10 FIZ/uL #) 2
127 AHHETICRO AL, 18 » A E TIZ 87%DEH CTlHE 2B DT,

ERDR Y I SEROMENEY oSV L 1 B 5 R PR R ER

SHALE Y N

IR

wIERGE, 1[5, 4 [\ES

WHHEER 2B\ T B3 UMb RE BT E OIEME E U A Mt B fifart NHL £
166 BlZkF L, ~ 7 & 7 375 mg/m? FARMN 52 1 [B], 4 [ $# 5 L 7=, intent-to-treat (ITT)
HEHZxR E LIZ2FH%E (ORR) 13X 48% (95%CI 41%-56%) . 5647%0 (CR) FD 6%,
53755 (PR) FM 42% T o 1=, FRITHE L 7= 282061 o M IR (TTP) T JfE1E 13.0
B HTHoTm, BT T N—THICEBV T, ORR (X, IWF #fF0HDO A LV, B, CX
LD T (58%vs. 12%) . 2203 S5em Rim D BFED Tem 2 58E LV E < (53% vs.
38%) . AL MEN B D T3 EIA, ALFFRIERGUE G 3 » HR) ofBE L
LB Lo 72 (50%vs. 22%) . JeATiRR & L CHZE BB (ABMT) 217 - 7283 ® ORR
1% 78% T, ABMT %17 CTWRWEED 43% L0 Eovoiz, TOMODIK T & L CTHEE, M
Bil, U U oNED grade, HlEIRZET, M SIXVIREOA M, LDH B IEF SULE M, HisbmRge
DAFTEIZ DWW THET L7227 (Fisher's exact fiE) . ~ 7 & 71RO RICHE R EITRD
biieinote, 7ol BRI & RO FHICAH B2 BN RO b, E
REZA T 5BEDORDEIZT 40% Th o720, BHIRIEN R WEZT OZDEIL 59% ThH -
7= (p=0.0186), Z DFEFIT, MLEREL, BERIE bel-2 BPE, B L BRI R O &1
0 IRA % 1% 7 & [RIE L7z logistic regression 73 AT C XX FF S hL7e o 7=,

wialERE, 8 1A, 8 (Al s
e L[F > v 7T — ARBRIZ I T B UL AR IE IR IME O AR B S A Ra bk
B AHfaE NHL B35 37 flickt L, ~ 7% 7 375 mg/m? §# kN 5- 2 1 [B], 8 [AF: 5 L7z,
ORR 1% 57% (95%(EH#EIXE] (CI) 41%-73%; CR 14%., PR43%) THV ., FANIHE L=
ZhEl D TTP FYLfE X 19.4 % A (#iPH 53~389 » H) Th o7z,

MENREE, STV IRZE, B 1A, 4 =S
3EOERRBRO T — VT —% X0 R UMEFHRERGEO NSV IHEE (1 SO
22310 em LL L) AA T 2R UL AR B Mifat: NHL B3 39 fillcxf LT, ~7 &
Z 375 mg/m? FFIRNEL 5- 208 1 [B], 4 B85 L7z, ORR L 36% (95%CI 21%-51%; CR 3%,
PR 33%) TH V., RhFlO TTP FIEIZ 9.6 » A (#PH 4.5~268 » H) ThH-o7=,

F#E, @1 E, 4 EERS
iRk LA > o 7L T — KERERIC B T RS UL SRR IR O AR ST A Rt
B Mifft NHL T, ST~ 7 8 Z1HBIC L0 BRI L T 2R NS S iz B 58
iZxt L, ~7 %7 375 mg/m? HARNE G- 20 1[5, 4 [B#%5 L, 3 61T, BiEailc~7 &
SR 2 a—21T-o>TEY, KRR T3 a—2HOWBELXIT-7T-, 2 FlIICB N T, KRR
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H~7® TR E 2 23— A {ToT=, At 60 BlO~ 7 & 7 FIEE 1T, ORR 1% 38% (95%
CI26%-51%; CR 10%, PR 28%), HFHHNIFZE L7=R2hFId TTP ik 17.8 » A (%iPH 5.4
~26.6 # H) Tholo, TTPIZOWTIX, ARBRIGHEATO TTP (124 5 A) &g UIER S
iz,

PIIENTERE, (EFHEIL & DOFHEE

F—=T T T MMEBRIZI W T, RIGRE AL 322 4, CVPIRE (7
BHRA7 72 R750mg/m?> K ONE 7 U AF > 14mg/m? (Fikk2mg) % 1 HHICEE, 7
LR=YynBay 40mgm¥’H% 1 HANS S HRICEE) & 3 IS 8 A 7 kv iR 1

(CVP JIERE) &, CVPIEIC~T7 & T 375 mgm? 0PI 58 (R-CVP #IERE) (2T v
B IEE LT, =72 TR, BIBEY A 2 LW BICES U, 321 Billcxst L CIBIENT
i (R-CVP HRIE 162 il CVP HRIE 159 B1]) . AMEDOFHm 2T v 72, JBBRI o i
53 » HCoh-o7=, R-CVP LT, CVP L L ik L EEFMEEE CTHEZRWELZ R L, 1A
R (time to treatment failure) 1%, ZHE4 27 # H L 6.6 # H Th o7z (p<0.0001,
log-rank B2 7€), Z£%h (CR, CRu )2 (*PR) % /R L7=BHEOEI ST CVP IEIERE (572%) &l
L, R-CVP JRIERE (80.9%) THEIZE -7 (p<0.0001., 2 HiiE), F£7-. R-CVP #EIEIZ,
MEHARE S 3R TC £ CTOHM (time to disease progression or death) %, CVP &k & iz LA E
ICHER L7z (33.6 % H vs.14.7 % H . p<0.0001, log-rank ¥7&) . ZENIR o 4off X R-CVP &
EREMN 377 5 A, CVP BIEREN 13.5 » H TH 7= (p<0.0001, log-rank f27E),

EAFWIRNC B D 2 MM O ZICOWT, BRI HEERZENRO biv (p=0.029, fisx
\Z & B JER log-rank #7E) . IBEAHIR] 53 » HREAOAEFHIL, R-CVP LTI 80.9%, CVP
BIETIZ71.1%TH -T2,

CVP JRIELISN Db F0 1 (CHOP %15, MCP JE1E, CHVPIRIE/A v A —T xaq) &
~ 7Y T OBRPEEICET Ao 3 80T X AMERBRFERICB W TS, BER, AFIM
RT A= RAEGFHBICAEREENRD b, 4 EORBRO TE 2 R4 8 ICER
T 5,
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x8 ARAEY) UNEBIZHT AV I T LR ELEDHABREIOERMEZTML -
4 HEDBBKRE Il BABROELHEDEL
BEF
- " iR | 2R | BLEHE | TTF/PFS/EFS | &4FR
= I
R iR, I R | (%) (%) | HE () %)
(H)
TTP FRfE: | 53 » HERE
M39021 (CVP &%, 159 4 53 57 10 14.7 71.1
R-CVP &k, 162 # 81 41 33.6 80.9
p <0.0001 p=0.029
TTF ;| 18 » H A
GLSG’00 [CHOP &%, 205 18 90 17 2.6 90
R-CHOP J#&i%, 223 # 96 20 KRB 95
p <0.001 p=0.016
PFS W ofii: | 48 » H RS
OSHO-39 MCP #i%, 96 4l 47 75 25 28.8 74
R-MCP &£, 105 # 92 50 REEE 87
p <0.0001 p=0.0096
EFS didefili: |42 » AN
FL2000 [CHVP-IFN. 183 42 85 49 36 84
R-CHVP- IFN, 175 #3 94 76 REIE 91
p <0.0001 p=0.029

EFS-#1 -~ N A 1FHIR,
TTP-HEHHE I FE TS £ CTOHAM,
PFS-JHEHA H A= 17 4[],
TTF-{RF A Eh AR,

A AR APRAT I p5 D AR AR

RIGHEAS ML) >

AT, A —7 0 F 0L EEES MR IER, 5 AR RER DS S5 S 4v, RIGEHETT
HARIMEY o EBFE 1193 Fllcxt L, BAREEAREE LT, [EROEIRIZ L Y R-CHOP %
1% (n=881), R-CVP L (n=268). R-FCM &1L (n=44) DFEIT S 7o, BEMEEARIE TR
ENEB SN 1078610 9 B 1018 il A3~ 78 T #EFEHETERE (n=505) & HEIGWEBIELRE (n=513)
27 o MMEEIS S e, BERIFO BE T 5 QR OAR BRI OV T, WREM CF 0 1372
ofz, 7B IHEFERRIEL LT, ~ 7B 7 HA 375 mgm?) %2 » AEICHEEZRD L E

T, N2 FMEE Lz,

HANCHUE S RN T > & DAEEIRT > B OIBBMR THRAE 25 % A %I THh,
RIS AL Y » B ICRWT, BIRREIER & i L~ 7 & T HERpRIEIE, E2RHE
H Td 2 A YRR 25 < SEHEEAFHIR] (PFS) £ BRRAY M UMERTFRICA B U

Lz (&9),

~ 7 THERPRIEIC X DA B E L, BIRAFTHEIE H Td 5 A X NETFHAR] (EES) .
Biz7p ) N EIREBME E COMIM (TNLT) ., &7z bk ss £ CoMIf (TNCT), &
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0% (ORR) IZBWTH FE AWM CHER S (3 9), ARBRICKIT 2 BEORELHE
2 (BRI 9L 9 4£) DF —H L, PFS. EFS. TNLT ' INCT 2B 5~ 7 & T #k
FRRIEDO R 72 R A BT 7=,

£9 VIESHBELILEAEFEOTO ML THRHESN-ZTEBNTRUVEEHAMPRIEI
FHR (RRET OFMEOHE

BT B A& ARAT
(FU H154E 25 7 /) (FU 15 9.0 47)
EIRRBLE ~7 k7 EIRRBIE ~7&7
N=513 N=505 N=513 N=505

FEFMEEE
PFS (L) NR NR 4.06 10.49 4
Log-rank REIZ & % p fE <0.0001 <0.0001
AP — KL (95% CI) 0.50 (0.39, 0.64) 0.61 (0.52,0.73)
UAZET 50% 39%
BIRBYFHEE B
OS (H J-fif) NR NR NR NR
Log-rank fiEIZ &% p E 0.7246 0.7948
AH— R (95% CI) 0.89 (0.45,1.74) 1.04 (0.77,1.40)
UZAIZET 11% -6%
EFS (H4f#) 38 » H NR 4.04 4 9.25 4F
Log-rank fREIZ & 5 p 8 <0.0001 <0.0001
Y= R (95% CI) 0.54 (0.43,0.69) 0.64 (0.54,0.76)
URAIZET 46% 36%
TNLT (7 %) NR NR 6.11 4 NR
Log-rank REIZ L % p fE 0.0003 <0.0001
AP — KL (95% CI) 0.61 (0.46, 0.80) 0.66 (0.55,0.78)
U AZIKT 39% 34%
TNCT (H51i) NR NR 9.32 4 NR
Log-rank MiEIZ & 5 p fE 0.0011 0.0004
AP— K (95% CI) 0.60 (0.44,0.82) 0.71 (0.59, 0.86)
UAIZKT 40% 39%
e 55% | 74% 61% | 79%
PREICELD pE <0.0001 <0.0001
A v X (95% CI) 233 (1.73,3.15) 2.43 (1.84,3.22)
5E4%% (CR/ICRu) * 48% | 67% 53% | 67%
PREICELD pE <0.0001 <0.0001
v Xkt (95% CI) 2.21 (1.65,2.94) 2.34 (1.80,3.03)

FHERFIEE AT IS 2 TR, BT OFE S, BIEREIM Pl 73 » A ofE RIS <,
FU: BIE2HI; NR: BRI L oofT HY) 0 B CTREE; TNCT: #Hr7= 72 FRER A £ COHIM; TNLT: #-72$9
U 2 EVR B A £ T oMM,

~ 7 FHEERRIE L, ERNCRE LT I —7 (R (B, Zotk) . Fls (60 AR
i, 60 LA ). FLIPT (1 AR, 2 X1k 3 LA b)), BfRE AL (R-CHOP 14, R-CVP %
EXIE R-FCM RIE) ) IZOWTHRET ZATV., BAFEEAEIEOZIE (CR, CRu XL PR) (2
NIH BT, BTICBWT & LA RMEZ R LTz, HERRIEOA RSB 2 TR fEAT
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EiTolc b A, BEENVETIEH A0, EmdEE (70 58) IZB W TR ME T T 51H
M &7z,

T R TEETETED Sl Y >N )E

AIHRI, =TT~ [EEES MR, 55 T AR R R GBR AN S S Av, PR SR
TRMEARIMEY LS JEEFE 465 Fil2S, 55 1 Beft L LC CHOP L (7 kR A7 7 I K, K
XYNLEY L, B URFr, L R=vryr, n=231) I~ 7 &5 L CHOP EEDHF
A1E (R-CHOP ik, n=234) 27 v & AMEEIT Siutz, BEEFEO BE Y R R OEBOR
REIZDWT, MEEH TR 0 1X722 0o 7o, BAEE NRIER IR UTH 28N 3G bl
3B4FNCHONT, FH2EPEE LT, v~ 7t ZHERRRIE (n=167) & HERHREBIEE (n=167) 17
VHELMEEI LT, w72 THERPEIEE LT, v 7B 7 HAl 375 mgm?) % 3 HMEICHE
HARDDHET, I 2FMEE L,

2 ODRERBEPETT A MMEEIT SN2 TOBREZ IS L U CREA MM AT
iz, EMREAEEICT A MMEET S - BE OB 9E 31 v HBICB W T, R-
CHOP J&{E1T CHOP ¥&iE &t U, B3/ EEHRIEA N Y N EEE OlRf 2 A BICUE L
7= (3 10),

& 10 BRREAKE : CHOP A& R-CHOP BZEDFEMMDOHE GEMBIRPRIE 31 » A)

CHOP &1k | R-CHOP &1k P f& YZAZET D
FEFAHE B
ORR? 74% 87% 0.0003 NA
CR? 16% 29% 0.0005 NA
PR? 58% 58% 0.9449 NA

1) ~P— Rz L0 &,
2) HMEIC K D EAEPUEBE R HIE, BN 2 EEARMEFHIMHTIE. CR vs. PR vs. R HI OB E

(p < 0.0001),

B5AE © NA,

%7 L; ORR: £FANR; CR: 5248%%h; PR: B2,

HEFPIRIEBERSIC T o & SABEIT S 37z g O JB BRI o (i 13 R o Z o 7 A
LEIT G 28 # H ThoTo, v 7B THERRIE L EIGRBIE AR LIEGEG, ~ 78Tk
FHEIEICB W CEHERHMBIAE Tod 5 PFS (MEFPRIEHIM O 7 v &7 AMEEBIS 2 6 56, X
IFE T E TOHM) &, BRI OWRHEICAEICSE Lz (p<0.0001, log-rank f&7E),
~ 7 T HERFRIERED PFS HRMEIL 422 » H TH 0 | EIEEBIERED PFS FIREIT 143 »
ATHo72, Cox BURDHTIC KBTI C. ~ 7 & THERHE L., MR EE L bk L, HEE
MIFTFEED Y AT % 61%IK T &7 (95% CI; 45%-72%) ., Kaplan-Meier 1£(Z & 0 #EE L7
12 5 AR ROEEIEIRIL, ~ 78 7 HEFPRIERED 718% Th 0 | BIERREBIZHED 57% CTh -
Too RAEFWIMICBT 2T Tl MIRRBIEE L Ik L, ~ 7 & FHERRRIE CH B deEN
s =7 (p=0.0039, log-rank /&), ~ 7 & THEFHEILEIZ, SELD U X7 % 56% (95% CIL,
22%-75%) KT EH7,
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11 HEERZHPRE . T SHBREALBELAREROAVMEOBME
GEBREAR 2B 28 5 A)
HAPERFE SRy N ETOBIRFREICET S UAZIET
Kaplan-Meier #€ (H)
EIRRBLE ~7&7 Log-rank fR &
(N=167) (N=167) p &
IS (PFS) 14.3 422 <0.0001 61%
A7 ] NR NR 0.0039 56%
M7 Y o SRR b & °C 20.1 38.8 <0.0001 50%
DA
M5 2B A 1P 2 16.5 53.7 0.0003 67%
BT T — T REAT
PFS
CHOP 11.6 375 <0.0001 71%
R-CHOP 22.1 51.9 0.0071 46%
CR 14.3 52.8 0.0008 64%
PR 14.3 37.8 <0.0001 549%
0S
CHOP NR NR 0.0348 55%
R-CHOP NR NR 0.0482 56%

NR: R2EE; a: CR D Fx,

~ 7% T HERRRIE O RME, TLARE AL (CHOP #15 E R-CHOP k) R fif s A
FIETOR (CR XL PR) IZh0b T T Z2{To e 2 TOY 7 7V —7CHEgR I
(F& 11), ~7 & I7HEERIEIX, R-CHOP JEIE CTHEMNE G BE LRIk (PFS HH il
51.9 » H vs. 22.1 » H., p=0.0071), CHOP &L THIRNEGOLNT-HEED PFS LA RICIER
L7= (PFS Hf 37.5 # A vs. 11.6 » H., p<0.0001), V7 7 )L—7DOREHITDETN,
~ 7% T HERREIEIL. CHOP 1K Y R-CHOP L TRHENE b= BE B W T 24F
HBZARIEE Lz, ok, ZOMREHRT LD, RHBOBENMLETH D,

LI D NE AAEAETE B SPAET A 2 2V N

TR DM —T T VRISV T, OVEAMERAIRA B HIRRME D O RIEOARTEHE
EETERFT (60 5%~80 %) 399 FllZxf L, HEHERY CHOP fbil (7 vk A7 7 I K 750
mg/m?, RF¥V/LET Y 50mgm? KON 7 U AT 14mgm?> (Bl K2mg) % 1 HEICH
H, 7V =Y 40mgm¥B% 1 HENSH S HEETHEY) % 3 HEMEIC 8 Y1 7 iy
KR L . CHOP L &~ 7 & T 375 mg/m*> OO LT o7, ~ 72 7135 1RE A

JN®d 1 HEICKRE LT,

HEDRIEIRNTIZ, T > X DMEEI SN2 TOREE (CHOP #% 197 . R-CHOP #
1202 ) Zxtgl UCHME L, BRI 31 » A Th o7, BERFOEE Y R
R OE R ODARBEIC DWW T, R IR 0 13720y o 72, BT Tl R-CHOP JRIEDNEE A
v NETFHIR (EEFREE ; 4 X2 NI, BT, U U REOFRSUIER, #iz/e ) oo
NEVGRE DBRALE) 2 BRIRAY R ONEEHFIIICA BICWE T 2 2 L 3R S iz (p=0.0001)
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Kaplan-Meier 1512 & 5 A~ N AE(FHIE B OHEE Tld, R-CHOP FEIEHED 35 4 H |
CHOP E{EREN 13 » HTHY, VAT TFIF41% TH -7z, 24 5 AR T, R-CHOP &L
HEDOHEE RELFZRIT 68.2%. CHOP #IEIL 57.4% CTH - 7=, BRI HRAE 60 » A K S0
AFHAM OfEHT T, CHOP # 1k & el L .R-CHOP %% CTOA AN HERR S (p=0.0071) .
U AZIKTFIL32%Tdh o 7=,

BIR RN B B3 2 ffhr (GS2hse, MEmEAGHIN, SR AFHIM. ZoHm) 2o
VT, CHOP JEE & bl U, R-CHOP FIEDIREN RN EES Tz, 8 A 7 W& TH D5
2FENERIT, R-CHOP JRIEREN 76.2%, CHOP BEIEREN 62.4% TH - 7= (p=0.0028), HEHED
UAZI1T46%IET L, 5 U X Z71E51%KT L7,

ETOYT 7 N—7" (MR, Fln, % IPI, Ann Arbor (2 X 2 ERARFHH, ECOG, B2
~AfZuZnu7 U LDH, 7/V7 2, BIER, NEIZVIKRE, EIMEE, BRI |
BT, R-CHOP &k &L CHOP LA il L= @ﬂ4mxh$f%%&0 ET%%
DY A7 L, 0.83 Kiiti ) 0.95 Kiili T o 7=, R-CHOP #&iEIL., FlidE IPIIC L 5E Y
A7 BE LR A7 BEOWTRICBWCHERIFZ WE Lz,

Hi K PR 2 o

tﬁ%??77f7¢(HAMA)%H%Ebt67ﬁhfEﬁﬁ@]i@ﬁ»ot@?L KPR (ADA)
ZEH L7- 356 I TlE. 1.1% (4 1) DB TH -7,

PRI Y NP Il

2O =TTV T o MMERBRITEB W T, RIGEE CLL B3 817 fi] & i3 T #E G
P CLL B35 552 B3 FC ik (7 VX T B 25mgm?, ¥ 7 BihR A7 7 2 K 250mg/m’ % 1
HHMO 3 HEETRE) 2 4 8EI26 A 7 U0 IRTHEE FCHEIEE~T7 17 %20
T 58 (R-FCHRIE) 27 v X2 LEIf Sz, ~7 v T3, & 1 VA 7 Vi bR ER G
1 HATZ 375 mgm? Z2#&% 5L, TDH%DOYA 713 500 mg/m? 2%V 4 7D 1 HBIZERS
Lto@fm%/au~%wﬁwmi5%$%§ft%% TNETE IR T LAY R
7 u IR A AT ERE (6 4 AURNITH DB 2GS LN WEFE) 1, ﬁ%Xi%%
%aL%ﬂ%kLtﬁ%#%%%Lto%%%m¢$%mgmﬁ (R-FC %% 403 151,
ﬁ&4mﬁb(%um&Uil%)kﬁ%ﬂi%%ﬁ®5ﬁﬁJm$cﬁ$2%WLFC§&
276 1) (£ 13) ZXRITHIEDORHm AT AT,

RIBIRG 25t 5 & UT2RABRIC IV T BB T i 48.1 » 2 D R-FC #£D PFS Hik
EIE 55 » H. FCHIERED PFS 1433 % A TH 7= (p<0.0001. log-rank M7E), 417
(ZBHT D fEMT Tl FC JEIERE & bk U, R-FC JRIERE CTH B2 UGENR O L (p=0.0319,
log-rank #7E) (£ 12a), PFS \ZBbH D4 RHMEIL, BEIFORBRY 27 THELEY T 70
—TDIFEALIZBNT, —BLTREOL (B Binet 575 A~C %) (5 12b),
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& 12a 1Y /MR MFEOHEERE
X7t 5 & FCEEDHAREE FCEEDADMEDHE - BHEARM P RIE 48.1 1 A

AMHFEEE ARy METOHMBFRMEIZET S VAJETF
Kaplan-Meier #E (H)
FC #iE R-FC #1£ |Log-rank £ €
(N = 409) (N = 408) P &
A (PFS) 32.8 55.3 <0.0001 45%
A NR NR 0.0319 27%
A X AT 31.3 51.8 <0.0001 44%
Z25h% (CR, nPR, (% PR) 72.6% 85.8% <0.0001 n.a.
CR R 16.9% 36.0% <0.0001 n.a.
N [T 36.2 57.3 <0.0001 44%
Mg A7 HAM] (DFS) ** 48.9 60.3 0.0520 31%
- 7o iB 9 £ T O WM 472 69.7 <0.0001 42%

TN O CR R 2 M€ THREYT L7=, NR: KB na: %472 L,
* CR, nPR{I, PRFDI,
**: CR 5] D,

& 12b 1Y /MR MFEDOYEERE
Binet 748 (ITT) LK HEEBAEFHMD/ Y — KLt - BRI P RIE48.1 » A

EEEAFYM (PFS) BEH NHY— Kb p &
FCE | RoFC B0 (95% CI) (WaEId BRE., #
)
Binet stage A 22 18 0.39 (0.15; 0.98) 0.0442
Binet stage B 259 263 0.52 (0.41; 0.66) <0.0001
Binet stage C 126 126 0.68 (0.49; 0.95) 0.0224

CI : fFHHIXH,

PR SUTEEAME CLL BE Tk 23R BRIC I\ T, BRI A fE R b o fif 3 (SR B3R
H) 1% R-FC JRIERET 30.6 » A, FCHRIERET20.6 # A TH - 7= (p=0.0002, log-rank &),
PFS IZHB T DA ML, BEBEOTEBY 27 THIE LY T 7 —TDIEE A LBV TR
Do, BEFHMICOWTIE, FCREE I L7254A . R-FCEICBWT, AEZEIEIRA L
O OB b DD, b RliEwNHRE I,
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RItS5EFCEREDHAREE FCEREDAMMDOHE GEHEM P RIE 253 1 A)

AOMEFEE R AR NETOHEPIREICET S Y R 7IETF
Kaplan-Meier #&E (H)
FC 15 R-FC #7£ | Log-rank FRiE
(N =276) (N =276) P &
e AR A (PFS) 20.6 30.6 0.0002 35%
A HIM 51.9 NR 0.2874 17%
A X NETFHIM 19.3 28.7 0.0002 36%
g% (CR. nPR., X% PR) 58.0% 69.9% 0.0034 n.a.
CR & 13.0% 24.3% 0.0007 n.a.
ZE5N A * 27.6 39.6 0.0252 31%
MR A AR (DFS) ** 422 39.6 0.8842 -6%
772 CLL {8 B AG £ CO M 34.2 NR 0.0024 35%
FEN =R O CR i 2 E THENT L=, NR: REE; na: %472 L,

* CR ., nPR#I, PRHBIDH,

#*: CR Il D 72,

RGO AT UTEEME CLL BE A5 L Lo, Mok 7L (CHOP ik,
FCM &5, PCIEIE, PCM YL, RUA LAF U RN 7 R BY) L~7 %7 OO HEE
R LR BREGE D, B THEERE WD OO (FRZEREENE) . PFS FIZHIT 5 A HME
ELEBIZEWERENRHER SN TND, 2D ORBIERIT, ~ 77 N0 hofba#
EELHHALTHEATEZZ L2 XL WD, ~ 7T TRERASH 5K 180 BT —X
IZBWT, BFREA FME (CR Z281e) NROD BN TEY . v~ 7 I HERE XL T\ 5,

IEERE

LymphomaMalinB (LMB) {bL5iE (2 FaxguAf K, o7 )V RF V7 kA
Z77IF, BHEA NI —F, VEFE ., RXFYALEY Y, = hARY RBLO3 A
[A R MLFH— R E T/ aLvFarTas REIENEE) OBMRELII7ET L
OOt AFIED S s R, A —7 T ~L | BEAGRERIL, RIGEOETH CD20 Btk
DLBCL/BL/BAL/BLL ®/h B CHEi iz, ETHOEFRIL, LDH L~ E5F (IB-
high!). [LDH>ADIEFED EIRO 25 >Nx2) 12fE 9 1L, &5 W3R IV £7-
IZ BAL & L7z, 13, LMB L2 IERE & LMB AL SEICHRH L C~ 7 7 % 375 mg/m?
BSA ODH & T 6 BIFFER G T H0FHFERICT X Mbaz Q D OEAa—ADENE
Uz 2B 2 DOHIED 2 —AOZNENIZ 1B, AFF328 HlD T X MM E iz &N
ANEREATICE F4L, ED OB 3RO 1 FlOBFD LMBALFRIEL P T~ 78T %
BhH Iz,

2 ODBBEETH S LMB (LMB {L#%) & R-LMB (7t 7 & LMB AL SFEIEDO G
WRIE) X, N—RA T4 LV OBEYEIIFRSETH 72, LMB B L R-LMB BEOAEH D B9 1%
TNENTHE 8 ThH -T2, FPEDIEHIZZ Vv—7"B (LMB # T 50.6%. R-LMB #£ T
49.4%) . WEETZ L—7 Cl 75 39.6%, 7 /L—7 C3 7" LMB £ & R-LMB FETZNEH 9.8%
& 11.0% Tod o7z, Murphy OIFHISEICEESS & 13E A EDEE T, BL WH 1T (LMB
BT 45.7%. R-LMB BET 43.3%) F7-1Z BAL., CNS [&¥: (LMB £ T 21.3%. R-LMB £ T
24.4%) Tholz, BEOPERM (MEEE D 45.1%) WEREEZA L TR, 1FEAL
DEFE (LMB BED 72.6%, R-LMB #ED 73.2%) 121X CNS EER 2o 7o, FER AR
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i HIX EFS TH Y, A X2 MI2%&H D CYVE =2 — A% OEEY O LA IR ORI
Lo T, HAOHEE, B, ZRMEEMEES, T, 3B HER SN, &R
R & EFe Lo, BIRBY7Z2 G 0MERHEE B 1X OS & CR (complete remission) & L7z,

FRICERE L7 BRI B 1 R o R AN ¢, ZERHMETE B Th D EFS 25T
fili 20, 1 FEOHEE MY R-LMB EED 94.2% (95%CI, 88.5%-97.2%) 2%t L. LMB #£2° 81.5%

(95%CI, 73.0%-87.8%) T V. i X472 Cox HR 0.33 (95%CI, 0.14 - 0.79) TH Y.
BRI E DGR BTz, T OFERIZEES < IDMC (N L7=T — X R EES) OHESEIC
Ko, o AMuiTHFIEES, LMB BEOBREII~T 8T 2205720127 0 A4 — 3—7
LT ENHFREINT,

TR ANV B AR Rl 3.1 BT T X MeE T 328 BilaxtgE L
oo FORERER 14 ITRT,

& 14 FEGCHIEOKROME (ITT £H)

FEAT

LMB R-LMB
(N =164) (N=164)
EFS 28 events 10 events

Rle 77 > 7 € pfiE 0.0006

A% S 4172 Cox HR 0.32 (90% CI: 0.17, 0.58)

3-year EFS rates 82.3% 93.9%
(95% CI: 75.7%, 87.5%) (95% CI: 89.1%, 96.7%)
OS 20 deaths 8 deaths

e 72 > 7 RGE pfE 0.0061

FHHE X172 Cox HR 0.36 (95% CI: 0.16; 0.81)

3-year OS rates 87.3%

(95% CL: 81.2%, 91.6%)

95.1%
(95% CI: 90.5%, 97.5%)

CR rate 93.6% (95% CI: 88.2%; 97.0%) 94.0% (95% CI: 88.8%, 97.2%)

TE 2B IERAT CIX, LMB AL REHEM L U & LMB LB~ 7 v 720 L7z
BE.EHE L= M. BXORRI L — 126 L CTHREET 5 2 v 7 ZERGHH D
@ EFSHR 0.32 (90%C10.17-0.58) 2 X ¥V EFS OA WM R ENTZ, WIEHEEET CR ICERK
L7BERICRERETRD N> T2, LMBALFEIE I~ T2 7 20 LizHE0
H4EPEIL, OS OFIREHEEH T/RE, 0S @ HR 1Z 0.36 (95%CI, 0.16-0.81) T - 7=,

RN RS G T, SRR Y N RO Y > P E i o /N F KO CD20 By
O FE AR B ML Y > SIED 6 4 H ARG O/NLEE I & 2 5B AR 1 28 & bR
LTW5%, /NE~OMEFIZET D 1HHIT 42 22,
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B Y &~ FICBET 2 B RARER

TNF PHEAITHORENEONZWEE O, B v~ F OERCIRE DB F‘ﬁ
TH~T7 1T OFMER VLML, ZhadtF,. —EHEE R T o F oMbkt MK I
WTRHEEEN TS B 1),

ABR 1 T, 1 AL RO TNF BEANER TR A0 JUTAB MR 72V B 517 15
KB 21T > 72, WS EFETX. American College of Rheumatology (ACR) D FLHE|C
WS i, IREEORBE Y v~TF 2R TABE L L, ~ 78T 15 BO®RERIRET 2 IEI
FRIRNE G- L7z, A b hLd Y — R EOPFHIZENT, 717 1000 mg FFlRNE 5 % 2 [A]
NIE7 7R Eekh Uiz, 2 TORBFICHL, PIEHEGHZIC, #O7 1L K=Y 60mg % 2
HEHL7THEETEREL, 8 HE2 L 14 HITRA T L hv‘/“:/ 30 mg 4G Lz, FE
FEAMGTE H 1%, 24 BB S T ACR20 X E A RO T HREDOEIS L L-, BEHI O 21T 5 720,
24 B LARE B IBIR 21TV, 56  IF A OV 104 38 REAUZ 38\ TR B2 T 2 & Tl 21T - 72,
ZOWIRRIC, 7T EREIT T X 2MEEI ST BE D 81%D, A—T T L EHIE S
MR e b uicpEn, 24 BES S6 M EH O~ 7R 7R ERE Sk,

FHIBEIREE (A R ML XY — M X BIBEER 2 VWEE, A ML —hoko+
IR RGBS T TNFo BLERNC K 2R Z21T > TORWEE) 2k 5~ 7 &
T ORBRICBWN T, FEFMMIE A @ SN, ~ 7 TS ERE IR SRR RS L
TV, Zhix, RO~ 7 2 Z2IRRICET 2 ZEeET — 2B A+0Th Y | FREE
JMOYPML OFBLY 27 NS D Z LIk D,

TSR TEBIPEIZ BT S ke
A NRUFH—FevT7ETO0HEEZ A B LS — NEARNGE & g L, ACR A
a7 D 20%EKEEZRDTEEHEEARICHEMNEE (£ 15, 2 TORRERABRIZIH T,
BRI TH 0 | T, MR, RREAE, AT, SSITIREECUTERBOREBICEES
VWA

BRRH R OEEHFRIICH BE7edEiE, ACR BB AEE (W - o  OMEIRBIEI#, BFH
M ONERNNT K 2 5 ETEEME O AR, & ABEReREl (HAQ) . F&ImaEAth & O C SUGHE &
VX7 (mg/dL)) OETOEFEITH W THER I,

£ 15 AR 1 OFEFHEERICEY SEBRINRMAE (TT £H)

AEATE P H 77 R+MTX ~ 7% Z7+MTX

(2x1000 mg)

R 1 N =201 N =298
ACR20 36 (18%) 153 (51%)***
ACR50 11 (5%) 80 (27%)***
ACR70 3 (1%) 37 (12%)***
EULAR 5L 44 (22%) 193 (65%)***

(Good/Moderate)
DAS D24k -0.34 -1.83%

24 HEEO R,
FEFHERICRBWT T B R+MTX L LA EZENH 5 #+*p <0.0001,
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~ 7T EANRLURY— R EOHBIEIC L VIREEZITo BB T A R P Ld ¥ —
AN AT > o B L g L, RABTEEIPE R =7 (DAS28) WA EICIK T L7z (& 15),
FIEEIZ, BRIN Y 7~ F 522 (EULAR) EIAED good 7> 5 moderate 2345 H L7z FBH 1T, A
F LY — FHEATEEOEA LB L . ~ 7T & A F L — b & OUFHIEE TR
AT T-BETHREICSE -T2 (F15),

THRZIIZ I 5 5

&R B (DWW T BUR B2 I CREli 217V . modified Total Sharp Score (mTSS)
WK DRI E ZDOERZTH L, b A AT EBIRER/IMEAR 27 O Z2 I 5 )
Wz L7z,

AR 1 Tk, 1 UL B TNF FEFNGE TR 50 ITABEDR IRV R & %51
ARERZITV, 56 BRSO BN T, A b b — FEANRFEORE LI L T, ~
T T E AN UV — N OGHEE TIREEZIT - 72 BE Tl SR W Lo Bt
TINAEBEIZIH STV, A N M — NEBATRREEZITo 72 BE D 81%2%, 56 1 HLL
NS, 6B D 24 BEICB T A2RFEEHO~ T F#E, UIESBWHRRICL5~T
TIREMTbINL T\, 78T AR ML — FNOFHEIETIHEEZ{ToT-%2< DA
FCi, 56 LML UL ADEITIZRO bR ho Tz (3 16),

F16 1 FERHAQXKRSWHICEHE (mITT £H)

77 HR+MTX ~ 7 7+MTX
2x1000 mg

ER 1 (n=184) (n=273)
TGRS B D)2

Modified Total Sharp A =7~ 2.30 1.01*

KA RaT 1.32 0.60*

B ME A 2 7 0.98 0.41%%*
T FRZ T EZAEDN 30D B - T B DOEIE 46% 53%. NS
WD ADEALRRD - T2 BEHEOEIS 52% 60%. NS

BER 1 CTliX, 150 BN 7 7 B AR+MTX BEIZ T > & MU S %. 1 ELIAIC RTXAMTX I L 518E %2 1 B2
5 L7,
*p<0.05, **p<0.001, BEFE: NS, HEZEZRL,

PAREIARETT OMENE, RIIFRR O iz, BB 1ICB1T 2 2 FRERO BRI T,
~T7 kBT EANPLUFT— R EOHHFEC L VIEREIToTZEETIZ A M FLF Y — |
HANBIROGE & i U, SRR ETRIE OET A BT T L [RIRRIC 2 152 LIRS B
IR DT 2V BE ORI BAEICE -T2,

GEERER DTG DB B 75 iid
~ 7T EARNRMLERY— N EDOOFHABEIEICEVIBEEZITTBAEITBWWT A M RLF
H— NHANREOLE & i U | BEREREE R (HAQ-DI) M O 97/ A =2 7 (FACIT-Fatigue)
NEBIETLE, ~7®T7EA MM —MEOPFRABRIEICL VIBEEIToTEBAET
1L, A b h U FH— NEANREOSA &g L, HAQ-DI IZEB W CHIKRMIZERD H 5 e/
ZibE (MCID) (% F—# NV Aa7 DTN 022 ) 2R LBEOEENEN-T- (F
17),
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T FERE D AETEOE (QOL) O B RE N RFE S 4L, SF-36 @ physical health score (PHS)

KO mental health score (MHS) DO FIZOWTHBERLELZRDTZ, I 61
7 O MCID % 2k L7 BEFOEIG B HREIC

mnoT (£ 17),

. INBbDARA

F17 HAEB10O24BRHFRICETS25AREERVETOEICEAT SE
FEAmE H T 77 B R+MTX ~ 7 7+MTX
(2x1000 mg)
n=201 n=298
HAQ-DI D #1254k, 0.1 0.4k
% HAQ-DI MCID 20% 51%
FACIT-T O E#)24k -0.5 -9, Hk
n=197 n=294
SF-36 PHS D281k 0.9 5.8%xx
% SF-36 PHS MCID 13% 48%p***
SE-36 MHS D254t 1.3 4.7%%
% SF-36 MHS MCID 20% 38%%*
+ 24 W IRF 5T OFHAM,
FEFMIEAICE W T T 78R L LA EZENRH H: * p<0.05, **p<0.001, ***p<0.0001,

MCID HAQ-DI >0.22, CID SF-36 PHS >5.42, MCID SF-36 MHS >6.33,

HHik RF X OV X /341 CCP) 731 15 FHIN BED B EIZ 517 S 5501
~7ETEARMLEY—NEDOHEAEEICLD ‘Jé.‘%f%ﬁot$%f U 7~ F K+ (RF)

KOV PRy hv U A7 F R (anti-CCP) 25
SPEDOBRF LR L, JBEDIRZE W LB D Lz,

D78

<77““E*3‘YA‘7E§$%L@7€?JJT

24 RS
Mg ?E’J z

22OV,

DHEFTIL, ACRT0 KEEBDIZBEOEE LA E

TH5AL

D BE I

L Inb 2

TRIEBAAART O B CPUR O FEAIRIE &2 JR AT L 7=,
BT B EEERIZ RF X O T anti-CCP S MLIE FHIZ G T - 7= BE Tk

K@@%\%‘ & LEEE L, ACR20 203 K OV ACRS0 i #E 2B 1Bl A N A EIC

7= (p=0.0312 X" p=0.0096) (F18), =D

75>o

FERIT 48 W H CHMER S, M iE’J TGtk

IZE Mo T, 48 BN TlX, MiEZEAY

WM D BB G ACR #2129 A AN ISR IE D BE L ik L 2~3fEE 0o 7,
MIFFHNZGME D BE X, PRt B & et L, DAS28-ESR WA EIZIEF L (K1),

# 18 ERFOBCMAEERBICIIFNHEOBE
24 BB R 48 BN
MEFRORGME | MEFARNE | MEFOEE | LEFRIRME
(n=514) (n=106) (n=506) (n=101)

ACR20 (%) 62.3% 50.9 71.1%* 51.5
ACRS50 (%) 32.7* 19.8 44 9%* 22.8
ACR70 (%) 12.1 5.7 20.9%* 6.9
EULAR 3 74.8* 62.9 84.3* 72.3
DAS28-ESR #2584, -1.97%* -1.50 -2.48%** -1.72
BEEDES : *p<0.05, **p<0.001, ***p<0.0001,
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1 BREOEHCSHRAELIKESD DAS28-ESR DEFRMN DXL

Mean Change DAS28-ESR
=]
1

Week Week Weaak Weeak Weeak Waek Weak
4 B [:] 294 32 40 48

A—A—A Anti-CCP +ve and/or AF +ve (N=562) B-—G-8 Anti-CCP -ve and AF -ve (N=118)

FE D K L JERRIC o S REE D H 501
~7 T LA NMLEY— FOOFERIEIC L DIEEEEREY K LT - 7284 . ACR, DAS28-
ESR, EULAR diiEHAE TR S 415 RA OFRRAIIRESIEROUEN R L, 2 b Dk
BITRRICSB M L2 CoBEEFTHOL NS (¥2), HAQ-DI 2 =7 KT, HAQ-
DI @ MCID ZELEEEIG TR S5 FIREEE O SCEMERF DR S T,

B2 TNFEZEHFITHILGHNRNFONLGNESE (n=146) IZHIFTH 4 EEEI—RE (HEK
D 24 Bk (BEM. BiEFHE)) O ACR%E

-
3 B ACR20
g B ACR50
5 OACR70
2

1st 2nd 3rd 4th
Course Course Course Course
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HRIR e 2 A
~ 7 7RG ORI\ T, BEY v~ T BEO 3095 it 392 1 (12.7%) T
ADA DGtk &7 o7, ADA FEAIX, £ < DRBFIZEB VT, BRDFEOIR T XUILAFEO#E-
WCBITAHEKIGY A7 O ER EIIFEE Lo 72, ADA OIFEIL, FDH DK 2 — A
\ZBITF 5 2 BB #5-% @ infusion-related reaction XX 7 L/ ¥ — SO EAL LB L TW 5
AREMER B D,

IR
BROMEESE 5713, A SRRk O To/NETEHEIC L 2B RIZHIHT 2 R L T
Do NR~OHERICET DI HIL 4.2 22 M,

LM KRR FIEGE (7 =7 T RHIERE) (GPA) K OBAMEENZ 3% K IZEET 2 BE LR
(MPA)

JENNZ 51T 5 B HEEN S
GPA/MPA 5% 1 (28T, 15 Ll B, BEIE TIEEMED GPA (75%) &Y MPA (24%)
BE G LRI, —HEWRT v Z 2k, ZlitiakdtF], FEL MBI 197 6§53 8 6%
7=,

BEIX, L1 oBFETROYZ7akRA7 7 I KO#EA#EE Qmgkg/H) % 3~6 » AMAT
IREL . 78T (375mg/m?) i 1[El, 4 BWERGTLIRECT X AMEEIS ST, 2
BARRAT 7 I RHEOREBFEITH L, B TIET VF A7) o OMiRiR G- 217 - 7o, Mkt
Eh, AFAT L R=Y1r 1000 mg fRNEES (XTI AF L7V F=Y 12 1000 mg
WRANE GRS T o D v aalFal R) & 1~3 ARG T 57V ZEEZITV, £
DH, ATV =Y &H&K5 L7~ (Imgkg/H, 80mg #2772\, 7L K= 11l
L. BRI S 6 » AHB L TITK T LT,

FEFHMEE B I, 6 » AR OERTMENRE L L, TR MIL Birmingham Vasculitis
Activity Score for Wegener’s Granulomatosis (BVAS/WG) 7% 0 xOV/ /L2 )L F aA RiGHEN
BT LTWDEA L ERSNIC, 2 DDBROAEIC L DHEAE~— 13 20% & L, AR
BIZBWT, 6 # ARROERTEM (CR) ERBICHL T, ~7 8707 kA7 7 IR
(CXTDIEFMEDPREES RIS (R 19),

HMEIZ, RIBEEZE L OFREZOWVTICEBNTHLRD v (32 20),

:19 6 HABATELEMEZERLE-RAEREDEE (ntent-to-treat £H*)
<7t VLA =5 ) P S N =
n=99 n=98 (7T ®T-7 KRR
77 3IF)
ElE 63.6% 53.1% 10.6%
95.1% CI®
(-3.2%., 24.3%)*

Cl= {BHEX[H,

¥ 2 N A aT— T,
a  FIRME (3.2%) BDTPORELFFHELME—T0 (20%) % EEl-TEY . FELENRENT,
b HRIMEATERE D 72 63BN 0.001a 2 KR L 95.1%EEXE & LT,
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£20 KEDREICLD6 n ABEDTELEMR
~7k7 VIBRERT 7 IR #Z (95% CI)
2 n=99 n=98
Sy n=48 n=48
B3RH n=51 n=50
EREMR
245 63.6% 53.1% 10.6% (-3.2. 24.3)
RIGHH 60.4% 64.6% -42% (-23.6. 15.3)
B3A 66.7% 42.0% 24.7% (5.8, 43.6)

J—A Nr—2AAf v EaTdT—a T — 2Nk LRI,

12 4 HRTF18 v A IE D7
< 7R THETIE, 48%DHEFEN 12 » ARSI CTRAEEMTH Y, 18 » HIFA T 39%D B3
MDEREMTCoHoT, I/ rFRAT7 7 I Nt (BEEMBHEROTOTFF A7) v &2HE)
TIE39%DBE N 12 # AW Tram iR 33% D BEN 18 » AR TR Th - 1=,
12 5 AEESEN S 18 » ARFSIZNT T, ~ 78 7O 8 I THRENRO LIL, 7 kR A Y
7 3 FEETIT 4 BHCHERBRD bz,

VY S N
BRE AL DK C~ 78 TR AT o T2 B3 D 99 il 23 1] (23%) 75, 18 » H
RERIZEWT ADA BEETh -7, ~ 7B FTREZIT-72 9 Bl HONWT, A7 U —=V
WX, ADA DBREMETH -7z, ~ 7 & ZIRFEE CXT 2 MRS ARIEO R RBRIZB W
T, ADA DOAFTEIZ £ D LM STIAIME~OB & )2l 0 ST B ER R BT8O b v
Motz

JEN DHEFFIEDS

AT, Zhask LRIk, A —7 v T~ LRBRICBW T, BARICE 7= 117 i (GPA &
F 88 i, MPA H3& 24 i, BHsIRE D ANCA Bh#EMEREBE S H)) N, 7THVF47 VU &%
HE 596 E~T7vT8GE 584 &7 X MbanTz, BEkSNT-EEFIT 21 80D
75 W T, FICR SN RE, IHREE T, ZrvaanrFa s RESNVAT 7 ak
A7 72 RIRRICKL Y ZREMICELTLBRE ThoT-, BEDL IIBMIR UIIRR T
ANCA BPETH Y . GPA/MPA DR IRFEBIR % RS BEFEME RN I A 28 . XAXBISIR E D ANCA
BIE M 2, XUXZ Ok & MRRFCHEE I S,

FTIRENFIEL TV R=Y COFIRNE 542 53 BB TATF LT L F=yr 7L AT
FTAT L CEAMOFEE TR E I, WLVAT T aBRAT7 73 RE 4005 6 » ARICERNES
ONDLETEE L, BMGONTHE REDOT 7R AT 7 I R/2NVANG 1 5 HE
Wiz, BFIE~7%7 (500mg % 2 BFMRE T2 E (Day 1 X Day 15) kNG L, £
D% 500mg % 6 » AMRET 18 » HRFFIRNEE) XIX7HF A7V > Qmgkeg/H%E 12 %
AMEAEE L, Z20% 1.5 mgkg/H% 6 » AR, &%IZ 1 mgkg/H%E 4 » HERO®KRE)
DNFNNTT v E b ENT-, L F=Y A5RITHR ES . D b T2 kb
18 # AUWICHERF & 58 (8 5mg/H) FTHEINZ, 'L F=Y U OidHENR O 18
H ABLUBED 7V R = AR O R IEOREIL, ERIOHIEIZZ RGN,
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ETOEFIF, 28 » AN (7B T ORKEGNH 10 » A, THYF 47V Ok
B 6 5 H) ECHESNTZ, CD4 BT U o SEREDS 250 /mm? AR D4 T O BE L.
Za—F VAT A fuRFAMMRKOTHELEE Lz,

FERHHE A 13 28 » AR OBZ R EROEIG L S,

VEES
28 # ARERICIWT, A3 (a2 TEaREEIC RS, 3 EMmE &L D
%, BEIREY R OV X3k CoME R OIEEIMEREEE (BVAS > 0) ICL W EZRINT) 1L, <
T IO 3IH 5%), THVFATV RO 176 (29%) THRH LN (p=0.0007), HEZ]
TRV (B Tz < FERBE~OEEEZEERW) I~ 78 FHEO 7 61 (12%) .
THFATY RED 8B (14%) THRH BT,

BIERAERD 7T 713, WIBIOFEZAN 2 EHHEE TORMA 2 » ABRURBIEE Sh., 28 » A
BETHEINLTWAZ LEZRLTWS (K3),

X3 FEDORZNGHERDZABRER

100
a0
Percent
zge of
Patients
with 60+
First
Major
Belapse
4,0. -
_ _‘I._"M
i
20 P —— |
— — - Azathiopnne _____t_———'—‘————
Rituximab r—1
+ Censorad _‘—_—— r
o —+— '_,—H—o—o—Hu-
o L I
T T T T T T T T T T T T T T T
o 2 4 L] 8 10 12 14 16 18 20 22 24 26 28 a0
Survival Time (honths)
Number of Subjects with Mazjor Felapse
Azathioprine | 0 ] 3 3 3 3 8 3 ] ] 9 10 13 13 17
Fituximab 0 ] 0 0 1 1 1 1 1 1 1 1 3 3 3
Numbet of subjects at risk
Azzthioprine | 39 36 32 30 47 47 44 44 42 41 40 30 36 34 1]
Rituximab 38 36 36 36 33 34 34 34 34 34 34 34 32 30 1]

AR FOFAE LR TREANE, BB BRI B & LT,

Vi S
HEFFIEDIRIRRER C~ 7 ZIREE T T2HBE D 6 $1/34 5] (18%) 7% ADA ZFEHL L
7o MERPRIEORKRERIZI VT, ADA OIFEIC K D L2 XITA N~ D b )7l
NITBEENREEIIZRO Lo T,
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R DEE[T]
ZIHEME R VA THEIE (GPA) 15 - DN HIZ TS ML (MPA)

WA25615 @k (PePRS) (%, BEEZRIHEMED GPA £7-1% MPA O/NEEE (2 %Ll E 18
AT ) 25 Bl A x5 & Uc ShakdtE, FEER. HEE, IEdEERTH S, RICk T 5
FOFROHPIAEIL 14 5% (FEHH - 6-17 5%) . BE OIS (20125 [80%]) 1FE4METH -7,
AFF19 61 (76%) 73 GPA H& . 6 ] (24%) 7S MPA B TH 7=, 18 1] (72%) D HEE X,
FRBRB G BT CTRglr S 4 (13 1128 GPA, 5 323 MPA) | 7 5l 5835 12753 (6 il A% GPA.,
1 5173 MPA) TH -7z,

ARERT A NI BAID 6 H AMOBMREAMM & X 18 » A OB THERK S 41,
ERTHRKS4 nH @G55) Thoto, O~ T THEEG ORI, BEITKRIK3 EO
AFNLT L R=vnrr BomgkgH., 1gHEZBLR\) ZFERE LT, BRMICHLE:
ElE, AFALT VUV R=ya UFHEOBNE A RS (kK3 E) 28R L, BffEALY
AT, Imgkg/ HORO 7 L R=yr o Eizi7 L K=Y (kK 60mg/ H) & O T,
~ 7 7 #E%E 375 mg/m? BSA O & Tl 1 8], day 1, 8, 15, 3L 22 OFF 4 RIS L,
BO7 v R=yarrE£237 v R=Y 036 » A F TITHIK 0.2 mgkg/H (FeK 10 mg/H)
(W S W7o, WARE AW O% . PVAS Tff A MR U, BRAAIEE) (RAOME 72 I3HR
ZEte) #HET 5720, IRBREMLEROEKET6 » A BUKRIC b~ 7 & 7 285§
L7,

25 BIAFIANE 18], 24 BOEERERN6 » HOEBMREANNEZTT Lz, 25 FlOEE
DI HEF 24BNV B 18 » HDBIEZ5 T Liz,

ARERO B9, /NE GPA B X OYMPA B3 2 iLh B 18 Rdl) ks ~7€87 0
e, PK XTI A =% BLXOHFIEEZFMET 22 L Tholz, KBRoOFIMEFMITE
WANRIMAERIEENA 27 (PVAS) ZEH L CTERZEMICHE I - (& 21),

6 v HHE TOZ 22/ F I FORERGE AV 5L FEH) .
WA25615 #BRD 25 B 24 5] (96%) 723, 71 F )V CHEINTZERO AT a1 R
HEcThsr6 » AETl, R rvaarFaAf K02mgkeg/H (F721F 10mg/HELTFDW
THNMENTT) O % Rk LT,

1EE (FHRE=45mg D7 L K=Y U FHYE[IQR : 35-60]) 7225 6 » AH (Hfifi= 7.5
mg [IQR : 4-10]) £ T. AMARRAZ NV aaLF af NG EPREORDDEIL S 1L,
ZD#% 12 » HH (FJfE=5mg[IQR : 2-10]) BLV18 » A H (FHfil=5mg[IQR : 1-5])
FCHERF ST,

TG 12— TV
BRI ., BE T 4~28 MO~ T TR G 2% (kK454 [53.8 % A1)
BEL, IBRELEMOFET, M6 v HITLITRK3ITSmg/m*’x4 BIO~T7 &7 2 #K5 X
iz, GRFT. 25609 17 651 (68%) 736 » A HLAKE:, BB T £ CoOMIZEBMDY > ¥ v
~ TR EZT. ZS 17 HHR 146136 » HinD 18 » H ORIZIEMD U Y & v~ T1RE
T,
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£ 21 WA25615 :KEk (PePRS)-1,2,4,6,12 RU 18 h BEm D PVAS Bfg

Study visit PV A ST O I i 95% CI°®
(response rate [%]) n=25

Month 1 0 0.0%, 13.7%

Month 2 1 (4.0%) 0.1%, 20.4%

Month 4 5(20.0%) 6.8%, 40.7%

Month 6 13 (52.0%) 31.3%, 72.2%

Month 12 18 (72.0%) 50.6%, 87.9%

Month 18 18 (72.0%) 50.6%, 87.9%

* PVAS of 0 and achieved glucocorticoid taper to 0.2 mg/kg/day (or 10 mg/day,

whichever is lower) at theassessment time-point.

“the efficacy results are exploratory and no formal statistical testing was performed for these

endpoints

MabThera, treatment (375 mg/m? x 4 infusions) up to Month 6 was identical for all patients.

Follow-up treatment post Month 6 was at the discretion of the investigator.

Bkt
7k 25 Btk 4 B (16%) 75, BRI TIC ADA 2¥F L, F— 2 BIRENS 1,
ADA BRHEIR#12 3513 2 MER O BRI b -z,

/NE D GPA 3 XN MPA DEGIEZER TlX. ADA OAFIENLERYERA M KIT T8 & 2
TR H ER R BT bR o T,

MNES LTI, ~7 8 7 OEERIEENED GPA £721X MPA @ 2 AT O/NEEEIZ
Y B RERFE R BE 2GR L CWD, NE~OFEHICET A IEHRIZ 42 220,

S5 M RIEIE 2 B9 5 B AR AR BR

PV B 1 (ML22196 3ER)

FUE MM, AT TV Wl Zlaak SRR ISV T, Bz Sl ST R AR R
MO EEORFIERE (SHEMERIEIERE 74 H, BWERFIEIEBRE 16 F) (2635, 5
M, I KHEO 7 vaanrFa s R (T R=y) LOHO~TE T DEMEROZ2ME
DNREAM S V72, FEFIE 19 55 79 5T, KA ICRH L CRIBEDERE ThH o7z, |HMHEKR
Y IE B35 O Harman OFEMEIZ LA BEIEE L, ~7 BT8O 56| (13%) LHE#ET L K=
B3 (8%) ITHHEETHY, ~7ETHED 33 4] (87%) LIEET L R=> #ED 33 {4
(92%) IZEETHH T,

BEIL, XN—=2 T4 CORBEERE (PHEIEE) LV EIHbIh, ~ 727 LK
HETV R=Y v 2B 5T A EEEREO T L R=Y U RET ORI VX AbE
oo 7B IRCT U X MESNTZHRE X, ~ 7T 1000 mg % day 1 (ZH)EIEARN$5-
Day 15 (2 2 B HEHRN&ES-L, dayl K0, 7V F=Y 20t L7, 7V =Y 0Of&
X, PEEOBREIZBW T 0.5 mgkg/H % day 1 705 3 » Ao O#EE®R, &5 TF
T S, BEEOBRFICBW L 1 mgkg/H % day 1 205 6 » AR O#F 5%, &54&T
F OIS, BEHET L =Y VRHC T v X AMea B8, PEEOBREIT 1
mg/kg/ 7 BREOEG-BG L, 12 5 AR CHREGH& T £ Tk, OB 13X 1.5 mg/ke/H )
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SIROEHBAE L. 18 » A TR TE ML, ~7 B FRECHRE L-BHFIT
MO~7%F 1000 mg & 7L F=Y o OFEA I HE MO REENTh T, M
BB R ORI KT B8 50E . fiEloR D 16 BRI R4 221 T b S,

TEINMEEIL 24 » AREETOS L R=Y UiBEEZ 2 » AU EFEH LW 2 » ALLE
CRoff) Se®EfiE (G bRk & OV )UIHESL LT IRE D Ran) Th o7z,

PV 7k 1 DFEE
AHBRIL, 24 » AR T2 » HLLE CRoff ICEE L7 BEIICHOWT, EH¥EFE L F=

VUL~ T T LEHET L R=Y UM THEREREZ R L (F22),

£22 24 HhARET, TRV VAREZ 2 D AULERALGVWEEERITELZ PV EED

BE
VY= 7+ o e s
: L R=Y
FL k=Y F pfE® 95%CIP
N =36
N=38
=Sk
. 34 (89.5%) 10 (27.8%) <0.0001 61.7% (38.4, 76.5
(Z3hE([%]) ° 0 o ( )
apEIZT 4 v ¥ ¥ —DEHEMEREICL Y B Sz,
b 95%Z #H X [ 1% Newcombe interval {Z & V) F& X 7=,

24 5 HAUBEO T L R=y 513G EOF/IME (v R=Y O & 10 mg LA
T)OBEHEDOV Y FU~T LEARET L F=Y UREEERE TS L F=Y VO BRIC &
D, ~78TDOATaA FEGEOMHIIEN RS (X4),

M4 2HEOILFIRTOLS FEREPIERFEREER/IME (S10mg/B) DIEHIHK

10 Treatment Group
Rituximab + Prednisane (N = 38) [ . .
35 4| —— — - Prednsone (N = 36) e o e ~ Te—e—o0
P~ —~—
[

30 |
] )
_5 254
® | *
-8 i - -
B 204 { -+ = -+
— J
X {
E 154 |
= I|'

@
10 = ']f 4
.‘l
l.l'
51 /
/,ﬂ- *
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Post-hoc D T IR 27 Il
~ 7T TIRIESNTZPVEED I B, 19 4134 5] (56%) T 18 » H £ TIZ ADA Hi{kD
BENERD Dz, ~ 7B TI1RELZ 2T 7 PV B ICHIT 5 ADA FEE L BRI 20
HIZOWTIERHATH 5,

PV iklk 2 (WA29330 #kbR)
ToxAMb, ZHER, ¥ TNV I — FEREEO Sk L FERRICIB VT, 60-120 mg
OO 7T L F=y  EFEZ%E (1.0-1.5 mgkg/H) ZHERFICIRA L TEY ., day 1 £TIZ
60 31 80 mg/H F T S iz, HEIED S EIEOSFEIERERE T 2~7T 8T D
BHIWER AN, a7 <) —ABE7 =T/ (MMF) &S, B, 24 »
ALUWNIZ PV OfEEZW 2521 Tk, HEENOEIESE (PDAITEEIMERA 27 15 L EEE
F‘INT) @B,

135 Bil73~ 77 1000 mg % day 1, day 15, week 24 & T week 26 (28¢5, iZ MMF2 g/
H% 52 #5127 v # M S . 60 X% 80 mg 75 week 24 £ T2 0 mg/H F Tl &
noEn7s v =y gt Eni,

Z ORERO EHER G NEFHMEIE B, 52 BB OREBIEF, L R=Y oRE5EN 0
mg /HEITREOE E, WENEIE L, FETEEIMERENRD b VREE (T72bb5,
PDAI {EEh A 27728 0) nN7e< &b 16 HEERTLHZ L EER LI EREMTELZA
FIZOWT, MMF LHIEEL T, ~ 72 7 OFMEEFHET 52 & TH 5,

PV ik 2 DR
AT, BAOarFazxTaf RO —2 L OFHICEWT, 52 KR T, 21
FazxrTuaA Rz 16 BLLE off L35 CRIZET 5 PV EEFDOEIGN MMF &g L T~
I TENTW -2 L 2R U (3223), mITT TR 0% < 132k EE (74%) Th
0. 226%™ T TIREE L TWEEETh-o7- GREHRM 6 » ALLETH Y, PV IZXT DI
WBEAZZ T TV ),

%23 S52@EMEAT, JLFARTAAS FE16BLEoff 5 CRIZET S PVEEDES
(mITT EHER)
~7%t7 MMF 7% (95% CI) P i
(N=62) (N=63)
&SI 25 (40.3%) 6 (9.5%) 30.80% <0.0001
(ZZ2hH[%])) (14.70%, 45.15%)
Rl B 19 (39.6%) 4 (9.1%)
FTTICRBELTWZEE |6 (42.9%) 2 (10.5%)

MMF= 227 =/ —LEE7=F /L, Cl= ZHEKH,
Brglaz W B E =B 6 » A RN UL PV Tk SRR L,
TCICHRE L W BE=EEMM 6 » HLLEL PV IZKT DHITERH D,
p fE1Z1E Cochran-Mantel-Haenszel test & 7=,

BRI 727 HMEEH (B D aLvTFaxT s NEb &, HEEFHEEL, Dermatology Life
Quality Index Z W /o fFRIZEET 2 ATEDE DL E ETe) 2BV TH, MMF x4 5~
T T OFFHFENABMESRGES Lz, BIRAFHEE B2 OW T, ZEENSRE I,
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T2 anF a4 NG E
PO aLTFarxTalf REGEII~YT |87 THRIESNIER CTHEEILD o7z,
Week 52 (2B 2RV F=Y U FEEOTIE (F/ME, H&KE) X, MMF 0 4005
mg (900, 19920) Zxf LT, ~7 & 7 #1E 2775 mg (450,22180) TH-7= (p=0.0005),

B D FHFS
PO FEIEEIT MMF BE & i L C~ 78 TRECHEICIEL (6 vs. 44, p <0.0001), 1
[FILL_EFR LIER OEIGIT D 72 o7 (8.1% vs. 41.3%)

VY S N
Week 52 (23T, 63 #1720 1] (31.7%) (19 BNIIEHRIC LV EA ST, 1 BlIZIEHEIC
LR EShi) O~7 8T THRESHZ PV A ADA BMETH o 72, PV RBR 2 ICB W
T. ADA DFFENZEMERE NI RIETHEEH R EEIIRD S o Tz,

52 EMEBEFZAEH
BRADIERT XU o3 E

~ 7 T HAI T CHOP ¥k &L OFFHEE L LT~ 7 v 7 2 a3 RS (~7
7 B 581X 100~500 mg/m?) L 7= NHL % 298 0 population pharmacokinetic analysis %
iz, FERFR 7 V7T A (CLY) ., BSOS &N EET L B2 0N/ RNT
77 v A (CLy) MOMAMEER (b)) 2o 3= R A2 NOSHER (V) Z2HEL, ok
BiX, ZnFh. 014 L/H, 059 L/HEW2TL ThHotz, ~7 & T OHETE A I -8
ofElE 22 B (BiPH 6.1~52 H) Th o7, 1BHRIO CD19 BE a0k ONHIE rTREF 22
DY A XX, 375 mg/m? FARNE G- 28 1[5, 4 EEE Lz 161 floT —XIZBW\WT, v7
7D CL, ODEBNZ D6 FTEE L=, CDI19 B los i ST R N LV EE T
X CLy A mho7c, LarL, CDI19 B ol OMEEERZA YA X CTHIE L7 D CLy 12D
WThH, EABDIELSE N KEN-T, ViIIEEmFE (BSA) MO CHOP #IEIC L W&
L7z, 2OV OEHE) (27.1%% 1V 19.0%) X, BSA O#iFH (1.53~2.32m?) & U CHOP ¥
LRI BB SN 5 08, A T/ N & o T2, 4E i, MEBI, WHO O iRiEIL,
~ T T OB L 2o To, ZOMNT T, M LA RICI DV~ T T O
HEZRELIZELTCH EYIEOLTZ2 /NS THIENTEINEETCE RN L%
IRIB LTV D,

~ 7 7 OIREEREN 720 203 5l NHL B2, ~ 7 & 7 375 mg/m?® FARIN A 523 1 [,
4 [EEEE U256, 4 FIEEGAZ D Coa FEIEIE 486 pg/mL (#iPH 77.5~996.6 ug/mL) T -
Too VYR TR T% 3~6 » ARMIMIEHICHITX 5,

NHL B3 37 izt L, ~7 &7 375 mg/m? kNG 28 1 [, 8 [mlfeE L7=A,
’g‘/ﬁa: Crnax Ilziéj'fﬁbij:% l/\ 1 E E &5‘?&0) Crnax Elzi@'fﬁli 243 Hg/mL (%ﬁ 16~582 Hg/mL> N
8 [0] H B 5-9% D Conax FHEIEIE 550 pg/mL (HiPH 171~1177 pg/mL) ThH 7=,

~ 7 &7 375 mg/m®> O 6 [ml$ 5% CHOP LD 6 A 7 MO LT= 56 O3 Ehie
077 ANE, v 7 T HARGOSGE LR TH T,
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/N DLBCL/BL/BAL/BLL

/@ DLBCL / BL/BAL / BLL DK REBRICB VT, 3Ll LD 35 floBFEOH T »
MZEWT PK BT S 72, PKIZ 2 DOFEHG 7 Vv — 7 CRIBETH o772 3w b 12
AT vs. 12 5D 18 ki) o 2 BIOEAY A 70 (B4 701 BLU2) TERER2
B 375 mg / m*D~T 7 E2FEL, TOHRMBEDYT A 70 (A7 03804 TER
Z 1B mg/ m* DT T E2FEL, EEREIT4EHOERS (127 12) DK
A1) 34T pg/mL E b m< R0 0%, BPEAEIIMELS ool (A 704247
pg/mL), ZOWEL AT, FT 7 LULRHERF L7- GRAT2A9F) : 41.8 pg / mL

(A 72 8ER/L 1A 7 04%), 67.7pg/mL (A 7L 3 &ER, 29471 #) BX
W58.5ug/mL (VA 7 v 4 F5HT, 34 7)), 3L EO/NEESE ORI o
JefiiL 26 H TH -7,

/W@ DLBCL/BL/BAL/BLL BFIZBIF 5~ 717 O PK F#tElX, A D NHL B# T
BEINT-bOLEETHS T,

6 » ALl b 3 AR OFH 7 N — 7 THEMATE S PK 7 — X E72W 3, PK THIIZE S
ZOEMITN—TIZB T 5 EHEE (AUC, C b7 7) 133U ELRBRETH-T- (F
24), FEBEY A ADN/PSWEE, B GEI 727 VT T 0 ADBMEL 72 5 72 O Big s N+
L, BIRDHIEEY A XL VBT 55 OBERIL. AETHY ., o, FATED
BT T 7 A NOFEHNICHE E -T2,

24 /NR DLBCL/BL/BAL/BLL IZHE T3 1) YF I TREIZHED PKINS A—2 F 4|

E|IN—7 >6 » H# to<3 &% >3to<12 % >12 to < 187%
CkZ 7 (ug/mL) 47.5 (0.01-179) 51.4 (0.00-182) 44.1 (0.00-149)
AUC1-4 1 7 v

(ng*day/mL) 13501 (278-31070) 11609 (135-31157) 11467 (110-27066)

FERIT P IEZRR (min —max); C 15~ 1% Cycle 4 D 5.

L IV@Alc A =0 1X7]

~7 k% F1E, CLL BEICH LT IAF T v raR A7 7 I REFHENLHE.
F 1 YA 7T 375 mgm® A EIRNEE G- L, 5B 2 A 2 VLIRIE. B A 2 0BT 500
mg/m? ([ZHEE L, 5[5 L7z, 500 mg/m? @ 5 [BHHEG5% D Cuax FHEIME (N=15) (X 408
pg/mL (#iPH 97~764 pg/mL) Th U | FEFHIEEINL 32 B @ 14~62 H) Th o7z,

i) v~F

~ 717 1000 mg %z 2 HHKET 2 MIEFARNER G Lotk PR IERIIE 20.8 B (HEDH
8.58~35.9 H), WHLE /7 VT Z 2023 /A (#PH 0.091~0.67 L/H), EHIKED Y
A 46 L (#iPH 1.7~751 L) TH 7=, W LT — X % fH\ 7 population
pharmacokinetic analysis TIZ®H 7 U7 72 (026 L/H) &3 (204 H) 1%, [FEED
-¥4)fifi & 7 L7z, Population pharmacokinetic analysis Ci&, BSA K OMERIZY, FPEIHE T A
— 2 OENZEIZEET 2 b A ERIEERTH -7, BSA TilHE%, BHEE T, LA
F LU UGARMEPIRELS 7 VT T U ARRNo 1o, WERNZBEET 2 BB O 21X, B
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IRRNCBE S 2L ETIELS | W EROMBEIIRNETH D, IFBFEE RIS 2 A9 5 8%
DIYFRET — Z 13720,

VY~ 7 OEYEREIT, 4 SORBRICEVT 500mg LTV 1000mg Z 1 HH & 15 B A
(2 2 AIFRARN R G L2 % i Sz, 2 CTORBRT, VY ST~ 7 ORWEREIT, i 1T
PIIZIR SN HEOFRFIZ Oz > THEIGNZIEM L7z, IEY Y F 2~ 7D Cha F14
fEIE. 500 mg @ 2 [E#% G280 5 1 B H & 5% O 157~171 pg/mL TH Y, 1000 mg
D2 [ 5IZH T 5 1A BE% O#PEIE 298~341 pg/mL Th 7=, 2 B HEGE D Crnax
SEHEIE. 500 mg @ 2 [\ H %5 TlE 183~198 pg/mL. 1000 mg @ 2 [A] H £ 5-# Tl 355
~404 pg/mL T > 7, TR IAEIE IR O FEPHIE, 500 mg D 2 B GHE T 15~16 H,
1000mg @ 2 [Al#& G TIX 17~21 H TH 572, Crax FEEIZ, WTHOHETSH, 1 FIHE
G1% L g U 2 [BIH & 5421C 16~19%m < 72 2 72,

VYR~ T OEMEhEIL, BIRER 2 2—2ZH) 12500 mg KON 1000 mg % 2 [AE R
WG L 72 R ICEHT 21T > 72, 1 B EBEGHDOMIEY Y %2~ 7 D Cra FEIEIZ, 500 mg
? 2 [E#5-TIE 170~175 pg/mL, 1000 mg O 2 [B[#5-TiE 317~370 pg/mL TH 7=, 2[4
HA% 51 D Cuax 1% 500 mg @ 2 [0 5-TiX 207 pg/mL, 1000 mg @ 2 [ 5 CTiE 377~386
pg/mL ThH o7z, 2 a—ZAH D, 2 6] B &5 O HEATH IR, 500 mg @ 2 B4
TIX 19 A, 1000mg @ 2 [AE5-TIX 21~22 HTH o7z, VY F I ~T DHEYBEHEE T X —
21X, Pl a2 — A & 2 H ORI —AIZBWTRE Th o7,

TNF FLEAITHa 7R 0G0 N R WEBHEEMOEYERE T A —21%, FCHIE - H
& (1000mg % 2 [A], 2 WFEME CTHIRNES) THE S, FERRMERE (369 mg/mL)
K ONFEI R RIH IS0 (192 B) IRk TH -7,

2 M E RIERIIE (GPA) M ONERAI 2 5 I 78 (MPA)

JENZE

~ 77 375 mg/m? & 1 8], 4 @G Uiz, 256 M KM P SERERE K OSSR 2 %
A% B3 97 1O — # 12 L % population pharmacokinetic analysis Ok 5, HEE Fe i&TH I
WP AEIX 23 B (#PH 9~49 H) Thotz, VYXT~T D7 VT 7 v ARODHEME
I, FREN, 0313L/H (HiPH 0.116~0.726 L/H) K450 (#iPH 2.25~7.39L) TH -
7oo BAID 180 HEDEAIEIE (Cmax)« 180 H H OF/NEE (Cigo) . LT 180 HE O
BEFORAEER (AUC1s0) (FFRE[HEIPH]) 1ZE 2 H, 372.6 (252.3-533.5) pg/mL, 2.1 (0-
29.3) pg/mL B X ON10302 (3653-21874) pg/mL*H Tho7-, ZHHRAEBEDO Y Y F
~ 7 HENRE N T A — 2%, B v FRETEO LN LD LK TH o T,

N[

W2 1 E] 4 EO#EET 375 mgm? D~ 7t 552G Lz 25 #lo/NE (6-17 5%) @ GPA
& MPA (838 % AW 7o REE RIS B REREAT IZJE S\ T HEE S AU D ERFR U 0 Hh (il i
22 H (#iPH, 11~42 H) Tholz, VIFI~T DOV T VT T AR ODAERIL. <
ZH 0221 L/H (#PH, 0.0996~0.381L/H) L UN2.27L (#iP# 1.43~3.17L) Th ol
A1 180 HRID R KIEEE (Cmax)« 180 H H O/ INEEE (Cigo). 3LV 180 HRID i T
O BFEHFE (AUCis0) 13 (FPRfE[#iPH]) 382.8 (270.6-513.6) pug/mL, 0.9 (0-17.7) pg/mL
FBLUN9787 (4838-20446) pg/mL*H ThHo7z, 7 VT 7 A LSABEMIIHT 2% BSA O
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BB L R I AN 5 S . GPA £721X MPA O/NREFICBIT AU VX <70 PK 735 A
— X%, GPA £72I1X MPA O ANICBITHENG ERIETH - 7=,

= R
1. 15, 168, BL 182 HHIZ~ 71 F % 1000 mg &#E L7k A PV FBE D PK /3T A —
B EFRISITE LD,

=25 PVERER2IZEITA2HAPVEEDKRELL— 32 PK

BH5YA 70
INT A=K 1000 mg DO 1 YA 7/ | 1000 mg DF 2 A 7 v
1 HEKW 15 HE 168 HH & WV182 HHE
N=67 N=67
FEARAE W (B0
A 21.0 26.5
(FLPH) (9.3~36.2) (16.4~42.8)
27 UT 5 ZA(L/H)
A 391 247
(FLPH) (159~1510) (128~454)
AR OHIAE (L)
il 3.52 3.52
(FEPH) (2.48~5.22) (2.48~5.22)

BOIO2BOY Y Fv~T7HKE (day 1 L V15, A 7V 1IHY) D%, PV BEICE
DU YF~T D PK X7 A—H (X, GPA/MPA BE L RA BERBIT DTN & REET
bolz, KD 2 EOEE (day 168 LTV 182, ¥4 7L 2 IZ/HY) Ok, VYFI~TD
VT T RIE T LD, s EITE i Lol

53 IERFRHBRICHHIREHT—4

VYo~ B Mo CD20 12X LB R 2 RT, D=0 AN X b5
MR TIL, B COHEE SN, KM E Y 31k 5 3ES2A) 7 B Mliakk
BUNDOITERITZERD oz,

AL, =2 A4 P ITx L TROK 100 mgkg D& THEM 4L (b4 20 B H
~50 HEHIZIRE) . IBIBIZKHT 2V Y X r~T7 OmMOFEHIIRENR o7, LL, i
RoY 1BV T, HERFEICERRZ B Mafe358 0 b, HAER bk
L CEBLEZ T TIRITICBO T, IgG B8RO bz, 2o OO B MlaikiTE% 6
# A CIEFIZIEHE U, SERISITRZRDbA T o Tz,

78 B ME A2 T DAV BB T ARBICxHT 23 Bk & UGl ClIZenwZ &b FEhii S
TRV, VY X< T7 ONAFMEO REM: 2 MR 3 5 BB =BT 340 S T2,
VYR~ T OEFERBIZH T DB E R T 51 ORBRITEME L Tniwn, =274
PN LD —FwMHERBRIC BN T, BESUTMED AIHRE~ DA F R EEITR O b TV,
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6. ZEH|IDOMEIK

xS U A (B331)

RY VX — 1k 80 (E433)

S ol NN

Kb U oA (pH FHEEA]) (B524)
e (pH %A (E507)

S K

6.2 BEEZEIt
~7tvI L, RVEbE =L, R F Loy 7 I AfE v b & OMIZEAZITER
O HILTWVR,

6.3 {EAHR

RBHEAA TV
36 » H

A BRI R
- AP TE I C oo B L
~ 7T O 0.9%EB BRI TR S ANL, 2~8°C T30 HIf. 51T 30°C
LLITFC24 Bef], MEA R OMLFIIICEETH D,

© 7 R UBERESHE T O R R
~ 7% 7D 5%7 N URHERRIC TARFRME S AN, 2~8°C T 24 BffH, & HI12=
1T 12 WRef], WELR) R OB ZE TH D,

A SR 2B D | AR S 72 IRITE T2 2 L0 BEHITEM L2
B AR DS H R MEBRIED & & TIT O 0T 0b 6 AT O PRE I &
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OBE RHARER, #AEE, AR, HIEXINETHT S
LML L Thuan, [[EEAEANEE] OHESHR]

(2) F7O—YIEREFOEA  RHARER, #HiERUIAETK
THLREMIMIL TN, [TEELEANEE OHEHS
]

I RFYE Q)

8 @EALODIE
FEF ISR : PTP W O IEANL PTP > — RSB0 U THRA
THEIEETHZE, PTP o — FOMKITED, BNSIALL
MEEREAFIAL, HICEEAEEI L THRIBMASOEE
REMHEEMET D ENMESNTNDS,)

[(EMENEE]

1. st

) AFNE, FICHFAHEESE CYP2B6 THREIEN, EHELEN D, £
7z, CYP2C8, 2C9, 3A4, 2A6 HAZKIOMHICEGL Tnb I &
NHEXNTWD D, (in vitro)

@) @M 1 4-E ROF 2 r70FRA 77 I R¥ 7ILREKR
TyIR¥ KRAT7IRIAY—R¥ FroalLbA, 47k
POOFRATy IR, AIVARFIHRAT7 IR

(O REI v L))

2. HEM
HEANZEDTF—%)
(&%)

() BEEOEMIEEBF 26 Flic, M- 7O0KRAT773IR6.8

~80mg/ke* & FIRNIZ 5 L7256, RHAPITITHGEDR 62% 03

2 HEANIZ, #968% %4 HUAWICHRt Sz, £/, FEFIC

BEEEOR 1.8% 0 4 HEWICHEt S, EKFICi3#EE

DF10.9~1. 4% 2 4 HEARICHRtx 7z 19, G @ — &5

DOEAEEET.)

KIB/TEAIEERH & U TRP IRt 12, EERHY O

JRAPPEMERIT 12 BRI THREEDORK 1%1Y, RE(LA DR kit

R 2 B THRESRON 0% THo 72 1,

3. ZOft
MFEREFEEH : 7 OFRAT 7 2 R 12~24%19 GLEANC K
55 —%)

2

~

€3/ B3
1. FEEER
EiieEsIES
(1) EBREMEIER T B0 (n vivo)
<X A® Ehrlich ¥&, Bashford¥8, v bOEHWE Walker
¥E, Jensen AIMESEICR U CH S sl M GIZ R Z R L,
XU L1210 |ifE, T v MEKIHE LS ZZED1E % < OEY)
BAEPEIE M U THERZN R 2D TS 10~19,
MM ERIN R Gin vitro)
Zv FEHABEORBRICBWT, ERENICHREGOW D>, B
WRRENA SN, MO, EORE, M8 /g z R
Wiz,
2. ERBRE
PO OKRAT 7 2 RIZERNTERES N =%, EEMREO
DNA &Rk ZHEL, FiEBEHZHLSDOT I ENRD LN TN
2o
(1) ¥ Z Ehrlich ¥ (E/KHE) 1T Tomg/kg & MERENIRG L, EE
ML OKEE S RICRITTHEE A E TS, DNA RURNA O
J 2 FEI I L 7225 DNA 005 % & O I L 7= 20,
(2) ~ X Ehrlich ¥ (JE/K#) 1230, 60, 120mg/kg % EHENICI%
HLEHE, WThoRERIZBWTS, EEMEs#ZENHO
Go 1 (O &mil) WTERL, Ml (&) ~oBfTEESHE,
ZOREFRE U THINL O S5 Z MK L 7=,
728, 120mg/kg ¥ EGFETHBNTIT S ONA &R ICHIEA
L7z,

v

~

(B9 CBE Y S E{LFRIR]

—fRIY 4R U OR AT 7 2 Rk (JAN) [HJF]
Cyclophosphamide Hydrate

{b=44 © N, N-Bis (2-chloroethyl)-3, 4, 5, 6-tetrahydro-2H-1, 3, 2-



IVRFH i @)

oxazaphosphorin-2-amine 2-oxide monohydrate
7120 1 CallisC1aN209P - Hy0
S 1E 279,10

JOT
(LRGSR a
olN
CP/ ~
| ’HQO
NH
IR - O RSUIEHREEDOHERT, ITB0idn,

Heig (100) 1D TIET9 <, T4/ —)b (95), HKEE
37 oo RV ATEFRT <, KPP TFIVT—F)b
IZRREITRT U,

Al 45~53C

SrERER 42T [I-F 2% ) —)b/K]

(B&]
T RFH 8 50mg : PTP100 $£ (10 8 X 10)
(EZmk]**
CHkES k& =)
1) Gryn, J. et al. : Bone Marrow Transplantation, 1993, 12, 217

(199302440)

2) NRR T O—BIEBEHEYIER T R o1 AEREES. N2
Rt 7 0 —BIEBEREEMIE R T RI1 > L ORR : HA/N
VEBHIR A MRS, 2005, 18(2), 170 (201101118)

3) BT BE EE R BSOS
BFZRHE EAtE R 7 0 —BIEEHS RIS, X7 0 —BEERSE
fadt : HABIEAEE, 2011,53(2),78 (201101119)

) TEFRICHEHD (KD BRI KT1 2 2009 : HABRES

W, 2009 (201101194

Philibert,D.et al. : Nat.Clin. Pract. Nephrol., 2008, 4

(10), 550 (201101120)

BRAMEED © FNER (FLIR OINERETE TR IC BT 5 RS,

1988) (198801998

M fNERE (REIFIR OINE TS TR IS BT B RS,

1988) (198801999)

IR IE D - fNER (R OMNRER THZICBT DM H

FeB, 1988) (198801997)

9) sk RS E A ¢ FEE CERIR, 1982, 16(2), 517 (198200663)

10) Trasler, J.M., et al. : Nature, 1985, 316, 144 (198503489)

11) Chang, T.K. H. et al. : Cancer Res., 1993, 53(23), 5629
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=

(199302712)
12) BRHE @ PURAKIOSEBEBIRE, 1986, pp. 9-22, AT 1 VL Ea—
#t, KB

13) Bagley, C.M. et al. : Cancer Res., 1973, 33,226 (197300522)
14) Wagner, T. et al. : J. Cancer Res.Clin.Oncol., 1981, 100, 95
(198101631)
15) Wagner, T. et al. : Contr. Oncol., 1987, 26, 69 [198702357)
16) Sugiura, K. et al. : Cancer Res., 1961, 21, 1412 (196100101)
17) IO =E A - e EERIR, 1982, 16(6), 2997 (198200661)
18) REHERFKIED © BFESE, 1961,16(6), 1729 (196100102)
19) Venditti, J.M. et al. : Cancer Res., 1959, 19, 986 (195900062)
20) WEEABEHIE - HARESR, 1961,19(10), 1990 (196100005)
21) Liss, E. et al. : Antimicrob. Agents Chemother., 1965, 493
(196500117)
22) Palme, G. et al. : Antimicrob. Agents Chemother., 1965, 497
(196500116)
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* %2019 F 3 AtRET (B 17hR, EEREERTARSE—HEEARICEDIEE - R, FiE - AEDEEDOHRET) A A A o R
*2015 5 6 ATKET 874911
I 7k 2~8C (pE) THRTF
MR © SRR Zon (T ATIUIRE 3 4F)

7 ILE I 100mg 500mg
. EHEE | 21300AMY00054 | 14000A7Y00518
e e L2 1)
BISE, L5283 AL | 200147 H 196T4ETH

A 7E B IR 19624£8 A 9664ETH
59 IJI~=\='H'J1oomg St | ioaiesh | et

ZhEEE 201943 H 201943 H
2518 LYINEY S 500me”

E%ﬁybn$z77:h*ﬂ%

*

@ A X WSE Endoxan®
(4] Ik 5e 44 EHHT Y RES > 100ng AT RFH > 500mg
1. AEERY FREFUEBRALANC E, HECENTS 2 ks CermE A,
ARRT7 7 T RERY PNRSF L EDQHAICEY, LEED (AT B b /mL A B Fr M /L A3 A i
I LT LIRS RES N TS D, ]
2. AFESUNALEEERR, BEBCHHIMETE ZERENE [%hEE - ZHR]) * * * [AiE - AE] * * *
RICENWT, DALZEECT MY - BEREIFDODEED e - R B - AE
bHET, REEDBEYEHBENDERICDONTOZRIET S TEEROEEMLCCEE () BRCERT B
52L&, BIREBEDRERIRICHIZSTIE, BHAZEFORTX BYREIR DR BE BAICIEIZOKRX
EZEBBLTHIIETE L, £/, AEBBICETS, ZRMEBEHE, B T7 IR (@EAkHBRE) &
EENFZORKICEDERVEREZT955BEL, AEE g, BhifE, 2B, 24AN LT1H1ME100mg ZEH
EBThORETEC L, m, AEZnE FERE %WW“ﬁiE'%%QW
3. ENHEBBROMARCINERETHBECE, TR e mmaaTE XDhEEOEIRRE
RICEBTBHL, 1% ’ ’ #Esmosmﬁgéaav
() EMBRMARPBECTAEMBEREREAT HEMD S ETIT =L, TROESRIZIDONT 51, MESIOOSNEE
5z¢&, 4, HORBHESHEMHA =3, Tx3RUEDESG
(2) BOBEEHH & YRGB LEEENRIBTEIEETNDH TREDPBETH D, By d, BMBRENREDL
30T, FTRICOE+9EET B &, gD MR IME, BEE T&E=5481%, 2~3Bb=
) BEBREEAHLTOBBELERE LA L, DESIR oo BRI RO
2) FAER, BEOBRRETHLAL, BRETFHOLOHO B HEHEE GEE B EL. HEES-CHRE
NE MBRMERDOERES) £102&. HEEIAT R, RUKER), B BBR573,
3) 2zl MNaEgksl, TBEEAEEANIE] OIEEZSBEL, WERE EMEAaR BRICIE, BERA 300~
RECHST 5L, 500mg %38 1~2 EE %A (=
4. CRBERMOU OTFHESRICANERSTIBACE, B AT, .
B 4TS B ERBRIC DT, FHICoNTOL ﬁggﬁ;EZQthi
SIS EABIERNED ) YT FHERABRORBREREDE R LEAT .
DD LTS < &. 72, REBEBATHE
BERAICT BE 200~
(22 (ROBEICHEFSLANDE)] e EREL, BOL
1. RYNRSFUERSHOBED [AEEA] OESE] AAEELTRE LTI B
. AFIORD IS UBELBBEDEERDH D EE 1000~2000mg % FFTEFRIC
3. EREBREAOHLTVSEE [SICENBMRBEDNE FUBELTHEL,
BICAHERET S50, BLESBELRGNELDC gﬁﬁff,ﬁﬁtiuﬁ
N =RC o
ErD5.] (2) ORBEHEBH & HET
(4G - k) il .
L R CERT AIEACEL
1. ARk BEAET 5.
e 44 HHATY KFH > 100ng ST K92 500mg B NEICAWSEES,
Gy |F 2 BRAT T I KRS s BRAT 7 3 Kk Eﬁ,\ﬁ%k(:(i&bg#?x
i 106. 9mg 534. 5mg 77 IR (BAYBRE) &
(KM & LT 100mg IHIY) | (E/Kk# & LT 500mg 1I2HH ) L1 8 1[[E750mg/m? (4K
2 ik XEE) £MRAICERK
BET 2,
K744 FEHALT > RFY > 100mg FEHRHHAT REY 2 500mg s, Eﬁ%, SR LY E
B8 O b i SO ST DR AR | B 8 D &G i SRS S 1 DR R HiEET 3,
IR - FE |TH D, KIZTOREITOT N, | TH D, KIZTODEITRT N,
GEHAD GEHAD
4.0~6.0 4.0~6.0
pH 20mg (/K E) 20mg  (JE/K )
/mL A= 2 A MR /mL A H AR

D EE-EMEOLLECIVFEATHI L o



EHAIYEFTY ()

ahe - IR

RE - RE

REE - FHR A% - RE

2. LTOERERICHT B0
MEMEGH & OHARE
E (FMrTaedlICH T 51
g, %W\ IWRICEEE)

(1) REVILES VIEBIEL D
HAICENT, ZEENLS
JOKRRT7 7 ROKEE
RUOEEARAKZE, »oOK
R77 IR (BAYBRE)
ELT1H1ME600mg/m?
(AEXmE) ZHIRNES
%, 20 AERKET S, In
Z1o=)LEL, 40—
ViR,

TH, FEh, ERICKUE
BERET 5.

(2) TEINES VIERIE L DH
AlCBWT, ZEENK S
ORR77IRDIFEER
VEEAREIL, Yo0OKRR
77 IR (BkYBRE) &
LT181[E600mg/m? ({&
XEHE) 2HRNREE,
20 BEAET S, Izl
o—=JbEL, 4~6 U — )L
YiRY,

e, Fwh, ERICKLYE
HRET 5,

(3) TENEY VIEREE, T
FODSUIINEDHABIZE
WT, BEMNAZIOKR
77IROEEERVEES
HiElE, »oOKRRT7 7 =
r(EXxHB®E) LTI
H1[E 500mg/m? (AXRME
B) 2&%RkNikER, 208
BAESTZ, chExdlo—
IWEL, 4~6 7 —)L#EVIR
ER
nd, Fiwp, ERICELYE
HEET 5,

3. {5EiEfiE

EOURFUOREIE, AH
NS EDHABICENT, BE,
BAICIEo2OKRRT7 73R
(Ex##}E) LLT1RATME
750mg/m? ({AXKMETE) ZEEIRAIE
5%, i< ED 20 BRAKET
5, chz1—=)L&L, ¥iE
R VUIRT,

BE, BEOKREICLYBERR
275,

4. TRKEBICHITSEMEHMAR
BREOFLARE
2EamR, BEEEEam
&, BRERRERE, =i
BEARMEMm, EH /N
fE, BELCHES (RELL,
HXREABEER VLR
REE C Fanconi B0,
Wiskott—Aldrich fE{xEE,
Hunter 7m%5)

1) 2aamm, BHEEEEA
miw, SHERKRERED
b=y
BE, RAICIE>20KR
77 IR (BkYHBRE) &
LT, 181 60mg/keg & 2
~3IEFEMIFTREEEL,
EH?2 BHE®RET S,

EEBETFREENDIRES
BE, RAICIFZ20OKRR
77 IR (BkYBRE) &
LT, 1B1[H50mg/keg & 2
~3IEFEMIFTREEEL,
EH4HERET S,

)]

3) EiONEDIEE

BE, BRAICIE20KR
77 IR (BkY®rE) &
LT, 1B 1[E50mg/kg & 2
~3IBEMNIFTHEEREEL,
EQR 4 BRERST 5.
BEDIRE, AT 2ES
CEVUBERETS L.
BIEHEE (REf2, &
RAERHHEZERVEXRMENL
FRIRE  Wiskott-Aldrich fiE
{&%8%, Hunter i8%) DIFE
BE, >/0KX773IKR
(EkE) &£UTC 1H
1 [8 50mg/kg % 2~3 BE[E D
IFCHEEEEL, EZH 48
BIXI(L1 B 1[E 60me/keg % 2
~3IBEMNIFTHEEREEL,
EH?2 BRE®S TSN, &
ERUVEBHDORKEICLYE
HREET .

Fanconi BINICZ5 3 %158
ICI1%, MEOMEEMEICLY,
BHEEESHEOREENE<
BAHEDRENHHDT,
IR 5 £ 40mg/kg (5~10mg/
ke z 4 HE) ZEBZEWNT
&

(4

~

5. BEBENTHRGIRLED BEERSZHGORERVAE

BIALE XIIERAAECEI=ERT 5.
6. ABMEHMMOTRY UFHE (1) RA
K& BE, YOO0KRKRT77IR

EHRIVTIL-—TR, &
BHEMEX (BEHRENSEND
EX, LZRENEREANFIE

(EkE) &LT1 R
[E 500~1000mg/m? (ARME
B) £28IRANICEST S,

X,

iE, IEEIEZREIRK, 178 FRAIE LT ERRE 438

HKMEZRME X ERNFELE, F&d 5,

ERERRE), SREMR/ b, E#, ERICLUE

RERR, BELE, REAME HEET 5.

BHE, RUCMEREFED(2) pg

AN OTTFEESE BE, LHORRAT77 IR
(\Ekie®E) LTI A1
[E 500mg/m? (AXEHE) %
BIRACES T 5., HAIE
LTHERREZE 4 BFET
2,
e, T, ERICKYE
BT 5,

: <ShEE - HIRICEAET HFERALDEFE>

VEEMERRICH T B il M # R A O RTIR R I A W 2 B AT,
PENENOHRBICHT 2EROBUR LS lEMagEE£Ed %

VURY - RRT 4w bEBEE LI ETARZEINT 5 &

,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,

<Fi% - AECEETZERLOEE>*

1. SRR ORI AR 2 5T 5B AL, Filo,
RICERT S &, ]
MR s, REREZICELAVE DI, BHEREN
SHELRGRELEETLI L.

PR EHT 15 24 BRI 150nL/RERI L LD R B EED L ST, 1)

M

HILULOWKZRGT2LEBITARTEHHATL I &,
BEOFEHMOIREZZEL, WRORZHRETTD I L,
2. WEMEEEECENT, FFz SO AREHT RIS,

L (@2)
L RSV —EEEDMELSHSRE SN TS I END, AH|



ST EBIARTIC o WS 2 5T 5 2 &, |
3. BNV B HE, ARORGE, 57V a—

NEIZDNTIE, BE%AOHA RIA 2%, BHOKEZ

BEHRETDH L, }
4 EEROBRE |

SUORAT 7 IR GEAKYHED) 100ng &7 D 5nl OAEFEE |

i, TSRS 2 INA CIEMRY 5,

BIRNE~NDOT >3y MEEOBEITE, ERMEEER

HDERHAKEFERLBRNWT &

BUREHEDOB AL, EMREEY S M ORI B &, ‘

(EALDER]

1. EHEHRE (ROBEICREEIRETSL)

HFEEOH 2 8% HHEENEET 28NS 5]
BEEOHLEBE [(BHEENEETLIBZNNHS.]

HHHIH O b 2 BFE [EHMEHIERT 2BENNDH 5. ]
BAYEZ SHL TR BE [EHMEERICED, EYUEN
BB Thhid5.]

(6) KERHE [(BAaMBREFEENSSONE T ENH D]

(6) it [[FElEANORE] DEHSH]

() GBSO IMERICAR 25T 2 5813, ROBHEIC
HEEIIRETDH L,

BECEEDH 2 EH [BRORENENT 2BZNNH 5, ]
Fanconi HinDEH [MifEOMEsstEr#mEeNnTHO, ®IEM
MRS BT 2 BENNDH D, ]

n
2

~

2. EELEXNIE

(1

~

BRI, HMMEBERASOEERAEANEZSZZE0H D
DT, HEENCERRE (MERE, RRE, FFHEE - BHEER
BE) #(1ORE, BEOREEZTNICBHETLII L, BREN
ROSNEHEITE, HE KEFOBUBRLEZITS 2L,
Him P RERE K OB 1L D = DR EDHMZER S Z &, £/, #H
NEMMICHZ2 CRERNMS b obh, BIEEICHE T2
ZENBHBDT, HEFEEI T I &,

A H 2 S i A A O RTG53 2 a1, Him ks
PSS DR IR IEEORBBENE <25 LOWE YD 2
e®, HENCERRE (RMES) 2175 2&. £k, WRE
REFEOREBMGI DD, #5724 KR 150nL/REREL
FoREZEHEDEDIZ, 1 HILU LOEREZHRST2EEHIT
ARAFTEHHAT S &,

(2) BEZAE, HIER O FET OB HMHERT 5 T &
(3) Az &S AB M ORGRICHEN T 258101, RO

IREAZEAE (hepatic veno-occlusive disease : VOD) DFIIZE
B922&, OIMIOMERE U THRESEM, RO OERE%
HI2LOBENHZDOT, RE, FEZFIEET S L,
(VOD D@ V)72 BRI ML T TR )
INBEFICRET 255120, BWERAORBRICRICERL
TRE59 2L,

INB R OAEFERTRETS R i D B F IR 59 2 0 E D H D5 EITIE,
MIRICHT 2HEBEEETEHIE, 2B, PVOKAT7 IR
DORLEEOWEIMCKY, B bHREEDOY X7 p38End
LOWENDHD Y,

ORMEEMEE (BB, BRI R, Y N
JEE, BEDCAESG, B - RESS) NRELEZLOREND D
e, AFOHEGHR THOENBRREZERT 2R ETHER
TBH5IE, 8B, PI/UKRAT 7 I ROKREEREOEMIKD,
ROV AT PENT 5 EOH|ENRDH B Y,

wBefE I A 2 MR DI, BEE S (TER LEOSRE
PED R WREEE - R R 23 N REAN DU MR
HMEE U ORRAT v 2 RAKIY (EBamifaE (BErpigEi
MilufEZ =) ) %) 2HGHET D&,

4

<

HE

(5

<

(6

=

7

~

(6))

EHAIYERFTY 3)

3. tHEFHR
AFNZ, FICHFFHEESE CYP2B6 TR SN, EMkEhs., £
7z, CYP2C8, 2C9, 3A4, 246 bAFIOMRBICEHGLTNWE I &
NREIN TN S,

(1) HAES WHALZWI L)

EGER FRRAEAR - HHiE T 1% W - fERET

KNI bR F 2 |G EOEHE T, AHEkEH

aky > R MRS Fr2BEESLEED
5, SEEL, VFWAEE, (KM, ik E
EhRE0 s, LEECIVECLE
LOMEND D, iz, BB (3
TR) TBWTR RS TF > (WK
HED 10 5N E) L2 7nRAT7y
I R (LDso AfR) X3 Z DEHKETDH
BARAT 7 IR (LDso #if8) 2K}
HlicHEHRE Lz, Thethzi
MEH U & EITHRTERTEOHM
NRD LN,

B 5 R IR
HTH5, KAl
FRIKEE D LB
Hndo, X2k
AHF AT
falc 8% RIFT
ATP {3 % [
9%, WAIOHH
&0 LEEAE
BT HEEALN
T3,

(2) HRAERE (HRAICEET S L)

HH 4 BRPRAEIR - HEE 1k 5 - fEBRRET
fttt D BT R A | B B B0 1 S D @4 A | R I B BRI E 2 AT 5.
7aJy /=) [HTDBIENHDDT,
TR RS RENBDOSNHEIC
&, WE, KEZFomEY
IALiEETTS T &,
T/ NIVEY — | AFIOERMNEE®RT S |7 =/ NIVEY =)L OREFEF
)% LB B, BIZXOARFOEERI A DL
g I N5,
BIBEERERIVEY ([ AROEMRNREIETS Z|@IBERKESIVES, 70T A4
705 L7 2| ENH 5B, 7z Za—)VIdFic BT EAR
a—)b HOR#MZEFRSHITHEFL,
TEPEAL 2409 %,
AR > BB R VR AT SR S A FI AT > 2D HIR O &R
LTEMBH5, ZHET L0, EHEO1 >
2V CENEL LD, MR
TERMPHE®RINS,
D Y T b DR A IR
HMEINDZEND D,
NI T NV T L2 > OERDE| AT RN T2 oz
PWINBZEMND B, WIS 5,
FAFIN AHIDOERMDET SN 5 | AFOEEZEIH TS &0
BENNH 5. WD D,
TORIHA U | OHBENEBRINDB|HS NREFIIAHTH 508,
> REEHA ENNBH B, £, In|FICLEEERZET 5.
RFEVIVET |6 OEF & OO # LK
s, TEV | TRIGERELEENFE
EY USRI 0WENDH S /-
W, WHEE T %D EHIR
RiBEHRTELRETH
BEETHZ L,
it o R R At | T o3 ML B AR AR (AR X T 5 —FiC
AFH AN DB I N, BN D B R ot % ) O 5y fiR
A WEEZTBENND D, |ZHETIEEZSNTVS,
4. BER

P AT s SRR D 22 42 MR BTAG ek e ] 5021 1 (RO 5% 3 1)
o Bl bold, HImEREAD 1903 61 (37.90%), . - MG
1041 61 (20.73%), WiE 1221 ] (24.32%) % TH -7z,

¥/, YRR O S MEH ORI BT 5 ARF D
o5 2 AHER PR AR B D 22 S VERTAL 6 S8 67 ilrh,  E72d DL -
Mk 61 B (91%), T, DMK 42 61 (% 63%), BiE 38
Bl 57%) THo7z.

EXAEIER

BIVEF OFE B L AL R O AR I K 5)

1 M O FERICAR 2% 57 2 581213, AlIEHO
FBEENE <D, BEENRBRI2BENNDHDDOTHEE
T5Z &,

avdy, TFr745F>— (BEELRH) 1>avy, 7F
T4 ITF—MHELND T ENHHDT, BHREFHITTN

¢

~



EFATIVEFYY @)

MFEART, FRREE, Wi, SRS, AMREEND SN

Bl GERIEL, #ULALEZITD 2 &,

SEEHNE (BEEEAREA) iMuEREA, B, BifEkEA,

WY, Hinatd 5hnd 2 ENH 2D T, REERS I

AR MR DB Z 7127w, BRENRD S NGEITIE,

REHROEE, BE KEFOEYRUEZTD 2 &,

3) HmnTERERER, HERFEE GEEARBRX) - HimMEBEbZ, SR
RENHSDONDZENHHDT, BEETHIITY, BEN
RO SNHBEIL, W&, KREEFOMYRALEZITS 2 &,
AH 2 3 MM AR DO RTG53 2 58121, Hif ks
555 DB IR &R RIEFEDOFEEIHE N & < /22 COMENH 5 /-
O, HENCERRE (REES) 21752 &, £k, WRER
FEEDQREBMGEI DD, 5T 24 KRl 150nL/ R LA b
DODREZRDEIIC, 1 HILLULOERKRE#HEGT2EEHITA
AT EfHTHI &,

X G EBEEOREEIC, AXTFTRHERTEARZ RS
L7=856&, Wil ERs R O RBEBHEEN 35% (WIRAMIMEK) T
HolLOWENH B Y, ) [[EELEARNER) OEBHE]

4 ALUR, BlREO G%XKRE 1 LUX, FHEHNd5b
N2 ENHBDT, BHEETHITY, RENREDSNLE
B, HGEPIET AR EWUBLEZITDO Z &,

5) MBS, FHERMEAE (BEEAREA) : MIEMENGZR, FifikmE s
HE5ONBILENHHOT, BRETITITVL, BENREDS
NEHZEITE, BE5EEPILT SR EMYRNEZTTD &,

6) LEFEE, OALE GXXRF), LI rRF—F, LEX GEE
AE) L LEREE, DAZ, LY ORF—F, LESR, LK
HEROSLND I ENHDDT, BHRE ST, BEN
ROLNZHAIE, #5E2HIET AR EMEURAEZTS Z
L. FITARZEHETERET 2854 (EimSEBMEOE
WE) 1L, THIERETSI L,

) MFIRBRIVE T BEEDMERRE (SIADH) (BEEARHEA) - KS
MU D AME, KREFEEMAE, KREF U D LHEEE OB,
EIRRR, SRR, EERMEESE D FIRIR BV E ARG 5 WE
BZ#E (SIADH) 23 5bNDTENHEHDT, TOLIRGAEIC
B3G5 EHRIEL, KOEBROGREETRLEZTS 2 &,

8) PEMRBIEFERMAEAL (Toxic Epidermal Necrolysis : TEN),
RESPEIRAEIRBE (Stevens—Johnson fEIREY) (BEEEARER) : rf
IR IEIERAE, RIEHEREBEREND S DND I ENH
50T, BREEzTHITY, BENREOSNEHERI3REE
HFIEL, #EYRAEZITD Z &,

9) FFHREREE, #H|E (GEEARHA) : FHEERE, WENbSs DN
5ZENHDHDT, FHEREZITOREBRE T/ITTV,
RENEDOSNESHEIE, BEeHRILT 2 E#EY)REZ
152 &,

10) 2HBEARE GEEATRH) 2B AL2EF0HEELRBRENDH S
b2 ENHBHDT, BEEMEZITO REBEE 71T
W, BENRDSNZEAICE, #5ERIET S SR
EZ{TD T &,

1) HEINEHRARAE (BEEEAER) : Wik, Wik, (K (CPK) L&,
M RORF A7 OE > R 2/FH &S 2R RURE S H
S5bNDIENHDHDT, BRETHITY, BRENRDON
=HaIE, w5 EhIbL, @EUISRLEETTS 2 &,

(2) Zz0tDEIER

1) Bl R R OB FREHRE I X D2 OMDEIEH
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~

P | 5% DL E 5% il A
P Pt B, o AU IAFT—CHEF
ik BHR, I
s B M| CHE, UBFECIN G, T ROV, SRR, W

i Wi, R, T g, B, IR
BiE st

FRNBEEE | 5% 2L E 5% Al SRR
Jhi =€ &%, BFERLHE, MO
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o Iﬁﬁ W, AR, ES)| Rk
ES!
% 25 i, S Rk
R DERERE, OETE, MEER
i
N5 I B REA 2 FAR IR B RE TTAE
PER % IR FE, JNEREEA S
oM FEEL, ﬂz%ﬂ#i‘ﬂr& JRI A DR RGEAE, & iR,
%6, CK (CPK) E& K U AdE

2) & iR AR O RTE RIS B 5 2 MERKRRBRIC BT 27 a
PEREAM K 451 D EFL

T\ 5%LL 1 59 At
e Ifi % FDP $4m, AT-3 4, #%
R i P R R S A
AST (GOT) E&, ALT (GPT) Lk
fFig  |H. EVUJLE Sl L, AL-P
L5, LbH B
5 M JLV7F=>EF, BIN LR
e D - MEM, TR, DN, fE|E
HiER i
K (BE O, BELE
KRR R SR
fEBR A DEREY, AR
FEEL, RRYE, IMIET B U D AMK | WEER, WHEERE, &, UL
2o T Xliﬂ%’l% i1 '7AJ:?h
Mg 27 0 —)UETF, miEkEN
WA, MY 72 T AET

5 SlEANDIRS
EERE T, AEHEREMETLTWD ZEMNLL, AERANS
S5HONPTNDT, HERMNCHGHRBICEET S &,

6. 1Ii®, ER RILWBENORE

) EESUIEIRL T 2RO & DI NITI3R G Lian 2 &
PELW, £, HRTDAREEDOD D ANKRT/N— FF =23
FIRT B AIREIED & 2 BT, BYalEE I 2K DEET
BT &, WIRPICAFIZHEAT 20, FAHZERPITIERL 2
Hiad, BREICRENEC S WREND D I LEBFITHIT
5T &, EFHEZEEIEARS NSO, BT, AHF
2.5mg/kg 2G5 L7zMES v hTHE - fRIEDIET R OMER HAEA
DHEINTWD V, AHKI 5. Ing/kg 2 G LEMT v M &, &
FZHRG LWy bEXBLSE2ET 5, KRIEOETHEMN
ROERERD I EOMENDH D D, ]

Q) FAFTHRETHHEITE, RAZPhsEs I &, [FitPic
PMEND ZENHESNTND,]

7. INREADERE

() BRI MR R OFRAR, L KX O IaEIC ST S
L DN IES A & O B ATFEE, & A O Bl R O 5
a ARHAREE, FrAal, AR, REIGINRITHT s % e
PEISFENL L Ty, [THERERNER] OS]

Q) HHEEFEO U U FIREOR G  RHAKER, FHAEN,
AWRIHRITH T 2L 2ERFH L T, HRHAKE
W, BRI U TIRERRBN RN, A, SR Tid
SRR DR, (TEEREANER) OEHEBH)]

8 ERALODIE

() REAE  AHNIERRECNTHEHT D Z &

(2) BARIPESTRS - HIANTESICH 2> TIE, FRRORITEERT D
Z&,

D HANKEELOE2/BNEFITOHMER/NNRIZITD 2 &,
[ —EBAL A D RKEF I TN &, FITEHERER, #
AR, AR BESGINBIIERT 5 2 &
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3) THEZHFALLELE, WHZHRA LV MKOEREA LSS
BESICHERE, Bz TERNTD I &
4) FEFTILICETE, BEHRL I END 5,

(FEWENEE]

1. MEgEPEE
BROBEMEERBE S HICEHTL 70K T 7 I REHIRN
BELZEZOMBEFOFEERHY -t ROoF Ok
T7IR+TIVRERAT 7 I R) OEYBREINT A—-F %K |
WRT Y, GLEANICESTF—%)

1 IS OB HEIN S A—F

B 5! ; Cmax AUCo-12
(mg/kg) (reg/mL) (seg + hr/mL)
20 8 1.31£0.73 4.66=%1. 20

T IEMEARAIRE O 2 0 I RRAN OB R E RS L TN 5,
GHIZEW: © #OEHD) (ean=S. D.)
AH 2 S RIS O RTARECHERA L 2o 7 0k 2 7 7
S ROEYHRENTA—F2EK2ITRT, GLEANCLSDT—
%)
%2 BEMBHEBEORIGERICBITISS 70K 7 7 I ROKY)
FRE/)N T A —%

i (hr) Dl ik
Dayl Day2
7.1 5.5 p<<0. 0005 D
1.7+1.3 2.840.4 p<<0. 02 ®
8.7+4.6 3.6%0.9 p=0. 00000 »
6.77+1.27 4.51£0.99 p=0. 00001 10)
(mean=S$. D.)
2. 9
(1) AR £ 0.763+0. 161 L/kg (mean=+S.D.) 1V (BREIAICEK
257—%)
2 &%

AN MC-EERE S 7 OR A 7 7 2 K 500mg/kg Z JE PR 5
W TS U ZBORBENIEER, miE, FTi3iEss | R
THREEEZRL, B2RMoMERETIE, 2METHEmL,
FOBEAD LUz, BT A TRSEEZRLE D,
3.t
) AFNZ, FICHICHEESE CYP2B6 TRI# SN, EMHILIND, F
7z, CYP2C8, 2C9, 3A4, 246 HbAFIOMRMICHEL TWD &
NWEIN TS, (in vitro) P
2 K@M 4-e RoF > r7ORAT7 7 I RX FIVREKER
Ty IR¥ RKAT7IRIYRAY—R¥ FroalLA 2, -7k
SOORAT 7R, HIVEFIHRAT7 IR
% IR
4. Het
HEANZEBT—%)
() #FEDOEMENERE B 26 B, M-S 7 O0KRZX 773 K68
~80mg/kg* % FRINTE 5 L 72358, RTPICIIEREBEOK 62% 5
2 HEANIZ, #968%A%4 HLANICHEME Nz, F7z, #fFFIC
BIREGROK 1. 8% 2 4 HUAMICHEE S N, IERHICi3kE &
DOFI0.9~1. 4% 7% 4 ABAPICHEM S 72 19, O @ —ERRR
DEHEZET.)
KIBIREERBY & U TRAFICHREEE N Y, EERED O
R A3 12 BRI TR EBOR 1%Y, RE(KD R Pk
UL 2 B THRESRBON 0% THo 7219,
5. ZOfth
MPBEAEAR 270K T 7 I R12~24%1D GrEAICEK
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EHAIYEFTY ()
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1. ERMLCICENEROER
PP A% 5812 51 2 B SIS B IR D R ARIC & B )
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ROEBOTH> Tz,
% 3 WA

TR |, s |,
Wt | B ﬁgf Bt | B ﬁéf
I I
I i E 159/362 43.9 |80 A fE 92/191 48.2
E VAT ] 616/1060 58. 1 |MHEHNE 17/28 60. 7
JiidE 152/537 28.3 |'B¥E 57/270 21.1
I 364/1005 36.2 | 5/21 23. 8
feS A= NIk 134/382 35.1 |HP¥E 13/33 39. 4
M I E 2/3 — FENG R 31/132 23.5
TENE 63/304 20.7 | SRS 17/27 63. 0
S 166/358 46. 4 |MREMEER 25/39 64. 1
TR 42/84 50. 0 | FE A iR 22/34 64. 7
(=4 28/61 45.9  |[FEM: RO 11/45 24. 4

2. EmMEHREREDFEE

) 2MaimE, BrEasttoimnE SR RREERE BHERR
PER I DA DA 5 66 B DEBFITK LT, fMOFTEED B
FATFT, A#I1H50~60mg/kg % 2~4 HAMEHEL, TO%E
MmEpHIfaEZ L, AARER O ZE/L /.

(2) AANDOBBEIMHIFNFED 01 98.5% (65 1/66 5), BHEE B
FHD T.0% (64 41/66 F), ANAEDHRAERFIL 95.5% (63
/66 #) T, T<NIAMEERL.

(3) AANL A Mk z #on i (300/mm’ K, FEHT.5H)
, ZTOHHAMEREL 1000/mn® DL LI R < [[lE (%
¥16.5 H) IE2Z&EMn5, iR O RiG#E O 504
KEBTHDEEZ LN,

[(RFRHE]
1. RB(ER
RS
(1) BIREREMERES AT BEIE (in vivo)

<X A® Ehrlich ¥&, Bashford¥g, v MOEHWIE, Walker
¥, Jensen WHESE I U TH S AR fES AN Gl h R 2~ L,
<A L1210 A, v NEKIFE AHLS ZHD1ENn2 < OFY)
MR TEIES TN U CHERZN R 2 BD TS 10~20,

MR ZEINE Gin vitro)

Zv NEHWEORBRICBNT, ERMNICR GO, B
WHERENA SN, MO, O/, M8 D/ R
Wiz,

2. 1ERBRF

POORAT 7 2 RZERNTIERLS N 2%, EEMED
DNA &REZHEL, FiEBFEHEZLSOT I ENFDEN TN
2o

< A Ehrlich ¥ (JE/KHE) 12 Tomg/ke #EREN&ZSG L, 5
ML ORI A RRIC KT T EE A E TS, DNA KURNA O F
R FEAHIHI U 7225 DNA 5 % & D S5 BHICHIfI L 7= 22,

~ 7 A Ehrlich ¥ (Bg/KAY) 12 30, 60, 120mg/kg % fEHENIC#%
SLESE, WThoRERIZBWTS, EEMEs#EHO
Go H1 (o Zanf) WTERL, M () ~oBfTEES Y,
T OFERE U Tl O s 5E 2 1 U 7z,

728, 120mg/kg HEREITBWTIT S 4 (DNA &Rkl 1THEM
L7z,

)

M

©))

(BB ICER Y S E{EFIMR]
—MRIAFR : 7 OFR AT 7 2 KRR (JAN) [AE]
Cyclophosphamide Hydrate
1244 - N, N-Bis (2-chloroethyl)-3, 4, 5, 6-tetrahydro-2H-1, 3, 2-



EHAIYERFT2 (6)

oxazaphosphorin-2-amine 2-oxide monohydrate
7120 1 CallisC1aN209P - Hy0
S 1E 279,10

Lt - .

0
Osp N
s
PR - HEOHKSUIRSEOH AR T, ITBWidzn,
Heie (100) 1M CIET9 <, T4 /=)L (95), HKEE
3037 0o RV ATET R <, KR TFINIT—T)V
IZRRET T,
Rl 0 45~53°C

SYBCRE 1 42T [I-4 2 %5 J—)V/K]

(B3]
VESHA T > K34 > 100ng 10 ]
VESHT > K4 > 500mg : 1R

(E-3a09)
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BAZEEADEES
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AR : 545 |
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l-. NS g @
) .!’bl-‘.‘ aﬁEE;()nng
AZANIN® Tablets
ARES 21800AMX10001
) FEEEMEONTEICLVHHTLZ L BR5ERdA 19784 8 H
1. 8% (Z704 FMEKFEEO I O— R RCRTO1 NMEEMOEE
1.1 REBHIC S 3ARHDBREE. RENHIRER OB HREX)
BEOBSHEICEEL TVWBEMXIEZ0DREDS & TF 5.2 DR 2 G HEE T T ISR PBE O N WERIZRS
5C &, Zto BB, FHEATOAL FIREMO 70— VIRICBIT S
1.2 BEEFEOU Y7 FHERICARE8 5T 3EA0E. EHEAFHME L CHRGTALAIE, BIBREATOA R
BRERFICTHORIETE BEBEMHRICHVT. FFNISDOV ?®ﬁﬁ?ﬁw%i&o
TO+5 B & ARFETMD U o 7 FHREEEOR CREHEFMED U 7 3 FIRE)
BREBOSEMNS ETITHIC &, 5 EIEHEATUA FELOHAERTLZ L,
(BT REMRT %)
2. 28 (ROBHICIEIHBRELAENWI L) 54 RIBREATOA FEDHZEETAZ &,
21 RHIOW AL XV 7 b 7)) A0 LBRBUE o AL R N
Db 2 EE 6. BiERUVHAE
22 FUIEKH3000/mm Ll F O BF [FTEREA 1 5 we A
PR L RAROMEIC BT, Tasts AR L OO
23 7 TFVAS v NN OF VRS v b REGHO Tho Ll AFN DM HEE R OHANEITEZIZL > TRE S
w101 2] DT, WIEDIGERN R 2155 72O Hm DOEEROCE R A B
2417y F Y B LAV L [101 1] Thh,
- B
3. #HRk - Mk MR L LTV F 4 7 v 2~3mg/kgtl =
3.1 #gk HiFE & LT F 4 7 »05~1mg/kgfl Y&

< DR O AR

o T — WEIEL LCT T4 7)) ¥ 2~3me/ kel i
(152h) 1T ART¥F 471 »50mg MEFHRLE LC7 R+ 7Y ¥ 1~2mg/ kel 4 it
- ATTV YN TR T L, FRARY Y b <Z:"r_El'f F‘Tik#'rid)?D—?ﬁ@%ﬁ%ﬁl&lﬁ%ﬁ%ﬁﬁjﬂﬁ
vEUITT T FAMKRIY (LR 7 B4 FERFHEDBEBMEXER XD ERER)
3.2 BIFI DMK WL RARONEIC, THEELCTHFF+ 7 v 1~
524, 7 = 2 $E50mg 2mg/kgfl & GEF. HAIZI350~100mg) Z#E11H%5-4 %,
o - W - R (EHA) (HMNEX FEMBENSROER. SRMERENZFIELE.
o STAN AN S RBIRE . FRRMSRNEXMAFIEE. SRR
Tk Q @ %%). 2EMIUFTF—FX (SLE). SRMBL. ENEG
T TALOL %, WAE. RAMESEER. ROEAMY Y7 FESR)
_— EE (mm) 2= (mm) T (g) L AR OVNBIZIE, THEE L Tl~2mg/kgtfl 4t & i
B 80 30 0.16 %53 %, B, ERICE D BEEHEFETETH 2051 HE L
L C3mg/kgZ MR 2\ 2 &o
4. FHEEX 35 R (AT REMHFLR)
O FROBSEBAICE T S EEBICOMH W RARONRICE, THREELTTHFF47) v 1~
BRHE. Ao, OB, B 2mg/kgfihit GEH. B AIZIZ50~100mg) #REOH5T 5.
O 2704 FEEMO /7 O—-ROEBEARVCERFH#IFIT
WIZA T OA FRFHEDBEBMEXRE K D ERBRMER 7. AERVARICEEY 2EE
REEMEOTRY 7Y FIHRE (RhREFEE)
2HMMER BERENSRMER. SROERENFIE 7.1 R E LI B A0 H 2 BE T, SR BERGE
fE. EEESRBRA. IFREMESRENERIENFIEE. DTFRETZZENETE Lo BERBAM (M.
ERBRAE). 2FMIUFY =T X (SLE). S e ERREMATE) ZEEICHEL. RETROLLESH
BR. REHR. BRE. BEEESERR. RO WCHEEZEET S L, [81. 92, 93 ]
U7 F iR (Z7 04 FEEHRO Y O— P RRU R 7 O4 KEEMEORS
O BEREMITA HABB )
7.2 24EREREE 7 HZ AR OF G RAR O ER 2 a5 2 Lo B,
5. MREX BHRIPIET 52 BP0 7 A R 33~ 47 A O35 Tldd b b B LA
(REBHHIC 51T BIEBEEOMEH) 52,
5.1 B H AT O A FRMORIEHH & O THWAZ &, CREERMD U 5 v FHEE)

7.3 FHOEFN RO S NABRI IR R A MR T & 2R
BECTHET LI LAMATLI L.



(BT REMHERTR)
7.4 FH OB RATERD S N BRI IR R & HEFRFC & B IR
EECTHET LI EAWE T2 L,

8. EELEXNZEE

8.1 MELBIEHIRI 52 DD HDT, &5 MHIT1~ 200 H
TEEBRIC, OB EEICERRA (MR, FFREE.
BT RASE) 2T L. BEORET HOICHE TS
Lo T2, HHPEMICH 5 LEIERAM H5bNS
CENBHHOT, HHIEEICITH) 2L, [71. 911, 9.2,

9.3, 11.1.1-11.14 1]

8.2 YL, HIMGA D F B TS EET A 2 L, S
WL ~28B 8 2 B, 2O% S HEIIRELY 1T %
& BEOREL HIcBg T2 &, [91.2, 913, 1111,
11.15 ZiE]

8.3 ARFHH% G- GG AT IRIEIS (IS § % &, By 7
BT ENHEDT, ROFEDLETH D, [914 &
1]

8.3.1 ARFH% 5-Hi 27k XA RIS 0 BEAE 0 T B 0 o0 7 4 %
MRS A2 L, MEFO Y AV AFARMOME I, BEARE
DIEBIZEHTH %,

8.3.2 KIg T WIEBE O D e Vv EE 2BV TIE, A XIE
FRIEB AR MO C L) WIcTHo R & g%
179 2o BEDPELNLZYGERERLHAICE. B

WZZZTAHLIIREL, Eru 7)) oRSED#Y) 4
Wi %ATH T Lo

8.3.3 KIE LT IRIEIZE OBEA R P S -2 L d 5
EHETHoTH, KAFKGHIZ, K IHIRIEE % 35T

DR H B DO THETH I L,

8.4 Mo Sy M & 24121, MO REIENC LY
&G T B O FR. B 2o SIE K OV o L IE
HEB S DU HENED D B DT, HRYIACE O Sa eI 2 A+
THHRETEET LI, T FERTF Y LSER D
7R Y BB S o A L d G ks L, B
17 GEHE) 35 L0MENHAHD2, [11.14, 1115, 1516
ZH]
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9L BENEREFIHBEICHT IR

9.1 BHHE - IEEEDH 5 BE

9.1.1 BB D » 3 BE
FiitkneE WICHH S 2 B2 D b, [81. 1111 2]

912 BEEZAHL TV 2BE

ERRZ T &, BIERITE S BN D 5. [82.

11.15 &]

9.1.3 HMIMRED & 3 B&E
BRERAE I L, IMEm A E SIS BTN H D,
[82. 1111 2]

9.1.4 kEEE
B RS D S b BZNWNH 5, [83. 1115
Z ]

IS5 HRIANZAX v U TDEE
WHE e BRI LTI ANAY—H—DE=Y ) v T 54T
I 7% & BEIF2 A4 OV A O FGEAL R CRUTF 2 D EALO#
BERFEROFEBNEE T 5 2 Lo IEIEH 2455 S h7-B
BIFETANVAF v ) TOBEIZBNT, BREFFLEY 4 VA
OFEHALICLE 2RV DbNDE I ENH D, T72.
HBsHUE MO BEIZB T, REIEIH of 5 Mih% 1B
RUFF4 ™ AV 2 OFGALI & 2 JF 9 % 5898 L 72 e B 754
HINTWD, /o0 CRFRETA VAT Y ) TOEZICE
WC, SRR O 5B IA R  CCRITF £ DAL A SN D
ZENBH D [1115 BH]

9.1.6 Nudix hydrolase 15 (NUDT15) Arg139Cys Bz F%E %
I 58E
KRFNF G- I MR ASE OSSO TRt D 5 2 b & D
W50 B O T, MOFEF OB % EET L5, #5121
TCEET S L, (1513 2E]

9.2 BRpeREERE

921 BR2DH 3 BE
FHIEREIH 2D S b2 BENDDH 5, [71. 81 ]

9.3 fFikpeEERE

JF B e R DI 22 D IR IR D b 5 B TII PR ERE & 0 5
Bl - BESLTE RIS 5 b s BZNNH 5, [T1,
81 ZH]

94 %JEREEF T 5E

941 IR AWHEMED B A LMEIZIZ. KFINET S A7 %3l
322 &, WREZRIRY . &GP OER % #F S 5
CENEE LV, b P THlRELZE#ET S I EAHE ST
WY ) YNERICH BRI A T 5 AT A L 72 & O
BlE . A L 72 ChREF . MR DR A, hiEiHL
B DA DFRD S N7z & DHEED D 53 ~0, KH| %
BRI B G S e etE (FRICRIB R A 7 a1 Fagf
A L72W6) 3BT, FUE K ORI A R VR oo Y 253k
HEINTWD, WHEOVTNANDORAIZG 5] S 6 &
HRKRESEB Lz wiEbd b, £72. @WER
(vHF, v b, v7R) THRIABEI#HEG ST
570 =9, [95 ZHH]

9.4.2 /X— M —IEIRT A HEMED & 5 BIEICHEG T 55612
. FRDPETL) A7 2HMTL L, WRERIRY ., %
GBS — M —OFIRZ R S D 2 EPEFE L,
M & W7 RIRNERBH R N~ 2, v P HW
TR B W, MREEES G ST n R0 T2,

9.4.3 AGETTEE 2 M D BEH I HK G- § 2 LB D B 56121,
JR L OESERE\ S 2 A BT 5 2 L, [95 B

9.5 ithw

IR AR IEIRE L TV B etk & 2 s id B Eof it
BleEtr LR s LN a5 IC0i&ES5 3528,
(941, 943 =]

9.6 Z5Liw

G L OF R ORISR EOF ML EE L, Lokt
XATHIEZ#RE 5 2 Lo

9.7 MNR%E
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