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” RY V— | 80 7.0mg | AU VY — | 80 35.0mg
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(4) REDHME :
e OFHH RarDOME
INA TV H S ANA T
= Lfe Va=2=3v i i
7Ty v TIAF Y
i ik

MARIRE SN ZEMEE
M ERe L

12. 2 Dt
[R%4 L7



V. JAEICEAT HIER

by

1.%

&t
b
[3Yay

XIEzhE

CD20 [51%0 B #ifaMEIER O F21) V/\E

REINHKEE T D CD20 [H14Em B ffatE ) o/ \1ghEH &SR

ZRMEXEAFEE. BEHEMNSROER

BREABRCHRESRTTLBIL—TREX

12 1 S 1 L/ N ARG D T R BT R

% R M A2 P M /ARG D T S BER

AT L (Mn) A TVYERT FoXE2Y (ERFHEBEZ) FHRERVA Y R
DL () A TYVERT FoX 42 Y GEGEFHEEZ) EHBEREOFIRE

ONONONONONONG)

2HRERIIHRICEET X

5. MMEER (X RICREET 5FE

(B HEREMIER D F 2 ) /B, REIIHEIKETO B #iatt) o/ \BhEMHERE)

5.1 REIE GO L 72 5 1E MaslEREOZWIEL, HEZBNIC 5 78R & R D BT XU
MERXIZ L VATH T &,

5.2 SRR EIE T 7 a—Y A R A N U —EZIC LD CD20 HUROREZEITV, B
WTHDHZEDNHRINTVWIREEOREETDHZ &,

(BRMEXERAFEE. BHENZSROER)

5.3 #1361 & &R ETREES S WEE . AR CHORRP GO WEEEIC
X LUTARBORG2ZETHZ L,

(BFABETCHRTTRBIL—TREL)

5.4 BEFER (A7 vA R, GEMHAE) CHohREB GO RWEFITH L TR
oG E2BETH L, o, BETA RTA4 VEORFOERESEIZ, KA
OF G- HEE) LW s BEICERT L &,

MRS M M/ RGE D 1 SRR

5.5 fDOIEFIZ THARDMENPELNRWEE, IAREICHE RS L LEZXHND
SRl OMEAEZEBR L, /MR, BARERNOATHLY 27 BREmneEx 6
NOREBFMEHT DL, Tz, BETA RT7A VEORFTOERE BB, A
DOEENEY) Ll <D BFEICERT L L,

(BRI T /MR A TR PR D

5.6 B XITHIRDOLAIZORMEMEZBETLHZ L, £z, BT A T4 U EDOFHT
DOIERAESEIC, REIOEG N EY) &l s BEICHEHT L2 L,




BRERVHAE

(1) AZERUVHAEDMER
(B fREMEIER DX 1) 2/ E)
W A, VYR o~T Bz [V~ T7%Ee 1] & LT1EE
375mg/m? & 1 WM CRIEEET 2, RAREGEEIL8EI &5, oHuEMiE
BA O 23580, PR 2 BUBEMEEAl O R GRIRICADbE T, 11 7 vdh
720 1A% T 5, MERFFRIEICHOSEAE, 8%, A, VYdo~7 (Eis
T z) [V Y Fo~T7#%Ei1] & LT 1MEE 375mg/m? Z 8+ 5, &5M
FRix 8 Mz &L L, mAREEGEHEIL12EET 5,
(GREIHKRE T O B MR ) >/ \HETEME R E)
WE, VX~ (Earfiz) [VYdo~7%EE 1] & LC1I[EE 375mg/m?
1 AR CRFEFET 2, RREGRHEIL 8 EIE T 5,
(ZHEMEXRMEAFEE. ERENZROER, BRMEDARME D/ EBRE)
WE L, AL, VX o~T (BB (VYR o~T7%E 1] & LT1REE
375mg/m? % 1 JARHFKE T 4 BELREHET 5,
(EFABECHRR T —TRE %, BHEHREL/NREDEEBIR)
Wi, VYR ~T (Baf#iaz) [VYdo~7%ke 1] & LT 1I[EE 375mg/m?
Z 1 AFMRT 4 BARHEEET 5,
(ATVYEIT FoXE42 DDORIRE)
WL RN, VYo~ (B z) [V~ T7#%k1] LT
250mg/m? & 1 [A], sEEET 5,
(ZhEEE)
AFNTHRFA LA U 5% 7 R 7 BEESIRIZ T 1~4mg/mL (A RRR LER T 2.

(2) BZERUASENHRTERE - B
A=y a0

ARZERUVAEICEET 5FE

7TRERVRAEICEET 5

(GheEHE)

7.1 AR5 HER L TH 5D infusion reaction B S B 572012, KA 5-
D 30 pHICHI e 2 & I VAl REGEIRAIE ORI G 21T 2 &, o, BIRKRE
FE R EDFH LR WIEEIE, ARIOREICEE L T, fIEERER/VE CAlORTH
HEEBETHZ L, [1.2, 7.8, 11.1.1 B}{]

7.2 FENHEEIZBEE U CHlE MR, QE SR, I RS ORER BT D O TARHA
DENEEZSFY , FEARELE BIFDBIIRHICEET D 2 &, ERBEBE LSS
IFEAREZED L5006 LIEHIT 5, EEREROLGAITELICEREG ZH Ik
L. WEREZITS, £lo, KEEZHET 25 IERDZERITHE L%, |
IERE R O3 LT OFEANRE T 52T 5, [1.2, 11.1.1 Z#]




7.3 MAMEIILUTO LB L35, 722U, BEOKRREIZ L0 FEABIAGIE 306 B
WD &,

PIEEESIES B 5-ip TEAHE

« BHAMIER Y x U oSl #lal 5. I 30 471E 50mg/HF CRAME L. BE DIREE
EHoBELRENDL, TO% 30 0EIC
50mg/F 32 I T, K 400mg/REE T R
HIENWTES,

2EIALE | FEOWTNICEY T 8815, UHEA

WEAERTHZ ENTE S,

- YA U -RWER SRS CTH -
=86, 100mg/FF £ T R CRE &2 BlthA
L. Z®D% 30 /343 100mg/HE¢ > B
T, I K400mg/FE TEITFHZ &N TE D,

- BREMCEEE /RN 72 < HIE %
WZRBLLTZEIER DB TH Y . oG
BTOARRYIL Y > 7RERHAS 5,000/pL il T &
D6, 90 TS (Bl 30 4 THE
HEOD 20% %5 L, D% 6055 TG
20D 80%EHKY) THIEMTED,

© SEINHNRRE T o B ffE it FIEIE e D 30 471% 50mg/iFCTRfA L. BEDIREE

U o EEFEVE SR B EHoBELENDL, TO% 30 0EIC

© ZRIMERVENIEIEE, PAMEE 50mg/F 32 I T, K 400mg/REE T R
19278 1.7 % HZLWTE D,

- BEFRE CORA v —7

AR 2WE LI | #PIEIBEGRHZREB L -RIER S ThH - 7
o ABPEARR IR I NI T SR B WA, 100mg/HEE T LIFCREZBIMB L, *
B R MM ARME L R 2R D% 30 43 100me/F5 I T, ek
iR 400mg/fFRFE T RIFA Z LN T 5,
ATV T FUFEL D

USSR

(GREISHMRRET O B MEfatE ) o/ \BHEMER,. 2ROEXREAFEE. BRENZ RN
Ex. BEABRTHRT AL —TRE L, BHEFHEEL/MMUEO LR, BRI
¥ M I /NG D T SR BE R D

7.4 HEGEREORNER CZEMEICET 2 IERITBR SN TWD T, KFIOFE 52
LCi, EOAEEEEICRFTD 2 &,

(BfifEEIER X)) VNE)

7.5 HEFFERIEICH W D2 5E80E, BARRBRIZHA AN S 7z BE ORI Iz o\, T17.
WK AE) DEONKEZRM L, ERNNADKFOHTA KT A L %EBE AR O
IE R VR et 0 CHE R L7z B BISEEORREZITHY 2 L, [17.1.2 2]

7.6 W EEEVEEE Y RIS KT D ARKI OMERRTRIE DA K ORI RENL L T
AN

7.7 MOPUEMAEIEEA & OFH T 2855 1F, BRRBRICB W TRE &SRR o £ 5[
b, $EREHSIZOWT, 117, BRIREGE ) OEONEZ#F L, ERNAOEHT DT
A RIA LV EEBEIZTAZ L, [17.1.2 BE]

7.8 AANIEGRHZHESRE L CTH H i 5 infusion reaction ZHEJH S 572012, AH %
90 /M CHEETHITKE L, IFAT I FEEICRIERERVE RN G END Y
AR, YA RERVECRIORIEGZITH> 2 &, [1.2, 7.1, 11.1.1 ]

15—




(BFARTHRR TN BIL—TIAERL)
7.9 JFHIE LCRIBREAT v FRIZ0FHT 52 L,

5. B PR AL HE

M EREKT—2 N\ 75—

hase 5% Al | mat| 20 |0 e
H A CD20 [ K#1 375mg/m? % 1 FRA 8
ENE T | IS B e o | o EEE L. MR (G 1~8
GP13-1012 | R F U v 3@ YA V) ROGRBRIBHR D&
% 6 1l 545 30 B OB A
T EHAE, 5o ME. EE
g’f;g%ﬁ ﬁ?ﬂffgfg o © | © ﬁ@fﬁ@&ﬂm A AT R i
HA A 29 5 %5
NI T
P et A e
A © | © | @ | © |#. ZHERIEE. Wi
ap13-3019 | o 62971 REERR
SR K OO R LAY
£ 627 14

© : FHmEE O : ZE&k

1) ARFIEAS L7=@hhg - 2R THE Y v~F] T2,
(EBfE OB E (B : FER XU V) TER—AT A >0 BHifagn k& Bigp 2
ERH Y FEWENRE, I O BE AN E LY KT TR, VU~ T EBE TR EIRE,
SEITEN BT D B E A B S FESE AR O ) E & i U CRIBIIR W Z & D SBT3 A=
> <u%*i)2> L OFYBEhRE, IEIIFOIICKR U T bIEZEOEWER E LT v~ T EE Z IR
L7,

T 2) BRINAGE i

(2) BEEREIEAER -
1) B
CD20 [BHAEHEMEEE B filadis % o U o <IEEE A 5% & L7 [ENE (GP13-101
HBR) 12BN T, AK 375mg/m? AT 1 ISR 8 [l AL L7, BIVERI 2/6 1
KRBT, BB, ZhbIEWTR Y Graded XiE 4 TlEeh o 7=,

AHKIRE (n=6)
RIE
4 Grade n (%) Grade 3/4 n (%)
EXEN 2 (33.3) 0
JH RS R i 1 (16.7) 0
ke B 1 (16.7) 0
0P AR 1 (16.7) 0
JEECE 1 (16.7) 0

U THAEFRRIL LG EEH L,
NI DA E

[Fl— OYERAE D3R — DA FER 2GR L 256,
—DWREDFR —DIEEVRDFCEEND RRLAEFRREEBRIALTSE.
BIRAEE 161 LR LT,

TEHEIR K OTERIE D I 54 30 A £ TICRBL L AEFRzW]E LT,
MedDRA 5 17.0 hiR CTCAE % 4.03 iR



2) R{HIM e CD20 514 B #Aa* ' D44iE ¢

HRIGIEOMELTH ARNEY o JEEFE 255 & LTz A ARZ ST ERR LR (GP13-301
HRER) 12BN T, RFIULIEAT A AEIN*2 % 375mg/m? JAfHFHET 5 & & bl
ZNEICVP (7 R A7 7 I KW, €7 URAF UM, 7L R=> %
NiFF v R=ynmy) ZHES L, &4 27 1v% 21 HRER T84 A4 70 (K
65 H) BORLE, MO0 MERERIL, A7V —= 7 KEROE 1A 2
N OEERT, FEAK T HEAKTO 24 BRI, 1 EAKTO 72 K, KOV 2
P A 7 AENTERIRL 72, #E5% ORI H CD20 Btk B Mifad~— 2 1 Tt
TLHHEEERH Lz, ifid CD20 Btk B filatidX—A T A ML, A7V —=V
WL 1A 7 NV OBRERIOMEOFEEE & EFR LT,

ffi. - CD20 Btk B s D ~—2 T A NI D FIEG DAL
%)

100 1 @
P f
-@- 47k (n=24)
«]\~ 75 O AT MBS B (n=24)
A P+ A 2
7
:f 50 A
v
;Cé
y 25
\j—
2
|
Ao
=
_25 -
03 27 75 504 (hr)

k1 MiFH Y Y ¥~ 7LD CD20 DRI EhE S D72, KifiL CD20 itk B fifia o1
HYIZ CD19 #HELL T\ 5 KM B A2 JE Lz, BAMEIRO720, B Ok S
(2B 5 R Tl CD19 Bt e O CD20 Bt B il oo s 4 TCD20 Btk B i) &
L7,

21 BRI AKGR A

*3: T R= Y UAIKRHARTERR (B BE AV HIE ORI MEIE R 2 2 365 & A0k
HEETHD,)

W) AANOARBENT-AELOHAEIE TV.S. kLR 28H452 L

(3) HERIERAE
A=y a0



(4) HREEAIEHER -

1) BRI -
WA A LA TRERGHE
(S 2 L)
PR
HITH AR Y S EEEERRE L ERAASIHERE (GP13-301 HE) *
R
F i

RIRPEOHEITHI ANV VR 2 61T, AR & e T34 AEIR G DA IERK
OZ MO RV MEICSOW TR 5,

PO
FIEEOMEITH] (Ann Arbor /2FEII/IVE) CD20 Itk ARt A E4H 35 WHO
ORI 7 L— RHY 1~3a @ 18 ikl E*2 DRk NEBE 629 61 (5 H HAN 29 i)
I R DOFRATRHREE] © 627 f1]

BT A v
S, Ty Ak, CTER. SRAEEE. WTRMME, R
EER ALY

o KEFE B ERRER 7 L —7 (ECOG) Performance Status 7 0~2 T&H v . |
TERREZ2IE (HAZT D 2 KDL EOHINZ IR » TEMIZHIERERH D) & 1 2L
FHETHEE

« DERHER 45% L ETEBREND 7 DERER AT D (BRIRAIIC BB 72 Bm A3 7
V) B

o A7 — = T WO MR EI R OV EAL SRR A B (S N 7 W R

P b5 07151458 5

B 2 KRB SUTTAT A AR (37hmg/m? S EHE) I[CENEN v 7 kA7
7 2 R, ©r 7 U AFURBER T L R=Y 0 3 37 L K=Y 1 (CVP)
EOFHEET DR 1: 1 CTT U X ANCEIV LT, &V A4 27 0v% 21 HER T8 12
VK6 A) SUTRBMEIT, BFRTERWENE, e, BB IEF TR
ViR U7z (PFH#ERI) .

OFRFEEWIRE TRICRER) [5228%) (CR) XUEEH RS (PR)] MG 673
WXL, N E 0 A ST R ERECE - T, ZEER FTAAISUIIAT A 4 E
AL (375mg/m? I EE) OHAIZ 3 5 H T LIS HIT 2 F M TR BT,
TR TERWEM, BEDW, BERBRTIEE TR L GEERRELIR) .,

A H

FERHIIEE - OFRREBIRIC 1) 5 2Z5E S (ORR)

BIVGEHIETHE - OFREIIRIC B T DR B G 21R [CR. PR, &iE (SD) M UNEFT
(PD) oA OEIG], @i, K% (CD20 Bt B Miflac)
B OSHERPIRIE I 2 5 To I E A AR (PFS) *6, 2417 (08) *¢

ZAMRHIREE - ARSI 2508 [ADA* RO NAb*], AEHRZL L

FEAT AT




E%uﬁﬂﬁiﬁﬁfﬁpéﬁffﬁﬁfﬁ—/ﬁﬂ;ﬁﬁ BT %5 ORR OAHA| & AT /51 A RIS & DA
HEMEIZOWTIE, ORR DDA 95% 5 FH X I FED EMET, 95% 15 X MR

(—12%~+ 12%) ORXMIZA->TWHE5E, FA%ETH D &ibm LT,

A AN B O o4 AT % S0t L | ﬁfﬁfﬁ@f%uﬂﬂﬁiﬁﬁ T 72 PK/PD SHfTE A |

T MR B A fEt L7,

FHMEORBIREEARE B X, MY o EOTRFR R ILHESLGTIRIZE - T, RIS xHT

DR R ORHM 21T > 7=,

EMERHMEE B X, RERCHRI LA ERES Bzl %\éfﬁbf;$§‘kﬂbi/\“~x T4

Mo OEAL) ORBIEG %, SREHRSHE (SOC), HAFE (PT), #HIEE (CTC

grade |22 <), HERIRE & OB#EMERNZER LT, %t&@ﬁ%ﬁﬁ%ﬂggﬁ%ﬁl

FRICERH LT,

I 52, ADA OAFAEZ RKBER K OB O MR (DFHRIEIR . MERpREE, kO

AR BICEER LTz,

k10 BRONAAGR S

*2: A4V ROBRTE LT

%3 L RV UAIARHATRR (RIS RE AR VE v H S D Sl s e 4 A 2 35 & AKNIT
PFHEETH D,)

K4 AXZVTDOHR2 H AT LTS HIT 244

*5: MiEH Y Y F w7280 CD20 OMRIHAYIH S LD -, K CD20 Btk B Mot
H VI CD19 ZFBLL TV 2RI B AR Z HE LTz, BAEEELIROT-D, BllIOME
(ZBEHF 5 R0l T, CD19 Btk & OY CD20 Btk B ikl o fi 5% [CD20 Btk B Mifa) &
L7,

%6 AEFIK L, PFS KU OS IZBF 2 BEF A IS T o & 2k Uiz B 2B iR 8 420,
ZEAMEREAMC B 2 i8R A I 23 OF F R I ) HERPIEE M 0 B e e - %072 < & % 30 B
MREEINTWVD, 7k, 201647 H 10 HOT —4 1 v N A7 B LA O MERFR I IR
DT =%, EKBEFFGEEHIE Eh TR0,

%7 : Anti—drug antibodies (FLEMHLIE)

%8 : Neutralizing antibody (FFnHIA)

) AR OARINIHIELOHET TV.3. HIEROHE) 228752 &

BEER (2FH)

N BRI KDY AFHE AT SA A SR
fD_N—2F 1 % (n = 312) (n = 315)

i (%)

FEIE (FRER ) 57.5 (11.86) 56.4 (11.72)

e fiE 58.5 57.0

I/ IME- IR R AE 23-84 24-84
FimXsr %) n (%)

< 60 163 (52.2) 175 (55.6)

=60 149 (47.8) 140 (44.4)
PERIN (%)

QL 181 (58.0) 169 (53.7)

B 131 (42.0) 146 (46.3)
AFEn (%)




EPN 214 (68.6) 207 (65.7)

TUT A 71 (22.8) 85 (27.0)

BA 6 (1.9) 3 (1.0)

T AU BFAER 2 (0.6) 5 (1.6)

Z Dfth, 19 (6.1) 15 (4.8)
A (m?)

FEE (B R A2) 1.8 (0.23) 1.8 (0.21)

rpRfE 1.8 1.8

e/ MBI R AE 1.1-2.5 1.2-2.3
ECOG Performance status—n (%)

Ol FR72 L 179 (57.4) 175 (55.6)

1-BEAEED I 125 (40.1) 123 (39.0)

2-F DAY DZ L DI 5 (1.6) 13 (4.1)

R 3 (1.0) 4 (1.3)
Ann Arbor Staging System Status-
n (%)

Stage III 143 (45.8) 135 (42.9)

Stage IV 169 (54.2) 180 (57.1)
FLIPI U 27 #-n (%)

Y 227 (GZ4HEE 0~1 &) 30 (9.6) 35 (11.1)

WY X7 GZM4IEAE 2 #) 106 (34.0) 103 (32.7)

mU A7 (FZ4HEAE 3{ELE) 176 (56.4) 177 (56.2)
* o RRMKRR

BEE R (ARANEH)
PNEE i =i 0) 46) AFRE AT SA A SRS B
D R—2F A Rk (n = 15) (n = 14)

Flin ()

RfE (BEER #2) 65.4 (7.00) 60.4 (8.56)

o fE 64.0 62.0

e/ IME- R R AE 56-78 41-175
FElX s %) n (%)

< 60 5 (33.3) 4 (28.6)

=60 10 (66.7) 10 (71.4)
PERIN (%)

Pk 8 (53.3) 6 (42.9)

Bk 7 (46.7) 8 (57.1)
RF A (m?)

R (FEER #2) 1.6 (0.16) 1.6 (0.16)

i 1.6 1.6

I/ IME— e RAE 1.4-1.9 1.4-1.9




ECOG Performance status—n (%)
O-fHilBR72 L 13 (86.7) 10 (71.4)
1- 8D I 2 (13.3) 4 (28.6)

ko BN GRS

1) e MR Y SRS KT D ARK O MERHEE OB MK OV EMEIERESL L TV R0,
(TV.4 FEAOCRREICHEET2EE] 22HT528)

) — R ElnE CIAERBIENE T LWL 0T, BEORELZ H0ICBIEE LR HEEICE
3oz &,
(TVIL.6.(8) Eifind ) &M+ 5 L)

(#& £l

OB (GtREEEAR)
£&EHICH T 52EH0EE (FEFHER) GRIIMBHIER)
SERFIZBT D R ERHEOIESHMEIC LS ORR [58425%) (CR) +i
325 (PR)] IXAAIEET 87.1%., AT A AR BT 8IS5% TH Y,
ORR DX —0.40%., Z® 95% EHXMIX [—5.94%~5.14%] Th o7z,
WEED ORR D 75D 95%(EHEX M N HANED T2 [AEMEOFFIL TH D [—12%
~+12%] NIZAS TN Z LD, KREIEEE AT /31 A RIS 2 BEDOTRIES)
ROREMENR ST,

24EMIZH1T 5 ORR

(%) 040 (95 9% EHIXI : —594~514)

100 ~ I I
90 27161 87.1% 27461 87.5%
30 - SE45%8%) (CR) ‘ﬁ:i?m){(cm
4661  14.8% 426 13.4%
70 H
60 +
&
A 50 +
R 5754 (PR)
22561 72.3%
30
20
10
0
KFIBE n=311 AT AR n=313
MY RO FIRMELGET R H D < Z23h
AR (N =311) | 51731 AEHH* (N = 313) AH - ST/ A BRI+
n (%) n (%) ol R PYye—
271 (87.1) 274 (87.5) -0.40 [-5.94, 5.14]

%1 : PPS (Per Protocol Set : JEERSEMFHMZIZE A L 7o k5 4ER) 1231 D ifAT
&2 ERM KGR



2HRMAICETIREREEHR (BIRFHEER)

PR * TR L R ERHE OGN IC L D R ERE2IE [CR. PR, %
iE (SD) KUELT (PD) OBFHFOEIG] L. €D 90%EHHIXH Z & 5-HEHIC
Kbzl 2 A, IBHEZNED 4 SO MIGEHn /3 O B OFIS IIAA] & T
NAFEHEZETUTO®Y Tho7e,

EEMIZB T 2R BEREZIR

AHIEE (n = 311) FAT A FEFESL*2HE (n = 313)
SRR RERIE S n (%) [90% 15 #E X ] n (%) [90% (S HE X [H ]
7e422%%) (CR) 46 (14.8) [11.6. 18.5] 42 (13.4) [10.4, 17.0]
mwaZzsh (PR) | 225 (72.3) [67.9. 76.5] 232 (74.1) [69.7. 78.2]
Z5E (SD) 20 (6.4) [4.3. 9.2] 20 (6.4) [4.3. 9.1]
#47 (PD) 1 (0.3) (0.0, 1.5] 3 (1.0) (0.3, 2.5]
AH 10 (3.2) 6 (1.9)
R 9 (2.9 10 (3.2)

%1 : PPS (Per Protocol Set : /A& SEiFHEEIZE A Lo kTGLEM) 1231 2 T
* 2 1 BN ARG

BAAEHIZEITR52E=5E4E

HARNER ORAIRE 16 61, JeAT/351 AEIESRE 14 61) (20T 2R REREE
OHEGERHIZ £ 5 ORR IXAFIFET 93.8%., AT/ 3A A EIRML*FET 100% ThH
ST, TR, BEEDNDIR o T2 T2 90% XiE 95% (5 HE X M OFERHEHHEE X
1Thlholz,

ko RN AR A
BAAERICETHRRBEDR
HARNSEHIC I 1T 2 R B BeHIE O RN C & 5 & B a2 (CR. PR,

SD X, O*PD) OBEDOEELE L., O 0%EHEXMEIILLTO®EmY THo7-, 72
B. BEENDRD S OMEHFHEE X T R0y T2,

AARNEHICEB T D BB zhiR

AAHIEE (n = 15) FAT A FEILGFE (n = 14)
B BB AR n (%) [90%fZ e X [i#]] n (%) [90%fE HE X [H]]
7e42%%) (CR) 3 (20.0) [5.7. 44.0] 4 (28.6) [10.4, 54.0]
375 (PR) 11 (73.3) [48.9. 90.3] 10 (71.4) [46.0. 89.6]
#iE (SD) 0 0
#47 (PD) 1 (6.7) [0.3, 27.9] 0
R 0 0
il 0 0

ko ERMNAGE L



Q@%&&M (GtRZEEAM)
FEZEROME
AGRER O OF HFEEHIMIC BT, AAIRED 289/312 il (92.6%) . AT/ A&
A FHED 288/315 B (91.4%) ICHEFRPRBD LN, ERAEFFRIL, K
FREChF R ERIBAE 80 1 (25.6%) . AL 70 1 (22.4%) . .0 51 fil (16.3%)
Toh V| AT/ A EHEN BT R ERJEAE 93 ] (29.5%) . {E 5 63 4
(20.0%) . $5EEHR 45 5l (14.3%) ThHoTo,
TDH L, HERAHEFGIL, AKFIEEO 71312 ] (22.8%) ., JeAT/31 A [E3K
i BED 63/315 B (20.0%) 258D BTz, EREERAERFRIL. AAIBET
FEEMEAF P ERIE 15 1] (4.8%) . FEEA, MU, 4P EkiAE (W T d 4 fi
[1.3%]) TH V., Jef7/34 A RIS BECREMEL FHERIE 9 1 (2.9%) . %
BT H (2.2%). M. WEREEE (TR 661 [1.9%]) Thoiz,
Fo. AFEED 23 6] (7.4%) . AT/ A AEHESBED 22 6] (7.0%) BEE
FLEOTDIIHG 2RI LT, £, RARFED 4 6] (1.83%) . FeAT/34 FEIK
G RED T (2.2%) THLENRD Hiviz,

FRBEFIC B T 2 B G510 O A FEHERORIEE
(GP13-301 #lR, LEVERITIRIEN, WINOFEGEET 10%LL EFEH)

AHFIFE n= 312 FAT A AEFSHE n=315
4 Grade n(%) | Grade3/4 n(%) | 4 Grade n(%) | Grade 3/4 n(%)

I PRI E 80 (25.6) 55 (17.6) 93 (29.5) 65 (20.6)
fei i 70 (22.4) 4 (1.3) 63 (20.0) 2 (0.6)
LTI 51 (16.3) 0 42 (13.3) 0
f'if’:'rf:l_m 47 (15.1) 4 (1.3) 30 (9.5) 2 (0.6)
EATHE D B 42 (13.5) 3 (1.0 38 (12.1) 2 (0.6)
T 40 (12.8) 1 (0.3) 36 (11.4) 6 (1.9)
W5 35 (11.2) 1 (0.3) 32 (10.2) 3 (1.0)
WK 33 (10.6) 1 (0.3) 37 (11.7) 0
N 31 (9.9) 4 (1.3) 37 (11.7) 9 (2.9
FE 31 (9.9) 3 (1.0 34 (10.8) 1 (0.3)
GIEER) 30 (9.6) 1 (0.3) 34 (10.8) 3 (1.0)
B, 26 (8.3) 1 (0.3) 45 (14.3) 1 (0.3)

2015 7THI10 BT —4 > vA 7
B4R 2N E — DO EFR L EBRR L5 E. YT AFEFRLIT 1M LTEHL
MedDRA % 18.0 it =~ CTCAE % 4.03 fiit

* 1 RROMAGE A

RERME

551/629 B (87.6%) DEE (ARHIRE 268/314 1 [85.4% 1, JHeAT/34 A RIS+
#f 283/315 il [89.8% 1) ZXtGUTHIEHIMERBR AT o 70, & H5ZIZ ADA 23k
H S B 1 8/651 il (1.5%) ToH V. AAIRE 5/268 # (1.9%) . FEAT7/34
ARG RE 3/283 B (1.1%) Th o7,



NADb (%, AFIHE 2/268 1] (0.7%) KOAT/SA A EHH N *8E 2/283 B (0.7%)
R SN, ZE0BED D BEARAIFED 1 HCIIHERRIEI O/ THZ
NADb 2 S 7=, F O3 ~T oD NAb Bikks 130 EEHR G S -,

B GRER]. WIRIBI O ADA e E Bt O R BLEI A

AFKIEE FEAT /A AR S RE

n = 268 n = 283

n (%) n (%)
PERRIEIR O ADA OFIE 4 (1.5) 3 (1.1)
HEEREEIR O ADA OIS 1 (0.4) 0
VR R 5 (1.9) 3 (1.1)

ADA [P EEIRIR H S 7R B 1T, B2 I T 1Bl e LTHERF LT,
ADA [GHEDRIEIG X, G S /e ADA BAERIIR 7210 T2 <Rl S TV WERRRT
BRI LT2RIRIC BT DR b BT,

o BRI AAFE A

El1EF

FRIBFROMEATI AR D v\ EEE 255 & L EREE R (R-CVP Lo 2
VORAKlL vraRAT I KRR, BV U AFURBER T L K=
VAEIIT L R=ya ) [ZBWTC, BT S4ER 312 #ilth 229 FlCEIE
MRS bz, EREWERIL, G HERBAE (20.8%) . Ef# (18.8%). {EA
W29 BUs (13.1%) . #oly (10.9%) . KitE= =2 —rm/3F— (10.9%). 7
(8.3%) . HIMERJAE (6.7%). MIIE (6.7%). BEEF (6.7%). RAPERK
Hoa—aF— (6.7%) . BLEIE (6.4%). EH: (5.1%) & ThH-olz GKFRBEE),

BIfEM (GP13-301 sk, OFAIIEIN) OKEEEF)

AHKIEE n=312
4> Grade n(%) Grade 3/4 n(%)
RIS 229 (73.4) 88 (28.2)
MiEds KOV v CRRESE 87 (27.9) 57 (18.3)
I H BRI 65 (20.8) 44 (14.1)
i BRI E 21 (6.7) 7 (2.2)
T LT H BRI 15 (4.8) 15 (4.8)
E=giil 14 (4.5) 1 (0.3)
U SEREDE 2 (0.6) 1 (0.3)
M0/ N E 2 (0.6) 2 (0.6)
ST ERAE 1 (0.3) 1 (0.3)
M L EREEINE 1 (0.3) 0
LI ER A E 1 (0.3) 1 (0.3)
AR BRI T 0 0
R Z MR 0 0
Ll PR 4 (1.3) 3 (1.0)
MM 1 (0.3) 1 (0.3)
DTS 1 1 (0.3) 1 (0.3)
EGPANIYE 1 (0.3) 0
DA S 1 (0.3) 0
T Y A FVPRLME 1 (0.3) 1 (0.3)




AFKIEE n=312

4 Grade n(%)

Grade 3/4 n(%)

LN 229 (73.4) 88 (28.2)
A PEAE R 1 (0.3) 0
DpEE 0 0
I 0 0
TR R 0 0
HENR 0 0

B X OukigmE 5 (1.6) 0
[Elfiz: 8 F 2 (0.6) 0
HETTE 1 (0.3) 0
g 1 (0.3) 0
HiEmE 0 0
F2 5 e 1 (0.3) 0

PNy AR 5 1 (0.3) 0
FRPR B 1 (0.3) 0
AT A REEBLEERE 0 0

R p 6 (1.9 0
PRI 2 (0.6) 0
AR 8745 1 (0.3) 0
R ER 7 A 1 (0.3) 0
AR 1 (0.3) 0
B 1 (0.3) 0
H B 0 0
AR Fe ifn. 0 0
IR e J) [PH v A 0 0
ol 0 0

H Rl 106 (34.0) 11 (3.5)
158K 43 (13.8) 3 (1.0)
GV 34 (10.9) 0
M - 16 (5.1) 0
JiE 958 12 (3.8) 2 (0.6)
T 12 (3.8) 1 (0.3)
PN 12 (3.8) 0
e 9 (2.9 1 (0.3)
HIEAR 6 (1.9 0
TR 5 (1.8) 1 (0.3)
F eI T A 4 (1.3) 0
F N Hz A 3 (1.0 0
ERLS 3 (1.0) 1 (0.3)
e PR 2 (0.6) 0
JEER AN PRk 1 (0.3) 0
FREE 1 (0.3) 0
R 1 (0.3) 0
SR E 1 (0.3) 1 (0.3)
JIT.Fg D 4 il 1 (0.3) 0
JIT P A PR R 1 (0.3) 0
INIES 1 (0.3) 1 (0.3)
Ry N 1 (0.3) 0




AFKIEE n=312

4 Grade n(%)

Grade 3/4 n(%)

& 229 (73.4) 88 (28.2)
JE 1 (0.3) 0
VLB BB T 1 (0.3) 1 (0.3)
E) e 2kn 1 (0.3) 0
FERZ 1 (0.3) 0
BN SIS 1 (0.3) 0
FRHLIEA L A 1 (0.3) 1 (0.3)
mp=Sr 1 (0.3) 0
St B 1 (0.3) 0
e TR 1 (0.3) 0
RIET 1 (0.3) 0
1 e N AR R 1 (0.3) 0
1 OFERER 1 (0.3) 0
ST 0 0
7K 0 0
(ERCPERUI MU EY oY 0 0
A i 0 0
AL TR 0 0
AR AL 0 0
1 A b SR B 0 0
B 0 0
eI 0 0
T 7 AR 1 (0.3) 0
MPEZ 5 FEE 1 (0.3) 0




AFKIEE n=312

4 Grade n(%)

Grade 3/4 n(%)

2R 229 (73.4) 88 (28.2)
—i% - BHFEER L OGN oK EE 72 (23.1) 3 (1.0)
I 57 26 (8.3) 0
M SIIE 21 (6.7) 0
TN 11 (3.5) 1 (0.3)
PRk 6 (1.9 0
R D S E 4 (1.3) 1 (0.3)
iz 5 (1.6) 0
B S 2 (0.6) 0
I 2 (0.6) 0
i e 1 (0.3) 0
E=nd 1 (0.3) 0
A VTN PRES R 1 (0.3) 0
HESTEBALES 1 (0.3) 0
FE O 1 (0.3) 1 (0.3)
RGP A 1 (0.3) 0
ZEIRAE 1 (0.3) 0
Jia A A e 0 0
AP 0 0
A TREE 0 0
Ed erN 0 0
TSR O FEIRE 0 0

JREE R P 2 (0.6) 0
NE AR 1 (0.3) 0
i 1 (0.3) 0
FREEPEAT 2% 0 0

s R 8 (2.6) 1 (0.3)
I EUE 5 (1.6) 0
T T 4T 1 (0.3) 1 (0.3)
Ky 7 a7V v iE 1 (0.3) 0
13595 1 (0.3) 0
A NI A R 0 0
R EOE 0 0

JEYSE 36 X OVE A BUE 39 (12.5) 8 (2.6)
ARGE 5 (1.8) 0
A e~ L8 2 4 (1.8) 0
51873 3 (1.0) 1 (0.3)
LR INICRS 2 (0.6) 1 (0.3)
NHEE ¢ 2 (0.6) 0
fiti g% 3 (1.0) 2 (0.6)
ROE Y 2 (0.6) 0
R 2 (0.6) 0
Bl iEtEs a v 7 2 (0.6) 2 (0.6)
Bl Sl ¢ 2 (0.6) 0
IR B I 2 (0.6) 0
0O e it 15 1 (0.3) 1 (0.3)
DPER S IPE S 1 (0.3) 0
ARS8 1 (0.3) 0




AFKIEE n=312

4 Grade n(%)

Grade 3/4 n(%)

2R 229 (73.4) 88 (28.2)
T DR 1 (0.3) 0
e 1 (0.3) 0
PR PER e J& 1 (0.3) 0
g 1 (0.3) 0
TP Y 1 (0.3) 0
FZRG EL A R 1 (0.3) 0
P 1 (0.3) 0
AR F—F 1 (0.3) 0
MEER S 1 (0.3) 0
mPEIH 40 1 (0.3) 0
RGE R 1 (0.3) 1 (0.3)
VDS 1 (0.3) 0
Mled o 2 1 (0.3) 1 (0.3)
FE % 1 (0.3) 0
A 5 1 (0.3) 0
R I e 0 0
i R 1 (0.3) 0
SEEREE A v Y A E 0 0
T L SE 0 0
RUE AR 0 0
ST AL L ASE 0 0
K15 R e e 0 0
i~ L~ 0 0
AL AT A L A JEY 0 0
JNEL A 0 0
127 0 0
Jia R Y 0 0
FZRE R 0 0
PAN =N a2 1 (0.3) 0
RS 1 (0.3) 0
HIEHIRIEIZ 7 A L A Y 1 (0.3) 0

HBE, hEB L OWLEA OHE 41 (13.1) 3 (1.0)
HEAZLE D RS 41 (13.1) 3 (1.0)
TR fE] 0 0
FHEE T 0 0
JLEC A AR 1 (0.3) 0

197 N 31 (9.9 11 (3.5)
i R ER SR D 8 (2.6) 6 (1.9
TI=UT I T UAT =T —EH 6 (1.9 1 (0.3)
V= NE IV T AT =T —B N 5 (1.6) 2 (0.6)
TANRTXURT I ) T AT =7 —EHN 4 (1.3) 0
(RE R 4 (1.3) 0
M7V ARA7 7 2 —EHIN 3 (1.0) 0
7 V7= 8 3 (1.0) 1 (0.3)
U v SERER D 3 (1.0) 1 (0.3)
IREEIEM 3 (1.0) 0
P ifn BR ek 4 (1.3) 3 (1.0)




AFKIEE n=312

4 Grade n(%)

Grade 3/4 n(%)

2R 229 (73.4) 88 (28.2)
M ey L e s 1 (0.3) 0
A= R o flE 1 (0.3) 0
mE k& 1 (0.3) 0
1. H R S N 1 (0.3) 0
B vrF=r e 2 VT T AR 1 (0.3) 0
A ER B 1 (0.3) 0
[IIRANY el % 1 (0.3) 0
H i BRI N 1 (0.3) 0
i H LR A A S B SR 0 0
~ET e URED 0 0
RIVE ERE 0 0
e 0 0
SR 1Bk 0 0

R L OelmE 23 (7.4) 6 (1.9
BRI 12 (3.8) 0
e A 7 (2.2) 4 (1.3)
IR 2 (0.6) 0
KA v A fLSE 2 (0.6) 0
K~ 722U AE 2 (0.6) 0
2 b — VAR B ORI 1 (0.3) 0
80 PR 1 1S 1 (0.3) 0
&V 7 2 i 1 (0.3) 0
[2orml N RN e 1 (0.3) (0.3)
&Y R ILE 1 (0.3) (0.3)
2 FRUHE PR IP 1 (0.3) 0
I 0 0
(S RRN Ik 0 0
K7 7 2 v ME 0 0
I e F B 5 0 0
JEECI5S A AL (T 0 0

BRI X OSSRk e 29 (9.3) 0
5 AT 11 (3.5) 0
RERT 6 (1.9 0
RA & 5 (1.6) 0
DU e 4 (1.3) 0
[PALN 2 (0.6) 0
R 2 (0.6) 0
B 2 (0.6) 0
R 2 (0.6) 0
it 2 (0.6) 0
keI 1 (0.3) 0
)iF N 1 (0.3) 0
REE 3] 1 (0.3) 0
I A NF— 1 (0.3) 0
BB 0 0
Y LT F o ME 0 0
v — U UEERE 0 0




AFKIEE n=312

4 Grade n(%)

Grade 3/4 n(%)

2R 229 (73.4) 88 (28.2)
Bk, EMERS X OSEARBE OB AW
D ) 2 08 108
JIE WA R 1 (0.3) 0
Jifi DR 1 (0.3) 1 (0.3)
B2 1% FLEFNE 0 0
1R R 89 (28.5) 5 (1.6)
KR = 2 — 1 8T — 34 (10.9) 4 (1.3)
SR 21 (6.7) 1 (0.3)
KM = 2 — /R F— 21 (6.7) 0
GIEpT 9 (2.9 0
FEE D F 0 7 (2.2) 0
LR 5 (1.6) 0
R PR 5 (1.6) 0
L= a—n T — 0 0
S 2 (0.6) 0
PRk 2 (0.6) 0
JEEN 1 (0.3) 0
B 1 (0.3) 0
eI IE = 2 — 1 T — 1 (0.3) 0
i S 1 (0.3) 0
AR4E 1 (0.3) 0
KPS = 2 — 1 85— 1 (0.3) 0
LR A AR 1 (0.3) 0
A 1 (0.3) 0
FEHR 0 0
i an 0 0
fEAR 0 0
— P I 1 0 0
il 10 (3.2) 0
AIRIE 7 (2.2) 0
PEELIRAE 1 (0.3) 0
e 1 (0.3) 0
Ve ald 1 (0.3) 0
Rz 0 0
HEHHEZORS 0 0
BB LR RESE 2 (0.6) 1 (0.3)
PR R 1 (0.3) 0
N 1 (0.3) 1 (0.3)
SER R4 0 0
JiilN7 0 0
JRIREE 0 0
AR X O ERE 4 (1.3) 0
A % 1 (0.3) 0
TE PSR TE 1 (0.3) 0
(£33 PN 1 (0.3) 0
AN =Y S E TR 1 (0.3) 0
AHLHIA #% 0 0




AFKIEE n=312

4 Grade n(%)

Grade 3/4 n(%)

2R 229 (73.4) 88 (28.2)
AIE 75 H i 0 0
] 0 0

ME R, BOEREs K OMElm PR E 41 (13.1) 4 (1.3)
0% ] S 10 (3.2) 2 (0.6)
1 N SE R 10 (3.2) 0
Ik 6 (1.9 0
FE 7 3 (1.0) 0
MR o 5 (1.6) 0
T LL A — PRk 2 (0.6) 0
L Xaliiik 2 (0.6) 0
T L — R e 1 (0.3) 0
55 VEE R R 1 (0.3) 0
Lxo<D 1 (0.3) 0
TSR T 1 (0.3) (0.3)
R A R 1 (0.3) (0.3)
i 1 (0.3) 0
Y e 1 (0.3) 0
SRR 1 (0.3) 0
1 AN S A TR 1 (0.3) 0
ER 5558 1 (0.3) 0
IR AR 4 1 (0.3) 1 (0.3)
] 1 (0.3) 0
R S AR 0 0
SR 0 0
FEU it K N 0 0
TR i 0 0
it FEARAE 0 0

R &8 KOV TRk 44 (14.1) 2 (0.6)
WiEAE 20 (6.4) 1 (0.3)
% 9 FEIE 6 (1.9 0
5 8 (2.6) 0
HLBE 2 (0.6) 0
E2aRIH 1 (0.3) 0
SRR IN A2 2 (0.6) 0
EabREiar 2 (0.6) 0
B3 2 (0.6) 1 (0.3)
H kA {biiE 1 (0.3) 0
T LIV — PR S 1 (0.3) 0
il R 1 (0.3) 0
FEOE 1 (0.3) 0
FEBEME R 1 (0.3) 0
IR A 1 (0.3) 0
BER i, 0 0
BT 0 0
TR M B 0 0
FZ R 0 0
A B R 0 0




AFKIRE n=312

4 Grade n(%)

Grade 3/4 n(%)

2R 229 (73.4) 88 (28.2)
JiiN=g e 11 (3.5) 1 (0.3)
AR if = 5 (1.6) 0
8 I 4 (1.3) 1 (0.3)
JiNESZ )] 2 (0.6) 0
FTY 0 0
EiEZ Y —F 0 0
i 0 0

201647 H10 HT—X v b4~

[Fl—#RE D — O EFRREEREIRI L2 GE, YT OAEFRIT 1AL LTHEL
7eo IRl —DRERE R — DIREMRIBUCEEN L B AFEFREBERILTEE. §

YDA ERIRIEEIT 16 LR LT,

HERFIRIEICRBAT L2 1o 1, 5Pk 30 H XV BICHB L AEFRITE L

Mol
MedDRA #5 18.0 kit

* 0 T RV UAIARIAAR (R B ARV RIS O S il E R 2 A3 5 KA & ARF

IOEHEETH 5,)
EITEA (GP13-301 B, MEFPERIEWIN, HEFPRIERISUER) OKGRRR)
AAIRE n=254
4 Grade n(%) Grade 3/4 n(%)
R 81 (31.9) 22 (8.7)
MiEFs LY v CRRESE 21 (8.3) 13 (5.1)
I FRER A E 20 (7.9) 13 (5.1)
[ 1f BR e E 8 (3.1) 2 (0.8)
M NS E 1 (0.4) 0
SN i BRY D JiE 0 0
2 0 0
U o e 0 0
o 1 (0.4) 0
9 o MDA 1 (0.4) 0
AR 0 0
=€ P N1IE i 0 0
Hl X OukEEE 2 (0.8) 0
YRR 1 (0.4) 0
HyE 1 (0.4) 0
AR B 5 3 (1.2) 0
B 1 (0.4) 0
HIMET 1 (0.4) 0
AR g ¢ 0 0
PRV N 1 (0.4) 0
SR AR 0 0
H b 7 (2.8) 0
PR AN PRk 1 (0.4) 0
AT 1 (0.4) 0
GV 3 (1.2) 0
[EsRa)i TR 1 (0.4) 0
i3 0 0
g SR 0 0




AAIRE n=254

4 Grade n(%)

Grade 3/4 n(%)

2R 81 (31.9) 22 (8.7)
{5 0 0
LR R 0 0
FUE 0 0
HEPNIE I ik 0 0
PN 0 0
Mk - 0 0
Y/ 1 (0.4) 0
T 0 0

% - RFEER L O G ENORE 9 (3.5) 1 (0.4)
I T7 3 (1.2) 0
e 2 (0.8) 1 (0.4)
A TN PRI R 1 (0.4) 0
T T 1 (0.4) 0
BB D S NE 0 0
FEEL 1 (0.4) 0
L 2R A LA T 0 0
TE AL I S I H 1 (0.4) 0
TSRS 0 0

JHFRELTE R B 1 (0.4) 0
JHFiR 1 (0.4) 0
NEN5AF 0 0
122 0 0

Sy R E 2 (0.8) 0
Ky 7 a7V ififE 1 (0.4) 0
W HE 0 0
ZEE T L L — 1 (0.4) 0

JEYLIE FS L OVEAE HUE 29 (11.4) 4 (1.6)
TR Y 4 (1.6) 0
P 2 (0.8) 0
iR INIERS 5 (2.0) 0
SFOE Y 2 (0.8) (0.4)
R 1 (0.4) (0.4)
TR G 1 (0.4) 0
A 7T W 2 (0.8) 0
e~ L A 0 0
fifi g% 1 (0.4) 1 (0.4)
Voo — REF AEHMES 1 (0.4) 0
RIR S 4 (1.6) 0
G Y 1 (0.4) 0
SRl D AGE 0 0
KB S 2 (0.8) 0
SRR e 1 (0.4) 0
iz 0 0
NERRI A0 1 (0.4) 0
B AT 1 (0.4) 1 (0.4)
RS 1 (0.4) 0




AAIRE n=254

4 Grade n(%)

Grade 3/4 n(%)

2R 81 (31.9) 22 (8.7)
8k 1 (0.4) 0
JE B 0 0
2 R Y 1 (0.4) 0

HBE, hEB L OWEA OHE 6 (2.4) 1 (0.4)
HEAZLE D RS 6 (2.4) 1 (0.4)
ALE | & DRI 1 (0.4) 0

B R R A 6 (2.4) 1 (0.4)
MmE & 2 (0.8 0
TI5=vT ) I AT 27— 1 (0.4) 0
I R ER AR 1 (0.4) 1 (0.4)
1 IR B> 1 (0.4) 0
M 1 BRE sk 1 (0.4) 0
T F ER A 0 0 0
IREEIE 0 0
M7 /LAY HRAT 72— HEAN 1 (0.4) 0
7 V7= 8 0 0

R L OeslmE 2 (0.8) 0
PERIP 1 (0.4) 0
1 DR P I 1 (0.4) 0
e IR 0 0
7 BRA R 0 0
I e A 0 0

B R SR B & O SRR s 5 6 (2.4) 0
5 AT 1 (0.4) 0
VY e 1 (0.4) 0
ESIEiNG 0 0
B 1 (0.4) 0
RER 2 (0.8) 0
R 1 (0.4) 0

PRI E 13 (5.1) 1 (0.4)
SR 2 (0.8) 0
TREIED F 2 (0.8) 0
GIEpL 2 (0.8) 1 (0.4)
FLIERE 1 (0.4) 0
K= 2 —n {F— 2 (0.8) 0
SR 0 0
KRR = 2 — 1 85— 4 (1.6) 0

B L ORISR 1 (0.4) 0
el Ny 0 0
B R 1 (0.4) 0
B 0 0

ME g, MEREs & OVRERR f 8 (3.1) 1 (0.4)
Ik 7 (2.8) 0
i 2. 1 (0.4) 0
Jiti 7 B 1 (0.4) 1 (0.4)
fiifi AL, 0 0




AAIRE n=254
4> Grade n(%) Grade 3/4 n(%)
2R 81 (31.9) 22 (8.7)
I ] 0 0
1 WA niE SE 0 0
Jitifigi e 0 0
F2 &8 KOV TRk p 10 (3.9) 0
FE G2 2 (0.8 0
) 1 (0.4) 0
T LIV — PR G4k 1 (0.4) 0
FLBE 1 (0.4) 0
CARER TS 1 (0.4) 0
E2aRIE 1 (0.4) 0
WIs 2 (0.8 0
FZ G 0 0
% ) FENE 1 (0.4) 0
SRR SIN a2 1 (0.4) 0
T2 0 0
Jilieg e 5 (2.0) 0
1R I 3 (1.2) 0
EiEs ) —+% 1 (0.4) 0
fE 1 1 (0.4) 0

2016 2 7TH 10 HT =&y A7

[Al— DR DR — DR EFL AR L2556, AT 2AEFRIL 10 L EEF LT,
[Fl— DOWERE DS [F— DIREBRDBCE ENL B DAFFRREELFBLLIZ5E. %47
DEERIRFE 101 L REH LT,

HMERFIRIE O G- Hh 1Lt 90 H LV BICHH LI AEFGUIE Lo T,

MedDRA 3 18.0 hik

2) REMHE
REAERHR L

(5) BH - FRARHIHE :
LR L
(6) BARAIGER
D AR (—RERRERE, WEEAMERE, ERARBLRRAET), RE

BRFEET—IN—ZAE, HERTRERABRONE :
[R%= L7\

) ZREMELTEEFENABRR IR L -FAE - HEBROBE :
%4 L7aw)

(7) Z DAt -
R L



VI. BHEREICEHY HIER

1 EBEZMICEEHDILEYMRITILEMEE
E 7 a—F R (A T HUR)
HE  BEO S D EMOEESUIRET, KON XEELSHRTH L,

2. KR

(1) YERERLL - 1ERABER Y
AFNE, pre-B filfid & s B Ml DMK HIZAFET S CD20 FURIZ R RBYICHE T
52 LT iR EER (CDC) M OHUAMAF EM A I EME RIS = 7 H]
(ADCC) 2k, BflaaEET 5,

(2) EZE M1 HHBRBHE -

1) In vitro #ii@8 7 v 4 (ADCC7vt4. CDCF7vtA. FIRbk—=SRXT7ytA)
[ZHNZ CD20 ZM#E SRR, C1q#ESaRBRURE IS XEVRRIZL S Fc 2R
RBENET v A 2B EMFRIEEE 10
AW FIERE T B A 12BN T REIDRINTFEAT A AEF L2 TFE LT D
ZERENT,

2) &7 vtAI128&1T5 B MREHEEER (invitro)
KA D B AaFEIERIZIAT A AER > UL T D Z LR ahi,

) R E T /2 —HRRIZE TS ADCC DL (in vitro) 2~ 19
ARFN & PeAT S AEI L3, v FIER DTV Nl B IR O i KIS AR DS
L7z~ L& mRL7T,

4) FcyRIKR U FeyRILM®E#E % L = ADCC SEHEA~DIERA (in vitro) ¥
AHlOE b BMIMEIEAR OF U LB IR & L7z FeyRI KO FeyRIT A4
L7 ADCC IEMEIZ, AT/ AEFES*2 ITHEBIL T,

5) CD20 [51% B fifaDiEL (A=Y A F)L) 1. 19
OERES
WA =27 A PFATKHNSUTTAT S A A RIS & A RN G- L7 fE 5, B
BB ERIZELL L T, £, VYR~ T 0EWEhiE T v 7 7 A4 L B
LCuiz,

OREES
WMERE 7 = 27 A P ATRHN AT AT A A BRI 208 1 [5] 4 T8 B E # R i

B U7z, mtHIE 5T, RHEORGICB W TEEL L 72 B Mt & OE1E 23
BRI,



6) FEHRSFY U/NE (NHL) OYIREEBBEETIVICE T HEEEME 72
b b Biifatt NHL ~ 7 2R BFEBHEE T /W K0 AH & SAT S A EER G2 O
I M OHUEISTE M 2 Lol 2 72 O O 1n vivo iR % F2fi L 7=, AL L 78/
15T B OB 2 FUIBEIS TG PEDSAA SU T IeAT S A A RIS *? 23 5- L 728icde

WTHEIZE SN,

7) $AE R = RIGHE (in vitro)
MX.2.(7) ZOfhoFkEN ] 223252 &

1 : O AT A
2 FOMIRER AL+ KREKRE A
*3 0 BN AL+ KIEZKRR dh

(3) VEFARIRAERA - s -
E 4 &R L

- AAKRR M ST



VI. EYEREICEEIT HIER

1.0 REDHER

(1) BB LN EDRRE -
(SRR 2 L

(2) BRREAER THERR SN FIRE -
1) CD20 B EEME B#ifadE ko X ) VNEEEZNR E LE-ERNE I HHER
(GP13-101 &EB&)
OF- Ak S
HA N CD20 B P EEMERE B MiladEaR % o U N EREIC, KA
375mg/m? Z H[E R EHE L ZBRO M Y 2 % o~ TR E OHER M OB g

INT A—=HF &L FITRT,
HAE RO MmIET ) Y %o~ TREOHB
(ug/mL)
800 4
—@— IR

700 n=6

600 -
il
$ 500
D)
;/% 400 - |
M
; 300 4 |
i
B 200 A

100

0 llll T T
P& 517014 72 168 (hr)
R
B[O 5RO I EIRE /N T A — X
Day BT LT AUC,, (pg-day/mL) | C,, (zg/mL)
%13 ARANHE n 5 6
Dayl | 0=6) | gyl (mHefF:2) 2980 (983) 594 (113)

QRE®RE?
HAN®D CD20 5 MEAREMEE BMRIESRS X U o R HEFIC, KA
375mg/m? % iff 1 [0] 8 M S E S EHE L 72RO % 8 i Dayl OIfiiiEH Y > &
~ T REOHR K OFEMENRE /ST A — & & LI FITRT,
AFIOMETE R (AUC,,) 135 1T 2980pg - day/mL, % 8 il T 2960.g * day/mL
Tdh o7, AUC,, KO C,, OTFHMEITZE 10 &4 8l THELLL T, et
BRI A 38 U 7ol 2 ORefH - IR B Hh AR D 1T R E & G- REI R M 23580 b,



F1BEEHEELCE SHETITRERTALVERTH--, 8D Dayl T
13, P Cro K ONT, 1R 554pg/mL LN 16.5 H TH - 72,

KGR EREOMIER Y V¥~ T EEDOHE
(ug/mL)
800 7 @ i
700 A n=6

600

ERENAV S B TEE
s
S

0

|| T T
&E5H0 72 360 720 (hr)

R IE )

FAEEGRE O ENE ST A — 2

Day | #4B oAt AUC., (g - day/mL) | C,.. (ug/mL)
w8 | AHIRE n 6 6
Dayl | n=6) | gyl (%) 2960 (739) 554 (179)

2)BEEI I FEE EXRE LIZBNE LHERRE (GP13-201 HER)

HEAT—%) 2V

TEAER 7o B BB ARPERT U ¥~ F I OV 1 B\ Uik 8 FE OB TNF A1 %)
AT IR BREOIEEVEREEY v~FBHF 173 HIc. A M hL¥H—MEHT
(7.56~25mg/i) . AHIUTIEAT A A EH G *21000mg*® 4 2 JH [ HIFE T 2 B
FEL7-, 24 B ECOMIER Y VX~ T EEDHK & AUC 2B % 3yEhie
IRT A =B w2 LU IR T, AUC e DEMPEEED L RFIHE AT/ A AR *2
) 131.064 THY . £D 90%IEHEX M [0.968, 1.169] IZAM M RS2 B
[0.8. 1.25] DHFFANTH 7= &0 D, ARFIE L JeAT A A RIS 2L DAY
SFHIRI S R S T,



2 AT C 2 LR EE L7 & & OULiE iR EHES

(ug/mL)
600 1
- -@- 478k (n=86)
(O AT F PR3 28 (n=86)
§£ T Tt
H 400 -
Hh
Y
9
¥
v
< i
v 200
3
B
0 4.
0 2 4 6 8 10 12 14 16 18 2 2 24 G8)
5% 30 1
ARFNUNIHAT A AEFHRL*2 % 2 W T 2 BT Lz & & OERYEE T 2 —X
AUCO*inf Cmaxl CmaxZ Tl/Z
(day- p1g/mL) (pg/mlL) (pg/mL) (hr)
A 8005.04 + 2653.76 | 395.14 £ 191.60 428.18 £ 135.13 385.74 +£ 158.58
[n = 75] [n = 79] [n = 76] [n="77]
JeAT/NA A | 7563.06 + 3000.58 | 339.73 + 120.48 418.12 £ 159.92 385.06 + 108.26
[ HE A *2 [n = 70] [n=77] [n = 75] [n = 72]
SERE B MER 22

Cha ¢ TEA 1101 H 2 O fe K MG I

Cre © TEA 2 [0 H 2 O fe K MLIE I

* 1 [ENRIKROBIHRE X IE 5L
(EE R O BICIE  (F] : FER T F ) 8 E) TIER—2 T4 0 BHifan k& < B
HZENnbY . HKpEhRE, )FTOBFBEEE AL RITT N, U U~ T EBE T
WENRE, H) I L B A BN RSO B IGIE & I U TRIBICIERWZ &b,
T34 A RS2 L OEpEhRE . EHFOIICx L Ch b EZEomERE LT Y
~FRFEEBIRLI,)

k2 1 BRI AKGE A

*3 : AGRHEIT 375mg/m? Th 5,

) AFNOAR ST EET R, AER OHET TV.1L 2es0dshE, 3. AR OHR)
it 3 Ry

3) EITHAARME ) VN\EEEE R E L-ERERFEMABEFE (GP13-301 ER)
(BRARUSNEANT—2) ¥
RIGOBEATE A RaME Y BRI, REISUIEAT A A RIS * D 375mg/m?
SIEBEELONCVP (V7 uk A7 7 2 AR, B 7 U AF UFilstE, 7L K=
SRR IV =y e y) OfffERGE, A 7021 HREBT8 A 70 (K
61 H) MO LEZED, 494 7L Dayl (IRTEFINEE) (2815 AUC IZH



THIPYENTENT A—FZLITITRT, F 49471000 AUC,, O FEEIE (FEE
fR72) 13AKIEE 2820pg - day/mL (1250) ., SEAT/34 AR *1 B 29500¢- day/mL
(1510) Th o1, ZOFERMNS, AUC,, OFIPHIL, AAIEE & JefT/ 31 A EH A
HCHEILTWD Z EAURENT,

AUC (ZBT 2 B E /N T A — X

54 YA 7L TOFE Rk AFHE FEAT /A AR B
n 24 22
AUCa (ﬂg'day/mL) 7 4A
! (*Q:é?%%;) 2820 (1250) 2950 (1510)
k1 ERMIAKGR
%2 T Ry AR AR (BB R AV T U AIEO G IHIVER 244 5 355A] & AFNL0F
HEETHS,)
(3) h&EH -
[FZ MR L

(4) BE - tRAEDEE .
&R L

2. EYRERI/INT A —4

(1) R A%
A=y a0y

(2) AR EEH -
MR%4 L7

(3) HEERETEL :
%4 L7320

AOIVTFTIUR:
(B4 Ek e L)

(5) B -
[F% 28k L

(6) FMth :
(Mg ke L)



3BE&EH (REalL—Lav) @i

(1) FRAT733%
e R L

(2) 185 A— S EBER :
RS L)

4.1%4%
% L7

5.9 %

(1) 1% — KX ES P @@ 4 -
(B4 ER e L)

(2) Mm% — kR BEEAFT BB -
VIL6.(5) #hw| #&MT 252 &

(3) Fit~D#BITHE -
VI.6.(6) I fim) &M+ 5HZ L

(4) BERA~DIATIE
A ER e L)

(5) Z DD MBI~ DFEITHE -
Y EEe L

(6) MIFEHIKESSE
A=y

6.1C

(1) fRBHEM R USRS -
(SRR L

Q) RBIE5T 58K (CYPHE) OHNFE FHE:
U R L

Q) VEEEDNREDEERVZTDEE :
(3224 L7V



(4) REYOFUEDFERPEML, FELE .
e L

7 Bt
MEsaErte L)

8. F T U RKR—A—IZEHT H1EHR
MY EE2 L

OBNEIZLBBER
MY ERe L

0HEDERERT 28%
AR L

1. Z D1k
MM EE2 L



I ££% (ERLOIEES) (CEJ SHEHE

1.

[

HERABEZDER

—_—

[

H

1.1 REDHFEIL, BEFICTH2ICHETEIEERBRICEVT, BKREDABEICT
DIEEGE - BEREZFOEMD L & T, AFOFEAIEY) & HIE SN HFEFIDHIZIT
5T &, Tz, AEBRICENLD. BEXIZOREICENERVEREZ T2
AL, REZBTHLBREZMKRIT DL,

1.2 AFI DX 5FAAE 30 2 ~2 Bl & Y H 51 B infusion reacton D557+ 745
Fo—. MEE. DESEOEELEER (EBROE. MiRE. SUFERIEEE
&2, DEEE, DEME. DEMYaVvIEH) C&Y., BEICEEHMNRES
nNTWd, ShoDRTHOD L EFEIEER 24 BREILRNIZA BN TS, Fiz.
AEZBERE5 LEBEOYEEBSERIZE., ChoDEMEALRHOOhIZBEEFANSH
b, REIEEHRFNA LY (ME. BRE. FREE) OF=21) 7081
BERDBREZTO L LLHIC, BERLBEFOREZTHERT LS &, HFITUT
DEFBIZODVWTIEHRIREENS ., MODEEILLLPITLVDOTEET S L, [71.
7.2, 7.8, 8.1, 9.1.2, 11.1.1 3]

- MR KEOEEMENAHD (25000/uL LIL) HEBEBEENZ LVEE
- BEERESBE
- IDBERE. MHREEREE 2 E T HEE

1.3 EBEEOR2BERLVIZHEN. BXRE. 5hY D LME. EHILD Y LNE., SRE
miE. &Y U MESDOESFHIEEREE (tumor lysis syndrome) 2% bhih, K
EHCERAL-ANEREZFCLDIRTHARVBINDEL L EENRESINT
W3, MBEFIZKEDESFMENAH DI EZHITHINT, HIEERER 12~24 RN
ICEHEICROLNDS I LML, [HICESENEL L-EETIE, LEDERE
BEERUBHREREZTOLRE., EFOREBEZTH/BRI S L, F-. AFIZH
BELE-BOMERIKRERICHL. ChoDRERANHODODNEZEZTNNH D, [8.2.
11.1.2 B8]

1.4 BEFXVAILAF Y U TOEET., RFOEERMARBPRIFAEETERIC, BIER
RXIIFRDIEE, FRL2IZLBIETHNHRESNTLVS, [8.3. 9.1.3, 11.1.35
]

1.5 RIEFIEREIZREE (Stevens—Johnson fEIREE). HEMRKRIELRMARE (Toxic

Epidermal Necrolysis : TEN) FDREMEERAH SO, FETIZE > = HIHH

H3hTWd, [11.1.53E]

2EZRNBETDER

.22 (ROBEIZIZBELAGWLNI L)
AHFNDR Sy Xid~ 7 A% 37 BBk 2 EERBEYE X T 7 4 T % —
DD B 5 B




SHEENRTHRICEET HEE L ETDEH
(V.2 RESUTRRICBIET 2 1EE ] 22T 528

ARERVHAEICEHEY 2T L ZTDER
(V.4 MEROCHERICEET 21EF) 220528

SEELGERIIE L ENDEH

BEEREANIEER

(GhREHIE)

8.1 Infusion reaction 3% LN D Z ENBHDH DT, NA XV A2 (f)E, k[, M
WEE) OE=4 1 7 RAMEIEIROBIE R S, BEOREBE+0ICBIET 52
£, (1.2, 11.1.1 &)

8.2 EEABHEMEEN D bbb Z ENH DD T, M P EREREE R O BEERTEZ
179708, BEOREBLZ+DICBIETHZ &, [1.8, 11.1.2 2]

8.3 AKIDEEHIZ LY . BAPFE 7 A /L ZADFIEMAIC L D BIEITZE UITFLERH 5 b
N5 END D, KA GIZHEL > T BRFFR T A N AEROF AR L. AFH
BHRNCEY) 72L& 2175 2 &, [1.4, 9.1.3, 11.1.3 & ]

8.4 IFHEREREE., MIENHLDOND Z ENHHDO T, FHEEEREZ1T 5 72 LERE OIRKE
AolcElsdT sz b, [11.1.4 2]

8.5 MEKA o HbILD Z DD D DT, REIDOIREMIMH L OVAEK THRITEMH
ICMIEARE 21T 5 70 CEREOWREEZ +o0cBleEgd 52 &, [9.1.5, 11.1.6 B3]
8.6 AAKIDIRIEH L0 K Y > RERDOA 03 H S boi, RIEK TR LR T D2 L.

FemE a7 )RR LRI HRE IR TWD 2 el EmslifERIZ LY
LT A VAN K DRYYENA U D XITEAL T D AR H D, AFNCLD ==
—E VAT AMMRBBLOBENNH DO T, WY THHEZZETHZ L, [9.1.4,

11.1.7 & 8]

8.7 MILEZIL - FAENRH LD Z ENHDHOT, MIHIERE Lo, MEEE
B, T, R, BliEOBIEE 01T 2k, [11.1.12 3]

CEMERR M M/ MR D TR B R )

8.8 AN LV M/ IMEEDBFIENN & BT L OWMENH B2, f/itizE E
FICHIE L, BENRD NG EIIARK O 5-%2 F 13 2 72 EEg 7 0E 217 9
Z &, [15.1.2 2]

(REINFHKRET O B #Ra M) >/ (8B MR E)

8.9 AAIZMEH T DX, BIHSTER (MBI BTN O @O RAGEEE - S5
S AMEFEAS~OYMEICRAIMEE VYR ~T Gl Fiz) (S
HMREE T > CD20 Btk B ffifiatt U o SHaFEMER R (BN) ) ) %522 ) A 3G d
HZT &,




BRENERERIHBEICHT IR
(1) BHHE - MEEZFEDOH D ESE -

9.1 GHHE - BEEEOHIEE

(FhREFIE)

911 DMEREEZEDHLBERXIITOREREOHLHEE
BHEFR I HREEZICLDER, DTa—Hl =X T BT R L,
BEOREL 2B T 52 &, BHEHRXIIRGZITHEIR, PolE%E %
U IFR ST L BENDRH D, [11.1.10 ]

9.1.2 ffii2M. MHKEETOHIBEXTZTOREROHLIESE

B G- AT BB | O RS SRRSO IR 3R UE % 1 © T DO RFIRERFEE 23 &
b, MigEZE LS 2BENMRH D, [1.2, 11.1.1 ]

913 FRIVMINADBRERIBEEZEZET HEE

ARFN DOIRFEE o R ORI T 12 13k se L TR RER AR oI R O A L 2=
—H—DF=H VY T EITHRE, BARFR T A VA DOEFEMELOMESSIE
WORBICEETLHZ L, BAEFRUA VAT Y U 7 OBFE IR
(HBs $UE &, 7> HBe Hifk XX HBs HUikptE) <, AFloF5 2L,
B AR 7 A W A OFIEMEIC K 2 BIEF X UIFR R bbb Z L b
%, 723, HBs HURBGMEBF AR 2 &5 Li-t%., HBs JUED 2D &M B
B 2 B LTI miE S s, [1.4, 8.3, 11.1.3 &[]

9.1.4 BFE (BUMAE. k. DA IILRAREREE) Z2E8HLTWEEE
FEMEERIC L VR E B2 B8ET 0 H 5, (8.6, 11.1.7 2]
915 EELEHHEETOHSIEEHIVIESHEOEMEZENHLESE
I ERBD K NI MR Z R S HEE LS o B En 0 H D, [8.5, 11.1.6
Z ]
9.1.6 EMBBIEDRETEDHZESE
917 FUILX—FREADHLEE

(BffifEtEIE R o1 U/\fE, REMHIKETO B HEiaE ) o/ IEFEHSEE.
A TIVYERT FoXE2ODHIES)
9.1.8 lHEERH. DERMUILLICHEDHHEE

A EIEAR (2 K 2 PR IR EE S R B L 7= &, B RE R VE Al G5
e WERME AT Z L, ARAEH%, RIERISICER T 2HE O —iE
PEDRERR A DAV, JHEIERIC X 0 PP R A2 X = Lz L o MERH 5,

(2) BEREEIEERE -
BRIE I TN

(3) FFHEeEfEE 2 E -
RE S LTV



(4) £JEREEH T HE -

9.4 £EREHT HE
PRS2 FTREVE D & D LeEIZid, ARAFIEG- P R O e 5:-4% 12 » ARICEB N T
WERT T 2 WA K ONE B 72 B IC DWW T2 2 &, [9.56 /]

(5) 1 -

9.5 1E4m

PRI SATHEAR LTV D BB D & £ PRI, 1B Lo mtEr etz EilS
LHW SN D5 BICOHREETH L,

t bk IgG IR Wil 2 Z LML TE Y | IRTICAAI Z &G L= &
HOHANRIZIBWN T, KM Y > EROBDBEE SN TN D, [9.4 2/

(6) =217

9.6 RELIF
TR EOFEIEN OCRILREOF ML BE L, KALOMS SUTTIE 2 RFT 5
Lo ARIEIRIPICBATT 2 ZERME SN TN D 2,

(7) MR

9.7 INR
(B EIER DX ) UNE. EHROERXEAZFEE. EMBEMNZROEX.
#BRME M m/MURDEERR. 41 TVYEYT FoXE42 VOREIERE)
9.7.1 /WNREA RIS & U BRRRBRILIENE L T,
(REMFIKETO B Mgt o/ MBiEHEE. BFEARTHRT+LGIL—
TRE %, BHESERE LR DS LEBIR)
9.7.2 {RHAEMEEN, FrAal, A E x4 & U BRFBRITFEM L T,

(8) & E -

9.8 StE
BEOREZ F B LN BEEICRET D Z L, —RICHE RS T3
RAKTLTWA,

7AREER

(1) HREZEEZ L ZFDER
BRE STV



(2) GtREE L EDER -

10.2 FAEE (FFRISEET S L)

HEHN 4 BEARIER - H & 51 KR - fERIK 1

BTy F oL R L7247 F o OFIRICHE | B Y U SERIEEERIC X 0 3955

BT 7T SIERBRBHL=HEIITE | To8Fnnd b,
Y72 s 24T 5

REbD 75 DU F L DOMEERTIESE D5 | B U SHEEEMNICLY DY
Thnd 5, TN T D RPE DG DR

BEhWNH 5,

TP ER 28 234 | BBV EOBYYE GIFEE O Y | B O G islERIC L 2R

S i A A NVARE) (ZHS JEIRDFHL | JER R OERIENH 5,

I R BT AR L L7358, by 7e duE %175,

R 4] —BPEDIME TR S b s | ME FREZ2EER S B8Enn

[11.1.13 ] Wb D, HD.

8.Bl1EFH
1. 8¥EF

WOBIWER DR HoND Z LRNDHDDOT, BEZT7ITATV, REDPRD bNIZGE
(I G2 Pk d 57 EiEt e E AT O T &,

(1) EXQEIER & HERK -

1.1 EXGEIMER
11.1.1 Infusion reaction (#EE )

ARFN OB H- o ST 5B bR 14 24 FEILANIZ £ < & 5 41 5 infusion
reaction (YR : FEEN, e, L, BUF. BW. Lo, BB, %,
MRS, M RIES) 28, BEBEFEOH IOWICHESNTEY, Zhbd
JEMRIE, BFEM~PERE T, EIZAFIOMEERGRIZH b TN 5,
Flo, TH 74 xR v— ilEE, DEESOEELRAEM (KRME, M
BN, KRR ME, RUE SR, gk (RVEMEMZE, 7 Lo —MEfis
LxGite), PAZEMEMISGUE SO, MM, SMEMERIEEERERE, OmfZE,
DEMB, DEMES 2 v 7% BELbNLIIENH D, ik AX I
Hl, fREGETEA, BB RERNLVE CHIEORE G EIT o BEIZB W T
%, HEE7 infusion reaction NWREEHL L= & ORENH H, BEPFRD LI
HEE, EbickbGa2mIE L, @UaE (BERA, JEA, KE X
LR, BRI EE R VE A, MEGERA, it 2 ¥ I URloREE) &
179 & LB, FERMEET 2 £ TREOREBZ +2ICBIET 52 &, [1.2,
7.1, 7.2, 7.8, 8.1, 9.1.2 ]

1.1.2 BERRERS GHEAD)




B PO LN HAIE, Bl 2k L, @) e0E (Eath
R, ERBEMIETRRAIE OB, BITE) 2175 & & b2, R EE T
LETREOREL HDICBET L2 L, (1.8, 8.25 ]

1M11.3 BEFXIVAILADBEEMHLIZCK DBIEFX. FADEE (HERH)
B BUFR D A VA DFHEHACIZ X D BENFR SUIIFR O EIZ X 5 F A2
DHLONDZ ERHY, FHEIZESTIER D HRE SN TWD, BENE
D HNTHEAITIE, BB Y A VAR Z B35 78 S e @ 2179
Z &, [1.4, 83, 9.1.3 ]

11.1.4 FFHEEEREE. &E (BERH)
AST 15 (8.6%). ALT L& (8.8%). AI-P L5 (3.6%), AL U /LE >
5 (3.4%) FONTHREMAE B 2 £ 5 IS RERE ECH|EN S Db
ZENDD, [8.4 5]

11.1.5 REMIRAER (B A
B R KGR SE 7 &F  (Stevens—Johnson JSEMERE) . H 75 M 2% Fz 38 40 fl i
(Toxic Epidermal Necrolysis : TEN) ., KIEIEERIER, HHERZE R, /N
KRR JERZEN D H oL, EEICEST-HINHRESIN TS, [1.5 ]

11.1.6 MEKEA
DL BRI (BEEARR) . AMERED (41.1%) . 4FHERED (39.2%) . &
FERIERIE (BEEEARHT) . /s (12.2%) b bbb Z ERHY . &H
BRI b #E SN TWD, GFHEREADIZON TR, ARFI D& S
25 4 AL ERGE L CRBET 208 ME ST\ b, [8.5, 9.1.5 &|]

11.1.7 BREE (43.0%)
ME, BE, ®2WVIEVA VAL 2 EEZRBYYE (BuifE, Mg 2
HHOINDZENHDHDOT, RFIOIGFIM T R ONREK TR ITEE O
RBZ oo+ s L, (8.6, 9.1.4 ]

11.1.8 ETHELEMBERAE (PML) (HE AR
ARFN O IEFEHA R o Je OB T ITBRE ORREE o Blg L, EikkE
ELORMREE . RREUER 7 RREL, DUERRED) . SEERESOERIH 6
bi-541E. MRILIC X 2EBZE K OMERIRIREZ1T o & & bia, &
Haduk L, MUR0LEETH 2 L,

11.1.9 MIE MM (BEERH)

11.1.10 D EF (10.1%)
DEMED D VIXLEEORENR, HOME, DIHFEENRE SN TWD,
[9.1.1 2]

11.1.11 BEE (BHEAH)
miE27 v7F=rEH (0.8%). BUN L5H (2.3%) ZOREENH LD
NHZERDY, BITELELETIREENRE SN TND, JREWD,
g7 L7 F = BUN O EENRD b Ha i3k Ga2Mi L, #Y)
RAVEERITH Z &,

11.1.12 JHILERF - BAE (HEAH)




B NRBOONT-HmEE. B XH, CT AL 42 FE L T HifEphr.,
Rl - PAZEFT RO AR L, WYRE21TH) 2 &, [8.7 5]
11.1.13 METE (6.1%)
—IEPEDOME TFRENEEHT DL EnH 5, [10.2 B ]
11.1.14 Al # R A EKEEIFRFFSOKHFRER GEEART)
Al A MESEERE CIER - FEEE, BAJR . REMUEIR. R
EIMES) RHLLNDZERHDH, 7o, AFOREKR TR 6 » HET
ORI, KB, HERESEORBER RS BORRE . AR RO S O I fi
FEENREINTWVD,
(2) DD EIMER :
1.2 ZDHDEIER
5% L 1 5% At B ANH]
MEMEBEZE (26.4%) . | PR RREE MERE, & i
w | AR (16.6%) . ANE
R B e (12.4%) |
%
w o o e EH (12.6%). | B, MR, R,
8 BNk, WAL AR R
AL - R (16.4%) .| APNELEE. HRL, LS
ML 2| EE. Ok, B | g
AR, T
FEN(31.7%) . %5 | BIfR. SEE. A | iER
BB R FE (14.5%). 3% | . 1 > 7 Vv U VERE
- (14.0%) , e TR
(13.6%) ., 1Z7TH
IR (26.6%) . B | Wd. (RSN, MEJE
e g | & (16.4%)  RERUR
2HREN (1570, s
(14.3%) . 21T, i2h#
" . BRI, UMUK, I
TE AR R i
i (18.4%) IFERERIE % T 4 7 O fREEY
Mg - Ve[ [FDP, D # A ~—] H
. NN
. - R L BUN L&, 7LV 7=
H v k5
e fik ALT E&H AST EH élfaiﬁ\ Wweyre
Tt




5%LL | 5% i BAEEREA

CRP L5 (15.0%). | #ikiEZ, FEER, Wik
LDH |5 HE, REEE R R
NERZ MRS, 50T
SOt (&, TERRSE) |
TNT I, Lo
<0

) @WE OB, JefT/ 3 A EHRG O B MlaMEIEAR U5 o U RISk 5 FEERIR
O IARRUER, ABIVE Y >SS L2569 % [E R S TTAHRRER, a0 sa(ml e R
BHLOVIEAT v A NMEAFER 7 v —VIERREIS X 5 E P ERRF TSR, #Earto
AT v A NMEHER 7 v —PREMRE SR 3 5 [F PIREIR 55 AHRRBR . 4B M5 B 5
% [EPBRIR G TARRER  SEIEIE O L RRIE M OVE TR I (269~ 2 [E R IR
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Palbi 2. QUALITATIVE AND QUANTITATIVE COMPOSITION
R Rixathon 100 mg concentrate for solution for infusion

Each mL contains 10 mg of rituximab.
Each 10 mL vial contains 100 mg of rituximab.

Rixathon 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.

Excipient with known effect

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.
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4.1 Therapeutic indications
Rixathon is indicated in adults for the following indications:

Non-Hodgkin's lymphoma (NHL)
Rixathon is indicated for the treatment of previously untreated adult patients with

stage ITI-1V follicular lymphoma in combination with chemotherapy.

Rixathon maintenance therapy is indicated for the treatment of adult follicular lymphoma
patients responding to induction therapy.

Rixathon monotherapy is indicated for treatment of adult patients with stage ITII-IV
follicular lymphoma who are chemoresistant or are in their second or subsequent relapse
after chemotherapy.

Rixathon 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.

Rixathon 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)

Rixathon 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
rituximab or patients refractory to previous rituximab plus chemotherapy.

See section 5.1 for further information.
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Rheumatoid arthritis

Rixathon 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.

Rituximab 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 (GPA) and microscopic polyangiitis (MPA)

Rixathon, in combination with glucocorticoids, is indicated for the treatment of adult
patients with severe, active GPA (Wegener's) and MPA.

Rixathon, 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.

Pemphigus vulgaris (PV)
Rixathon is indicated for the treatment of patients with moderate to severe PV.
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4.2 Posology and method of administration

Rixathon 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 Rixathon.

In adult patients with NHL and CLL, premedication with glucocorticoids should be
considered if Rixathon is not given in combination with glucocorticoid—containing
chemotherapy.

For adult NHL and CLL patients administered Rixathon according to the 90-minute
infusion rate, premedication with glucocorticoids should be considered if Rixathon is not
given in combination with glucocorticoid-containing chemotherapy.

In paediatric patients with NHL, premedication with paracetamol and H1 antihistamine
(= diphenhydramine or equivalent) should be administered 30 to 60 minutes before the
start of the infusion of Rixathon. 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 1091, it is
recommended to administer prednisone/prednisolone 100 mg intravenous shortly before
infusion with Rixathon to decrease the rate and severity of acute infusion reactions
and/or cytokine release syndrome.

In patients with rheumatoid arthritis, GPA or MPA or PV, premedication with 100 mg
intravenous methylprednisolone should be completed 30 minutes prior to each infusion of
Rixathon 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 1,000 mg per day is recommended prior to the first infusion of Rixathon (the
last dose of methylprednisolone may be given on the same day as the first infusion of
Rixathon). 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 Rixathon treatment.

Pneumocystis jirovecii pneumonia (PJP) prophylaxis is recommended for adult patients
with GPA/MPA or PV during and following Rixathon treatment, as appropriate according
to local clinical practice guidelines.
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Paediatric population

In paediatric patients with GPA or MPA, prior to the first Rixathon intravenous infusion,
methylprednisolone should be given intravenously 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 intravenous methylprednisolone can be given prior to the first Rixathon
infusion.

Following completion of intravenous 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).

PJP prophylaxis is recommended for paediatric patients with GPA or MPA during and
following Rixathon treatment, as appropriate.

Posology
It is important to check the medicinal product labels to ensure that the appropriate

formulation is being given to the patient, as prescribed.

Non-Hodgkin's lvmphoma (NHL)

Follicular non-Hodgkin's l[ymphoma

Combination therapy

The recommended dose of Rixathon 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.

Rixathon should be administered on Day 1 of each chemotherapy cycle, after intravenous
administration of the glucocorticoid component of the chemotherapy if applicable.

Maintenance therapy

+ Previously untreated follicular lymphoma

The recommended dose of Rixathon 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).

* Relapsed/refractory follicular lymphoma

The recommended dose of Rixathon 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

* Relapsed/refractory follicular lymphoma

The recommended dose of Rixathon monotherapy used as induction treatment for adult
patients with stage ITI-IV 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 Rixathon monotherapy for patients who have responded to previous
treatment with rituximab 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).
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Adult Diffuse large B cell non-Hodgkin's [ymphoma

Rixathon should be used in combination with CHOP chemotherapy. The recommended
dose 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 rituximab have not been established in combination with other
chemotherapies in diffuse large B cell NHL.

Dose adjustments during treatment

No dose reductions of Rixathon are recommended. When Rixathon is given in combination
with chemotherapy, standard dose reductions for the chemotherapeutic medicinal
products should be applied.

Chronic lymphocytic leukaemia (CLL)

The recommended dose of Rixathon 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 Rixathon infusion.

Rheumatoid arthritis

Patients treated with Rixathon must be given the patient alert card with each infusion.
A course of Rixathon consists of two 1,000 mg intravenous infusions. The recommended
dose of Rixathon is 1,000 mg by intravenous infusion followed by a second 1,000 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 to 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 polyangiitis (GPA) and microscopic polyangiitis (MPA)

Patients treated with Rixathon must be given the patient alert card with each infusion.

Adult induction of remission

The recommended dose of Rixathon 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 Rixathon, maintenance treatment in adult patients
with GPA and MPA should be initiated no sooner than 16 weeks after the last rituximab
infusion.

Following induction of remission with other standard of care immunosuppressants,
Rixathon maintenance treatment should be initiated during the 4 week period that follows
disease remission.

Rixathon should be administered as two 500 mg intravenous infusions separated by two
weeks, followed by a 500 mg intravenous infusion every 6 months thereafter. Patients
should receive Rixathon 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 Rixathon maintenance therapy, up to 5
years.
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Pemphigus vulgaris (PV)

Patients treated with Rixathon must be given the patient alert card with each infusion.
The recommended dose of Rixathon for the treatment of PV is 1000 mg administered as
an intravenous infusion followed two weeks later by a second 1000 mg intravenous
infusion in combination with a tapering course of glucocorticoids.

Maintenance treatment
A maintenance infusion of 500 mg intravenously 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 intravenously. 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 (NHL)

In paediatric patients from > 6 months to < 18 years of age with previously untreated,
advanced stage CD20 positive DLBCL/BL/BAL/BLL, Rixathon should be used in
combination with systemic Lymphome Malin B (LMB) chemotherapy (see Tables 1 and 2).
The recommended dose of Rixathon is 375 mg/m? BSA, administered as an intravenous
infusion. No Rixathon dose adjustments, other than by BSA, are required.

The safety and efficacy of rituximab 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/BAIL/BLL. Only limited data are available for patients under 3
years of age. See section 5.1 for further information.

Rixathon 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)
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Table 1 Posology of rituximab administration for NHL paediatric patients

course 1 (M1)

consolidation course 2
(CYVE)

No rituximab given

Cycle Day of treatment Administration details
Prephase No rituximab given -
(coP)
Induction Day -2
course 1 (corresponding to day 6 | During the 1% induction course,
(COPDAM1) of the prephase) prednisone is given as part of the
1t rituximab infusion chemotherapy course, and should be
administered prior to rituximab.
Day 1
27 rituximab infusion Rituximab will be given 48 hours after the
first infusion of rituximab.
Induction Day -2
course 2 3 rituximab infusion In the 2" induction course, prednisone is
(COPDAM2) not given at the time of rituximab
administration.
Day 1
4™ rituximab infusion Rituximab will be given 48 hours after the
third infusion of rituximab.
Consolidation | Day 1
course 1 5% rituximab infusion Prednisone is not given at the time of
(CYM/CYVE) rituximab administration.
Consolidation | Day 1
course 2 6% rituximab infusion Prednisone is not given at the time of
(CYM/CYVE) rituximab administration.
Maintenance Day 25 to 28 of

Starts when peripheral counts have
recovered from consolidation course 2
(CYVE) with ANC> 1.0 x 10° /1 and
platelets > 100 x 10° /1

Maintenance
course 2 (M2)

Day 28 of maintenance
course 1 (M1)
No rituximab 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)
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Table 2 Treatment Plan for NHL paediatric patients: Concomitant chemotherapy with rituximab

Treatment plan | Patient staging Administration details
Group B Stage Mwith high LDH | Prephase followed by 4 courses:
level (> N x 2), Stage IV | 2 induction courses (COPADM) with
CNS negative HDMTX 3 g/m? and 2 consolidation courses
(CYM)
Group C Group C1: Prephase followed by 6 courses: 2

B- AL CNS negative, induction courses (COPADM) with
Stage IV & BAL CNS HDMTX 8 g/m?, 2 consolidation courses

positive and CSF (CYVE) and 2 maintenance courses (M1
negative and M2)

Group C3:

BAL CSF positive,

Stage IV CSF 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 dose of Rixathon for induction of remission therapy in paediatric
patients with severe, active GPA or MPA is 375 mg/m? BSA, administered as an
intravenous infusion once weekly for 4 weeks.

The safety and efficacy of Rixathon in paediatric patients (> 2 to < 18 years of age) has not
been established in indications other than severe, active GPA or MPA.

Rixathon 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).

FElderly
No dose adjustment is required in elderly patients (aged > 65 years).

Method of administration

Rixathon is for intravenous use. The prepared Rixathon 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
NHL 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 (IRRs) (section 4.8) usually respond to a
reduction in the rate of infusion. The infusion rate may be increased upon improvement
of symptoms.
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MiEK O | First infusion
iy 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 Rixathon 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 [ymphoma

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 Rixathon 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.

Adult patients -Non-Hodgkin’ s lvmphoma (NHL) and Chronic Ivmphocytic leukaemia
(CLL) only:

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, including arrhythmias, or
previous serious infusion reactions to any prior biologic therapy or to rituximab, should
not be administered the more rapid infusion.

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 1,000 mg Rixathon 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.

SPC(Rixathon 100-500mg concentrate for solution for infusion) DFEMIIX TRt a2 MO Z &
https://www.ema.europa.eu/en/documents/product-information/rixathon-epar-product-information_en
.pdf
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Australian categorisation system for prescribing medicines in pregnancy C (202255 A)

F—A N7 U T D45%E . ( An Australian categorisation of risk of drug use in pregnancy)

Category C : Drugs which, owing to their pharmacological effects, have caused or may be suspected
of causing, harmful effects on the human fetus or neonate without causing
malformations. These effects may be reversible. Accompanying texts should be

consulted for further details.
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