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fEe L. JURREMEMIEE (ADCC)., Mk EMialsE (CDC). KT AR h— A
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Rituximab (Genetical Recombination) [Rituximab Biosimilarl] (JAN)
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(5) ERIEEFEBETE N
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[R%45 L7\
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DR L)
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ﬁii;m{ 6 1 B (LAY I,
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V. BHIIZB§d HIEH

1.5

(1) FlR DA
HESA] (ST v - BR)

(2) HEIDHER KR PR
T €5 ~ PR B L DR

(3)HAIa— K -
(3224 L7V

(4) RE| D
pH : 6.3~6.7

REEL K1 EEERHEKICKLT)

(5) Z Dt -
%24 L7V

2. BEI DR
(1) B CEMRS) OEERUHMHA
Wiz VY~ 7 BS slEEE Uy~ BS AEERE
e 100mg [KHK] 500mg [KHK]
134 7L (10mL) 1, 1314 7V (50mL) 1,
BRLSY Uk~ (En T z) Uk~ (Ea Tz
[VYFi~7#%ke 1] ™ 100mg [V *o~=T7%iH 1] » 500mg
7 WK 52.5mg | 7 T VBRI 262.7mg
] X (Aol NN 90.0mg | ¥ifbF ~ U 7 A 450.0mg
” RY V— | 80 7.0mg | AU VY — | 80 35.0mg
pH W | pH A T

) AR OGSV Y Fo~T B lfaz) [VYFo~T%E 1] X, Trv A =—RANLAHZ
—PREMfL A W TIEA SN,

(2) BREFDRE :

Na A& :

U~ 7 BS Af#E 100mg [KHK]|
U ~7 BS s iE 500mg [KHK]

(3) 8L E :

(%24 L7320

: 1.54Eq (35.4mg)
: 7.69Eq (176.9mg)
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1411 ZU RV BISETH ST, bFNEBRAOMKIFRA oD ZERH DM, ZhiT
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LNz &,
(IVIL11. @ EoEE] 2283252 L)

BRADEFEFHTICEITIREN
(1) REIREFAER, MEAER, FTEREFHAR Y

R TUAIHER | RS PRAT IR RAFTERE fE S
100mg 36 » A - A
O s g BN, i LT
500mg 36 » H —e
100mg o
I S I Y REOBEARRD D,
500mg |60+ 5%RH S AR R
H T ANA T v
100mg | 40+ 27C 4
T 6 B DOEALDFRD BT,
i 500mg |75+ 5%RH A el o
PRAF "
AR | 100mg FHBEPEEE 5 7 lux-hr N
ot 500mg 99,5 4+ 9.5C A IZE A LTz,

a) ABRIEH : PRI, WERSAUBR, pH. MUEMER, = N hFoo | MWE, EWIENES

(2) ARTIMRTESRER ?
BHRHEAR D 36 » ARIFATE DRI (2~8C) TRE%. it 2 FEOSLIET T 21 HER
Tl

i | s | mesn | geem | eews R
ES
100mg 25+ 2°C
RS e O RN, it LT
e Gt 2 e -
500mg | 30+27C
65+ 5%RH

a) RWBRER : MRk, MARFBR, pH. MERBR, T K hxoo, MWE LW
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AFNT AR AE BRI U 5% 7 R U BESHRIZ T 1~4mg/mL \(ZAHRGHE LEEH T 2,
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GERLOEE] : 14.1 FHALBOEE (R
P14.1.2 PR L U CAERRIEROUL 5% T B Y BHESHRESMIMA L 2 & ;
L1413 FURBEHET B RENAH 50T, FRM L OHREIHNL DL 5 720 LORBI &N A 78

: nwZk,
L1414 FRBOWILESCPICHAT 5 2 b, Eim, WABOKIKL, MEBROBZANHHO |

THALRNZ L,
(TVIL11. s H EoiEE ) #2352 &)

 ERROREN
AR L

GEMLEOZE] : 141 BHRUBOEE (R |
L1414 BREOBIESHICHEAT S 2 L, Fo, WAKROBRIE, MEEROBTNRHL O |
' THALAVI &, :

(VILIL A EORE) 2BBT 5 E)

8.4thFl & DEEZEIE (WIBIEFZEL)
MY ERe L

 (EALOEE (R

L 14.1 ERRARBOEE

1412 AR E UTERRIER UL 5% 7 R U BHEFRUSMEIERA Lan 2 L,
L 142 BHIREHOEE

LA & OIRIEIZ LNk,

(VILIL E ROV ) BB 5 L)

9.8
%4 L7\

10.8% - 2%

M FENDELERR - 8% SE/E%LESS - AEICET 51EH -
%24 L7320

(2) @5 -
U~ 7 BS AiEEE 100mg [KHK] : 10mL [1 /31 7 1]
U~ 7 BS AiEEE 500mg [KHK] : 50mL [1 /31 7 /1]
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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 ffaMEIER T F 1) 2/fE)
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,
(REMFIKEET O B #faME ) /8B EE)
WE, VX~ (Earfiz) [VYdo~7%EE 1] & LC1I[EE 375mg/m?
7 1 AR CREEE T 2, REGEEIZ8EIE T 5,
(BROEXEAFEE. EMBENZHELOE R, ERFREL/MUROEER. #X
P I A2 1 /MR A T R BERD
WL RAIZIE, VYdo~7 GBEHE#Z) [V o~TH%Ee 1] £ LT1RE
375mg/m? % 1 MK T 4 BLREEHET D,
(BFAETHRRTREIL—TXER)
W, VYR~ T BEFE#Z) [V YXo~T7%kE 1] & LT 1 [H&E 375mg/m?
Z 1 AR T 4 BSHETRET S,
(A TYVYERT FoxE2 0 OHIESE)
WE L, RANCIE, VYR o~T GBI X) [V ~T7%ki1] LT
250mg/m? % 1 8], SEEHET D,
(FhRELE)
AN AR BRI OUT 5% 7 R 7 FESIRIC T 1~4mg/mL IZ AR LEMRT 2,

(2) RERURBORERM - 1710 -
BB L)

ARERVHAEICEEYT 58

7TRERVRAZEICEET 5FE

(FhRESE)

7.1 AAFRERHIHER L TH H LD infusion reaction B S 572912, KA S-
D 30 HNCH E A& I A, RBGERAIE ORI G 21795 2 &, £, MIBKE
RVECHIEDER L WIGEITT, AAIOHRGIZEE L T, GBI RERVE CHIORTH
HaZET5H2 &, [1.2, 7.8, 11.1.1 ]

7.2 VENHEEIZBEE U CHlE FRE, S SUEE, IS TRIESE DR HEBLT 2 O TAHA
DIENEEZSFY | FEAREZLZ BT ABIIRFICERT S 2 &, ERPBEL LGS
FEAREZED L0 LTHFIET 5, BEEREROGEITELICERE 2L
L. WERAEZTTS, £lo, BEEZBET LA IERDZERITHA LZEZ, F
IR DS LU T OFEANEE TR G203 5, [1.2, 11.1.1 ZH]




73 HMAMEIIUTO LB L35, T2ZL,
WD &,

55 AR /N AN REWNG L bV A S HE R

ZNRE I3 %h 5 5.1 HEGH
« BHAMIER Y x U oSl VElFE S | &0 30 431% 50mg/iE TRARA L. BHEDIEE
EHoBELRENDL, TO% 30 0EIC
50mg/F 32 I T, K 400mg/REE T R
HIENWTES,
2EHLIEE | FRRoOWTniiZS 4 260, Yi%iEA
WEAERTHZ ENTE S,
- WA G IEH L BIEH SR T H -
=86, 100mg/FF £ T EiF CRE %2 BlthA
L. Z®D% 30 /34 100mg/H¢ > B
T, I K400mg/FE T EITFHZ &N TE D,
- BREMCEEE /RN 72 < HIE %
WZRBLLTZEIER DB TH Y . oG
BTOARRYIL Y > 7RERHAS 5,000/pL Al T &
D46, 90 TG (Bl 30 4 THE
HED 20% %5 L, D% 6055 TG
20D 80%EHKY) THIEMTED,
© PR ANENREE T o B At VEFES | &0 30 431% 50mg/iE TRARA L. BE DI EE
U o EEFEVE SR B POBE LN G, D%k 30 Ol
© BRIMAE RVERSEREE, BT 50mg/fFd o EiF T, F& K 400mg/fFE T R
19278 1.7 % HIZLWTE D,
- BEFRE CORA v —7
AR 2B LI | #IEIBEG R L -RIER SR ThH - 72
o EPEER S I R TSR EE SR WA, 100mg/HEE T LIFCEZ2BIMB L, *
B R MM ARME L R 2R D% 30 43 100me/Fo T, ek
iR 400mg/fFRFE T RIFA Z LN T 5,
ATV T FUXEH 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]

He EAEMEIE D 2 SIE T D AREI O MERFRIE O A E R OVZE RIS L TR

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—

7.6




(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)

*1:MiEHF Y Y FR v T7ICL Y CD20 O EIN D720, Kl CD20 5% B fifa ok
HYIZ CD19 2Bl L T\ A KM B AL ZJIE Lz, BAMEERSTZD, BHORE
(2B 5 Fdk Tk, CD19 Bk K& O CD20 Ftk B ffifa o i % [CD20 Bk Bl &
L7,

*2 0 M KGE

%3 L RV UIIAREATKER (B R VE RIS DS IR 2 45 2 F54 & K308
HEETHD,)

) AR OAGR SN HELR ORI TV.8. HiELKOHE] 228552 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,

* 1 BN KGR,

*2: AV ROBT5 LT

*3: U K=Y UEARHRAGE
FHERETH D.)

K4 :AZVTDOHR2 H AT LTS HIT 24

*5 0 MIFH Y ¥ <7128 Y CD20 ORI EEHE S LD 72, Kl CD20 Btk B fild o
PVIZCD19 ZFH L TV AR B Mz E Lz, EAEMEEROTD. BAIORE
(B9 2 FUdk Tk, CD19 Btk K& O CD20 Btk B ool 5% TCD20 Btk B Mifu) &
L7,

>%:é%%KﬂL\HS&UOSK%#éﬁ%%ﬁ%%ﬁ?yﬁAmthWE%ESE%\

PEREAMZ B3 2 18 B A 11 0 23 OF R IE I DS HERRRE M O iofs e 512072 < & 6 80 H

F‘ﬂa&“ﬁénﬂ\éo 723, 2016 7 H 10 HOT —# F1 v N A4 7 R LABE O MERER 5 1T
DT =2 1%, KRBRFFHLEEHIE T Tgn,

%7 : Anti-drug antibodies (HUFEMHLIK)

* 8 : Neutralizing antibody (FFnHiiA)

(R BE A V8 IS OSBRI R 2 A3 2 38541 & AN

) AANOKB SN IHELOHET TV JHEROHE] 2287528

BEY R (RFEH)
PNEE i =i 0D 6) AFE AT SA ARG B
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
Flxs %) —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 (%)

HA 214 (68.6) 207 (65.7)

VDN 71 (22.8) 85 (217.0)

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 ) 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 (%)

O-ffilBR72 L 179 (57.4) 175 (55.6)

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

2-FDEY D LD 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 (BZM4IEAE 2 #) 106 (34.0) 103 (32.7)

mU A7 (FZ4HEAE 3{ELLER) 176 (56.4) 177 (56.2)
* o RRMKER

BEE R (AARANEH)
PNEE 5 =i 0D 46) AFHE FEAT/SA A EER
LD _R—2Z 1 Rk (n = 15) (n=14)

Fin (%)

FEE (FRHERE) 65.4 (7.00) 60.4 (8.56)

i 64.0 62.0

e/ ME-dR K AE 56-78 41-75
FEirXsr %) n (%)

< 60 5 (33.3) 4 (28.6)

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

T 8 (53.3) 6 (42.9)

Tk 7 (46.7) 8 (57.1)
AFifE (m?)

VE (RERA) 1.6 (0.16) 1.6 (0.16)

o 1.6 1.6

e/ MBI KB 1.4-1.9 1.4-1.9
ECOG Performance status—n (%)

O-fiFR72 L 13 (86.7) 10 (71.4)

1-BEAEED I 2 (13.3) 4 (28.6)




% o BRONAGE A

1) e EEVEEE U NSRS D AH DO HERHIRIE DA M R OV EPEEHENT L TV 720,
(V4. HELROHREICEEST 2R 22RT0528)

) — M @ CTIIAEBEREDNME T LTS 0T, BEDREEA ToI0Bl5E L) HEEIC

E¥nz &,
(TV.6.(8) i | Z#ZMT 252 &)
G|

OB (GtREEEAR)
2EHICE T 52EHEE (FEFEER) GRIIMBHIER)
SEFFIZEBIT D R ERCHE OIESHMEIC L5 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,
MHED ORR DZED 95%E XM FRNE O T2 [FEMEOFTRRTH D [—12%
~+12%] NIZAS> TN Z Enb | KFIRE L JeAT/ A A RIS *2 FEOTRIRE)
ROREMEN R ST,

SHEMITHIT 5 ORR

(%) 12040 (95%{RHIKM 1 —594~514)

100 ~ I |
90 o 27161 87.1% 27441 87.5%
80 - 554:%5%) (CR) TE‘i?iﬁ)J(CR)
4661  14.8% 4261 13.4%
70
60
&
A 50 +
0 #53%4) (PR)
22561 72.3%
30
20
10
0
KABE n=311 JAT A BESE SR n=313
MY REOIRE N IR ELGTIRICEE S < B
A (N = 311) | 734 AEFHL*2(N = 313) RHN-SeAT /34 A EIE G *2
n (%) n (%) ol R PYye—
271 (87.1) 274 (87.5) -0.40 [-5.94, 5.14]

%1 : PPS (Per Protocol Set : JEB&SEMiFHEEIZE A L 72 R 54ER) 1231 2 fifAT
k2 1 PRI ARG

EERHICETOREREMR (BIRFTMER)

AR 21T D R ERHEIE ORES I L D KR EREMR [CR, PR, &
i (SD) KUHETT (PD) OfEFHEOEIG] L. T 90%(FHE XM 2 &GN
RKdiz b Z A BHREDNRD 4 S>OIEGRHL /O BFH OBIGITAHA] & AT
NA FEHLZHETUTO®EY ThoTe,



SEMNICBT 2 K BREE

AHFEE (n = 311) AT A A EH G2 B (n = 313)
BB Ah R n (%) [90%(Z X [ ] n (%) [90% 15 HE X [ ]
7E428%) (CR) 46 (14.8) [11.6, 18.5] 42 (13.4) [10.4. 17.0]
B5y%%h (PR) | 225 (72.3) [67.9. 76.5] 232 (74.1) [69.7. 78.2]
“ZE (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]
B 10 (3.2) 6 (1.9
R 9 (2.9 10 (3.2)

%k 1 : PPS (Per Protocol Set : BRI ht s B E(Z i & L 7= xR EM) (280 2 fifT
RN AR

BAANEFIZE T2 EEHEE

AARNER (RAIRE 15 6], Jef7/ 34 A RIS EE 14 6)) 1S8R ERHE
DOFEEFHMIC X 5 ORR IZAAIRET 93.8%., JEfT/34 ZH:é'?%uu*ﬁ?“C 100% T&
ST, TRE. BEEDN DI T2 T2 90% XiT 95% (5 HEH X M OFEFHEHIHEE X
1Tl nol=,

* 1 BRIMKGE &
BRAEHICE T AHREEDR
HARNSEHNC 1T 2 o5 Mo E O ISR C & % & Bis 52 R (CR. PR,

SD O*PD) DEFEOERIG &, £D 0%EFEXMIZLLTO®@Y THh-o7-, 72
B, BEENDIRI o T lo DRI EITIT DR o T,

AARNEMIC R %R B e 2R

AHIEE (n = 15) FAT A A EESEE (n = 14)
KEREGER n (%) [90%fE X [ n (%) [90% (5 X [#]]
74284 (CR) 3 (20.0) [5.7. 44.0] 4 (28.6) [10.4, 54.0]
725 (PR) 11 (73.3) [48.9. 90.3] 10 (71.4) [46.0, 89.6]
ZiE (SD) 0 0
#4T (PD) 1 (8.7 [0.3, 27.9] 0
R 0 0
R 0 0




Q%&M (HrARELRM)

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 BRINAKGE i

RERM

551/629 il (87.6%) DHE (KAIEE 268/314 il [85.4%], ST/ FEH L *
¥ 283/315 il [89.8%]) A XIGITHSERMRER 21T o 7o, & E5#%IZ ADA 23
H N7 B#E 1T 8/651 il (1.5%) TH V. AFIEE5/268 il (1.9%). HAT34
AR 3/283 Bl (1.1%) Th ol



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,

* 1 BRINAKGE i

El1EFA

FRIBFROMEATH AR ) v \EEE 2 %15 & U [ERESEFRRER (R-CVP LT £
YIoARK, v/ aRAT I R, B URATFURBELK DT L K=Y
VEITT L K=y y) 1BV T, BetEfir i gE N 312 4 229 FlZFEIfE
AR BTz, EREIERIE, P EREAIE (20.8%) . 5 (13.8%). HEA
WZED s (183.1%) . D (10.9%) ., RitE==2—rm/ F— (10.9%). 57
(8.3%) . HIMEKAIE (6.7%). HIIE (6.7%). $EERE (6.7%) . RIHMERE
Hoa—u/F— (6.7%). BEE (6.4%) ., &t (5.1%) ETH-o7z GKGREF),

BIVEA (GP13-301 aklk, OFHEIEIN) KGRI

AAKIEE n=312
4> Grade n(%) Grade 3/4 n(%)
IR 229 (73.4) 88 (28.2)
MR LY v SR pEE 87 (27.9) 57 (18.3)
L BRI 65 (20.8) 44 (14.1)
M i ER s iE 21 (6.7) 7 (2.2)
B LT H R S 15 (4.8) 15 (4.8)
i=gi 14 (4.5) 1 (0.3)
U 8BRS E 2 (0.6) 1 (0.3)
I/ IR A iE 2 (0.6) 2 (0.6)
SEMEAT BROE 1 (0.3) 1 (0.3)
M i ER A INE 1 (0.3) 0
PLIM BRI i 1 (0.3) 1 (0.3)
ek BRI 0 0
B2 PR I 0 0
N 4 (1.3) 3 (1.0)
BLME 1 (0.3) 1 (0.3)
WY e 1 (0.3) 1 (0.3)
HSMIHE 1 (0.3) 0
D 2E 1 (0.3) 0
TN Y RS VPLME 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 N=Y U EIAHIRRRE (R B AN V8 2 FISE O S b (E 2473 5 J-A1 & AH

OFHIEETH B,)
BIEH (GP13-301 3Bk, HMERRRIEIWIN]., MEFERRIEXIRAEM)  OKGRI)
AHIEE n=254
4 Grade n(%) Grade 3/4 n(%)
B 81 (31.9) 22 (8.7)
Mg LY v GRS 21 (8.3) 13 (5.1)
L BRI i 20 (7.9) 13 (5.1)
M i ER D iE 8 (3.1) 2 (0.8)
I/ N A E 1 (0.4) 0
FEENAE A T R E 0 0
2 1fn. 0 0
U R HiE 0 0
L 5 1 (0.4) 0
9 oL A2 1 (0.4) 0
BRIk 0 0
D= ISR 0 0
B X oukgpEs 2 (0.8) 0
e 1 (0.4) 0
i 1 (0.4) 0
MR P 3 (1.2) 0
T 1 (0.4) 0
KT 1 (0.4) 0
AR g 2% 0 0
PRI 1 (0.4) 0
SURA IS 0 0
H Ik 7 (2.8) 0
PR A gk 1 (0.4) 0
ST 1 (0.4) 0
GV 3 (1.2) 0
L2 inkz3 1 (0.4) 0
i3 0 0
IR 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\

2) ARBEMELTRRFENANRXIERNRE L ZAE - HEROME
M1.5.0) AGB&M) 2R3 22 L

(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,

3) AR T Dy 2 —HIRBIZEH 1T D ADCC $hADLEE: (in vitro) 1213
ARHN & AT AEI L3, v FIER YTV Nl B IR O i KIS ARSI
L7z~ LZmRL7,

4) FeyRI R U FeyRIIDM#E Z 4+ L 1= ADCC EE~DIERA (in vitro) ¥
KAl N BMIEEIER O F U o MEA RN & L7z FeyRII & O FeyRITZ 4
L72 ADCC IEVEIL, JedT/ 3 AEFES*3 I L Tz,

5) CD20 [&f% B il L (h=0 4 HF)L) 1519
OF--1Cik; 23
BT =27 A PFIATHKHNSUTTAT S A A RIS & HEF RN G- L7 fE 5. B
FaE v ERIZELL L T, £, VYo~ T 0EWEhiE S v 7 7 A L B
LCui,

OREES
WERE 7 = 27 A P IATRHN AT AT A A BRI 208 1 [5] 4 T8 [ E # IR 3

B U7z, mtHIE ST, R EORGICB W TEEL L 72 B Mt 8 & OE1E 23
BRI,



6) FERIEY /NE (NHL) O IREBBIEETIVIZE T 5RESFE 0
b b BAEM: NHL ~ 7 A RFEBET T IS L0 AF &7 FEIRL2 04
TFHARE R OO TE M 2 el 5 7230 O in vivo ikBR & 320 L 7=, Rl LBt
TEHIRE B OB 2 FUIEBSTEME AN AA UL AT 31 A IS =2 285 L iz@ick
WTHlIE ST,

7) $AE R = RIGHE (in vitro)
MX.2.(7) ZOfhoFkEN ] 223252 &
%1 BN GRS
%2 1 WONAGR S - KEARS - AAKRSZET
%3 1 BRMIAGRS « KE AR

(3) VERRIRIERE - FrikhER -
[F MR L



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,
HEEGEOMET ) Y F v~ T REOHR
(ug/mL)
800 4
@ i B

700 n=6

600
i
W 500 -
D)
¥ 400 4
v
3304
i
B 200 A

100

O llll T T
P& 517014 72 168 (hr)
s
H[A e 5RO IR EIE T A — X
Day e ek AUC,,, (pg - day/mL) Chax (pg/mL)
w1 | AR n 5 6
Dayl | (m=6) | sy (Fueffs%) 2980 (983) 594 (113)

QRE®RE?
HAAN®D CD20 [ HAREMEE BMARIER X U o N EEF T, KA
375mg/m? Z i 1 [0 8 MM S AE SR FHE L72BE 0% 8 i Dayl OfigH U >
~ T IREOHERS R W EhE N T A — & & LU FIRT,
AFNOVEFE R (AUC,,,) 135 1 T 2980ug - day/mL, % 8 #l T 2960 * day/mL
Tho7ze AUC,, KT C,,, O PHMITE 158 L 45 8 HTHEEIL TV, 2R
BRI A 0 U7l &2 ORI - R 8 BhfR 2s & 1R RAR 5 G-I IS S5 AR M 2358 80 B L.



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

RAES R DM U > & o~ TIREOHR

(ug/mL)

] —@— Iy

700 n=6

600
i
500 -
)
Y |
f"“ 400
z
‘7“ 300
b3
200

100

O m T T T
HE5-H50 72 360 720 (hr)
R 3H 5 )
S GRS EhRE R T X — X
Day 5B Rt E AUC,,, (pg - day/mL) Chax (pg/mL)
weW | A n 6 6
Dayl | (n=6) | spyyfl (miE(Fss) 2960 (739) 554 (179)

2)BEEI Y FREE ERE LIZEBNE LHEKKE (GP13-201 ER)

HEAT—%) 2V

PEAER 7o B BB ARPERT U ¥~ F I OV 1 FfE e\ Uik 8 FiE OB TNF BE IS %)
A IR BROIEEERE Y v~ FBF 173 HIlc. A M hL¥H—MEHT
(7.56~25mg/il) | AHIULIAT A AEH G *21000mg*® 4 2 JH[FHHIFE T 2 B
Bt L7z, 24 B ECToOMmER Y Y5~ 7REDOHK & AUC (ZBEd % HRyEhRe
INT A =B ELITICRT, AUC,  ORATELMED L RFIFE AT A A EIEN *2
) 131.064 THY . ZD 90%EHHIX[H [0.968, 1.169] ILAEM FAYIAEMERF A
[0.8. 1.25] OFPHNTH 7= Z 0D, ARFIFEE JeAT A FEIRM 2 BEE DAY
LIRSV MR S T,



2 R T 2 LR L7z & & oMl i EHER

(ug/mL)
600 {—
- -@- 478 (n=86)
~Or JEAT/ AL (n=86)
?}1 | S i e
H 400 -
EP
D)
VA
¥
v
< i
v 200
s
&
0 - @
0 2 4 6 § 10 12 14 16 18 20 22 24 GH)
w10 i
ARHNSNTAT A A I 2 & 2 IR T 2 PR L & S O3y EHE T A —X
AUCO inf Cmaxl CmaxZ T1/2
(day- pg/mL) (pg/mlL) (pg/mL) (hr)
HFH 8005.04 + 2653.76 | 395.14 + 191.60 428.18 £ 135.13 385.74 + 158.58
[n = 75] [n = 79] [n = 76] [n=177]
AT/ A A | 7563.06 + 3000.58 339.73 £120.48 418.12 £ 159.92 385.06 £ 108.26
[ 35 1, 2 [n = 70] [n=177] [n = 75] [n = 72]

T+ bR Yl

Conan  TEA 1[5 F 5 05 A L 375 o

Coe © TEA 2 [81 F 1 0D A L 375 P

w1 ;[N ARTKGRO BRI B
(SRR EIAE (B : JER %2 U LB CHE_—2 74 >0 BRIk k& < B
B ERBY . EBE, EHFN S OREMEDIC B RIETA, U v~ FERE T
PtE, SN B B AE AT RSO & i LTI &, %
/5 AEI*2 & DIMBIME . HAE D HBT X LTl b PO f EH & LT
< FRE R LT,

52 ; WA

%3 : KGRI 375mg/m? Th 5,

) AR OKR SN2 U3k, HIEROHEIR TV 2meX3zhiik, 3. MiEROHE]
AT

3) EITHAARM ) VNEEEEZ R E L-ERERFEIAEFE (GP13-301 HER)

(BRARUSNEANT—2) ¥

RIGROBEATH AR Y o IEEE T, REAISUIEAT A AEIES* D 375mg/m?
SERERNCVP (7 ahkA7 7 I KAk, €7 ) AF UHiiE, 7L K=
SR IT v R=yry) OfHESE, KA 7021 HIEET8 1 7L (K
6% H) MOIRLIEEED, %494 27V Dayl (FFTEFIREE) (2B 25 AUC I
T HIEMENRE N T A —Z ZLL NIRRT, 844 7 0F0 AUC,, DFEHE (B
A IXARHIEE 28201 - day/mL (1250), JE1T/5A A RIS * B 29508 day/mL

40—



(1510) Th o7z, ZDOFERENS ., AUC,, DHEPHIL, AFIEE & AT/ A EI G, 1
BECTHLEILTWD Z EdREnT,

AUC (2B 2 M @hRE T A — X

B4 YA 7 COR weat i AR AT S A T
n 24 29
AUC,; (p1g-day/mL) T
(B e (i 32) 2820 (1250) 2950 (1510)

* 1 BRINARE A
%2 T R=V UIARHARAGE (B AR VE RO S i R 2 4 2 3841 & ARFNEOF
MEETH%,)

(3) hEL -
A=Y

(4) BZE - ftRAEOFE
S &R L
2. EYEERA/NT A —4

(1) BT R
R L)

(2) MUILEE TS
B4 L7au )

(3) HEEETEL
(%4 L7V

AHOIYTFTIIUR:
(e ke L)

(5) N ATE -
(B4 ERe L)

(6) Z At -
R L)
IBEE (KEaL—a>) B
(1) BRAT 3 -

(g ke L)



) INFA—AEHER
F% 4 &R L

4 1R
%4 L7auy

5.5

(1) ik — RxBEP @B -
IREH B L

(2) Mm% — R BERE P @ A%
VI.6.(5) ikl | #5452 L

(3) F~ DT -
VI.6.(6) #Hlim) #2452 &

(4) BERA~DBITH -
(B4 Er7e L)

(5) T DIDRBBADBTHE -
(kR L

(6) MIFEBPKEAE
Y EEe L

6.1

(1) RBIERAL R U BRI
(B4 Eke L)

2) RBIZE5T 8% (CYPE) OHTHE F5%.
(MR L)

Q) VEEENREDEERVZDES :
%24 L7V

4) REMOEHEOAERVEMEL, FELE
(B4 Ek e L)

7 Bt
MEsaErte L)



8. 3 VRKR—E—IZBHT B1EH
MY ERe L

0 BIEIC L BREE
MR L)

VB ENERZET HEE
MY EE2 L

M. ZF 0tk
MY ERe 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
HNMRBET 0> CD20 Bt D B fIaME U o SEAGEPER B (FRN)) | 45 2229)  Z 3l
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) FFiREfEE £ -
BRE I LTV 20

(4) &IEReE BT 5E -
BREZ LTV



(5)

11 -

9.5 115
PRI SATHEAR LTV D REME D & £ PRI, 16 Lot fapatt 2 Bl S
CHIWr SN OGBICORET D2 &, b b IgG IR AR T 5 2 &35
LTEY | IERTICAR 25 LB o HARIZI W T, KM Y >/ ERo
BAOPIRE SN TN D,

(6) 2Lt -
9.6 1ZELIF
B EOFRIER O REDOEREEZEZRE L, LM I I 2 RErd 5
Z &, RKENIRFHFICBATT D Z A SN TS 29
(7) INR
9.7 INRZ
(BHIREMIEROF oY U/NE, ZHEMERXERAFIEE., BHMBENZRMEX.
EMEEREL/MOE D EENRF. 2XREmARED/MURDEENER. 1 T )Y
EYT FoX 2 UDRIERS)
9.7.1 /N Z %S L U ERARBRITFE L TV 7w,
(REINFIREET O B a1 U/ \BEMEE., BEABRTCHERSR+2%HIL—
TABR)
0.7.2 KHAMKEIR, AR, AR EZRSE UBERABRITER L TV,
(8) i E -
9.8 S E
BEORELZ DB LR o EREICERG T2 8, —RICEEE TIZAEEEM
RENMET LTV,
7HEER
1 HRZEZEZDER
BRIE I LT




(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)




RENROONTGAIE, BG4I L, #) s (CHak
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 L5 (9.5%), ALT E5 (9.8%). AI-P 5 (3.8%), faE U LE
5 (3.8%) FDONTHHEMAAE B 2 £ 5 IS RERE ECH|EN S H b
ZENDD, [8.4 5]

11.1.5 REMIRAER (B A
B SRR AR AE e B (Stevens—Johnson SEMERE) | H 75 ME 2% K 8 5 Fil i
(Toxic Epidermal Necrolysis : TEN) ., KIEIEERIER, HHERZE R, /N
KRR JERZEN D H oL, EEICEST-HINHRESIN TS, [1.5 ]

11.1.6 MEKEA
NI EREA (BEEEARE) . BImERED (45.6%) . 4FHEKED (43.9%), fE
PERIERAE (BEEARBH) . /MDY (18.6%) NH LA Z ENHY, &
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 BEEIE (43.4%)
ME, BE, ®2WVIEVA VAL 2 EEZRBYYE (BuifE, Mg 2
HHOINDZENHDHDOT, RFIOIGFIM T R ONREK TR ITEE O
Rext+olcBiggd+ 52 L, [8.6, 9.1.4 K]

11.1.8 ETHLEMAEMKIE (PML) GHERH)
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, &
Hamik L, #MUR0u@Eszi752 L,

11.1.9 MIE MM (BEERH)

11.1.10 DEF (11.5%)
DEMED D VIXLEEORENR, FOME, DIHFEERRE SN TWD,
[9.1.1 2]

11.1.11 BEE (BHEAH)
miE 27 v7F=rEH (1.0%). BUN LH (2.6%) ZOREEND 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)




BENBOLNEHEAIT, BEHIC XM, CTHAES %2 3 L T H i,
ZEfL - PASEFT OB A MRS L, WYIR0EL21T5 2 &, [8.7 &M
11.1.13 METE (6.4%)
—REDIE FRENERT L ENH D, [10.2 2]
11.1.14 Al# R O ENAEEEFE S OMERER (BHE )
ALV B RMESE B RE IR ¢ KRR, 5ER . RS, SRR
EIEE) BobbdZ b D, £, RFIDIEEK TH6 v HET
ORNT, KB, HEREE OGRS R RS BOREE . B AR R % 0O i

FEENREINTWVD,
(2) DD EIMER :
1.2 ZDHDEIER
5%LL 5% AT N
MAMESE S (28.9%) ., | FRURREE ., Wine, S
w | AR (18.6%) . AE
OB e (11.9%) |
%
w o o Mt EA- (18.6%) ., | B, mEIRE, R,
8 SR, WAL AR PR
L - UEME (17.7%) .| DPNEZEE, (BRL, LS
WAk &/ Ok, Em. BEK | WIE
R, THI
HE (35.8%) . O | PAER. =R, A | MIEH
FE (15.8%), HIE | Ji, A 7NV U YEE
W SE | (15.5%). FB (F3isa
(15.5%) ., 1Z7TH
(11.2%)
IR (29.6%) . B | Wds. IREHIN, MEJE
e g | & (18.1%) . RERUR
BHRIEN (749,
(15.8%) . 21T, iZf#
Ftprhie s | B RGE L OUEG, BZa. RERE
2 (20.8%) IFERERIE 2% T 4 7 O fREEY
MR -« e [FDP, D # A ~—]
. NN
- g | BRI BUN k5, 7 V7 F=
H v RS
P i ALT k5. AST k5 f&l—P EL% wmryare
v EE




5%LL | 5% i BAEEREA

CRP L5 (17.6%). | MEARD . #IREE,
LDH kL5 (10.6%) | #EEisc, REsE 5. 2
z o NERZ MRS, 50T
SO (&, TEIRSE) |
TNT I, Lo
<0

) @WE OB, JedT/ 3 A EHRG O B MlaMEIEAR U5 o U RISk 2 FENERIR
o5 IARRER, ABVEY > Sk I (2569~ 2 E N ERAR S TAHRER, #atEox 7 v —+¥
SEMIELT 69~ 2 [EI PN B AR 55 AR GRBR . =By PESREAE (2 %3 2 [E N BRI 26 TAHGRER . #
TEME D = HAE R M OV TR R (269~ 2 [E R 55 TTAHRAER .t T iz 2
A7 b7 LEEOBIE T ET D ENERR S T/IERE . ABO Mg Aw@ & &%
REVZ 69 2 — B R AR 2 ZE AR R L 72,

SEERMEE—ERSE
EHEANEMERREHEERVEBRREERE—E
[V.5.(4) BEEHRER) 25T 52 L

IR RERRICRIZTZE
RESH TN

10.88%5
BRE STV

MEBERALOIEE

14 BRALDEE

141 EFERARBFOIE

14110 Z U RV ERRTH DD, DT PIEEAOWMBL RN ZENd D
D, THUC KO RANOFEMNIFELZZ TR, ek, LS OSNEL Lo B
ARSI FER Lenwz &,

14.1.2 HFR & U CABRIER T 5% 7 R U BFESHRUSIMIEH LianZ &,
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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 (corresponding
course 1 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 pituximab 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 (2022%5AR)

A=A NZ U T D53%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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