Rituxan®
Rituximab

Z 4 WARNINGS -

BEMAEERIS: VY XY OBMTERSG D 24 BRUNOEERRE S TS, 2hb o
BRI 72 RO, AR OETESOSEMERE L UCRIL L, KEERIE, MR, SrErekpEsEssn
FEWERE, ORFEZE, DEMIE), OIS 2 v 7 e EoiERE R 5, BUEHRERELKS T, %
DK 80% 75, AFIOHEOEHHICHE LT\ D (5 —WARNINGS- KON AEHFL -
ADVERSE REACTION—DIEEMR) |

EERERSE 2 LEBEIL, VX ro@iEa ik L, FRHREE ST & Th D,

FEE ERIEEIREE (TLS): VY XV AL DIERTF Y U/ EDOIBRERICEE L T, Bra vl
TLHAMEBARENHI L, JEICEDL Z ERREINTWND (L -WARNINDS—DIEZRH) |

EEGREMERG: UV YFF AKX DRICE LT, EERBFRBERREA HBL L, FEIC
EoTFIRHE SN TS (B —WARNINGS— KT 7% 94 —ADVERSE REACTION —
DIHSZM)

#H A~ DESCRIPTION —

Uy (U xv~7) 13, EWEKORES B filazmo CD20 FuFicxt L CTER iz~
DALE ROFATRIE ) 7 —FAHETHD, ZOHERIE, ~ 7 AHROBREFEEH A
e, b NEROEFEN SR IgGle & /a7 Y v Thob, VYF~T1d, 451 72 JE
MBS 2 ODOEME 213 7 I VNS D 2 DD (7 X BT cDNA SHFIC X %) T
ENTEY, &I 145kD TH D, CD20 Hi & OFEABIFIMEIZHR 8.0 nM TH 5,

APL CD20 % A FHilkid, (ZFHIEMM (F ¥ A =— A NLAF —JIRMN) &7 2 ~A v G
ARHNIFURTR T 2 Z L CHEASND, T2~ A ¥ ATRERE T S, A
CD20 #ilkiE, 774 =7 4 =2 u~x b I 74— RUOAF M u~ b 7T 7 4 —IZX DK
I, ZOREBERCTRED VA NV AZADNE LK OBRENMTDOND, VY X2~ T DR
IZ. Genentech, Inc. 74 %53 (US License No. 1048) L v #liExns,

Uk, BRANE G BICRNE SN EE, BEBHOKETHY . BIEHRIFFEN ST
20, U Y 0d, 10 mg/mL OFEEE T 100 mg (10 mL) & 500 mg (50 mL) @ 2 K& H[A|
RN T E LTS D, B, FIRNE G E LTHET N 7 A (9.0 mg/mL), 7
T UM N U AT KR (7.35 mg/mL), ARV Y L— K 80 (0.7 mg/mL) K OVEH HRE KT
A TEY, pHIZ 6.5 IZFHEI N TV,
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& PR 3EE -CLINICAL PHARMACOLOGY -

ER-GENERAL —

U~ 7iE, CD20 HUR (b ~ BHIRR/Z I HT 505 UR. B4 Bp3b) & HrRAICHEA
%, CD20 fitfilld. 43184 35 kD OBUKMERE @A & o /37 BT, pre-B Mifa & Ok#4 B
JRIZHEL L T 5 1.2, CD20 HURIE BMIfEMEIER % U N E (NHL) @ 90% IR LT\
D08 3, EIMEHIIASS pro-B Mifd, IEFHEMN, oo ERHEIZIZFEI L T4, CD20 1%
HRaE B OB AL OIS L T 7 A D RN ZHIH L TR 4 IV T LA F U F v R
NELTHEL TS b EHEER SN T2 5, CD20 IXfiakm ) o B3, Pk L e L
BICHIIENER~BEIT 2 2 & 7220 6, iR P ISzl L 7= CD20 HUR OFFENFED Hiiaw 2,
B i, B Y v~F (RA) KOZENICEET D@D BER ORIERTICE G L TnD L
EINTND, 29 LEHROT, B, Vy~FR-otobiiRomEs, suFder, T M
RADIEHEAL R O SUIRIFEE S A SO A L OFEAER R\ U T, HORERB  RIEICBIT D
e BB TIEH L T D EEZ LTV T,

JEBG PR K U'E 4518 Preclinical Pharmacology and Toxicology —

YERREY: In vitrolZHB W T Y Y ¥~ 71X . Fab KA A > CBfilazRmo CD20 HFIZHEE L.
ZD%, Fe RAA V&N LIz 7 =7 2 —HREIC LV Bl Z5ET 5, MlaEEERO A =
A& LT, MRAERIAEGEEN (CDC)8 <, Uk FrEMiarEMEIa S £ (ADCC)
PHERI ST\ D, E7z, APUiRiE DHL-4 & h BH#ifaV o N ERICT R h—3 2 &5 &t 24
ZEBMBNTND 9,

IEFERRE & DR ZEZRONE : VY F <7 1%, WIRNO U o8Bk, Wigo Al RKEmE ROy
VREIFRO B E OREENED BTz, —J. RERICHELL7ZFEY R ST e<EAE LR
W, IFEAEREE Lo,

M EARE— Pharmacokinetics —

AT 10, 50, 100, 250 i 500 mg/m? & H[E§ G (iE) L7k Y > %o~ 7 OMis iR
F O 13 4% 5 Bl el L 7= 10, 14 B0 B3I 375 mg/m2, i 1 [BINIE 4 BB G L 72 Mk
R R MR O IR, 1 A E #5148 76.3 Wi (BEDH: 31.5~152.6 Wifi), &5 4 [ H &5
%78 205.8 W] (FiPH : 83.9~407.0 Fi[]) T -7z 111218 Y OFEPHSAWVEEH & LT, A
FRNCB T D IEEEDZEL OB G2 L5 CD20 Bt B Miats (E & OREEL B k) o2
ERBZ 5,

U xR B 208 Bl &2 x5 & LBRARBRIZB W T, VY F v ~T7 % 375 mg/m2, #H 1
[B] 4 [E1# 5 L7236, 5 4 BIE & 5% O &S MG FiRE (Cmax) OFEIEIL, 486 pg/mL (HiPH:
77.5~999.6 ng/mL) Th -7z, AFOMIETIREDO ' — 7L F T 7EIZ, HFEBERTIZHIT S
R ML.H > CD20 Btk B Al e QNS & (S AHRE U7, EHIRAEIC IS 1T 5 I TE o ik B oD e fil
X, ANEGI O S AN ESHEFNZ S TE Do 72 h3, R A 5 & U2 fdil 12 b O I EE |12
XN 2ot £, BREV—F 77 —3Iab—var IWF SO 7 %47 B, C,
D OEFF T XA 7 A X0 IMEFIRENE»- T2 1014, iFH Y Y 0 30EEK T 3~6 7
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A% E TRIEFTREETH - 72,

U4 % 375 mg/m2, i 1 [ 8 [El# 5. L= 554 2 8 [0l H & 5% O i@ g i E (Cmax) O
EHMEIE, 550 pg/mL GPE: 171 ~ 1177 pg/mL) THo7- 15, 8EIDE L2 L T, fEifig
RO EEIL, &G EEERD & bIBinLE (120,

=1
JYEHUOeE 0P REE
PEREIE~ ¥) Cmax i

pg/mlL pg/mL
1 242.6 16.1~581.9
2 357.5 106.8~948.6
3 381.3 110.5~731.2
4 460.0 138.0~835.8
5 475.3 156.0~929.1
6 515.4 152.7~865.2
7 544.6 187.0~936.8
8 550.0 170.6~1177.0

CHOP LD 6 A Z VO L, VY F v ~7 375 mg/m2% 6 [k LIZHEAED, UV YExy
~ 7 OIMEREIL ) Y X o~ TR 5 O85 LR TH o 72 16,

Y v~FBRFIC) Y XU~ T % 20EE LB OKEMEPRE (Cmax) OFHHEIT, &5
B8 500 mg X 2 [BlDOHE A 183 meg/mL (CV=24%) TH V. 1,000 mg X2 [ADEHEEDLA N
370 mcg/mL (CV=25%) T -7, 1,000 mgX 2 [E DG & HFAREBIZ BT 2 EH 45 BRI
4.3L (CV=28%) Th o7z, MIGZ V7 7 ADEEEIX 0.01 L/h (CV=38%) TH V. & 2[EH
Beb-1% DA ICERI O TFHIEIZ 19 B (CV=32%) Th -7z,

% 7| 73 &£ [ — Special Population—

PR LMD Y U~ F BEIZBMEEREICHART 3T%R\NZ VT T oA liE R Lz, VYFo~T
DAEIIE L ZBEICB W TIMERRD SN holzlzd, VY di~T - 7 U T 7 20N
&0 Fe b AT 2 BT,

IR OEERBOBEIZEWNTIE, VY X~ 7 OEYBIREIIMRG S TR, BEFECHE
FEATL5HEICBT L EYEER S AXIIITMET STy,

% 1% — Pharmacodynamics —

VY XH 0BG E 0 KMo B K O T O B IR S DRI E R T 5,
U Y%7 0 100 mg/m? P EOHER G- A5 15 72 BE 8 A7 A, 1R 14 B&ICBIT 5 Y
> NHTARZ T B MIBRIER OB 2R Lz 210, 166 AD B % x5 & L= pivotal BERaERIZE
W, 83%DIERIN U Y F =T DREYIO 3 B 5 E TR O B fifakk (CD19 BYEHiia
WXV RIE) BNAEICED L, EOREIXIREE 6~9 » AOBFHE Lz 14, VY F T ~7 0 3[H
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HE G £ CIoRMT B Mifatk (CD19 Bt & v HIE) O R RBMRRD Hiviehno
TREB OFIEIE, A (0=80) IZHB VT 1% Th-o7=DIzxt L, BEHFIZB N TIX 19% TH -
2. BRI ORIEIL, IREK TR 6 » AN OIME Y, EFEHHE CRIET0ICE LM
12 » A (hfl) CTh o7z 14,

MmiEH IgM KON I1gG ORER, VY F*v~T7 5% 5~11 » ADOR, AEICHEAD Lizn, IgM
KON/ it IgG D IEFEOFIHZ Rl 701X, 14%DEBEDHTH 7 14,

VU~FBEICBNTL, VIV OROEE N HER LT 2 BEUANICIZIZES B
B BFHE S NTz, < OBEIX. 6 7 ALLEIZE - TR Bflﬂﬂ@@iﬁw%ﬁ@w Z Dk,
ReIZEEEZ R LT, Ron—H0BE (4% 1L, VYdFHhogh5 1 a—2A04 T, 34N E
\ZE % B Milaid 2 MR LT,

UV~ FBFIZBWTIE, 6 » ARIZREZ7 17 ) v (IgM, IgG, IgA) OfEDRFIAREA L, IgM
DR EH o L Tbj(%i)\f)f:o LU D, &7 a7 ) o ONEEIL, BlEi 24 LF%‘
L CIERERERNICE EF o7, Do IgM BB 7%, 1gG 5] 2%, IgA J 5 %)
E%ﬁ?ﬁﬁfziﬁfzéﬁw oLz, BV v~FIcBIT20E s v T ) O OKRIE

B 5T,

i) v~ FHRELZ VY XY CIRET LM Z—u X -6 (IL-6) , C ISHEEBA (CRP),
7 2 vA REE (SAA), S100 A8/S100 A9 Hiff — E A AR (S100 A8/9), His kU 4k
N7 F R (anti-CCP), UV U~ F K+ ERIEMEAEDZEH )~ — T —DWAO N 726 iz,

ERPREXER — CLINICAL STUDIES -

¥ - ABERMOEBEEEXIE A MY CD20 Bt BHiaMIER ¥ 1) >/ @ —Relapsed or
Refractory, Low-Grade or Follicular, CD20-Positive, B-Cell, NHL—
AN YRF DL AT B 1E4E#EE & 1E8EEETHD, At 296 #ild
%#ﬁmbk%%ﬁ@@&@%%2_ﬁﬁbko

B 1E 4 EES

SRR R O H— T — LRI\ T, 166 51 O FF ST IEFARHUIE O ENE B ST A R rk B #l
fark NHL 83512, VY4 375mg/m2 2% 1 BT 4 B, #EShrz 4, ERoRE S0
10 cm 2 5 BECRMIMEH O U > RBRE 5,000/ul 2 2 5 BE 13 2 ORER) B IXFRI &
M-, BREIEE 2 ICER LTV 5D, DIRFEHE TOHOFREIL 50 HTH Y, Mo
fllx 11. 2 » A (P 1.9~42.1 7 A+) Th oz, BERIREE CIRZEBICBIE T 2 iER 0k (&
BEIR) ZEERT D HRET 23% (39/166) THY . T D 64% (25/39) Mk L7,

LI BMNTIZIB VT, ORR X IWF OFE S CTAMOBE LV H B, C XKO'D ROBHED
Zh N < (58%%F 12%). F R B Sem A D B DR RN HE Tem # (K 21em) OEE X
DL ERENE DT (53%%t 38%), F 7= AFIIERSE M3 O B MU FRIERSUE R (8
o NI 3 » AR OBRE LV LEIIEBED -T2 (53%%F 36%)

LRI B F BB CIRIR S N7 B3 O ORR 1%, 78% (18/23) TH 7=, 4 60 Ll b, FHist
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W, FATT > b T YA 7 U URRER OB BRI E O TPRAFIE, ARBRIZEW T, B
KO T 2TV oz,

&2
YT OBEMEICET ABEEREBRINRVEER 7D 1 —ILAIOER
(FEERDEMICEAET S IR -TF7I52—I12D20TIE
"AE R It-ADVERSE REACTION-“DIE %5 18)

Bulky Ji 4 &5
HEHE 1 E 4 E I 1 [E] 8 [[] W 1 [E] 4 [\] W 1 [8] 4 [[]
N=166 N=37 N=39a N=60
BIIRHR 48% 57% 36% 38%
TEARTLIR=R 6% 14% 3% 10%
SN TR P S beed (H) 11.2 13.4 6.9 15
(i) 1.9~42.1+ 2.5~36.5+ 2.8~25.0+ 3.0~25.1+

a ZNHBEDI LD 6 FIIRNMON T HCEENTND (EFEEBH I TVD), AKIL, 296
5@ intent to treat HE DFFAEIZ LSV THER SN TV D
b BIZFH 1T 5 Kaplan-Meier HifR2>HEH Lz,

CPOEBRITIEDFFH L TWDHZ EEEERT 5,

d RN HRHEL R O R AR D E TOHIR]

E1E8mEEs

SRR LR OB — 7 — LRI T, 37 il D FFE X i%%ﬁ#@@ﬁﬁ@WXi5WﬁB%%
PE NHL B2, U %4 376mg/m? 8 1 MR T 8 [ 5 Sz, ZO/MEEE 21

Wiz (“BERJE —~ADVERSE REACTION —"DIEOHELOMNNICEESTE Y AT « 77 7 X —
&),

Bulky WZEZE T HEEICHT 58 1B 4 [EKRE

V> BT D ORI D DT —ZI2L Y, UYL 375mg/m2As 11

MR T 4 B 5 -S4/ bulky (A (BL—HRA L L CHER 10 cm PLE) 2F7 2 H3 LT HIK

PUPE OAREENEE NHL B3 39 BillCBI 4 5 Ak & & 2 127 L7z 1617 (Grade 3 X grade 4 O

55%@%$EF*F 7o HBUCEET A 1E I “AE XS —~ADVERSE REACTION —"DOHD A EHFZR DO
B35 U X7 « 757 7 #—-Risk Factors associated with Increased Rates of Adverse

Events-%iﬁﬁﬁ)o

B1E4EEEICLIBERS

iR LR OH — 7 — LRBRIZIV T, 60 BIDEFIT Y Y X% 375mg/m2 7y 1 RN T 4 7
Beh iz 18, 2 TOBEIL. FHUTARIEIUEOMREEE T Ao B fiflatt NHL Th
D, RATV Y SV U RERED LIZREThH -T2, VYV OfEE NS FHES £ ToOHRM
1% 3.8~35.6 » A (HHAfl:14.5 » H) Thotz, ZDO60HFIOBRED I L, 55 FlIEHHE G 51T
RETHY ., 3HNTFAEEE, 2 IEHEEROFL E5EZTT-EBETH L, RBROBEIT
#£ 21T LT,
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Vgt XM E NHL—Diffuse, Large B-Cell, NHL

VXt ORI, EERENRET AT - UL ZlusklE, 7 X LM
ARERIC &0 Bl S 7z, 3 O BBRA FE s S i, BEEE DA FHE, 1,854 Bl TH o 7o, BFIL,
FRIBFEO OB RAMI A NHL (DLBCL) THY, UYFXFH N r/rARA 77 I R, R¥FYLE
vy, BV VRAFUROT L K=Y 0 4 FIPFA{EERE (CHOP) |\ XUt 7 v b 744
7 ) RERER ZAIOFRATERE & OO Fich Sz,

R PRARER 1

EFRD —% 0 77— EHEIC L 5 Grade F, G, H O 2R~4 By o3&, X
REAL 43#H12351F %2 DLBCL (5, LR B Mifa Y o S BF OG5 632 A (60 5L L)
2, 1:1 O T CHOP #{5X1 R-CHOP ik 7 v # AMEEIF S, £BFICIE 21 HER
@ CHOP #EM 6 Xix 8 1 7 ViifT &4, R-CHOP #REICEI T bz B ICiE, VYS9
> 375mg/m2 7N 4 Xt 5 Al EFEE ($72bb, CHOPRIEDS 1 -4 7 LA H L v s L T —
THHL—3HH, RO 3 KOFE 5 VA 7 VDEY A 7 VBRMER HfR LT 48~72 FEE AT,
FIZ 8 YA 7 B TREIZBWTIIES 7 94 7 /L OB S H#E LT 48~72 BEATIC BN
5) Sz, ARRBRO 172 25T AR (PFS) CThoiz, PFSIX. 7 v & MMEEIHH
MHER LT, FEOET, BRI C 2RO ETOMM L ERINT, BRI
BEIT, 20%, FE2REOT X MERBRT, U X5 00 K DHERFRIERATRE & EEVRREIEE
FECEIT T BTz,

BERABA D D B 62% i HEIC & DLBCL OMUAL T 5 L e Sz, T3% X BRERT )
II~IV, 56%(3 IPI 227 2 LAk, 86%3 PS (ECOG) 2 Aiiii, 57%(3% LDH &ifil, 30%!%Hisp
2Ll EAH T HRETh T, ARBICIT2HIMEEE 3ITR Lz, Jhb ORI,
MATARLEIC LY | 2 BE DT o F MMERBRICE T 2 Y Y 2 O REZFRA L, EAHFEA
FAED BT DV Y XY ORFEHROERERRSEIZHLOTH D,

ERIRELER 2

A7 399 A DLBCL 3% (fE# 60 m%LL )28 1:1 DT CHOP X% R-CHOP (T & % & figi
NFIEIZ T 7 2MEEI Sz, 2 ToREIL, CHOP #IEIC X 5 B8 ARE%Z 3 EMFRET
Bis 8 A 7 V&%), R-CHOP BB X, CHOP JWIEDEY A 7 LOHHIZY Y FH
376mg/m2 D% T 1=, RO E72 55T A~ NMEFHIRK (EFS) Tho7-, EFS
X, T F AMEEIR DA LT, BEEOMEIT, BROEE, TS NOFRRIC L DT E
BONCRDT- B EFTOMMEERINT, BEEBEED I B, 80%M KM [I~IV, 60%734F
Wt E IPT 2 BL k., 80%23 PS (ECOG) 2 Kiiii, 66%7° LDH @fETH Y, 52%I2i3b7e< &b 2
O EIIMRERFAE LTz, ARBRICB T 260 %, £ 3ITRLE,

ERPRELER 3

A7t 823 #1> DLBCL 3 (5 18~607%) 3. 7 > F T4 7 U v & T L FRIE D BREE,
Xix, VY LA 101 18T X SRS Svic, RERREREBR O FE 72 250X, 16
WRHE COHE (TTF) THY ., 7 ¥ AMEEIT A2 BEE L CTREOEIT, EREMHRE~D
K, BRUILTCREDA R MR LIk AIO B ETOMM L ER LT, BEHEEHED D
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H 28% ILEE AR TII—IV TH V. 100%I1L IPI 2= 7?1 LA F. 99%i% PS (ECOG) 7% 2
A, 29%72% LDH &fE. 49%72° bulky A4 BT 5BEHE Tholz, £7o. 34%ITITEIMRZE D
TFE LTz, ARBRICBIT 2890 %2, £ 3ITRLT,

%3
BRPREtER 1. BEEREAER 2 RUBSEKRAERR 3 (2R ITHEMMHE
i R kR 1 i R kB 2 i kbR 3
(N=632) (N=399) (N=823)

CHOP R-CHOP CHOP R-CHOP Chemo R-Chemo
FiEmsE H WA IE A (R) B N NETFHARI(EE) TR E TO /I (F)
FEEmE A

DO HRE 1.6 4 3.1 4 1.14 2.9 4 NEb NEb
ANHY— R d 0.692 0.602 0.452
2 AT 63% 74% 58% 69% 86% 95%
AN — R d 0.72a 0.682 0.42

a P<0.05 (i) CTHE%E PNE=F#H T 2HE M2 L < Kaplan-Meier (2 X 2 #EE
d R-CHOP %f CHOP
EEAFRER 2 1ICBW T, 5 ELE1FRIT R-CHOP T 58%, CHOP T 46% & H#HE S5,

BA&i ') < F —Rheumatoid Arthritis (RA)—

UYL ZetiE, AN LI — N TIHRERTHY . o, EITIREICE T
72 < &b 1D TNF #E5H~ 0k RIS E R S 1o 72 517 AOEITHEY v ~F (RA) BHE
Exgrl UCRHMliS L7z, KEY v~F %2 (ACR) OEHETRA Lglisil, 27< 8o
DOIERBEHS L 8 OISR E AT H 18 bl LoBFIZ, A K hLF¥—1 (10~25mg/
W, i) L3RIC ) Y F 1,000 mg XIEAIEAY 2 HE G T 2 BEE S 7,

AL 24 8 BIZRHEE & iz, VY o oK ERARTIIC 7 v aa T af Re| pigtG3E s
UCHIRIES L7z, 72, Z0BIIRAOKGICTRERIBHE XV I6 HEE T/ vaalrFaf K
% Wik (tapering) L7-,

Z ORRRER T, VY% (1,000mg) #5HEEN, ACR 20, ACR50 X% ACR70 H¥EIZ#E L
~EIEAEFR A4ITR LT,

x4
BEEZNBE LEHARICETS5E 24 BBIZH1T5 ACR RIG (BEDEIAR)
(EBMEIE L 1= Intent-to-Treat BE Z xR & L TELE)

B3+ A N h L —h UYXH+A N hLFH— R
B N=201 N=298

ACR20 18% 51%
»<0.0001

ACR50 5% 27%
»<0.0001

ACR70 1% 12%
»<0.0001
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F7o, BHIRLELOIC, VYFH U EERHIZBWTIE, ACR T 52 COMER T #E
DR LTz,
&5
ACR RIEDRAE
(EBAMEIE L 1= Intent-to Treat & Z xR & L TEH)

B3+ A B F L — | VYxHo+A K MbFH—h
K N=201 N=298
5B 4hi 24 % ¢ 5-BA G 24 %

&I BAF AL 31.0 27.0 33.0 13.0
e BE 20.0 19.0 21.0 9.5
P2 Bl D #a A R A 71.0 69.0 71.0 36.0
B OMBA T 73.0 68.0 71.0 41.0
LR @ 68.0 68.0 67.0 38.5
e E RS (HAQP 2.0 1.9 1.9 1.5
CRP (mg/dL) 2.4 2.5 2.6 0.9

afidZ 7 u 7 RE: 0= B, 100=fHE
b ERBDIREEICRES 5 7 v — M X DHEREREEFR S 0=k B, 3=iE
*p<0.001, VY FHo+2x F hLFH— b xT B3 + A ML —F

Z DOEEHERBRICB VT, ACR 20 Oif#EZ R Lz B OIS ORRIFBEZ X 1 1R Lz, mkE
M7 NazanFas FOEELOCEBBORAKRG A2 TWeleon, 8 4 HEICBWTIX
ACR20 D #E %R LTmBREDOESIZENEN -T2, B 8 A IZHB W T, ACR20 Dik#FEELZ R L
TBEORIGIL, VYR ors QEO@E) AR, TN, F24 BEETY YR
F5HEZ ACR 20 OB Z R~ T A OFIG 3 & < #iFF S 7z, ACR50 K TN ACRT0 DHGE A /R~
B OFA OREFIABREICE LT R THEAmARD Sz,

F B SN ERIRRBR T, ALK TH D DMARD ~+ 5372 S & 7R & 7207 72 RA R
FIZXHLTH U o RITHRINTWD, L, 26 0EEIL TNF #5tAlc s
L7, VAZ « XX7 4w FeHlZEBWT, VY5 GO EIEITML STy, (&F
A —PRECAUTIONS—£HR)
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&1
24 HB FTH ACR20 R Iitx

100

9 F == )vH> 2x1000 mg (N=298)
=@~ {43 (N=201

0 F ( )

70

60 [

ACR20D R IERLI-EBEEDEE

16 20 24

W HNE & FiZx — INDICATIONS AND USAGE—

JER O F > 1) 27\ —Non-Hodgkin’s Lymphoma—

U (VYR o~7) & FRSUITRREIERIME OAREMEE T ARt Téd 5 CD20 5o B
HIfEMEFE R Y ) NI S5,

VY (VY Fo~<7) X, ONEERKMaSo CD20 EitoIER v U @I k3 5 4)
[EEEE & LT CHOP #IEXIEXT v b T % A4 7 U U ERSAIDFRCFRIECOFH L THEHA SR
60

BT 1) r7 ¥ F —Rheumatoid Arthritis—

Ut (VX< 7) 1L FEERO UEEOTEEIEOER Uk EE 23 58 ) v~
HEThH - T TINF #5504l 1 FLL B0 8E RS R WBFIZH LT, AR MLFT—h &
PEHLTHER SRS,

# = —CONTRAINDICATIONS —

VY08, ~ T ADH R ESOARRBN O A ok U, T AGRELS LIET7T 7 «
T XN OEERDH 5 BEIIIEETH D (EE —WARNINGS— DIEHS M),
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Z4L WARNINGS — (#:RZ4 . BOXED WARNINGS $8)

= E 72 85E RIS~ Severe Infusion-Related Events—  (#NZ4 —BOXED WARNINGS., BE R
-ADVERSE REACTIONS- R U@#UR it —Hypersensitivity Reactions — £ #g)

U EL, BmERREKSEZSEEI LTS, ZOo0OER TRBENTH-T-, b
O 1 FE 72 R S S O MR 70 6 1L, FIEITERFD 30~120 /I FAE LT D, i B 2Rl S s
OIERRCIAEITIT, FHRE, ARIME, B TRE, ERFBE, [ESTREREEN, VYFH o0
Be G IERIE L 72 D ATREVEN B D, e b HEEAER-CRIBIE IR, MR, SVERER REE, O
FIE, DEMEN, LDEMEY 2 vy I ROT T T IR —IT T 7 U TR U—EHERTH D,
JEBIRAIC L B & Lotk N2, 8D Lo MEAmE, ~ v MK Y 2RSSR B HEA
Lo T AD,

ESE LRI E RIS ORE: VY X o DliiEE kT _RETHDH, TR TV v fik 2 ¥ 2 H
saaanFas RomiR, FER. BRTA JRESIER, TR R 7=kl
ToXFHRIEN TE DREBIC L TR &, Wi TS & B i SR 2 E U2 358121E, B HIC SRR
BERBBTRETH D, < OIEFIZBW T, FERPERICHR LRI, wildEEL Bz
i£. 100 mg/hr 7>5 50 mg/hr ~&) 50% U TV VY o EA2HRTHZ &N TE 5, 610
HEOZEDHD VY FH I L CARREGRN LI L 70 2 BE T, OISOl E O
HHHEE, DR SEYAEERIGEZRE L2 Db L HRE, HEEOZD b b ik T
o> JIE 955 A0 e # A% 2 vy (25,000/mm3 LA B)EBFE TH D (EE oL M R -WARNING,
Cardiovascular — % OV E < )Jis— ADVERSE REACTIONS — £ [#)

fE %% RRIRAE IR ¥~ Tumor Lysis Syndrome —  (#RZ & —BOXED WARNINGS— R UFERE —
ADVERSE REACTIONS—Zg)

NHL ORI U Cid, gL O S 72 BRI X 2 BHREEE . &0 U v AMiE, K1y
LMSE, ERERIE S L < Z@A 2 7 7 2 —PHE & W o 2SR EEEGERE (TLS) 23, U %+
Y OPEE % 12~24 R OMICHEBLL, BICBBEHNTHo72Z & bE SN TN D, FRIZ,
1 DS AIEA %y (25,000/mm3 PL 1) BE S L TS EOZ W EEIC TLS FHEO Y R
IR, U AT BEWVEBEICK L TUE PHEEBET 5 2 &, TLS B3%IE L= 5A 1013 E
R s DREIE, BHERE R OYKIR N T o A DF = % — K ONBHT D X Fp i 2 VBT U TYT 9
Z L, BRONTIEFIETIES B3, TLS A L7=th, TLS O FHEEZH LY Y34 o
B3 prBA & 4v, RIEIZAE U T2y,

BIERFX%Z#S5 B IFXOBBRRE UMD Y1 )L AR —Hepatitis B Reactivation with Related
Fulminant Hepatitis and Other Viral Infections—

U A K D MRS OWEHRICE LT, BIEFRZ 1S BRFR Y A L2 (HBV) O,
PR R OBECTARE SN TWD, KREROEBFILY Y X 2P REANCOFH L TER LT
Wb D Th D, FRZWE CoOMMORRfEIE, VY2 o RE5ENLER L TR 4 7~ A%,
BREBEOVY X UFENGERL TN L 7 HETH D,

BRIFRIZIEGET D U R 7 BEWEE X, VY XY BERWBANCA 7 V —=0 73 RETH D,
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BARIFR T ANADF ¥ V7 —I, BARBIFT R QMg F A AT /A K 0 I& B HBV J&Ge &

FFR DIz U 3 A K DI R OVEIRE TR AR MBIl E=F —3 & TH D,
A NVAMFRZRIE L T2HAI2E, VY3 kO 4o LRIFRCEH LT 2 b59E1E
ZHIEL, LU A N A EE LU R2IREE G T & Th D, HBV FHRIC L D IFRBIEHZIC Y
VXY AL BFIRIBEEIT o TFHICHOWTIE, BEMICET D 0T — 2 R0,

FHUERY, RO EO MM 2T, JC v A R EITHZREME B EE (PML)], ¥
RAH BT AR, BHiALRZAT A LA 2SLR T A LA B19, BB 7 A LA, B AL
TANA, C BRI ANAIR EOQEER DT A VATEGUEN ., BRI % A TR
Mo TWND, REBOBFILY Y X9 2ALFREER & D\ & MBI O LT L
TWbDTHD, BONDIERITIE, VYIFV U EHEKTHR 1 EETITRIEL, EOIRFE &
S>TW5H,

1B &R i—Hypersensitivity Reactions —

U RPN kY, BHHEE OGRS SFFRIEN NI L 72 5 W HEEO & 2SO GF IgE B
KIS Bt S Tnd,

RILE, &5 S OV RIEN U Y % o R EICEE L THE L TV 5 (58 E 2R B S
—Severe Infusion Reactions — Z[),

B E OBBSOSHAHB L5812, VY SV o ofiEs P k3 XETH Y | JERDERITTHE
L7=t#1ciE, (Bl z0E, 100 mg/hr 75 50 mg/hr ~ &) 50%IZJ8 U 7= s B < U Y 4 & %
HRELTLW, sHEREE LTI, V720 B RIIVEONT R RN 720N RSN D,
SUE SHRIRAI AR OB EZBML TH LU,

At % B D TRRE TR WVIRBSUS DG A E DBREFEN HlE=—A (k- & -DOSAGE and
ADMINISTRATION— DB H) OFLA25E T LT\ 5, &AL 2\BEUGICs L TES
HEATED L9110, =27V o MERAZ I VAL ZvaanFas RaepiREs LT R
TH< 2 & (A5 - WARNING — ., @& JE 7ol S5 O % ¥ — Management of sever infusion
reactions—., K OVLIILAE &-Cardiovascular, & OV %S —ADVERSE REACTIONS — £ /),

iy & %~ Cardiovascular —

HERD D WITAEMEZE DT REIRPEEL LGS IIIARORG 2T 5 2 &, BRRAIZHE
BEETOIAREIREEH LIZBEFIZOWTL, AFoKGH, KOZDOBROAFIFEGIZE->TH
DIRE=4 1 7 %475 2 &, RERSIMVEED LFEEZ G722 BT VT, VY xi
VNZEDHEBEPICINDOIERDER L TND Z Enn, BEHMP R OB GK THERZIC 08
8252k,

B —Renal- (124 [E/5 FRIEAEIRE —BOXED WARNINGS: Tumor Lysis Symdrome [TLS]
—RUHBERI ~ADVERSE REACTIONS —S8)

MRIEBZ Y > X P 2 LI2GE, Bfa B e 75 aBE A2 50 EE R EFENHE
L. B0 BEIIIEOERIHEZ L > TS, Brpfhid, miEHIcmEfes 20 (25,000/mms?)
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AL EDOLWEE Tho T, BEMBIERNZ - LICEE, 25 WITERRBRTICY
VXY NV AT T F L RIS S 7 NHL B ICHBL L T 5,

VAT ZF LYY UOFRIR, KBRS TWAIREL VA TR, T ONFREEZ
RakBR & L CRFTT 25 A 1%, BlICERZHL 9 R&ETH Y, BEICBAR20ENHELL T
w@mwea#ﬁ% IE=H—TRETHDH, MFERO7 LT F=0DB LA LESGERERED
DIMFEZBOTHAITIE, VY SR P 2H T _RETH D,

BELKEMIERIE —Severe Mucocutaneous Reactions — (#4124 —BOXED WARNINGS —

SH)

U xH o O AT T B RERIESE A BL L H 20T Lo WO RERH D,

FIO OWEITIL, MG REE (BEEEICHICAONDIER)S, AF—T R Vg v

Y SEMGERE, ERERRBORE 2. ORI LB 2% ¢ﬂéﬁﬁﬁ%rﬂﬁih1méo:hamﬁi
(2R B D IERFE B IE, U /%%/@&575 HERE LT 1 iM% 13 HF %k & A

W5,

R RSOSSN B LB IS LTI, R U Yok 5421707, ﬁﬂﬁz%

IR ZAT 2 RE Th D, REOEMRIL, KEMERISHEOENICHER TH Y | InEERIRICY

SEORIREMEN B D, TV D D RIERIESOG HBUEGNC X2 U > ¥ OB G 524

I B2 TRV,

B 9T FICETEA M MLEY—FUSNOEDFEMEFI KRV DMARD %5 & O A-
Concomitant use with biologic agents and DMARDs other than methotrexate in RA —
UY=L DEBICEY . KT o B flasmd L BE T2 A B ek —h
LISt A1) 8455 53 DMARD J & O [RIRFE FIC B9~ 2 ZaMEIc W TEL IRbn727—4 L

DR, AR ELE K OV X DMARD FEFIRFIZAE H S5 5612103, BEYYE O JEfEiz D
TR ICBIE T RETH D,

= D B ZE & U'ZE FL-Bowel Obstruction and Perforation —

DLBCL (x4 2 b ik &L OPFICER L T, JEEE . IMZEL OGN BIR S, KB 0
BEIIEDOIRIFE L > T D, HIREFAEICB O TR, REEE ST A MY > 3E E DLBCL
OMFITHBLL TV 5, BELFLINBLE TOFE HEIL 6 B G 1~77 H) Th o7z, FFiC
TR IEERE % 3f 2 D BEIC O W TR, Bl H 7222l 2170, EMYRIERE# L D&
Thb,

EHEE-PRECAUTIONS-

BEADEHRIZHE— Information for Patients -

BENT, VYRV oBBEMERY -7 Ly FEREE L, Uv#%ym%a’%jof%n
IR E 5 HR_RETH D, HIMEORMEL AT HEE~T VXY 285555

EENVE L 7257280, BE OMEIREZ KEEORERHI 5 Z ENEETH L, £, %%fﬁ

HHY —7 Ly bERATZBENOORMFICEHL T, +23ELE) ZENHEETH D,
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ERFRIREEDE=4 ') > % -Laboratory Monitoring—

Uk, (B L B A2 RDT) CD20 B0 TEENE T 570, VYo i
B L2 ToREIZO VW TEamERE (CBC)., I/MUERAES —E DM CHEMT XETHY .,
MEREAEZ KT LTEBFICEA L TRV HBICRET XETh D (AEXIE —~ADVERSE
REACTIONS-2 1), U &4 KT 5 mERBE OFRFeL, BRI L 0 b RN KRS,

EWIEEKRIREDH AR —Drug/Laboratory Interactions —

U B U CERME EAERICBE T 2 AXOMIEIEER STy, L Lanb, v A
TIF U EDOABEEICEAERRRICBNT, BEENBEI LTS (EE B
~WARNING, Renal-%[f), RA #xf5: L LI2f@REERIZIBNT, A M U FH— R Ev 7 mik
277 I FEDOOHMIE. VY F o ~T7 ORI E N E G2 RhoT,

HIZ G &~ Immunization—

VY xR G AR ERICBIT DAY 7 FUoEEOREMIC OV TIRE L T vz, £V 7 F
PEREITHESE Lo, £, U7 F ORISR 5 — WM (primary) SUZBETENE O AR NE RS
(anamnestic humoral response) WA SN D NENITHOWNTIE, BE, BT Th 5,

BV o~FBEICV Y IV U 2HHLE D & LTOWANRIERE, B3O TR %2 FF5
L. #5125 5 the Centers for Disease Control and Prevention (CDC) (2351} % J&YiE T b5
DIODIAET 7 F o DRNSDTHEFET A RT A NHE D RETH D,

NHL B#F 2% LT, primary &KUY X boostor D FIHEFED X7 v b &, UV FH oD
TRIEFFIBIMOBNIC L D) A7 L OO b LI+ _&E TH 5,

TNF #HHBEY SRS L TULEWEFLS D RA E2FIZx3 5H —Use in patients with RA
who had no prior inadequate response to TNF antagonists —

U S B L CiE, FEAEWFNILAIC & 5 DMARD A1+ 72 )b & s S 7e o 72 RA B
ERRE LT, I<EHHIN 2 FEORBRAERI A TWDN, URAY « XXT7 ¢y MIET
% AL FE 72N L TR 72 TNF #5540 1 BB RIS 72 OS2 R S 7o 72 FFE LA
SOBFIZHT DY XV o HidHERE Iy (BERRER. Bi& Y v~ F-CLINICAL
STUDIES, Rheumatoid Arthritis-Z ),

RA E& (239 5 B % 5—Retreatment in patients with RA—

RA BE KT 2 EHOREM R OFENEICE L Tk, K< EBINERRBRN Eh Sh T
WV, FEEN TORWERRERBRIC B W TIE, RONTZEEN 2~5 a—2 QEKE,/7—2)
OEHZEZIT TS, RA XI5 L LICBRRBRICEB W TIL, 58 L OBEDET = — A OBLIEHIH
Th D 24 W ZRIBICHERGEZZ T TEY ., 16 B@EANI &G Sh - BE 1TV,

NARMYE, TERM, EE~DFE- Carcinogenesis, Mutagenesis, Impairment of Fertility —
Ut DR AR A T T 5 720 O BRI G- i e 355 STy, B A A
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25 BRCHERE D AT RE~ DB 2 a2 b 58 T LT e, IEIRO ATREMED & 5 Lotk
TiE, VY FRHF ook EH RO E% 12 5 A £ THRIEEE 2R 5 2 &,

HIF~ D% 5~ Pregnancy Category C —

R =7 A i O TIR- IR AE~DORBIZET 2R E I, VYo ~7Id, 4t
RO GRETERL 2R 20~50 H#%) 12, KRN HEE LT 20, 21 KO 22 H%IZ 15, 37.5 X
1% 75 mg/kg/ H D58, T OH%EIZ, 29, 36, 43 K OV50 H%IZ 20, 50 X% 100 mg/kg/il# O
BB CHIRNE S-Sz, 100 mg/kg/HH O 581X, AUCIZLTE b 2g #5150 0.8 5 DIEFH
BTELRD, VYR~V ORE @G L0, ARG TIC TEATERITRED S
MNoT,

AT LS DR B L7l - BRIRBE A~ 2 BRI N T, VY XU~ T 2K
H LT RHRICB T 21612 Y >~k o B Mld O 3 Bl142 S v,

FlEFEWCEM SN =7 A Pz AV AR K OHAR ORAICET 23 BRIV TR A
BHEOIRBL, W FENTY Y XU~ 7ICET SN HERIZ DN T, B ik OaiEigie D
[ D3R ST,

U= TIAAERGIE (R 20 H%) 2 DRELM (0 28 HiR) FTHRE I, 2O XRIHI
FEHIR G35 L VYo~ 70T 20BN HELT RN 5720, Bt 3 &y o
B cRBR SN, H-FHOE Y NI, LR 20 HEN OO, & L Toih 28 B (~25 i)
FTU VX7 (20 XL 100 mgkg/il) BNEE STz, H_FHOEY T, ZE 50 HE
MHAE 76 A% (8 #) T, o, HEFHOEY FTIIRRE 76 HEN OO, £ L CTolh
#% 28 Hi% (~8i) £T, ZhENhYF~7 (20 XL 100 mgkg/#) MBEhH sz, Zhbo
K GHIE. g 3 BRI 15 X% 75 mg/kg/ B 23 %5 S 7=, 20 XX 100 mg/kg/ A D U > ¥
U TR SR S OHAERIZIE, B MO L OGRE ISR by, AR
6 7 A LANIZIXIEH K& OVE & e MREICBIE L 7=,

UL’ B, B MZEWTET D X < EFBE S 73 BRILER S v TunZe vy, B X 5 454 -
FHAERBRIILT L MBI ARG EZ THITE D LIXRo RN, fEimlcxt L Tid, <37
4 FBRYIZXT 2 Y A7 % B EHi SN DG 0RESTH T L,

=L F~ D% 5— Nursing Mothers —

VY EYid, RATOV =7 A FLOATICHEN D, VY FHI e FORATICHEHE S
NDME I MITTD> TR, b b IgG Tk MERLFICHWMI D03, T 2RI
BB O FREMEIC DWW TIERINTH L Z b, Dl b AFINMKFICHR SN2 b F
TIHRALEZTWT 2 L 5 HET 5 2 & (EFARZEE-CLINICL Pharmacology- D IEHZ ),

INRA~D %5 Pediatric use —
INRWZBIT 2 U Y T GOV, BRI L TR0,

SEE D& 5 —Geriatric use —
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3 fi¥HD DLBCL Z x4 & L= IO T o & AMERERIT IS T, 927 Bl BE DMLk &
OPFRTICY YRR E5E2% T, 25095 396 4 (43%) 1% 65 ETHY ., 123
X 75l EThH o7, TNHOENRE & B WEE & DOMICAIMEDZEITRD b o7, L
L2235, @i icid, £& LT EEEAEIRZ & OOIBROEFEEL, Midk & EE R
ROFEFEZN UL LITRO b,

VY U HA O EGRRRBRIC SR & S 7 331 BIOARHEMEE XA M) o NEERED Y B, 24%
D655 T THY ., BUN Thml ETHo7-, 2 b DOEEE & HWERE L ORI LMK
OEZEDZEITZRD b o 12,

RA %G ERR S T FHERBRIC SN L7z 51T FIOBFED 9 B, 16%75 65~T5 mDBEHETH Y | 2%
M T5 LA ETH -T2, U 42D ACR20 ~DFRBhHFIL, HliEE (65l L) & HFBE (65
WATH) O CTENEN ST (ZIEIL, 53%X 51%), AFIGOFEHE, HEEE K OFEHIZB
LThH, mlmdE & EFEEH CENEN T,

AZERH-ADVERSE REACTIONS —

BRRBRIT, MEIA B o724 FoEBISN D720, 2 EANCET KRB o sh
BERISZMOIEANEET 2R CHE SN RBIE LR 2 LT T&x R, £, £
HIRRICB T A ERSRBREZ L7250 L3 b2, L LR s, MERRBRICKET S
WA ELOGTE BUTEEANBEE L 72 A ERIS ORISR EDRFEBR LMD ENEL 12 D,

BRI ITESENRR R % & 2 EERAEMKS L LT, EE TSRS, MRS R, =
7R BRI S, BIEIF & 2 11 9 B RUFR R, COMD T A L A &G WS, Ok
AR, BatE, BEAELOZFELR, VXV U2 REINZREICRES R TS (FeftEs
~BOXED WARNINGS- } OV45-WARNINGS-2: ),

FERCF) UNBEEEICEITAHEERK-Adverse Reactions in Patients with Non-Hodgkin's
lymphoma—

U XY AT DR R AT — X N — A%, 1,283 B U S 2 BUMOSUIBERE &
OO L BIER T XY U NEBEFE ARG L LTBRKRRT — 2 IS0 Tng, BhHese
P RIXZ BB T 2 TIRE A O BGEIZHE SV TWD, &b X<BO LA EKIGIL.
FERIECTH o7 (FRRofiE Kk INFUSION REACTIONS -2 ),

#iE R IG —Infusion Reaction — (BRZ 4 —BOXED WARNINGS — K& M E4£ —WARNINGS —
)

PREE~ L DFREEN I R & OWIEROGDS, RO VY Y o ’@L’Cﬁ(%%ﬁfl@ﬁ
%K%fﬁb“ﬁ\é ZOMD L HALNDEFESGE LTI, B, £ 55, MERE, B
R, SR, SUE SO, MEETRIEUR, Bk, FRVE, BB, R AR, bf)ib\&()\mﬁu
F75>*7‘f52h50 IO DRINE, BHE. &AIOY Y XY b5 OmiER LG 30~120 55 LN H
BL, VXV OREHREZKTT oML, XL (72 RT3, 7ERTR
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J 7 v, AHEEHEROBEE, MOREAD) 2752 Sk v kET D, WS ERER
X, OOEERF A R b < (TT%) T O#HOEERFIIME T2 (6 4 B H OG5 30%., 5
8 [ H DG 14%), FHEENIZBIT DEEIZ. 5% RMEDHEE THRESN TS

EEAE — Infectious Events— (BE: BIEFX%#5 B #FXOBRER UMD D A )L R RLEAE —
WARNINGS: Hepatitis B Reactivation with Related Fulminant Hepatitis and Other Viral Infections
—Z)

U4z L0 BAIROR S T0~80% > NHL BH 2R Hiv, D E O BEIZB W TG
FE a7 ) CORTICHEEL T\, U U BRI ORFe i P i, 14 B (FEPH: 1~588
H) T o7z, EYYERESR5IT 31% D BHEITHIL L, 19% 3 RS, 10%23 7 A )L A&, 1%
WEREEL, 6% NEREAHThH Tz, — ADOBEVPEROBYELE L TB Y | RYLER LR
XEDOFL 2o TR, BUiE: & grade 8 X% 4 OEFE /R REYEIT 2% D EFITHBL LT,

1% 2 892 & —Hematological Events—

Grade 3 TN 4 OMERBAEN, VY ¥4 2 28 INIZBED 48%IlEIN TR, U X
BRI (40%). 4F BRI (6%), FAMERID (4%), &Il (3%) M QMM (2%) Th - 1=,

U 2 RERIBUE O FRgEI M i1 14 B GPH: 1~588 H), A ERBED E4Lix 18 B (il
2~116 H) Th o=, —FEe AR REA M (MR MEERAR) 28 16, EintEgims, U
X UoRERKIC, 2HRESNTND

fififi: B8 1 2 & — Pulmonary Events —

ERARFBRIZ T 135 il (38%) DBE TSN M LT, &bZ% <R bRk
FRERIT, LOMM, S5, KE S, R R EE R ORI IER T o 7o, BRARRER & OV %
LN SIANGNRZY - AN )/ﬂe#/ﬁau@z@es/fﬂfﬁif CPAZEMERI RS SXR OFEL, KON,
U dHUiEo 3 A% E TR (FREMEME) ORBNED Hiv, FEORFE & > 76
WS TW5b, Mgk &U%%f&-ﬁwmaiﬁ%%éﬁbf:%% ZRFT 5 U o OFFHE G LAk
foe s 512 BRI U 7= 2 A MEE I 0,

F & R 1% — Immunogenicity —

T oA EDPURHBIERIT, 7y A HEOR M LB IR KT D, o BIERK
DY P NTFE, BHHEER, M OHE R E D5 ?ﬂﬂa% J5, 1o, LY YR UHROH
BRZMOIERN KT 2RO HBR LI L TH, HotiE b7 67,

MR UL ARMEIER U F U UREE RIS L LTEERKRRBR T Y Y ¥ EAloOR 525200 7
BEICBWT, B MIE A THE (HACA) 75 356 Bl 4 il (1.1%) IZRHHIL, TDHHD 3
BB IR ENBD bz, b 0T —# %, ELISA i (BHIRA=7 ng/mL) THH
SNEHDTHY ., VY FH AT 2HURBGMETH o 72 LIRS N 5 BEEIEG 2 Lk LT
Do

BREXILAREREOEBEEX (LS8 B Mt ERoF ) VREICHT ) YRS U DHE
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¥ ¥ 5 — Single Agent RITUXAN for Relapsed or Refractory, Low-grade or Follicular,
CD20-Positive, B-Cell, NHL—
WeBRE I, RS 22~81 1%, 60% AN BME, 93% 13 H 7 I AR, 1% BT 7V Bk, 2% A=
v IR 2%NT VT R, 2% NEDOMAFETH o7, K 6 1T WEN THEFSKLD grade 3
KO grade 4 DA EFREFLH L TN D,

&6
G EMIEE 2T EERLAEER S EEME X (T A NHL B
D 5%LLEIZHIE L-HEES (N=356) 2°

4 grade (%) Grade 3 U4 (%)
LHEEL 99 57
— R EHEE 86 10
FEEN 53 1
GiREES 33 3
JEGIE 31 4
P& K 26 1
GIER 19 1
HE T 14 1
I 12 1
I 10 1
TR e 9 0
PR AL 5 0
i - MEFR 25 3
EMIINES 10 1
e I 6 1
Hb#HR 37 2
CIVN 23 1
T 10 1
Mgk - 10 1
Mg « U 73R 67 48
U 2 SER D IE 48 40
9 1 BRYs i 14 4
I ER A E 14 6
/N E 12 2
2 1. 8 3
REH - FERESR 38 3
[iIESE:H 11 1
e I 9 1
A 8 0
LDH 5 7 0
hEHR 26 3
5 PR 10 1
BT 10 1
R 32 1
BHEN 10 1
R 5 1
RN EREA 38 4
1% D HE AN 13 1
R 12 1
RUE XA 8 1
I K] 7 1
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4 grade (%) Grade 3 %1 4 (%)

FIEYEDS 6 0
K&K M B#a% 44 2
Ui 15 1
ez 15 1
Z OFE 14 1
32 8 1

a Y xHh o512 » A E TOMICRBLLI-AEES
b HEHFLD grade 70FHIL. NCI-CTC O EREHE20 (2 K 5,

BEEEZZOEMIZEEET S RS - 7 7% % ——Risk Factors Associated with increased Rates of
Adverse Events—

VX0l 1 [F 8 Bl HAIZIB W TIE grade 3 X4 OF FEHGIBLENE o715, 1 [H
8 ¥ G-0Ya Ll 1 0] 4 ARG OLEOEAEERIT, TNENT0% L 5T% ThH o7, VU F
YRR G SN BEICET S grade 3 KN4 OFEFRRRERIL, YIEEGREFEL TH-
7= (ENZh 58%%f 57%), bulky A (10 em LI E)Z4A3 2 HBE (N=39) (2B TiX bulky 5
7% (10 em LB & A S 720 B#E (N=195) (SHA~THER, B, PRI EE, R K OV o Bk
DiETe EERRICEIROA 5 A EFROBERBED - T,

VEBMRMEEERSE Y UNEICHT HIEFERERNEYY XY ODOHA -RITUXAN in
Combination with Chemotherapy for DLBCL-

FRIZEEIR L2 R Y . DLBCL ([CBE T 2 A EFSRIL, 3 MEOFEESBT o & 2 LR, Lk
EE VY OO HBEER-ITRE 927 #, ALFREIEO BSEITRE 802 i) D AAEIZ SN TRl L
Too BEMIZRZ2RMET —Z UL, & LT, grade 3 KN4 OFEFESL, RO WCEERAES
BILfR - T-,

RERSINERNT 18~92 5%, B 55%TH Y . AFEICE L CILEARRER 1 (BiAFER -CLINICAL
STUDY- OIH M) ORIZOWTIEINIZN, BT B AR 90%, 77V HRT AU B AN
5%, B A= 7 RIN 3%, TOMDANFE 2% TH 72, BEIZITY Y X492 375 mg/m2 A 4 [A]
~8 [ h s,

60 % LA b % 552 i K 7= R-CHOP %1k & CHOP ##iE D Ll RaRBR 2 3\ ¢, BfE AT
OFEBEE (G%LL L) ICRD DA EFERFRIT, DIEEEE (29%xF 21%), FE (56%%f 46%), T
72 (13%%f 4%) M OfilEE (31%%F 24%) TH 7=, 3 FMHEOMFERERD > B 1 FikE (KR
2) IZBWTLEEENFEMICRA SN TV DA, EREREIRUIHENR? R-CHOP ik &
CHOP JEIEIZZNLEI 4.6% & 1L.0O%HBLL . WIERMICEN R RE N7,

R-CHOP % % CHOP #RILEDOEARRERIZI1T %5 grade 3 X grade 4 DFEFEFSR L LT, /b
BOE (9%%tF 7%) K OWFETE (6%%f 3%) NMEINTWDH, ZOMOEEZRAHEEFG L LT,
R-CHOP WL Z T 1o BEINZ T A NV AEYE, i PERBAE R OB 132 < S Tn b,
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R #% S & #R & — Post-Marketing Reports—

VY x G OEKRBRICETO L S ZAFEKIEHHA LTS, ZASDRISIE, AFRMICHE S
NEbOTHY, BEMOY A XPEEE S TN, BREBEE LY Y X4 b o
IZOWT, BIEEMES SHEZITO) ZEIEIATRETH D, DAEFLE T T D720
OFIWFIEAE T, (DEISOEEN, QWb SNHEE, Q)Y XV to#DmsThs,

M7 EIEMEOPLMERY . B ISR, ERVEA P EREE,. Waldenstrom w7 22/ a7l
MAEIZ I8V B ikl S JiE ek

Lo BOTENE

FRESH OFSEFHIG FEFES T RuEg, i, 2FHiE R, WEg, V7~ h—7F
ARRAEERE, MIEHS. ZREEITERIEI . 1898 & 0F 5 IRE &

JEeeE: HIV B ) o 2B 38 1T 2 Befiy B YSE O BN

SLJE: TR T R R EE (R

THILE: WaPAZE, Wa%RdL

RER ) U< FEEICH T BHHEER—Adverse Reactions in Patients with Rheumatoid Arthritis —
RA BEIZRDONT-AFEFEROZA 1L, ML THERTF ) Vo REREFICEO LN TN
A TR LTz S O FFTEE —WARNINGS, PRECAUTIONS — K OV EHF LD Dl
D& 7 3 2 »—other sections under ADVERSE REACTIONS — &), AjE)GAEICB W TREET
NEREVERE A LTI HE L7,

RUH STV DB, BRARES 11 FEERER M OV IR 28 T ARERBR C U Y %4 (2X 2,000 mg) +
AR RUFY— I3 EGINTZEE LA A N LR — EREG SN BREOER 938 FilD
F— RSN TND,

=7
RA EENZRHABROEZIM 24 B ETIZEWNT 2% LD EFIZHIRL.,
N OBERICERT 1NEFBATELLER LE-AEEROET (F-ILLET—%)

B3+ A N NP — | JywyExHo+A MM —1

N=398 N=540

n (%) n (%)
TR 4 (1) 11 (2)
Rz 5 (1) 9(2)
A v 14 (4) 31 (6)
PE R 1(<1) 9(2)
HETE 9(2) 16 (3)
HERE 3 (<1) 16 (3)
L AT e —/LIE 1(<1) 9(2)

19/25



F=A NS 21(5) 43 (8)

[CEES 2 (<1) 9(2)
GOV 19 (5) 41 (8)
R R 3 (<1) 12 (2)
I ¥E 5(1) 26 (5)
HEEL 8(2) 27 (5)
VS 6(2) 14 (3)
e S R 0 (0) 11 (2)
b RGE R YE 23 (6) 37 (7)
ERs 3 (<1) 12 (2)

*MedDRA (Z XV =2— F{EL TV %,

#15¥ & I — Infusion Reactions—

BIERE L2 Y Y2400 RA RMEGRBRICBNT, VYo n g5 SnzBEOH 1 [A
DV Y EF A UL AA1E 24 RN O FRERREERIT 32% TH Y | BIEI KRS
SNTBE OBEEE G0 LIS 24 IFHIINO A EFLHEHRIL 23% Th o7,

5% 2 Bl H O H1% 24 B & CORFERRBBEIEIL, )/%ﬁ/&5$%k%£&5$%%n%
ﬂlﬁﬂ:m%;ﬁﬁbko%1@5@&5ﬁpué®ﬁﬁﬁﬁ(%ﬂ HHE BRI, 2 98,
BRIZNRE, MAETEE, < LA, MRS, B, ROV iﬁ“ﬁkmfﬁ#mmFX
R E AR, UL THB) 238 L2 BF 0BG 1T, )/%%/&5$%12w)%£&
HEETI9% Tholz, 2 EIEOESREO 2D ORISR REIA X, VY2 oih
BED 9%, BEKEGEED 11%ICRBD b, EERAMERITRISIE, VY o RERE,
BIEP B RF LI 1% KRB Ch o7, F 1 a—RAOREICHNT, BE5OHE G5k, #5538
FEDIR T SUXHW) 2 06EE UizRalkimiEsasix, VY S o585 10%, AEEEBEED
2% TR BT, AMERTERSIE, 2 23— A BLUBERD Uiz, VY30 ok b58Rtaaic 7 v
aa)Fad ReffEd o EMCOME ERENMIE Lz, L, ROKSIZEE 71
aa)vF aA ROBMERESIS O I RITH & CTle o7, BRRERICE N TIZ, 7k b7
I 7z EReRZIUAIL, VYR UOREICESL ST, BE I,

& HE — Infections —

RA Z#%f5 & LTRIRRBR T, VY XV G5B D 39%., (B3& 5 BEH O 34% M 5 o Y
SEARBL LT, b2 <D BV RYLE X, BIHIES . FXOERRYYE., JRIKERYYE., K& X8
FORISEER T o7z, VY XV UG BENGEEGEE LY 1%L EEWRBIR LR U7
FEIL, EROERGYE (V>33 B EBE 7%, BIEEREEE 6%) &ak (VY FEEE
3%, (AHEEEBE 2%) OHTHST-,

BEERBYYEL, VY3V U BEHEED 2%, BFEKRGERED 1%IZB D bz, U Y4 Bl
BHIZ LV 1 HOFMIRYYE (K&K 28, RA STREERS 1T AHRBRIC T 5 24 BRE O
SEHMPICHBL LT,
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g RAEFTER —Cardiac Events—

RA XK RBRO —HERE IR 2 HEERLMERAEFROBHERIL, VYV &E
BE 1.7%, BEERGEF 1.3% Th o7, RA HEEHKRBO _HEEmHIMICEW T X
BEBED 3 4 (3/769=0.4%) 23, LIMEROFHEFERTIELT LI, HBIEE5EHF I CH
X727 72(0/389),

RA BEIZ— AL, DIEREEREGOREY A7 RNENO T, RABREFIZY YV 2%
3554, miEEAx Mmﬁ®ﬁi$%®%ﬁ%+\% H—FHREThHD, £1=. BEE
M EEN T DR AEEEFLNHEAE LZHGAI2R) YR o052 MIEdRETH D,

%% 7 14 — Immunogenicity —

RA 84 990 #ilh 54 5l (5%) |2 HACA BB S, 2N b OFA L 1L 24 1A% £ TITHME &
ol 1 a—A0%, 16 HH L 24 BURRICEE L o B bW e, E2, VY xd
VB DH 2 a— A%t L oo mBE B W, HACA DB LIZBE 1) V5o 2 Hikh
L7k DA & 2B L IR oz — & LavZew, HACA BEtEToh o7 10 Bl EE
DHH 1 FNCY Y ¥H o BEE LEBICEE 2ok On (RUE SR NHBL Lz, Y
VR 7 REIC L D HACA HEBLOERIRAYEFRITH O Tl

BEH5— OVERDOSAGE —
t R OBKRABRIZB W TRER G ORTFHIIT > TV, HEEIC L 2 A SRR T, 500
mg/m2 £ TOHE G ENFRER I TW\D 10,

% - FA=- DOSE AND ADMINISTRATION —

BREXIGAERERMHEEHEXIEAM CD20 &4 B #MifaIEAR T+ 1) U/ & —Relapsed or
Refractory, Low-grede or Follicular, CD20-Positive, B-Cell, Non-Hodgkin's Lymphoma—

U OHESE & - HEIE, 118 375 mg/m2 & 1 [A] 4 B X% 8 FIFARN ~ERTET 5,

Bi%5(Z & %A% —Retreatment Therapy —

U2 OHEEHESE & - FEIT, BAT U Y 0 RN RS LB LB ISk LT 1| 375
mg/m2 % 1 [ 4 [\, FAIRN~EET 5, BRETIE, 2 2— AL EOBEET — X IZR 6T
W5,

VigM K #RE B-NHL —Diffuse Large B-Cell NHL—
U OHESFHESE & - I, 18] 375 mg/m2 2L FRIED KA 7 VBIRE BIZFRARIN -~
k45, AL, #5113 8MIETLET D,

BT 1) r9 ¥ F —Rheumatoid Arthritis—

1181 1,000 mg % 2 B ORI Z & F 2 BIFIRN ~ETET 5 o fiiE SO o B & R R 2 (K807
D2, AFNAVT L R=Y UHE 100 mg D7 /vaaF aAf Rz DY 55 0 OLEERLED
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30 WHNIFET A Z e HERIN D, BERGORZEMEEAEICE L XL EFHRINTZHR
MBI THESZ L7 b ey (PRI E, RA B ICK T 2 5 -PRECAUTIONS,
Retreatment in patients with RA- Z ),

ETI7)UVABLDAVDERERLELTOY YFHY 2 —RITUXAN as a Component of
Zevalin® (lbritumomab Tiuxetan) Therapeutic Regimen—

U7V AREL YA OREKREFRE LT, VY F P 250 mg/m2 3, 4 ¥ 7 A-111 (In-111)
BV 7 U ROA v b U7 L-90(Y-90) =BT 7 U 2853 L0 4 R LN ICIE S o ~ &
Thbd, VVFHr L Inlll-BEUVry Uik, Vx4 L Y-90-BEY 7 U v ofb50 7~9 HAj
WG INDHERETHD, BEU7 U AREL VA CHET AMRERIZIE Y 7 U > DU 3CE
BT DH L,

Vo3 Ak TRE L TH LW, LA OFE (push it bolus) IZ THE LW Z & (&
5. -Administration- &),

B E 2 L TOEREA- Instructions for Administration —

TR DA KR DS % Preparation for Administration —

FHELCER L IR TEZAVWA 2 L, VYRS onERZRVH L, B (USP) 0.9%H 1k
F MU U AT (USP) 5%~ RUBHREZ STeiE A Ny 712, VY3 U REERERN 1
~4mgmLIZ725 XD ICAHRFAR L . SEH ANy 7 2500 L TRk EIRE T 5, T
JAZFR S T REERSITBEHET 5, WA Sy 7 HOERIZ OV TR OB BRI L & 5
ANZ BRIC TRIRT 5,

WA D Y Y R, 2°C~8C (36~46°F) T 24 B ZETH Y, HIZ, RILT 24 K%
ETHD, LLBRRb, VY5 U IRITBIEA %5 A THRWO T, AR LEEIRIT. Wik
E (2°C~8C) HTHETHZ L, RUEIE = ARRY =F L BNy 7 & ) 34
v EDORIZHAEERIZERD b Tnau,

5 7 i%— Administration — B #fi§%E (Push %2 Bolus) L% L2 &,

TS0 M OB SOG S Z 25603 8 5 (FefdE45-BOXED WARNING, #%45-WARNINGS
FOH EHG-AVVERSE REACTIONS-Z/) . UV Y d 4 ofEEGRIZ, TR/ 7=
VeV T2V RE RTIIVIZEDT VAT 4 = a v BTHOE, TV AT 4= a itk
VEESOGC DB AT TE L5, VY X H o FERIC—BEOIRIMENE Z 2560385 D T,
5 12 RFERNC IR EA ORFEZEZ 5 2 &,

B G S ) > 5 VR, 9 50mg/hr TERNICERIET 2 2 &, U Y 4o %
DA THINLIZVIBE L2 L2 &, BBESOSCETERIS 3L L2 WA i, #vEs
JE % 30 43f#12 50 mg/hr 3O ik KT 400 mg/hr £ T EIFAZ N TE 5, b LSS GE IgE
IAEME) CHESR BT A LIGAITiE, — RIS E OB E Z T 52, ka5 2 &
(Pef12245-BOXED WARNINGS K OV24: WARNINGS OIEEZWR) , BEOERNSGE L=
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B WTERIEO L4 O TR 5 A T 5 2 LN TE B,

ZOHOEYE  PIAEGRHCEENMZ 5N Z LN -2 51, 2 BIAUKEOBESICEE LT
%, WIEEEZ 100 mg/hr THIAA L. 30 2f(2 100 mg/hr, AAEMEICIE U TR 400 mg/hr £ T
LT ENTE S, PIREERFICEENTZ GNP TGmEE, PIREREOTA R4 12
WDk,

L E 4R VR E- Stability and Storage —

VY FH DA T L 2C~8C (36~46°F) TLRETH D, WVEERITFM S A NI % i
Tl bDIIEM LN &, £l NS TVTER RGBT 2 2 &, HORE Lan T &,
FRUTZ VY XY R OLEMN &P ECOW T, “EiEIER O — Preparation for
Administration—" DHEEZSHEOZ L,

it #A 25— HOW SUPPLIED —

U P43, 100mg & 500mg @ 2 HEOH[EE R S 7 e L CHs STl h ., Bl
FNIEEH STV v, BEHEAE, ITO 28 ETH D,

100 mg #— b > : 10 mL /XA 7/ X1 (U Y %4> 10 mg/mL) NDC 50242-051-21

500 mg 7 — b : 50 mL /XA 7L X1 (VY &4 10 mg/mL) NDC 50242-053-06
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MabThera® / Rituxan®

Rituximab

Antineoplastic agent

1. PHARMACEUTICAL FORM
MabThera/Rituxan is a clear, colorless liquid supplied in sterile, preservative-free,
nonpyrogenic single-dose vials.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Active ingredient: rituximab

Vials contain 100 mg/10 mL and 500 mg/50 mL

3. CLINICAL PARTICULARS

3.1 Therapeutic Indications

MabThera/Rituxan is indicated for the treatment of

- patients with relapsed or chemoresistant low-grade or follicular, CD20-positive, B-cell
non-Hodgkin’s lymphoma [13, 15, 16, 30];

- previously untreated patients with stage III-IV follicular lymphoma in combination
with CVP chemotherapy [65];

- patients with CD20-positive diffuse large B-cell non-Hodgkin’s lymphoma in
combination with CHOP chemotherapy [31, 61].

3.2 Dosage and Method of Administration

3.2.1 Standard Dosage
MabThera/Rituxan should be administered as an IV infusion through a dedicated line.
Premedication consisting of an analgesic/antipyretic (e.g. paracetamol) and an
antihistaminic drug (e.g. diphenhydramine) should always be administered before each
infusion of MabThera/Rituxan [30, 32]. Premedication with corticosteroids should also be
considered if MabThera/Rituxan is not given in combination with CHOP chemotherapy
(see subsection below: Diffuse large B-cell non-Hodgkin’s lymphoma) [32].

3.2.1.1 Low-grade or follicular non-Hodgkin's lymphoma

Initial treatment
The recommended dosage of MabThera/Rituxan used as monotherapy for adult patients
is 375 mg/m?2body surface area, administered as an IV infusion (see infusion rate section
3.2.1.3) once weekly for 4 weeks [13, 15, 16, 30]. The recommended dosage of MabThera
in combination with CVP (cyclophosphamide, vincristine and prednisolone)



chemotherapy is 375 mg/m2body surface area for 8 cycles (21 days/cycle), administered on

day 1 of each chemotherapy cycle after IV administration of the corticosteroid component
of CVP [65].

Re-treatment following relapse
Patients who have responded to MabThera/Rituxan initially have been treated again
with MabThera/Rituxan at a dose of 375 mg/m2body surface area, administered as an IV
infusion once weekly for 4 weeks (see Re-treatment, weekly for 4 doses) [23, 24, 33].

3.2.1.2 Diffuse large B-cell non-Hodgkin’'s lymphoma
MabThera/Rituxan should be used in combination with CHOP (cyclophosphamide,
doxorubicin, prednisone and vincristine) chemotherapy. The recommended dosage of
MabThera/Rituxan is 375 mg/m2body surface area, administered on day 1 of each
chemotherapy cycle for 8 cycles after i.v. administration of the corticosteroid component
of CHOP. The other components of CHOP should be given after the administration of
MabThera/Rituxan [31, 61]. (See sections 3.2.1.3 and 3.2.1.4 for exact timing of
MabThera after CHOP treatment).

3.2.1.3 First infusion
The recommended initial infusion rate is 50 mg/h; subsequently, the rate can be
escalated in 50 mg/h increments every 30 minutes to a maximum of 400 mg/h.

3.2.1.4 Subsequent infusions
Subsequent infusions of MabThera/Rituxan can be started at a rate of 100 mg/h and
increased by 100 mg/h increments every 30 minutes to a maximum of 400 mg/h.

3.2.1.5 Dosage adjustments during treatment
No dose reductions of MabThera/Rituxan are recommended [61]. When
MabThera/Rituxan is given in combination with CHOP or CVP chemotherapy, standard
dose reductions for the chemotherapeutic drugs should be applied [65].

3.2.2 Special Dosage Instructions

Children
The safety and effectiveness of MabThera/Rituxan in pediatric patients have not been
established.

3.3 Contraindications
MabThera/Rituxan is contraindicated in patients with known hypersensitivity to
rituximab, to any component of the product or to murine proteins [34].

3.4 Special Warnings and Special Precautions for Use
MabThera/Rituxan is associated with infusion-related reactions, which may be related to
release of cytokines and/or other chemical mediators. Severe infusion-related reactions
might be clinically indistinguishable from hypersensitivity reactions or cytokine release
syndrome. Severe infusion-related reactions with fatal outcome have been reported
during post-marketing use. Severe reactions usually manifested within 1 to 2 hours after
starting the first MabThera/Rituxan infusion, were characterized by pulmonary events
and included, in some cases, rapid tumor lysis and features of tumor lysis syndrome in
addition to fever, chills, rigors, hypotension, urticaria, angioedema and other symptoms
(see sections 3.4 Special Warnings and Special Precautions for Use and 3.8 Undesirable
effects). Patients with a high tumor burden or with a high number (>25 x 10%L) of
circulating malignant cells such as patients with CLL and mantle cell lymphoma [35, 36]



may be at higher risk of developing severe infusion-related reactions [32, 37].

Pulmonary events. Pulmonary events have included hypoxia, pulmonary infiltrates, and
acute respiratory failure. Some of these events have been preceded by severe
bronchospasm and dyspnea. In some cases, symptoms worsened over time, while in
others initial improvement was followed by clinical deterioration. Therefore, patients
experiencing pulmonary events or other severe infusion-related symptoms should be
closely monitored until complete resolution of their symptoms occurs. Patients with a
history of pulmonary insufficiency or those with pulmonary tumor infiltration may be at
greater risk of poor outcome and should be treated with increased caution. Further
treatment of patients after complete resolution of signs and symptoms has rarely
resulted in repeated severe infusion-related reactions [32].

Rapid tumor lysis. MabThera/Rituxan mediates the rapid lysis of benign and malignant
CD20-positive cells. Signs and symptoms (e.g. hyperuricemia, hyperkalemia,
hypocalcemia, acute renal failure, elevated LDH) consistent with tumor lysis syndrome
(TLS) have been reported to occur after the first MabThera/Rituxan infusion in patients
with high numbers of circulating malignant lymphocytes. Prophylaxis for TLS should be
considered for patients at risk of developing rapid tumor lysis. These patients should be
followed closely and appropriate laboratory monitoring performed. Appropriate medical
therapy should be provided for patients who develop signs and symptoms consistent with
rapid tumor lysis. Following treatment for and complete resolution of signs and
symptoms, subsequent MabThera/Rituxan therapy has been administered in conjunction
with prophylactic therapy for TLS in a limited number of cases [32, 37].

Mabthera/Rituxan infusions should be administered in an environment where full
resuscitation facilities are immediately available, and under the close supervision of an
experienced oncologist/hematologist [32].

Hypotension, fever, chills, rigors, urticaria, bronchospasm, and angioedema have
occurred in association with MabThera/Rituxan infusion as part of an infusion-related
symptom complex. These symptoms are usually reversible with interruption of the
infusion. Treatment of infusion-related symptoms with diphenhydramine and
acetaminophen is recommended. Additional treatment with bronchodilators or IV saline
may be indicated. In most cases, the infusion can be resumed at a 50% reduction in rate
(e.g. from 100 mg/h to 50 mg/h) when symptoms have completely resolved. Most patients
who have experienced non-life threatening infusion-related reactions have been able to
complete the full course of MabThera/Rituxan therapy [32].

Patients with a high number (>25 x 10%L) of circulating malignant cells or high tumor
burden such as patients with CLL and mantle cell lymphoma [35, 36], who may be at
higher risk of especially severe infusion-related reactions, should only be treated with
extreme caution and when other therapeutic alternatives have been exhausted. These
patients should be very closely monitored throughout the first infusion. Consideration
should be given to the use of a reduced infusion rate for the first infusion in these
patients [32].

Acute respiratory failure may be accompanied by events such as pulmonary interstitial
infiltration or edema, visible on a chest x-ray. The syndrome usually manifests itself
within one or two hours of initiating the first infusion. Patients who experience severe
pulmonary events should have their infusion interrupted immediately (see section 3.2
Dosage and Method of Administration) and should receive aggressive symptomatic



treatment. Since initial improvement of clinical symptoms may be followed by
deterioration, these patients should be closely monitored until the pulmonary event has
resolved [32]. Anaphylactic and other hypersensitivity reactions have been reported
following the intravenous administration of proteins to patients. Adrenaline,
antihistamines and corticosteroids should be available for immediate use in the event of
a hypersensitivity reaction to MabThera/Rituxan [32].

Since hypotension may occur during MabThera/Rituxan infusion, consideration should
be given to withholding antihypertensive medications 12 hours prior to and throughout
MabThera/Rituxan infusion. Angina pectoris or cardiac arrhythmia, such as atrial flutter
and fibrillation have occurred in patients treated with MabThera/Rituxan. Therefore
patients with a history of cardiac disease should be monitored closely [13, 61].

Although MabThera/Rituxan is not myelosuppressive in monotherapy, caution should be
exercised when considering treatment of patients with neutrophil counts of <1.5 x 109L
and/or platelet counts of <75 x 10%L, as clinical experience with such patients is limited
[38]. MabThera/Rituxan has been used in patients who underwent autologous bone
marrow transplantation and in other risk groups with a presumable reduced bone
marrow function without inducing myelotoxicity [39].

Consideration should be given to the need for regular full blood counts, including platelet
counts, during monotherapy with MabThera/Rituxan. When MabThera/Rituxan is given
in combination with CHOP or CVP chemotherapy, regular full blood counts should be
performed according to usual medical practice [65].

Infections: Very rare cases of hepatitis B reactivation, including reports of fulminant
hepatitis, have been reported in subjects receiving rituximab, although these subjects
were also exposed to cytotoxic chemotherapy. The reports are confounded by both the
underlying disease state and the cytotoxic chemotherapy, and a causal relationship with
rituximab cannot be established. No evidence has been identified to support the
hypothesis that hepatitis B reactivation is attributable to rituximab alone. Patients with
a history of hepatitis B infection should be carefully monitored for signs of active
hepatitis B infection when rituximab is used in association with cytotoxic chemotherapy
[66].

Immunization. The safety of immunization with any vaccine, particularly live viral
vaccines, following MabThera/Rituxan therapy has not been studied. The ability to
generate a primary or anamnestic humoral response to any vaccine has also not been
studied.

3.5 Interactions with other Medical Products and other Forms of Interaction
At present, no data are available on possible drug interactions with MabThera/Rituxan
[30]. Patients with human anti-mouse antibody (HAMA) or human anti-chimeric
antibody (HACA) titers may develop allergic or hypersensitivity reactions when treated
with other diagnostic or therapeutic monoclonal antibodies [34]. The tolerability of
simultaneous or sequential combination of MabThera/Rituxan with chemotherapy other
than CHOP or CVP, or agents which are liable to cause depletion of normal B-cells is not
well defined [65].

3.6 Pregnancy and Lactation
Animal reproduction toxicology studies have not been conducted with rituximab. Nor is it
known whether MabThera/Rituxan can cause fetal harm when administered to pregnant



women or whether it affects reproductive capacity. However, as IgG immunoglobulins are
known to cross the placental barrier, rituximab may cause B-cell depletion in the fetus.
For these reasons MabThera/Rituxan should not be administered to pregnant women
unless the possible benefit outweighs the potential risk.

Women of childbearing age should employ effective contraceptive methods during and for
up to 12 months after treatment with MabThera/Rituxan.

It is not known whether rituximab is excreted in human breast milk. Given, however,
that maternal IgG enters breast milk, MabThera/Rituxan should not be administered to
nursing mothers.

3.7 Effects on Ability to Drive and Use Machines
No studies on the effect on the ability to drive and use machines have been performed
although the pharmacological activity and adverse events reported to date do not indicate
that such an effect is likely.

3.8 Undesirable Effects
3.8.1 Experience from Clinical Trials

3.8.1.1 MabThera/Rituxan monotherapy [12, 16, 26, 27, 40, 41]
The following data are based on 356 patients treated with MabThera/Rituxan as single
agent. Most patients received MabThera/Rituxan 375 mg/m2 weekly for 4 doses. These
include 39 patients with bulky disease (lesions >10 cm) (see section 4.1.2.1, paragraph
Initial treatment, bulky disease, weekly for 4 doses) and 58 patients who received more
than one course of MabThera/Rituxan (60 re-treatments) (see Re-treatment, weekly for 4
doses). Thirty-seven patients received 375 mg/m? for eight doses (see Initial treatment,
weekly for 8 doses) and 25 patients received doses other than 375 mg/m? for four doses
and up to 500 mg/m? single dose in the Phase I setting [12, 26, 27].

The adverse events listed were considered by the investigator to be related or of unknown
relationship to MabThera/Rituxan and were reported during or up to 12 months after
treatment. Adverse events were graded according to the four-scale National Cancer
Institute (NCI) Common Toxicity Criteria.

Table 1 Summary of adverse events reported in 25% of 356 patients receiving
MabThera/Rituxan monotherapy in clinical trials [42]

| All grades Grade 3 and 4

| Body system N % N %
Adverse event

IAny adverse event 324 91.0 63 17.7
I Body as a whole

Fever 172 48.3 2 0.6
Chills 113 31.7 8 2.2
Asthenia 64 18.0 1 0.3
'Headache 45 12.6 2 0.6




All grades Grade 3 and 4

| Body system N % N %
Adverse event

IThroat irritation 27 7.6 - -
IAbdominal pain 25 7.0 2 0.6
'Cardiovascular system

| Hypotension 35 9.8 3 0.8
IDigestive system

'Nausea 61 17.1 1 0.3
'Vomiting 24 6.7 1 0.3
'Blood and lymphatic system

'Leukopenia 44 12.4 10 2.8
'Neutropenia 40 11.2 15 4.2
| Thrombocytopenia 34 9.6 6 1.7
'Metabolic and nutritional disorders

IAngioedema 38 10.7 1 0.3
| Hyperglycaemia 19 5.3 1 0.3
'Musculoskeletal system

‘Myalgia 29 8.1 1 0.3
Arthralgia 21 5.9 2 0.6
'Nervous system

| Dizziness 26 7.3 - -
IRespiratory system

| Bronchospasm 28 7.9 5 1.4
‘Rhinitis 26 7.3 1 0.3
Tncreased cough 18 5.1 1 0.3
'Skin and appendages

Pruritus 44 12.4 1 0.3
‘Rash 40 11.2 1 0.3
‘Urticaria 26 7.3 3 0.8

Additional adverse events that occurred in <56% and >1% of patients are listed below.
The percentage of patients with grade 3 and 4 events is indicated in brackets. Infections
are excluded and summarized in a separate section below.

- Body as a whole: back pain (0.3%), chest pain, neck pain, tumor pain, pain, flushing,
malaise, cold syndrome.

- Cardiovascular system: hypertension (0.3%), tachycardia, arrhythmia (0.6%),
orthostatic hypotension.

- Digestive system: diarrhea, dyspepsia, anorexia, dysphagia (0.3%), stomatitis,



constipation.

- Blood and lymphatic system: anemia (1.1%).

- Metabolic and nutritional disorders: peripheral edema, face edema, LDH increase,
hypocalcemia, weight decrease.

- Musculoskeletal system: pain (0.3%), hypertonia.

- Nervous system: anxiety, paresthesia, hypoesthesia, agitation, insomnia,
vasodilatation.

- Respiratory system: dyspnea (0.8%), chest pain, respiratory disease.

- Skin and appendages: night sweats, sweating.

- Special senses: lacrimation disorder, conjunctivitis, ear pain, tinnitus.

The following adverse events were also reported (<1%): coagulation disorders, asthma,
lung disorder, bronchiolitis obliterans, hypoxia, abdominal enlargement, pain at the
infusion site, bradycardia, lymphadenopathy, nervousness, depression, dysgeusia.

Infusion-related reactions. An infusion-related symptom complex consisting of fever and
chills/rigors occurred in the majority of patients during the first MabThera/Rituxan
infusion [16]. Other frequent infusion-related symptoms included nausea, urticaria,
fatigue, headache, pruritus, bronchospasm, dyspnea, sensation of tongue or throat
swelling (angioedema), rhinitis, vomiting, hypotension, flushing, and pain at disease
sites. These reactions generally occurred within 30 minutes to 2 hours of beginning the
first infusion, and resolved with slowing or interruption of the MabThera/Rituxan
infusion and with supportive care (IV saline, diphenhydramine, and acetaminophen).
The incidence of infusion-related symptoms decreased from 77% (7% grade 3/4) with the
first infusion to approximately 30% (2% grade 3/4) with the fourth infusion and to 14%
(no grade 3/4 events) with the eighth infusion [16, 43].

Infections. MabThera/Rituxan induced B-cell depletion in 70% to 80% of patients but was
associated with decreased serum immunoglobulins only in a minority of patients.
Infectious events, irrespective of causal assessment, occurred in 30.3% of 356 patients:
18.8% of patients had bacterial infections, 10.4% had viral infections, 1.4% had fungal
infections, and 5.9% had infections of unknown etiology. Severe infectious events (grade 3
or 4), including sepsis occurred in 3.9% of patients; in 1.4% during the treatment period
and in 2.5% during the follow-up period. As these were single-arm trials, the contributory
role of MabThera/Rituxan or of the underlying NHL and its previous treatment to the
development of these infectious events cannot be determined [44, 45].

Hematologic events. Severe (grade 3 and 4) thrombocytopenia was reported in 1.7% of
patients, severe neutropenia was reported in 4.2% of patients, and severe anemia was
reported in 1.1% of patients. A single occurrence of transient aplastic anemia (pure red
cell aplasia) and two occurrences of hemolytic anemia following MabThera/Rituxan
therapy were reported [46, 47].

Cardiovascular events. Cardiovascular events were reported in 18.8% of patients during
the treatment period. The most frequently reported events were hypotension and
hypertension [48]. Two patients (0.6%) experienced grade 3 or 4 arrhythmia (including
ventricular and supraventricular tachycardia) [16, 49] during a MabThera/Rituxan
infusion and one patient with a history of myocardial infarction experienced angina
pectoris, evolving into myocardial infarction 4 days later [12, 16, 50].

Subpopulations

Elderly patients (65 years). The incidence of any adverse event and of grade 3 and 4



adverse events was similar in elderly (N=94) and younger (N=237) patients (88.3%
versus 92.0% for any adverse event and 16.0% versus 18.1% for grade 3 and 4 adverse
events) [51].

Bulky disease. Patients with bulky disease (N=39) had a higher incidence of grade 3
and 4 adverse events than patients without bulky disease (N=195; 25.6% versus 15.4%).
The incidence of any adverse event was similar in these two groups (92.3% in bulky
disease versus 89.2% in non-bulky disease) [52].

FRe-treatment. The percentage of patients reporting any adverse event and grade 3 and 4
adverse events upon re-treatment (N=60) with further courses of MabThera/Rituxan was
similar to the percentage of patients reporting any adverse event and grade 3 and 4
adverse events upon initial exposure (N=203; 95.0% versus 89.7% for any adverse event
and 13.3% versus 14.8% for grade 3 and 4 adverse events) [42].

3.8.1.2 MabThera/Rituxan in combination with CVP chemotherapy [65]
The following data are based on 321 patients from a randomized phase III clinical trial
comparing MabThera/Rituxan plus CVP (R-CVP) to CVP alone (162 R-CVP, 159 CVP).

Differences between the treatment groups with respect to the type and incidence of
adverse event were mainly accounted for by typical adverse events associated with
MabThera/Rituxan monotherapy.

The following grade 3 to 4 clinical adverse events were reported in >2% higher incidence
in patients receiving R-CVP compared to CVP treatment group and therefore may be
attributable to R-CVP. Adverse events were graded according to the four-scale National
Cancer Institute (NCI) Common Toxicity Criteria:

- Fatigue: 3.7% (R-CVP), 1.3% (CVP)
- Neutropenia: 3.1% (R-CVP), 0.6% (CVP)

Infusion-related reactions: The signs and symptoms of severe or life-threatening (NCI
CTC grades 3 and 4) infusion-related reactions (defined as starting during or within one
day of an infusion with MabThera/Rituxan) occurred in 9% of all patients who received
R-CVP. These results are consistent with those observed during monotherapy (see
section 3.8.1.1. Undesirable effects, monotherapy), and included rigors, fatigue, dyspnoea,
dyspepsia, nausea, rash NOS, flushing.

Infections: The overall proportion of patients with infections or infestations during
treatment and for 28 days after trial treatment end was comparable between the
treatment groups (33% R-CVP, 32% CVP). The most common infections were upper
respiratory tract infections which were reported for 12.3% patients on R-CVP and 16.4%
patients receiving CVP; most of these infections were nasopharyngitis.

Serious infections were reported in 4.3% of the patients receiving R-CVP and 4.4% of the
patients receiving CVP. No life-threatening infections were reported during this study.

Hematologic laboratory abnormalities’ 24% of patients on R-CVP and 14% of patients on
CVP experienced grade 3 or 4 neutropenia during treatment. The proportion of patients
with grade 4 neutropenia was comparable between the treatment groups. These
laboratory findings were reported as adverse events and resulted in medical intervention
in 3.1% of patients on R-CVP and 0.6% of patients on CVP. All other laboratory
abnormalities were not treated and resolved without any intervention. In addition, the
higher incidence of neutropenia in the R-CVP group was not associated with a higher



incidence of infections and infestations.

No relevant difference between the two treatment arms was observed with respect to
grade 3 and 4 anaemia (0.6% R-CVP and 1.9% CVP) and thrombocytopenia (1.2% in the
R-CVP group and no events reported in the CVP group).

Cardiac events- The overall incidence of cardiac disorders in the safety population was
low (4% R-CVP, 5% CVP), with no relevant differences between the treatment groups.

3.8.1.3 MabThera/Rituxan in combination with CHOP chemotherapy [61]
The following table shows all grade 3 to 4 clinical adverse events, including grade 2
infections, reported in >2% of patients in either treatment group (CHOP and R-CHOP) in
a randomized phase III clinical trial in the total safety population (N=398) [61]. Adverse
events were graded according to the four-scale National Cancer Institute of Canada
(NCIC) Common Toxicity Criteria.

Table 2 Summary grade 3 and 4 adverse events (including grade 2 infections) reported
in 22% of 398 patients in either treatment group (CHOP or R-CHOP) [61]

Incidence N (%)
CHOP R-CHOP
N =196 N =202

| Any grade 3 and 4 adverse event 148 (75.5) 164 (81.2)
(including grade 2 infections)

" Infections and infestations

' Bronchitis * 16 (8.2) 24 (11.9)

I Urinary tract infection 18(9.2) 20 (9.9)
Pneumonia 15 (7.7) 11 (5.4)
Herpes zoster * 3(1.5) 8(4.0)
Sepsis 7(3.6) 4(2.0)

I Septic shock 7(3.6) 4(2.0)
Implant infection 5(2.6) 4(2.0)
Superinfection lung 4(2.0) 5(2.5)
Septicaemia staphylococcal 3(1.5) 5(2.5)

~ Acute Bronchitis * 1(0.5) 5(2.5)
Lung infection 4(2.0) 2(1.0)
Sinusitis * 5(2.5)

I Blood and lymphatic system disorders

" Febrile neutropenia # 47 (24.0) 46 (22.8)
Neutropenia 10 (5.1) 11 (5.4)
Anaemia 10 (5.1) 9(4.5)

| Respiratory, thoracic and mediastinal disorders

' Total patients with at least one adverse event 23 (11.7) 35 (17.3)
Dyspnoea * 7(3.6) 18 (8.9)




Incidence N (%)

CHOP R-CHOP
N =196 N =202
" Cough 7(3.6) 8 (4.0)
" Rhinitis 5(2.6) 2 (1.0)
| Rhinorrhoea 4(2.0) 1(0.5)
General disorders and administration site
Pyrexia 34 (17.3) 26 (12.9)
' Fatigue 14(7.1) 9 (4.5)
| General physical health deterioration 10 (5.1) 10 (5.0)
Mucosal inflammation nos 5(2.6) 8 (4.0)
Shivering * 2(1.0 7(3.5)
Chest pain 4(2.0) 4(2.0)
" Fall 4(2.0) 3(1.5)
Influenza like illness 3(1.5) 4(2.0)
Malaise 4(2.0) 2 (1.0
Multi-organ failure 4(2.0) 2 (1.0
' Asthenia 1(0.5) 4(2.0)
" Oedema lower limb 1(0.5) 4(2.0)
Gastrointestinal disorders
Vomiting 13 (6.6) 8(4.0)
Abdominal pain * 9(4.6) 13 (6.4)
Constipation 8(4.1) 6 (3.0
Nausea 9(4.6) 4(2.0)
" Diarrhoea 5(2.6) 5(2.5)
' Vascular disorders
| Venous thrombosis deep limb 6(3.1) 6 (3.0
Hypotension 3(1.5) 5(2.5)
Hypertension * 1(0.5) 5(2.5)
| Venous thrombosis 1(0.5) 4(2.0)
Cardiac disorders
" Cardiac failure 11 (5.6) 9(4.5)
' Atrial fibrillation * 1(0.5) 5(2.5)
| Pulmonary oedema 2(1.0) 4(2.0)
| Nervous system disorders
" Total patients with at least one adverse event 19 (9.7) 22 (10.9)
Paraesthesia 2(1.0) 5(2.5)
| Investigations
| Abnormal ejection fraction 4(2.0) 4(2.0)




| Incidence N (%)

| CHOP R-CHOP
N =196 N =202

' Positive blood culture 4(2.0) 1(0.5)

" Metabolism and nutrition disorders

I Anorexia 5(2.6) 4(2.0)

| Musculoskeletal, connective tissue and bone

" Back pain 2(1.0) 5(2.5)

I Psychiatric disorders

" Confusion 5(2.6)

" Endocrine disorders

I Diabetes mellitus inadequate control 4 (2.0 2(1.0

* Adverse events that were reported at a higher incidence > 2% difference) in the R-CHOP group as
compared to the CHOP group and, therefore, may be attributable to R-CHOP.

# Febrile neutropenia as reported by investigators: fever and neutropenia with or without documented
infection. See also below, section Infections.

Infusion-related reactions. Grade 3 and 4 infusion-related reactions (defined as starting,
during or within one day of an infusion with MabThera/Rituxan) occurred in
approximately 9% of patients at the time of the first cycle of R-CHOP. The incidence of
grade 3 and 4 infusion-related reactions decreased to less than 1% by the eighth cycle of
R-CHOP. The signs and symptoms were consistent with those observed during
monotherapy (see sections 3.4 Special Warnings and Special Precautions for Use, and 3.8
Undesirable Effects/Monotherapy), and included fever, chills, hypotension, hypertension,
tachycardia, dyspnea, bronchospasm, nausea, vomiting, pain and features of tumor lysis
syndrome. Additional reactions reported in isolated cases at the time of R-CHOP therapy
were myocardial infarction, atrial fibrillation and pulmonary edema [20].

Infections. The proportion of patients with grade 2 to 4 infections and/or febrile
neutropenia was 55.4% in the R-CHOP group and 51.5% in the CHOP group. Febrile
neutropenia (i.e. no report of concomitant documented infection) was reported only
during the treatment period, in 20.8% in the R-CHOP group and 15.3% in the CHOP
group. The overall incidence of grade 2 to 4 infections was 45.5% in the R-CHOP group
and 42.3% in the CHOP group with no difference in the incidence of systemic bacterial
and fungal infections. Grade 2 to 4 fungal infections were more frequent in the R-CHOP
group (4.5% vs 2.6% in the CHOP group); this difference was due to a higher incidence of
localized Candida infections during the treatment period. The incidence of grade 2 to 4
herpes zoster, including ophthalmic herpes zoster, was higher in the R-CHOP group
(4.5%) than in the CHOP group (1.5%), with 7 of a total of 9 cases in the R-CHOP group
occurring during the treatment phase [20, 61].

Hematologic events. After each treatment cycle, grade 3 and 4 leukopenia (88% vs 79%)
and neutropenia (97% vs 88%) occurred more frequently in the R-CHOP group than in
the CHOP group (see section 3.4 Special Warnings and Special Precautions for Use).
There was no evidence that neutropenia was more prolonged in the R-CHOP group. No
difference between the two treatment arms was observed with respect to grade 3 and 4
anemia (19% in the CHOP group vs 14% in the R-CHOP group) and thrombocytopenia



(16% in the CHOP group vs 15% in the R-CHOP group). The time to recovery from all
hematological abnormalities was comparable in the two treatment groups [20, 61].

Cardiac events. The incidence of grade 3 and 4 cardiac arrhythmias, predominantly
supraventricular arrhythmias such as tachycardia and atrial flutter/fibrillation, was
higher in the R-CHOP group (14 patients, 6.9%) as compared to the CHOP group (3
patients, 1.5%). All of these arrhythmias either occurred in the context of a
MabThera/Rituxan infusion or were associated with predisposing conditions such as
fever, infection, acute myocardial infarction or pre-existing respiratory and
cardiovascular disease (see section 3.4 Special warnings and special precautions for use).
No difference between the RCHOP and CHOP group was observed in the incidence of
other grade 3 and 4 cardiac events including heart failure, myocardial disease and
manifestations of coronary artery disease [20, 61].

Neurologic events. During the treatment period, four patients (2%) in the R-CHOP group,
all with cardiovascular risk factors, experienced thromboembolic cerebrovascular
accidents during the first treatment cycle. There was no difference between the
treatment group in the incidence of other thromboembolic events [20]. In contrast, three
patients (1.5%) had cerebrovascular events in the CHOP group, all of which occurred
during the follow-up period [61].

3.8.2 Post-Marketing Experience
Additional cases of severe infusion-related reactions have been reported during
postmarketing use of MabThera/Rituxan [32, 37] (see section 3.4 Special Warnings and
Special Precautions for Use). As part of the continuing post-marketing surveillance of
MabThera/Rituxan safety, the following serious adverse reactions have been observed:

- Cardiovascular system- severe cardiac events, including heart failure and myocardial
infarction have been observed, mainly in patients with prior cardiac condition and/or
cardiotoxic chemotherapy and mostly associated with infusion-related reactions [53].
Vasculitis, predominantly cutaneous, such as leukocytoclastic vasculitis, has been
reported very rarely [54].

- Blood and Iymphatic system- cases of pancytopenia have been rarely reported [55].
Neutropenia: Rarely the onset of neutropenia has occurred more than four weeks after
the last infusion of MabThera/Rituxan [62].

- In post-marketing’ studies of rituximab in patients with Waldenstrom’ s
macroglobulinemia, transient increases in serum IgM levels have been observed
following treatment initiation, which may be associated with hyperviscosity and
related symptoms. The transient IgM increase usually returned to at least baseline
level within 4 months [67].

- Respiratory system: respiratory failure/insufficiency and pulmonary infiltrates in the
context of infusion-related reactions (see section 3.4 Special Warnings and Special
Precautions for Use) [32, 37]. Pulmonary infiltrates outside of infusion-related
reactions and interstitial pneumonitis have been reported rarely [56].

- Skin and appendages: severe bullous skin reactions including fatal cases of toxic
epidermal necrolysis have been reported rarely [57].

- Nervous system- cases of cranial neuropathy with or without peripheral neuropathy
have been reported rarely. Signs and symptoms of cranial neuropathy, such as severe
vision loss, hearing loss, loss of other senses and facial nerve palsy, occurred at various



times up to several months after completion of MabThera/Rituxan therapy [58].
- Body as a whole’ serum sickness-like reactions have been reported rarely [59].

- Infections’ Very rare cases of hepatitis B reactivation, have been reported in subjects
receiving rituximab in combination with cytotoxic chemotherapy [66] (see section 3.4
Special Warnings and Special Precautions for Use).

3.9 Overdose
No experience with overdosage is available from clinical trials in humans. Single doses
higher than 500 mg/m2body surface area have not been tested in controlled clinical trials.

4. PHARMACOLOGICAL PROPERTIES & EFFECTS

4.1 Pharmacodynamic Properties

4.1.1 Mechanism of Action
Rituximab is a chimeric mouse/human monoclonal antibody that binds specifically to the
transmembrane antigen CD20 [1]. This antigen is located on pre-B- and mature
Blymphocytes, but not on hemopoietic stem cells, pro-B-cells, normal plasma cells or
other normal tissue [2]. The antigen is expressed on >95% of all B-cell non-Hodgkin’s
lymphomas (NHLs) [3]. Following antibody binding, CD20 is not internalized or shed
from the cell membrane into the environment [4]. CD20 does not circulate in the plasma
as a free antigen and, thus, does not compete for antibody binding [5]. Rituximab binds to
the CD20 antigen on B-lymphocytes and initiates immunologic reactions that mediate
B-cell lysis [6]. Possible mechanisms of cell lysis include complement-dependent
cytotoxicity (CDC), antibody-dependent cellular cytotoxicity (ADCC), and induction of
apoptosis [6, 7, 8]. Finally, in vitro studies have demonstrated that rituximab sensitizes
drug-resistant human B-cell lymphoma lines to the cytotoxic effects of some
chemotherapeutic agents [9, 11].

Median peripheral B-cell counts declined to levels below normal following the first dose
and began to recover after 6 months, returning to normal levels between 9 and 12 months
after the completion of therapy [12, 13, 14, 15].

Of 67 patients evaluated for human anti-mouse antibody (HAMA), none were positive
[16]. Of 356 patients evaluated for HACA, 1.1% (4 patients) were positive [17].

4.1.2 Efficacy / Clinical Studies
4.1.2.1 Low-grade or follicular non-Hodgkin's lymphoma
Monotherapy

Initial treatment, weekly for 4 doses [13, 15]

In the pivotal study, 166 patients with relapsed or chemoresistant low-grade or follicular
B-cell NHL received 375 mg/m? of MabThera/Rituxan as an IV infusion weekly for four
doses. The overall response rate (ORR) in the intent-to-treat (ITT) population was 48%
(Clos% 41% - 56%) with a 6% complete response (CR) and a 42% partial response (PR) rate.
The projected median time to progression (TTP) for responding patients was 13.0
months.

In a subgroup analysis, the ORR was higher in patients with IWF B, C, and D histologic



subtypes as compared to IWF A subtype (58% vs 12%), higher in patients whose largest
lesion was <5 cm vs >7 cm in greatest diameter (53% vs 38%), and higher in patients with
chemosensitive relapse as compared to chemoresistant (defined as duration of response
<3 months) relapse (50% vs 22%). ORR in patients previously treated with autologous
bone marrow transplant (ABMT) was 78% versus 43% in patients with no ABMT.
Neither age, sex, lymphoma grade, initial diagnosis, presence or absence of bulky disease,
normal or high LDH nor presence of extranodal disease had a statistically significant
effect (Fisher’ s exact test) on response to MabThera/Rituxan.

A statistically significant correlation was noted between response rates and bone marrow
involvement. 40% of patients with bone marrow involvement responded compared to 59%
of patients with no bone marrow involvement (p=0.0186). This finding was not supported
by a stepwise logistic regression analysis in which the following factors were identified as
prognostic factors: histologic type, bel-2 positivity at baseline, resistance to

last chemotherapy and bulky disease.

Initial treatment, weekly for 8 doses [18, 19, 20]

In a multi-center, single-arm study, 37 patients with relapsed or chemoresistant, low
grade or follicular B-cell NHL received 375 mg/m?2 of MabThera/Rituxan as IV infusion
weekly for eight doses. The ORR was 57% (Clos% 41% - 73%; CR 14%, PR 43%) with a
projected median TTP for responding patients of 19.4 months (range 5.3 to 38.9 months).

Initial treatment, bulky disease, weekly for 4 doses [21]

In pooled data from three studies, 39 patients with relapsed or chemoresistant, bulky
disease (single lesion >10 cm in diameter), low grade or follicular B-cell NHL received 375
mg/m? of MabThera/Rituxan as IV infusion weekly for four doses. The ORR was 36%
(ClIos% 21% - 51%; CR 3%, PR 33%) with a median TTP for responding patients of 9.6
months (range 4.5 to 26.8 months).

Re-treatment, weekly for 4 doses [22, 23, 24]

In a multi-center, single-arm study, 58 patients with relapsed or chemoresistant low
grade or follicular B-cell NHL, who had achieved an objective clinical response to a prior
course of MabThera/Rituxan, were re-treated with 375 mg/m2of MabThera/Rituxan as IV
infusion weekly for four doses. Three of the patients had received two courses of
MabThera/Rituxan before enrollment and thus were given a third course in the study.
Two patients were re-treated twice in the study. For the 60 re-treatments on study, the
ORR was 38% (Cles% 26% - 51%; 10% CR, 28% PR) with a projected median TTP for
responding patients of 17.8 months (range 5.4 - 26.6). This compares favorably with the
TTP achieved after the prior course of MabThera/Rituxan (12.4 months).

In combination with CVP chemotherapy [65]

Initial treatment

In an open-label randomized trial, a total of 322 previously untreated low-grade or
follicular B-cell NHL patients were randomized to receive either CVP chemotherapy
(cyclophosphamide 750 mg/m2, vincristine 1.4 mg/m2up to a maximum of 2 mg on day 1,
and prednisolone 40 mg/m?/day on days 1-5) every 3 weeks for 8 cycles or
MabThera/Rituxan 375 mg/m?2in combination with CVP (R-CVP). MabThera/Rituxan
was administered on the first day of each treatment cycle. A total of 321 patients (162
RCVP, 159 CVP) received therapy and were analyzed for efficacy. At the time of the
analysis, the median observation time was 18 months. R-CVP led to a significant benefit
over CVP for the primary endpoint, time to treatment failure (25.9 months vs. 6.7 months,



p <0.0001, log-rank test). The risk of experiencing a treatment failure event was reduced
by 67% (95% CI: 56% - 76%) with R-CVP compared with CVP alone, using a Cox
regression analysis. The Kaplan-Meier estimated event-free rate at 12 months was 69%
in the R-CVP group compared with 32% in the CVP group. The proportion of patients
with a tumor response (CR, CRu, PR) was significantly higher (p< 0.0001 Chi- Square
test) in the R-CVP group (80.9%) than the CVP group (57.2%). At 18 months, the median
duration of response had not been reached in the R-CVP group and was 9.8 months in the
CVP group (p <0.0001, log-rank test). Amongst responding patients, Cox regression
analysis showed that the risk of relapse was reduced by 70% (95% CI: 55% - 81%) in the
R-CVP group compared to the CVP group. The time to institution of new lymphoma
treatment or death was significantly longer in the R-CVP group (not estimable),
compared to the CVP group (12.3 months) (p < 0.0001, log-rank test). Treatment with
R-CVP significantly prolonged the time to disease progression compared to CVP, 27
months and 14.5 months, respectively. At 12 months, 81% in the R-CVP group had not
relapsed compared to 58% of patients receiving CVP. The benefit of adding rituximab to
CVP was seen consistently throughout the population recruited in study M39021;
[randomized according to BNLI criteria (no versus yes), age (<60 years, > 60 years),
number of extra-nodal sites (0-1 versus >1), bone marrow involvement (no versus yes),
LDH (elevated, not elevated), p2-microglobulin (elevated, not elevated), B symptoms
(absent, present), bulky disease (absent, present), number of nodal sites (< 5 versus >5),
hemoglobin (<12 g/dL versus >12 g/dL), IPI (<1 versus > 1), and FLIPI index (0-2 versus
3-5)]. Due to the number of events at the time of analysis and the relatively short
observation time of 18 months, conclusion regarding differences for overall survival
cannot be drawn.

4.1.2.2 Diffuse large B-cell non-Hodgkin’s lymphoma [25, 61]
In a randomized, open-label trial, a total of 399 previously untreated elderly patients (age
60 to 80 years) with diffuse large B-cell lymphoma received standard CHOP
chemotherapy (cyclophosphamide 750 mg/m2, doxorubicin 50 mg/m?, vincristine 1.4
mg/m?2up to a maximum of 2 mg on day 1, and prednisone 40 mg/m?/day on days 1 - 5)
every 3 weeks for eight cycles, or MabThera/Rituxan 375 mg/m?2 plus CHOP (R-CHOP).
MabThera/Rituxan was administered on the first day of the treatment cycle. The final
efficacy analysis included all randomized patients (197 CHOP, 202 R-CHOP), and had a
median follow-up duration of approximately 31 months. The two treatment groups were
well balanced in baseline characteristics and disease status. The final analysis confirmed
that R-CHOP significantly increased the duration of event-free survival (the primary
efficacy parameter, where events were death, relapse or progression of lymphoma, or
institution of a new anti-lymphoma treatment) (p=0.0001). Kaplan Meier estimates of the
median duration of event-free survival were 35 months in the RCHOP arm compared to
13 months in the CHOP arm, representing a risk reduction of 41%. At 24 months,
estimates for overall survival were 68.2% in the R-CHOP arm compared to 57.4% in the
CHOP arm. A subsequent analysis of the duration of overall survival, carried out with a
median follow-up duration of 38 months, confirmed the benefit of R-CHOP over CHOP
treatment (p=0.0094), representing a risk reduction of 33%. The analysis of all
secondary parameters (response rates, progression-free survival, disease-free survival,
duration of response) verified the treatment effect of R-CHOP compared to CHOP. The
complete response rate after cycle 8 was 76.2% in the R-CHOP group and 62.4% in the
CHOP group (p=0.0028). The risk of disease progression was reduced by 46% and the risk
of relapse by 51%. In all patient subgroups (gender, age, age-adjusted IPI, Ann Arbor



stage, ECOG, Beta 2 Microglobulin, LDH, Albumin, B-symptoms, Bulky disease,
extranodal sites, bone marrow involvement), the risk ratios for event-free survival and
overall survival (RCHOP compared with CHOP) were less than 0.83 and 0.95;
respectively. R-CHOP associated with improvements in outcome for both high- and
low-risk patients according to age-adjusted IPI. [61].

4.2 Pharmacokinetic Properties
4.2.1 Absorption

4.2.2 Distribution
Pharmacokinetic studies performed in a phase I study in which patients (N=15) with
relapsed B cell lymphoma were given single doses of rituximab at 10, 50, 100 or 500
mg/m?indicated that serum levels and half-life of rituximab were proportional to dose [26,
27]. In a cohort of 14 patients among the 166 patients with relapsed or chemoresistant
lowgrade or follicular non-Hodgkin’s lymphoma enrolled in the phase III pivotal trial and
given rituximab 375 mg/m?2as an IV infusion for 4 weekly doses, the mean serum halflife
was 76.3 hours (range 31.5 to 152.6 hours) after the first infusion and 205.8 hours (range,
83.9 to 407.0 hours) after the fourth infusion. The mean Cmax after the first and fourth
infusion were 205.6 £ 59.9 pg/mL and 464.7 £119.0 ug/mL, respectively. The mean
plasma clearance after the first and fourth infusion was 0.0382 + 0.0182 L/h and 0.0092
+ 0.0033 L/h, respectively. However, variability in serum levels was large. Rituximab
serum concentrations were statistically significantly higher in responding patients than
in non-responding patients just prior to and after the fourth infusion and post-treatment.
Serum concentrations were negatively correlated with tumor burden and the number of
circulating B-cells at baseline. Typically, rituximab was detectable for 3 — 6 months after
administration of the last infusion [13, 28]. Distribution and elimination have not been
extensively studied in patients with DLCL, but available data indicate that serum levels
of rituximab in DLCL patients are comparable to those in patients with low-grade or
follicular NHL following treatment with similar doses [29].

4.2.3 Metabolism

4.2.4 Elimination
See section 4.2.2 Distribution.

4.2.5 Pharmacokinetics in Special Populations

4.2.6 Preclinical Safety

5. PHARMACEUTICAL PARTICULARS

5.1 List of Excipients
Excipients: described as per local requirements.

5.2 Incompatibilities
No incompatibilities between MabThera/Rituxan and polyvinyl chloride or polyethylene
bags or infusion sets have been observed [60].

5.3 Stability
The prepared infusion solution of MabThera/Rituxan is physically and chemically stable



for 24 hours at 2°C - 8°C and subsequently 12 hours at room temperature [63, 64].

5.4 Special Remarks

5.4.1 Special Precautions for Storage
Store vials at 2°C - 8°C (in a refrigerator). Keep the container in the outer carton in order

to protect from light. See also sections 5.3 Stability and 5.4.2 Instructions for Use,
Handling and Disposal.

5.4.2 Instructions for Use, Handling and Disposal
Withdraw the required amount of MabThera/Rituxan under aseptic conditions and dilute
to a calculated rituximab concentration of 1 ] 4 mg/mL in an infusion bag containing
sterile, non-pyrogenic 0.9%, aqueous saline solution or 5% aqueous dextrose solution. To
mix the solution, gently invert the bag to avoid foaming. Parenteral medications should
be inspected visually for particulate matter or discoloration prior to administration. From
a microbiological point of view, the prepared infusion solution should be used
immediately. If not used immediately, in-use storage times and conditions prior to use
are the responsibility of the user and would normally not be longer than 24 hours at 2°C -
8°C, unless dilution has taken place in controlled and validated aseptic conditions [63,
64]. This medicine should not be used after the expiry date (EXP) shown on the pack.

6. PACKS
As per local requirements.
Medicine: keep out of reach and sight of children

Approved by Chairman of Drug Safety Committee, January 10, 2005
F. Hoffmann- La Roche Ltd, Basel, Switzerland
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