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HKRIOBEERICT VAT 4 r—va vk

Fhi9 5 Z & [Dosage and Administration
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O/ EHELLIEIY A B A v E R D %
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HABIE K OVF3 SUXIR BRI CLL B3
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375 mg/m? (KFmfE) ., & 2 1 7 VEIE
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ERET AT, ~ 7B ITEE5D 30 4RI
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B 5 BRI O HELEE AR E 2 50 mg/hr &
LT 30 mf#&G L. £, 30 il 50
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BT H Z LN TE D% 3047112 100
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S

M ]

Mot (E%4)

MabThera 100 mg/500 mg concentrate for
solution for infusion (Roche Registration
Limited)

BIHE - AR A T U K DO | IE & Rk
Wik - & A T U K DO | IE & Rk

fii %

{INEs|
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MabThera 100 mg/500 mg concentrate for
solution for infusion (Roche Registration
Limited)

BIHE - AR A T U K DO | IE & Rk
Wik - & A T U K DO | IE & Rk

fii %

I
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RITUXAN®(Hoffmann-La Roche Ltd.) (G
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Ik,
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MEFFREIE,

C RIBE. EITH, SRR EO A RRMEIER Y
U U RERFEICBWVWT, CHOP ik &
VY X <=7 Lo HEE T CVP &Y
VX~ T L OOFHEIEIC X D ERE N
BHIECHEPIEON BT T DU
X ¥~ T BN HERRRE L

BHEY A MR (CLL)

VYRS (VYFo<7) OIGHEILL
ToOLED,
< RIGWHEIBEIEH O B HifarEErE Y o)

P iM% (B-CLL) T Binet 2938 B X% C

DHREICHTLHINETTIE KRNI 0

RATZ 7 I KEDOOFRHEE,

CLL IZkt9 2 U Y4 oL, ey
BEAFMMOLELZRILE L TiIThL T
%, RAEGFHMICET 28 A®IE, RIFHEX
IZEEEH# CLL R ICB W TR LTV
W, RRFCHEE (Vv ~7, ZLVATE
VROV mARAT 7 X R) AT K DIREEN
H D BEITKT D R-FCIEIE DR R 1T
SEAN TV W (FEM X, CLINICAL
TRIALS £ 1),

B E (65 8L L) CLLICBWT, &
K27 TN =TT L0 | mlmE o~ D
FER D, AR V22 ToZEIZEE L T
WAHZENRINLT WD, EMIT.
CLINICAL TRIALS } % ADVERSE
REACTIONS # &,

i) v~F (RA)

ANBREFIZRHTHI Y X R ML
Y — FOGEHBEOBEIIEIZLLTO LB
D,
 PEE~FEEOIEEBIMEEESY v~ T 2 H
L, 27 &b 1 HILLED TNF Al
KX DHEBMCIHIRD A58 L AXTEEM
DRD LNV ANBFTICBITDERD
IR e OME IR DFE R,
ywdH o XA MM XY —FEDHH
LT, BEEIEOEITEELE RN X
ML RS TV,

Wik - &

BREEROEEHE
VYR H o (Vo< 7) 51X, BA
REIZBR AL E N TE DBRE TIZBWT
(Serious Warnings and Precautions %
He) . #E 72 infusion-related reactions ~®
KL D RRER DS &> D X %ML R HE 7 = Aib D Bk
BEIREHOL & TIT I,
UY XS0k, FHT A I KD EIRNE
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54%, #IRN~. push % bolus TO#HKE
L2z & (Administration ),

VY X P o512 E0 RBUERSEE
72 infusion-related reaction 723 ¥ ¥4 % A &
M2y »H  H  ( WARNINGS AND
PRECAUTIONS M), VY xH# & hH
W2 M EER T RRBONDHGEDH
HZEMNS, VXY ogE 12 FrfiRi» 5
BHEKRT T REAOREGEFIEEEE S
XTho, A/ 8REA (TERNTI )T
VEE) ROIE AE I UK (YT 2 BT
V) BEWET L AT 0 r— 3 VIR,
U Y o ERNCSTIT Y, CLL %%
& L7 ML17102 RERICEB W T, 13 E AL
DIEFNZxE LT, VY Y 5N E T &
aLFarTaf ROEIRNES R Thbh
7=,

BERMICEE R AR Z BT 5 BHF I
BT, VY o g E5EHR RO EZIT0L
EEDE=FV 7 2 EhT 5, PlIESCH
R EDRBE R T H2BEFICKH LT, Y
VX UoEGEHEOEGRICE=FD T
2179,

PR S ANRDE kS

WY e MEHBIEEZITO 2L, U YFH
X BRAEAI T HEA Z S e, EED Y
VxR UERRL, REREEDN 1~4 mg/mL
LD X, WENY TNT, 0.9%EHE
i USP XX 5%~ K o USP THAIR T
5o VASLHLZWET H 720, B2y I x
Kt SHIRET D, A T IV - 2RI
WS 5, HEHHANT, BESRICEDSE A
\ZOWT HEMERT D,
FEFRDFL Y NE
BEE

PSR 1F B AMEFER ZF Y N
EICIRYEY; =

VY% OBRARGIZE T LHERE
WX 375 mg/mz & L, H 1 BEOFEIRNES
%Z 4 [l# 0 K3 (dayl, 8, 15 KX 22),

CVP i L Dt HICB T U Y X P oD
HELERY 5803 375 mg/m2 & L, 8 ¥ A 7 Lk
0iR$, b iED day 1 I2BWT, CVP
BiEOaLvFaxT oA FEIRINES-%I2,
VY x4 a2 FIRNE ST 5,

HE R IE

KiGE, EITH, BEEEOARPEY v X
JEIZ 38\ T AR AL T e A B R ST
D RRE LT EBEICKT DU Y X HERRE
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EOHESER 5813 375 mg/m2 &35, UV
XY AR AT b FEE L E NS Y
VXYV OBREREE TS 8 HRICEET b,
Uy R UHAE 8 M AICRKN 12 [H (2
FH) BHT 5L,
BAREANFRIETHRDBO N FR N
FRERIEORFICH TV D
HERE R 813,375 meg/m2 % 3 » HEIcKkE
L/\ %’ihz%@i%%%mu &b%) i“CX ilﬁﬁj( 2 ﬂiﬁﬁ
kAT 5 o

OEBIHEAMIEE B AR F T 2N
HE:
VY40t CHOP #iE LT %, U
VX OHELER G BT 375 mg/m2 & L,
b= D day 1128 T, CHOP ik Dk
HanFad NiglkNE5%IZ, VY X8
RIS, VYo%, CHOP
BIEOMOIK (7 kA7 7 I K, F¥
I RRE ) ATF ) G
%o

1BHE U 2 N Al
%%%&U%%%m%’fﬁém%%&
OB TAI YR U OHEREE
X5 1 YA 7 L TIE 375 mg/m?2 ([R5 Hi )
Z dayl (285 L. % 294 7 VLT 500
mg/m2 ((KFEHFE) % dayl (&5 T 5, &
it 6 A7y IRS, VY XY UoRE%
W2, AL FRIEEZBRWGT 5,

CLL AEIZHB W CiL., JEE AR ERED
VA7 % 6T 720 JRR LG 48 RERIATIZ
+45 7N RL— 3 /&ﬁéﬁkéﬁkﬁﬂiﬁ'
(7mr7Y =) OFGIZI D TR LE
O EHERET D, CMJ$%@)/Nw@
23 25X10° /L #2556 1%. 2o
infusion reactions KX,/ % L < XA b B
A VHRHEREEEORBLR 2O L HEE %
B S L7202, VY4 o5 EATIC
AFNT VL R=n8mrOERNE S % #5E
T 5, ML17102 &RBRicBW\WT, U Y xH o
BERNCAF LT L R=Y 1 80 mg Y
w (100mg 7'V K=Y V#iE) 2G5 LT,
ML17102 #RBRIZBW T, R-FC BED T4%D
JEflCanFarxTuaAf FRN 1 B ERE
S, 27% DFERFITIE 2 B B G 1N{Thh
726
BERYO®RE ERE

Ut R BEOREITHELRE LS,
ML17102 35k @ 47% @ CLLEBNIZ T,
FEHIE R O AT PLETH D L 17%
OJER CIIAImZEE %2 2 BichyE Lz, VY

13
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X4 % CHOP WL L FHT 2856, L%
FAER OB ER R EENEHFTETH 5,
Uy o aRRIE TR ET D56 B
HIFEICHIY | BE R A ERFRNRE L E
Bl OTEWRE A2 IEH] T 5,

Zevalin® (A TV VE~=T FUudkvZ V)E
EBERT2HE

VXS BU 7 U SRRV Y A
MERIEITHY VY XYk 2RSS
5o, VxR ofEEE1L 250 mg/m2 O
HE#&E5THY, 2 HEHEED 7~9 HANIZ
1TH9. 58 2B EEEIZY Y FH% 2 250 mg/m2
LY A TNYEYT FUuxkH O
Bl 4 REFEIDINICER 5T 5, BT 7 U v D4
FERELIZHONWTIH, B 7 Y v oflihe
T T T7 5,

BE5HE

#HRN~ push X bolus TOHEEIIL 2
Z &,

VX% m AT uaA Regte b @ik
CHFRLARWGAIZ BEEarFaA NIk
LT VAT 4 r—varEEETLI L, T
L A5 47— 3 »» infusion-related
events Z 55T 2 AIREMEN Y H D, ML17102
ARERICB W T 13 EAED CLLERNIZ KT L,
KA I NAVELGRNICAT LT L F=Y 1
80mg Y & (100mg 'L F=Y U #1E) %
Beh5 L=,
ISV > XY o A REE L. 50 mg/hr
THIRNE G ZBET 5, VY03, i
DOFEATHR LD | fhOFEH LIRETZ0 L
e Z b, B S XX infusion-related
events Z i O R WHE . 30 43 50 mg/hr
T O K 400 mg/hr £ THEAFE Z BT 5,
BB S X T infusion-related events % 38
BLL72%E . EAEE A —RFRYIZEOE T 2 2
B 5 % H ik 3 %5 ( WARNINGS AND
PRECAUTIONS &), ER Pk L2,
PR L IR R 1/2 0 VA FE T 5 % ik
MTE D,

2[5/ B LIBED RS 100 mg/hr TH 5 % B 4h
TE ., ARMERH D5 AEI1TIE, 30 /22 100
mg/hr 3O K 400 mg/hr £ THEAEE %
rEFrzEnTED,
BETERDPoEEA

BHETERho AR ENIER D
Ba., T o5 EHE T XE TR,
TOBRELTEIREYT A 7 VE LK ORER R
ST ALK D, HEMEOHMICLY, %A
HhHT T Thb,

14
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B v~F
BREE

U ®H AT X A% 2 — A1, 1000 mg
DR FE 2 B THERT 5, VYoot
BEP HE1T 1000 mg TH Y . 2 BT 2
[E] B O R #EZAT O

Infusion-related reactions @ %&FL3E % i
HbL, HEEZRHRT L0, UYxH
h 30 HENICAFALTL R=Y 1 100
mg DOFRNE G Z5%E T35 (WARNINGS
AND PRECAUTIONS £ R),
RA BFEITxT 5 HIK

IR O MLBMEIZOWTIE, BERE T
DAS28-ESR2.6 (treatment to remission)
x5 LV OEBIFEMEOELZ I,
FEATIRW % 24 N CTRE 21T 9,

FEATIRIED 16 BRILIAIZ Y Y F 5 I2 &
HHREIZITD RN,
®EFHE
H 2 — X DFJEIRE: 5P AR O HESEEA
HWE %2 50 mg/hr & LT 30 w& 5L, &
D% 30 43I 50 mg/hr o, &K 400
mg/hr FCHEAREL EFHZ LN TES,
HFa—XD2[FFEE : 2 BB EHOEE,
100 mg/hr THEGZGTHZ N TE, £
D% 30 4 100 mg/hr o, K 400
mg/hr FCHEAREL EFHZ LN TES,

(]

e (de%4)

MABTHERA® (Roche Products Pty Limited)
(SCHRZE = 37)

BhHE -

BUES

ZhREZH R

FERFY NE
~ 7t I® X, TR EATDREDIR

BICHEHEND

- CD20 B5th, ARiake, BRI H ITI/IV O 5
Jodk B fMBPEIE R Pk U o3,

- CD20 Bk, FF 3 TR HTME o (KM
EFAREE B Mt IER T F Y Lo
JE

- CD20 i, QN2 Bl a4 IE =
XU URBEICRT Db FEE L& OOf
I,

18 U 2N F Il
b2ggiE & OPFRIC X % CD20 Bt

PE Y L XWE L B O TRIR

BT Y o~ F
~7tT7EA MM XY —REDOHFAT.,
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B &y 1HILL ED TNF #EHLANTER TR
BAR A0 XA BN 2 W EIE o iE @tk
ORIV U ~TF &2 HT HNEE DI
T IE, A MM —FEDOHHIC
L0, BEEEOEITEZELE D Z N X
W L VRS TWD,

Wik - &

BEBROEEHIE

~ 7 7%, ARKEENAIRETH D, v 7
t 7k, BARICRKRBOEELENEDIC
FhE TE DEBRE FIZBWT, +0 70k % Ff
DEMOFEREROL ETRET S,
BE5E
FERFY

XT | F T — V5 OB B R KO
Tz RTIVEDOHREAX I UANICK
HTVAT 4 r—varve ~7kT7&k5D
30 372 H 60 STRIICAT 9, AT A REgie
fbEE~T7 2720 L2 0EEEE. 7
naanFaf N7 VAT 4 r—v
a v EBETD,

FEZE X 13 16 SR L 1 D (B R 1T 5 S 1
FERFY

~ 7 T HANREICK T D HERE R G R
375 mg/m2 & L, 1 EIE#ARANE S % 4 [
DT,

CHOP (kLT 2 a0~ 7k
T OHELERE H-&1X. 375 mg/m2 & L., {LFHK
HEOES A 7D day 1125325 (691
7).

FIGHEE, BRI IIL/TV DA JMEFER 2 F
Y oNE

fbFEEEOERICBIT A~ 78T 0
PERy 58T 375 mg/m2 & L, {LSFHEED
A7 NO day 1 1G5 T 5, EFEARE
1. K8V A 7 #kviKd,

~ 7 713 ERE O BATRIC & 53 5,
Infusion related reactions 23 % L 7= 34 .
B RiERG E CIZEE L2 nid e bR
VY,

FEFERETE

R E AL TR N RO DN BFEIC
LT T BT OHFFEIEZITH)> Z LN T
&%, 375 mg/m?2 (KKHEFE) % 3 » HfEH
1L, EAOBEEZBRODLE T, ALK
X 2 FMfkE T 5.

OBBMEARIME B MAEFES ZF Y N
JE
CHOP WL OFHICB T A~7 v T D
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HELERE 5803 375 mg/m2 & L., {LREED
KA 70D day 1IZFIRNEES- L, &K 8
PA 7RIS,
18 U 2N F Il

XT | F T — V5 OB B R KOV
Txr b RIIVEDOHEAHX I AL
HTVAT 4 r—varvie ~7kvT7&k5D
30 372 H 60 STRIICATH ., AT A Raegie
bRk ~7 82 20 L2 nWGAIX, 7
naanFaf N7 VAT 4 r—v
a v EBETD,

b EEE O HICB T A5~ 78T 0Ht
e HEIX, 8B 1 %4 27/ TiX 375 mg/m?
Z dayl (285 L. % 2 %4 7 VLT 500
mg/m2 % dayl \Z# 535, &t 641 71
By, v~ 78I EEHZIC, LFPREZ B
BT 5,

CLL HBF (2B W T, JEEREEERED
YR ZWOT T2 10K 48 FERIATIC
oA RL—3 g v & RERA R E A
DOFHANZ L D TEIALE OBRIh % HELET 5,
CLLEFE DU /R ERE A 25X 109/ L & %
HE1L. M d infusion reactions & Y,
ELULIEY A b A U EBERE O F B R
ZRO L, BEEEZEBIELDIC, v 7
vt IoRGERICT LV F=Y v,/ 7L K=
Y1 100 mg OFFIRNES- 21T 9
TBIE T D RG B B

~ T T REBROBEIIHERE L LWV, 7

I bR L L CHERAT 28546 1k
FIEAIOREER) 72 A D 1 H ATRE T d
5o
AIEI G B 5B AR IRE O HELE AN EE 13 50
mg/h &7 %, WHEJERS infusion-related
events 233 B L 72 W56 .30 43 12 50 mg/h
F o B K 400 mg/h £ THEAFEE LT D,
TEEIE PR <2 infusion-related event A FE I L
Ted . — RIS E AR B A2 0l 5 0 % 5
ZHik4 % (Precaution 2 MR), JEIRD i E
L7z, P SE kR o 1/2 OB 53 E C
B G-z ik TE 5,
2 ALEDORY : 2 BBUMED~ 7 & T H%
Hi%, 100 mg/h THIATHZ N TE, £
D%, 30 ZyHIC 100 mg/h o, &K 400
mgh FTHEAEELZ LIFH5Z R TED,
B o~ F

XT | F T — V5 OB B R KOV
Tz RTIVEDOHREAX I VAL
HT VAT 4 r—varvk, v~ 78 I7&ED
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30 7775 60 HIICAT 9. IRRs DFEAEMHE
WO L, EEELRB ST LD/ vaa
NFaf RiZEKBAT VAT r—va v
179, ~7®78ED 30 JHIE TIZATF L
7L RF=Yuryr 100mg #HiEzE T T2

( PRECAUTIONS-Rheumatoid Arthritis
Z ),

~ 7 TIZLDIEE a2 — AL, 1000 mg
DR FE 2 B THERT S, v 787 OHESE
581X 1000 mg TH Y, 2 BEMET 2
Bl H O S EEEIT O,

~ 77 OEFETIE, BFICR LT, AR
MR NTEHEGEOA N ML XY — |
2RI 2, mAADEITMHESLL TR,

~ 7B ZREHMF, EEa T AR,
T UFEE, FEAT v A RHERIEH ., XIL8E
JWANC X DI E ke T 5.

REBTEEIME X E RIS REMM 9 5, TRAR DI
e OYERIC R Y IR EAIT D 2 LN TE
%, HRIREER Tix, #IENEEOE 1 BIH &5
D 16 BEE LN~ 78 FIC X B HiGEESE
fE U 7EFNT AV, TRIEBIRIZZERTH Y |
2 < OBRFITHATIHRZ—AD 6~12 » A
BICHBEEZZ T T, S0 BE TIT.
SRR FIRE N LB R o T2, FIREDH )
PR OVZE PO W T, IR & R T
ol

b R 2 ZHiR (HACA) 1%, ~7 &7
PIENRHE 2 — AR — O BE TRI LT,
HACA DOfFEIX. HIENEHRE 2 — A% D% 2
Bl H #5112 33 5 infusion reactions X
L7 LV — i O BRI BT 5 AT RE M
NdHb, Tz, HACA #%B L= 1 filico
W, FRFE a— AR B MRl 3R D
SN inoTle, ~ 7187 OFIGEa— R %
BT AN, v T ETIREDORRT 4 v K&
URT DT 2 AZDWTHEEICHRTT 5
ZE, BIREZITOHAIE, 16 B LV
WS TEE LTI R oW EEET D,
&2 — X DFJEIRG 5B A RE O N L
Z 50mg/h & LT 30 &G L. £ D% 30
7 50 mg/h §70, A& K 400 mg/h £ TiE
ANREZ EFHZENTED,
Ha—Ip 2 FIERES: 2 FBERSGOHE
100 mg/h THEGZGT 52N TE, £
D% 304y f#1Z 100 mg/h 9o, £ K 400 mg/h
FTCHEARELZ LIFHZENTE D,

(RS
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RRoK 5% 6
ETO
FEE B fif
FRRDL
(BRKZE 6
NETHEYE
N B4
Y SRR
Vi s A K
\ZDOWT D
F M EIC
Fxzv 7 L.
%Y [E oA
HERfl FH N
AT
%)

FoRE T oeE T mE

FALE T mE

(BRCKSE 6 70 [E T OREHERY 6 I 2

SN

BROK A4S [ T OREERENAE (EERNAICBEE T 5 &I T

K[

A RTA
g

ZhEE -
(E 713506 -
RN B E D
2 Rl & )

AL - A&
(ETHIE -
MEIZEE O &
% FL i P
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D R L7 S

fii %

R
g

hAE -« Zh R
(£ 71380 -
NI E D &
% FO kA7)
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HAEIZEED H
2 R PIT)
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D IR L7
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]

A RTA
4

EUNEREES
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HRICBIE O b
2 Al & )
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(F7=ITHE -
FAZEIZBEED B
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{INEs|
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BIRE « R
(E7=i1x%h6E -
BRI BEE D H
% L 1 FT)

Hik - H&
(F7=ITHE -
FAZEIZBEED B
% oL T)

A RKTA
D IR L7

(]

I

A RTA
g

2hee - 2R

(F7213%h

RE - 20 R B
D & % FL
)

Mk - &

(7213 H

% - & B
D& % FLHE
AT)

A RTA
> DR B
X
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=
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4

RhEE « BR

(F7213%h

E - 20 R B
D & % L
)

M- &

(F7213H

% ARic B
D& % FLHE
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X
(RS

3. HENRFITHRLENINSDRFIILHER - KEFIZHONT
(1) BWAERACHEGEAR, EWBERABRE TR D AR E L TOHREIRI

<XERDOMRRIT1E (BRSO BRI IISE) | MR A R, Uk - liEF o2 EH
1 D BE I 2 >

2011 4 6 H 17 HIZ. PubMed (http://www.ncbi.nlm.nih.gov/pubmed/) (2 & >
T, ”lymphoma” X% “rituximab” XX “maintenance”® 3 DD F—U — K& HW\TH
REAToT-, TORER, 250 MOLEMB LN, ZOF LY | AREMEE T A E B
FRMEIER % U UNEITH T K. KOT X AR O NE . KT/ T,
ROCK DAGRHFEICH WO TERBRICE L2 kA ®REL, LD 8 WMEfF7,

<A BT D ER IR R TE >

1) KPR AT W S BRI R ¥ % o U o SIBBE & 4% & L 7= CVPHRIEIC X 5
BRI AT D U Y L~ 7R IE & MR 5 % bl T B M (R 2 (L4 AR e
PR B

Hochster HS, Weller E, Gascoyne RD, et al: Maintenance rituximab after
cyclophosphamide, vincristine, and predonisone prolong progression-free survival
in advanced indolent lymphoma: Results of the randomized phase III ECOG 1496
study. . J Clin Oncol. 2009; 27:1607-1614. (SCER%E 5 11)

RIGEITHMREMEEIER U 0 U VX ERF IR L CUEMEARIEE LT CVP
WiE%E 6~8 %A 7 V1T L. ~%Z (Stable disease, SD) LA EDZhE N1 5 1L 7= iE 5
oW T, UYFv~7 375 mg/m2/[BlOi 1[5 4 A& 5% 6 » Al K4V 147
b (2 ) M0 KT HERREIERE (153 f5]) & BLAFE AR ORRE & BlEL 0 HoTHIEHR
T 5 MR BIEEE (168 ) ICIEAEZ ICBIFH T 72 (B8 311 i, (ARatk Y >/ )il 282
%))

HEFFRIEHIIZ BT 5 best response DL FER (L, MIBIEBLEIRE T%I26 L., HEFF
BRIEREIL 22% T - 7= (P =0.00006),

HERFFVERE LT IV IR B 2B IS B 2 0 3 FEEEAF(PFS)RIL, 2JEH] (68%
vs. 33%. Y — FE[HR]: 0.4, P =4.4%x1010) K OARMEY R EBRE (64% vs.
33%, HR: 0.4, P =9.2x108) OWTFHNIZHOWT S, HEFFRIERICHEEREENED
ST, 3ELAEFRIT, REH (92% vs. 86%. HR: 0.6, 95%1Z #H X [1[95% CII:
0.4-1.1, log-rank one-sided P =0.05) M OAfuthE U 3 EEE (91% vs. 86%, HR:
0.6, 95%CI: 0.3-1.2, log-rank one-sided P =0.08) ®OWFIZ>W\WTH, HEAET
RBOLNRMMoT=, L Ll b, @ESEEERFIC OV T, HERFRIEE O 3 F£47
RN EME D 72 (RIEF] P =0.03, ARtk o EBRE P =0.03, log-rank
one-sided) .,

MEFFRUE TR R BT ICRBL LA ERRIILTO LB Tho o, 4Bk
DRETE, HEEFFRIERETIX. grade 3 28 1% & grade 4 28 2%, MEIRIRELEEE CTlX grade
3N 1%HER I N7=, Grade 3 DEYIEICHOWTIHHAEE B 1% TH o7, T, HeFF
WVERECHERR ST~ grade 3 DA ERESRIT., MikEE (1%). DEEE (1%). 7L
X— (1%). REHEMN (1%)., #REE (1%). TOM GEFRRIERE 3% vs. HEIRE
BERE 4%) ThoT-,
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2) I UTRRBEHME O A rEBMlat: U o N EEE 2 xR & L7ZCHOPRIE LY >
F U~ 7+CHOPRIEIC K D WG A% DY) % o~ THEFHRIE & BB RBLEE % ik
I % AR 2 AT 5 TAR bl B PR RUBR

+ Van Ores MHJ, Klasa R, Marcus RE, et al: Rituximab maintenance improves
clinical outcome of relapsed/resistant follicular non-Hodgkin lymphoma in
patients both with and without rituximab during induction: results of a
prospective randomized phase 3 intergroup trial. Blood. 2006; 108:3295-3301.

(SRR 5 12)

+ Van Ores MHJ, Glabbeke MV, Giurgea L, et al: Rituximab maintenance
treatment of relapsed/ resistant follicular non-hodgkin’s lymphoma: long-term
outcome of the EORTC 20981 phase III randomized intergroup study. J Clin
Oncol. 2010; 28:2853-2858. (SHk#H 513)

Anthracycline S&Z3¥EH| % & F 72 WAL TFIFRIEIC L 516232 regimen LT DORE
BEAMRRMEY oS EEE (B I, V) ZCHOPEILREL U Y % v~ 7 +CHOP

(R-CHOP) BIEREICEAERIZEIMH T L, SAREARE S L CCHOPRIEZ ZNE
3 WEIZ6 YA 7 VifT Lz, R-CHOPMIERE L, VY ¥ ~7375 mg/m?2 %
CHOPEED XY A 7 VEBR R IC&R 5 Lz,

RS APEIC L 5288 (CR+PR) %, EIZHERFRIERE & MR B 23 i |2
BB T U, #MERPRIEREICIEZ, VY ¥~ 7375 mg/m2/[El & 3% HMIZ1E,
K8lal (24EF]) 5 L=, 7B, MEFFEIEEITTICHE -FRLEGAIE. T O
TG EZHR I LT, B8 ANBREIZ465 #] (CHOPHEE 23141, R-CHOP#E 23411)
DN, HEFFRRIEBR PRI 3340 (HEFFRIERE 16761, MIGEBIZRE 16761) B SH
7=

BB ANB RIS A PUEE R X, R-CHOPRENCHOPHEE L W A TV,

TR E PR iE% DA

CHOP/#%7%(n=231) R-CHOP#%1£(n=234)
seHfiE (CR) 15.6% 29.5%*
— 72.3% 85.1%*
w4y E g (PR) 56.7% 155.6
% (NR) 10.4% 5.6%
HE (PD) 9.5% 2.6%
—_ FME/Z O 0.9% 0.4%
JlEE 455 5E 6.9% 6.4%

* P<0.0001 (Mantel-Haenszel test; {& A1t &)

HEFFIBRVE B IC W T B R A 10 R P S AE 28 HE R R VB BE B~ D I A (LT &
DL L T33.3% AW ORI F 13, HEFFRIEREN IR L 0 &, iy
M (PFS) (51.5% A vs.14.9% A, HR 0.40, P<0.001) K O'3FEAELFHR (85%
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vs. 77%, HR 0.52, P=0.011) IZBWTHEIZENL T,
F7o. BERGRAESE P RENRCERSORBRIZIUTOLEEY Tho T2,

BEYRIRBLEEE | HERFIRIEHE AEERE
(n=167) (n=167) (Log-rank test)
P<0.001, log-rank
Py s
i 1] 1.3 4 3.7 HR: 0.55
73l A — R
TAFE AT 1.2 4 44 4 P ' 0.003, log-rank
I 43 BE A 7 CRAI HR: 0.48
Aw N 77 3 N -
R (PFS) FFE AT 1.3 4 3.4 4 P<p.001, log-rank
iy PRI HR: 0.58
CHOPIZ X % 1 4 3.1 4 P<0.001, log-rank
EN YN ‘ HR: 0.37
R-CHOPIZ & P=0.043, log-rank
sumsg | 0T 4% HR: 0.69
P=0.07, log-rank
BIE G O BT 64.7% 74.3% HR: 0.70
(95%CI 0.48-1.03)

HERFRIEIC L APFSOBF BERIEENRO NI H DD SEAFR TITAEZITR
DO oTz, TOEBE LT, MERFRE T EREBI WM LA ICHR - 5
DHERINTIEFICH LT, ZRENORETEE I N A X—VEIEOREOH
EICERKT D Z ERRBINT,

R-CHOP #iERE L CHOP WIEREIC X 2 B NIRIEO R EMEICAEZIT ) o
o o —J7. MEFFRIEHIMICI W T, MEFFRIERETIT. ﬁ%ﬁé%ﬁ‘f%ﬂféﬁi; Y Hgrade 3
~AD I HERBAE (11.5% vs. 6.0%) OFRIENAFEICH . grade 3~4 DJEYIE

(9.7% vs. 2.4%, P=0.01) OFRBRICPFE L TWDLZ nNEBZXZ LN, VY X~
THEFFRIEICEE L2 TR S e o T2,

3) mIEGED AR B Ml AT ) v REREENSRE LYY XU T
+CHOP like WIEIZ X D EMBEANBZ DY Y F v~ THEFFRRIERE & BIRRBIERE O
1B 2 Al 55 TUAR bR g PR RUBR

Salles G, Seymour JF, Offner F, et al. Rituximab maintenance for 2 years in
patients with high tumour burden follicular lymphoma responding to rituximab
plus chemotherapy (PRIMA): a phase 3, randomized controlled trial. Lancet 2011;
377:42-51. (SLHRFE 5 14)

RIGEITHMREMEEIER U > U VX ERE (1,217 #]) 1ZxF LT, HARE AR
EELTUYHRT~<~7 (R)+CVP (R-CVP) ik 8 V1 7 /L, R-CHOP %L 6 ¥4
JERBAI2 A7, XIEZRFCMELEE 66 A7 /vE REA 2V A7 Vi
T, Mo EfE (PR) UL EOENE LN TIEFIZHONT, VY F T~ 7 375 mg/m?/
ml% 2 5 AEICHRK 12 A 70 (2 4E1]) B0 T HERFRIERE (505 ﬁJ) L. HEF
A% ORRIE B DO R TIB T 2 BIRREBIERE (513 61) ICHE/ERISEIAT T 72,

HEELE DT SN2 TOREITHONT, Yﬁfg?ﬁ@ﬂﬁﬁ?ﬁ!%TE L < Tk Ik
DHEE L7 2010 4E 1 A 15 A EORBEENAE SN,

HEFFRIERE U IR BI B ~OF 0 A0 05 OB JefE 36 » A RS (W

SyPLEEDH 80-42  A) ICBW T, TNEFNDORED 34 PFS R MEEFIRIEREN 74.9%

(95%CI 70.9-78.9%) . HEIRRBLERREN 57.6% (95%CI 53.2-62.0%) . /¥ — KHIE
0.55 (95%CI10.44-0.68) TH v, MEFFRIEHET3HEPFSEOFEREENRE O b
7= (P<0.0001), ¥ 7 7 —7f@irickB T, Eii, M5, FLIPI, R-CHOP 12 k%
AR AR, E AR ARIER TREO RO WTRICB W TH, MERFRIEIC L b
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4)

DY AT R E iz,
FHIKFIZ X0 FHAE ST Cox regression (2K D EEBMITICE VT, #HFEE
(HR 0.55 [95%CI 0.44-0.68], P<0.0001). 60 L. (HR 0.68 [95%CI 0.54-0.86],
P=0.0013) . # % (HR 0.76 [95%CI 0.62-0.94], P=0.013). FLIPI & % = 7
(P<0.0001), R-CHOP & * R-FCM |2 & % s figi& A (HR 0.39 [95%CI 0.17-0.89],
P=0.0029) 7. PFS OIERIZKIETT M LN+ & LTRSS,

T, Hi Y U RERBREBEBT S OB (HR 0.60 [95%CI 0.47-0.76],
P<0.0001) ., Hri=7efbFW#EE2BMT 5 OB (HR 0.62 [95%CI 0.47-0.81],
P=0.0004). EFS (HR 0.59 [95%CI0.48-0.72]) 12>\ T%, MEEREHE CTHE RN
ENRBDO LN, ok, 2EATFHMIC S VW ToOREZIMRE I TW22Yyy (HR 0.87
[95%CI 0.51-1.47], P=0.60),

MEFFIEIERE THED CRu 2 & T CR 2L HERFEIERED 71.5% (95%C1 67.3-75.4%) |
MEVEPRBLEEEN 52.2% (95%CI 47.8-56.6%) TH VD . T D7 (HEE) 1E 18.0% (95%CI
12.3-28.6%, P=0.0001) Tk o7z, FMEE ALK TR PR 725 7283 5% CR/CRu (T
U L7 BIA L, MEFFRIEREDY 52%., MEVRIRBIEHED 30% ThHh Y, 20 (HE)
1% 22.2% (95%CI 11.2-33.3%, P=0.0001) T& - 7=,

1,009 Bl DWW TR EMEDOFM AT LIV, AFH FRORBBFRITHERFFIERED 56%,
HEJR B 3T% CTh o 7= (U 27t 1.51 [95%CI 1.32-1.73], P<0.0001), T72H
EHGRT grade 2 75 grade 4 DFEYIE (HEFRFRIERE 39%., MEIRREEIEHE 24%, U X
7t 1.62 [95%CI 1.35-1.96], P<0.0001) T®H V., EREIUEITRE LK, E5IERK
YiE, Rl EmEd . JRIEREYYE, RWHEER Th 72, Grade 3 X grade 4 D FEFHR
D HEFFRRIERED 24%., HEIREBIEED 1T% B O 5N (U A7 1.46 [95%CI
1.14-1.87], P=0.0026) ., HMEFFHIERED 19 5 (4%) ., HIREBEH DO 8 F4 (2%)
2L, BBz (VA7 2.41 [95%CI 1.06-5.45], P=0.029),

A L AL E ST TR 0y o T2 HERRIRIERE D 1 3125, HERFR AW iz B
SE BRUBTR ZFHE U CHET L., HEFFRIE & OBIEMED T2 5B H 0 | & HE ST,
Tz, VU NEFRETOELT & LT, MofEE GERPRIERE 1 6], ERRESE
3B, M, Pk OREARHOZEIRIE (T b MERRIERES 1 6]) %2R abto
F 7o HERFRRIERE R OMEIRIRBIERTE DK 1 BIs, U oI % K ONRIRKE T#I1C
1TVEZ B B NE & 580 L 7=,

2 M DO MEFFRIEM TR OISR B E WM& TREO MG RE 7 v 7 ) VMEICA E
REIX o T,

QOL {22\ T, FACT-G total scores % T* EORTC QLQ-C30 global health scores
DFEEIZIB VT, MERFRILRE & BB IRBI SR CA B R 2l o T,

I SUTTR RIS O A R EBMIIaE U o S EST~ > RVl U BB & x5
& LIEFCMEEIT Y Y F v~ 7+FCM (R-FCM) RIEIC XD FHMEAEZDO Y Y *
T~ T HERRIRIE & IR RBLES 2 LUl 2 MR A 2 Al 5 TIURR FL g g R RAUBR

Forstpointner R, Unterhalt M, Dreyling M, et al: Maintenance therapy with
rituximab leads to a significant prolongation of response duration after salvage
therapy with a combination of rituximab, fludarabine, cyclophosphamide, and
mitoxantrone (R-FCM) in patients with recurring and refractory follicular and
mantle cell lymphoma: results of a prospective randomized study of the German
Low Grade Lymphoma Study Group (GLSG). Blood. 2006; 108:4003-4008. (SCHk%
+515)

R UTBEESMEOEITE AR Y VN E X T~ > bV Y > E RS 31961
% FCM (fludarabine, cyclophosphamlde M O mitoxantrone) XTIV Y ¥~
7+FCM (R-FCM) REIZHE/ES I @ﬁ‘ . EREARIEE L TRIREE4Y A T L
fifT L7z, e (CR) X IEfE (PR) D3 ONTIER 2, HIZ, HERFR
IERE & IR B IR S DH . HERRRRIEREICIZY Y ¥ v~ 7375 mg/m?2/
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5)

6)

Bl OME 1EI4[F 52 GRS ARIER T35 HE K95 A#%ICE R LT,

R E AIE~OEFIE, RRECMBEIEREDLFCMEEREL VENS Z MBI L2
Re (147618 8k R) Tk L, 2R UBRIT2FICR-FCMBEIE A HifT L7z, 2 AT
RESAE 117661 (R-FCMBRIAIS & 2 TR EABI13861) DRl T, MERFIRIERE DR
f] (response duration, RD) X RABICEE L TW ey, SRR O 224 )
#] (RD) " JefEiX17» H TheE L7z (P<0.001),

MEFFREIE O ATEIM i, VYo~ 7ICEELZAEFSR (BEH) 1%, 8%DIE
BHUCBE SN TEBY, Z0IFEASITRMAE L IFHHEECThHoT, EERT L X
— RS ZFBL LI 1B DWW TE, MEFRES BRI R Ik ST,

BETRRAREE EBAAMEIE R O F o U U NEBE AR L Lt U Y& U~ T HERpR A
EHERFFIBIR A i 5 T & GBS TIFA L il R 5Bk

Hainsworth JD, Litchy S, Shaffer DW, Lackey VL, Grimaldi M, and Greco FA:
Maximizing therapeutic benefit of rituximab: maintenance therapy versus
re-treatment at progression in patients with indolent non-Hodgkin’s lymphoma—a
randomized phase II trial of the Minnie Pearl Cancer Research Network. J Clin
Oncol. 2005; 23:1088-1095. (SCHkE 5 16)

BERROREME B filatkdER o ) VUoREERE 114 flz iz Yo~
375 mg/m2/[A] & 1 7] 4 BRI SEEE L, AZ (SD) LLEDOENE Sz 90 il % |
U o~ THEERRIERE (VY Xy~ 7 37hmg/m2/[a], # 1 (0] 4 BESHEEE 6 »
ATV IRY) & U YR~ T HIRERE (FREICY Y% ~7 375mg/m2/[A] % i
1[E] 4 HREAHEERET D) O 2 BICEELLE 1T L, BEEAGFYR (PFS) &
U)/#/v7wﬁﬁf%éﬁﬁ(WW@J/#/V7&55#%E%LTmﬁﬁm
DOBITNNLEL D £ TOHM) &%z,

114 61D 55 90 B (79%) 73 SD LL EDOFFE AR L, BAELA({LEIf S iz, PFS X
MERFRIETEO TR FIREREIC R L TR (B1.3 5 A vs. 7.4 » A, P=0.007), &%
R PR EMRGHEFIRIERETE N>, VYR~ T RAEETH H MM, W
HFERETHY (31.3 v H vs. 274 5 H., P=0.94), 3ELAEHFRLFRBRETHH- -
(72% vs. 68%)

ZAEVEICBE LI mBE I 21T e o T,

At B MfatER o ) ONEBREE MR L LY YR U I L DS A
‘DY Y F v~ T HERFRIERE & BB IR B OO JEE 2 A1 5 AR PR i R R FBR

* Ghielmini M, Schmitz SFH, Cogliatti SB, Pichert G, Hummerjohann J, Waltzer
U, et al: Prolonged treatment with rituximab in patients with follicular
lymphoma significantly increase event-free survival and response duration
compared with the standard weekly x 4 schedule. Blood. 2004; 103:4416-4423.

(LR 5 17)

+ Martinell G, Schmitz SFH, Utiger U, et al: Long-term follow-up of patients with

follicular lymphoma receiving single-agent rituximab at two different schedule
in trial SAKK 35/98. J Clin Oncol. 2010; 28:4480-4484. (CHk&E % 18)

%ﬁﬁﬁﬁ%%ﬁ@é@ﬁ)/ﬂﬁ$%%ﬂ%kbf )/%y773%mywml
W 1Bl 4 BEEES L2k, 22EM (CR). WoEM (PR) XX A% (SD) 2345
A= ER] (n=151) %ﬁf&%f&{ﬂi&ﬁﬂﬁ%ﬁ,ﬁi CIEVEAACEI D A L, HERRERIE
BTV Yo ~7 375 mg/m2/[Bl % 2 5 A2 4B E LT,

BEMF R JE 9.5 A OBIEWIM N 5 FLL DK ST W T, HEFFRE
FEDME A X NAETEHI T (event free survival, EFS) T JufiiX 24 » A TH 0 | HEIBEE
28 (13 v A) kv bENALTWE (P <0.001), EBFEBEETA NV MR SN
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TWRVWEF OEIE X, 54T 13%, 84FETHE%N TH o7, HEFFEIERETIT, b HEK
W8FE L BIZ2T% Th o7, F7o, HIGEBIERED 46%, MEFFRIERED 32% TR LT N
RS, "YP— FEHiX0.63 (95%CI 0.37-1.06) THo7=2, AEETRO LA
Motz (P =0.0813),

MERRFRE AT R OV R B I O EE 2 F EH L., BIRRBLIEEIC 4 61,
HEFFIIEREIC 9 B E STz, 2 OWNRIE., BIREBIERE . EIEEEN 2 f], g
JER 1], ==2—m /o= 161Th Y, MEFFRIER CIX, EMEERES 2 6], BYE
226, FTAOHED 2 B, MiBEEN 16, BEREREN 1FTH-o7= (96H 14
WZOoWTIX, BFEOHEFLAOFLIN RN oT2),

TWRIEE OB OW TR A Thiu, 151 Bl 23 il (15%) & R NEIE S e 3R
NN, ZOBESIIEFHRIERERE 2GS L LImoRBREFEFETH -2, K
FESS OWERIX, RN AD 6 B, B BIERIERERED 5 6], EESAN8HITHY |
MERFIIERE & IR BIEHE TR X2 0o 72,

< HARIZB T D R >
HEAE 2 b ik BR . SE BN AR ABR S (TR 2 AR ITHRIT . RAUBRETRE R O A 1T 720,
L2xL., 2006 5 68 [0l H R 723, 55 48 [0l H AR MR P& Rk Ic T, Bl
=R R R P M R AR BRI NEE O R &3 ARE Y X EIZx T 5 U Y F U~ T
FREICE L THE LTS (B BRI, 2006;47:1122) (SCHRFE 5 38).
1) e Y v EICx T 5 U Y & v~ THERTE (Rituximab maintenance therapy in
follicular lymphoma)
o & E—HS, A FRE. BB RS, AR FHL AR . R B
A . A B, miE &R (BWEERKRY EFH MmiEFER B R
RN ER)
[B] VYo~ 703, RIGEEITHNERE Y > I 2 5 E A O 03 A
ELTCOMAMNEMNL Lz, — ., BKTIZY Yo ~T7 % AW RiEiEof At
MWL DOhHE SN TW5 (Hainsworth, J Clin Oncol 20:4261,2002), AR T
I, AIZBT DY Y X~ THFFRIEOZ 2R N AEZREET 5,
(RG] PIEA#E LC, U Y Xy~ 37omg/m2 % 1 #%E 4 WK ET 5,
LIt 6 # HfEIZY Y X ~7 37omg/m2 % 1w 4 @K G2 134142710 1LT4
YA 7 YRS (BF5 Rl 24M), (AL, EEENEL TEARARD PRI SLDIE
%l (FLIPI:High) (Zxf L. CHOP ¥ % 2 o2 — A T7H 595,
[FES] 11 BB S L7z, I LL EA 8 #], Bulky disease I 3 il TdH -7,
FLIPI T High risk (249 % 5 fllcxf L CHOP L& 17 5 L1z, FIEHRE
KTHRORENEIT81.8% TH 7=, (CR4%], PR5 I, SD 2 %], PD O i), #HefF
WIEBRAA: Tl CR7#], PRO%I, SD1#], PD2#IT&H -7, Grade 3 LA LD
AEFELRIT, 20 O4F KB, 1 HIOKIMERE THh > 72,
[B 2] F4ELL BT TRERIZ CR 72 T2IERI N H 0 | HEFRRIEIZ A B 125 K9
RBWMTHDEEZONTZ, KFERIZBWT, FHBIEHM 2 FRETD 0SB X
W PFS #5725, 5. KU o\ JlRFZE2 (OLSG) IC3 W THM & £ i i i
KR ZFE L Cnd (B, £20%, KIRY A EF%ES (OLSG) BV THT
M & ek ERRGER DS HEIT L TV D0 E D T oI, EBIEL TWHiRWn,),

(2) Peer-reviewed journal iR, A% « 7T F U T ZAEDOHRE KDL

1) ARty o AN EEFEICKT DU Y X~ THERRIE

Vidal L, Gafter-Gvili A, Leibovici L, Shpilberg O. Rituximab as maintenance therapy
for patients with follicular lymphoma. Cochrane Database of Systematic Reviews
2009, Issue 2. Art. No.: CD006552. DOI: 10.1002/14651858.CD006552.pub2. (CikE
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2)

3)

W5 39)

ARV v NEEE ORAEFYIRICKT 5 U Y X o~ THERRRIE O R 2 M3
% 7= % . Cochrane Central Register of Controlled Trials (CENTRAL) (7he
Cochrane Library 2007, Issue 2), PubMed (June 2007). EMBASE (June 2007).
LILACS (June 200N 2 B MICHRE L, UV Y ¥ o~ T HERRRIE & IR BLEE. 7
FERFO IR LY Y F 2~ 7 LA O MEFF R L 2 bl U 72 B R aBR 2 3 R L 7=,

FEF2NT OPEBN G IR O G E 2 3l L, F72BIR LR T — 4
EHIH L CZOF M AT >7-, ~"¥— Rt (HR) XU 227tk (RR) %, 95%f5 48
XM (95%CI) & & bz, BEREET L (fixed-effect model) % F v CTEEAM A& OV
AL,

RN B 1,066 2 Bk L 7250 DERIKFRER 2 I\ TRkl 217 - 72, EAFHIR I B
T 2R T4 > DR (8ISHNZ W TiTo 72, VY F v~ THRFRIEEZIT- T2
BE TR, EREBER L L T, AEICRERAFENMAS L7 (HR 0.53,
95% CI 0.38-0.73),

Grade M/ IVOHFEHFELIZHOWNT, 20DEKRABTCHENRHY, VU YXFI < T
HMEFFIRIERE TR o 72 (RR 1.52, 95%CI 1.00-2.30), HFi2. U Y & v~ FHERFIE
FEOBEIZEWT, BIIEICHEST 2/ EFFL1 L < (RR 1.99, 95%CI 1.21-3.27),
Z DML, EEREIVECRE LELEICL VI TH -7 (RR 2.90, 95%CI
1.24-6.76), EYIEDONEFIZOWVWTIE, — O OEKRBR TN H V. EICH, &,
MEDEYE ToH VD . grade M/ IVOEGIEIZIB W TIX, 2ENAREZSLE L LT,

AHRAPEY L NEBEIIKT DY Y R U~ THERFRIEIZ B T D BAE R LR RUER (B
THRM L Ea—LAX - TF YA

Vidal L, Gafter-Gvili A, Leibovici L, et al. Rituximab maintenance for the
treatment of patients with follicular lymphoma: Systematic review and
meta-analysis of randomized trials. J Natl Cancer Inst. 2009; 101:248-255. (=Ciik
* 5 19)

EAEFPIR ZREIC, AREY CREREFICKHT LY Y X THERFRIEO R &
#3572 % Cochrane Library 507 — % Z W\ T VU Y % o~ THERFRIE & Y5
P ZEE ST R PR IR R & D R 21T o To AR B L HGABRIZ DWW TR L
Ea—FKORAH - TFH IV RAEIToT2,

5 DDA R AE 2RI L, ARrE Y B 985 BiliC > W TR 21T - 72,

U X~ THEFFROIERE 0 Y (R )OI R R ) ICth~, AR
WCRAEFHIM AR Lz GETICR4 5% — R 0.60, 95%CI: 0.45-0.79), £ 72,
I I RERPERE ICB W T GETIZx 3 5 % — R 0.58, 95%CI: 0.42-0.79) .
RIGEEF Ll L GETIC T 5 % — R 0.68,95%CI: 0.37-1.25), U >V ¥ v
~ THEFRIERIEIC X 0 AW NERE T A NFEO b,

JEYYEIZR DB EFL OB O W T, MFPREETE WERm Z 1~ L (relative
risk: 1.99, 95%CI: 1.21-3.27). grade 3 & (M grade 4 DERIZOWNTIE LY EHW
v T o 7= (relative risk: 2.90, 95%CI: 1.24-6.76),

MY CNEERE IS T D U Y R U~ THERHRIEIC XD RYYERBUCE T 5 R A
LEa—&XAX - TTF U TR

Aksoy S, Dizdar O, Hayran M, et al. Infectious complications of rituximab in
patients with lymphoma during maintenance therapy: a systematic review and
meta-analysis. Leukemia & Lymphoma. 2009; 50:357-365. (k& 5 40)

ARAPEY N, = FVHIIE Y SR OV ONE ME IR B AR U SR R
BT 2V YR~ THEFRIEZMREI LI 5 DOIAEXLILEGBRICOVWTT —
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JVIENT 2 FEhE L7 B, U Y o~ THERFEIERE (528 ) TliX., MR BIERE (532
F) (CEREE L. JEYE (8.1% vs. 3.9%, P =0.004) ORIANAEICELS DI EN
Wb,

F72.5 OOBIEAHETABRD 9 B D 4 SOREEBRIZHOW T T — VRN 24T - 725
B, VY XU~ THEERRIERE (494 B)) Tl MIREBIERE (505 1)) 2kl L, A
RERISAIE (13.4% vs. 6.3%, P<0.001) ORBENEEICEL RD I ENBEOHNT-,

B, WTNOEELERBRICBW TS, REEELIIRD 2o T,

5 ODEEIEAACLRBRICOWT A S « T F VU U RAETH MR, VYo~ Tl
B 30 B EYLIE M O P ERIBAIE D 77— L ST FERT Y 2 7 01%, T, ik
JiE 2.8 (95% CI: 1.3-6.2, P=0.010), 4fFEKWBADIE 2.4 (95% CI: 1.5-3.9, P<0.001)
TH-oT=,

(3) BREFE~DEER R L L TORLHEARD

1)

2)

<M BT D HBREE>

CECIL MEDICINE 234 Edition (2007). (i 5 41)
Chapter 196 Non-Hodgkin’s Lymphoma, Follicular Lymphoma, Treatment,
Advanced Disease.
<>

The median duration of response is approximately 1 to 2 years for patients who
receive no more therapy, but response can be extended with ongoing
administration of rituximab once every 2 months or with the initial four doses

repeated every 6 months.

Salvage Therapy
<IkRE>

Approximately 50 to 60% of patients with relapsed follicular lymphoma
respond to rituximab, and maintenance therapy prolongs remission in responding

patients; however, fewer than 10% attain a complete response.

CANCER, Principles & Practice of Oncology, 8th Edition (2008).
Chapter 51.2 Lymphomas, Biologic Therapy. (SCik%E 75 42)
<IkRE>

Hainsworth et al.137 have also used rituximab (375mg/m? intravenous per week
for 4 consecutive weeks) as initial therapy in patients with indolent lymphoma.
Patients who did not progress received an additional 4-week course of rituximab
every 6 months for 2 years. In 62 chemotherapy-naive patients, most of whom had
stage III or IV disease, overall response rates at 6 weeks and maximum response
were 47% and 73%, with 7% and 37% complete remissions, respectively. At a
median follow-up of 30 months, median PFS was 34 months.

An important study from the Swiss Group for Clinical Cancer Group (SAKK),

including both newly diagnosed and previously treated rituximab-naive patients,
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randomized patients to standard rituximab (weekly in four doses) versus
prolonged rituximab (single infusion every 2 months for four doses after standard
rituximab) and demonstrated a significant failure-free survival benefit to the
prolonged administration strategy.'® In the newly diagnosed setting, the optimal
schedule and duration of rituximab therapy is unknown.1%9 Ongoing clinical
trials, particularly the RESORT trial through the ECOG group, which
randomizes patients with de novo follicular lymphoma to prolonged
administration of rituximab on a schedule (every 3 months) versus rituximab
retreatment at disease progression, will determine optimal timing of

maintenance and whether a survival benefit is present with these approaches.

157 Hainsworth JD, Litchy S, Burris HA 3rd, et al.Rituximab as first-line and maintenance
therapy for patients with indolent non-hodgkin's lymphoma. J Clin Oncol. 2002;
20(20):4261-4267. (SCHkE 75 43)

158 Ghielmini M, Schmitz SF, Cogliatti SB, et al. Prolonged treatment with rituximab in
patients with follicular lymphoma significantly increases event-free survival and
response duration compared with the standard weekly x 4 schedule. Blood. 2004;
103(12):4416-4423. (k&5 17)

159 Ghielmini M. Multimodality therapies and optimal schedule of antibodies: rituximab in
lymphoma as an example. Hematology Am Soc Hematol Educ Program. 2005:321-328.

(SCHRE 75 44)

Chapter 51.2 Lymphomas, REMISSION MAINTENANCE: ROLE OF
RITUXIMAB. (CHk#E 5 45)

As previously mentioned, rituximab administration on an “extended schedule”
or as maintenance has prolonged PFS as compared with standard rituximab
administered weekly in four doses. There is no evidence of a survival benefit to
extended schedules of rituximab compared with rituximab retreatment at time of
disease progression,!7! and this is the subject of an ongoing U.S. clinical trial
conducted by Eastern Cooperative Oncology Group. Rituximab maintenance after
chemotherapy alone provides significant benefit as far as PFS and borderline OS
benefit. However, as all patients should now be treated with R-chemotherapy,
this is of historical interest. There is currently no published data in the de novo
setting on the role of rituximab maintenance following R-chemotherapy. The
European PRIMA study asks this question in a randomized trial design. Until the
results of this trial are final, we do not recommend routine maintenance
rituximab after R-chemotherapy for de novo disease.

There are two studies that suggest a benefit to rituximab maintenance after

R-chemotherapy in the relapsed setting. These trials included rituximab-naive

29



PR 5 11-268.2

patients, so they again may be of historical interest. Forstpointner et al.172
randomized patients to rituximab maintenance versus observation following
R-FCM chemotherapy. The response duration was significantly prolonged by
R-maintenance after R-FCM. Van Oers et al.173 initially randomized patients
with relapsed follicular lymphoma to CHOP versus R-CHOP, and then performed
a secondary randomization in responding patients to rituximab maintenance
versus observation. Improved PFS was found utilizing maintenance therapy both
after induction with CHOP and R-CHOP. R-maintenance also improved OS from
second randomization: 85% at 3 years versus 77% with observation. The survival
benefit is only of borderline significance in patients who were treated with
R-CHOP. Thus, R-maintenance may be considered following R-chemotherapy in
the relapsed setting, but further follow-up of these and other studies is needed to

definitively confirm the impact of this approach on survival.

171 Hainsworth JD, Litchy S, Shaffer DW, et al. Maximizing therapeutic benefit of
rituximab: maintenance therapy versus re-treatment at progression in patients with
indolent non-Hodgkin's lymphoma--a randomized phase II trial of the Minnie Pearl
Cancer Research Network. J Clin Oncol. 2005; 23(6):1088-95. (L% 5 16)

172 Forstpointner R, Unterhalt M, Dreyling M, et al. Maintenance therapy with rituximab
leads to a significant prolongation of response duration after salvage therapy with a
combination of rituximab, fludarabine, cyclophosphamide, and mitoxantrone (R-FCM)
in patients with recurring and refractory follicular and mantle cell lymphomas: Results
of a prospective randomized study of the German Low Grade Lymphoma Study Group
(GLSG). Blood. 2006; 108(13):4003-4008. (3L#kE = 15)

173 van Oers MH, Klasa R, Marcus RE, et al. Rituximab maintenance improves clinical
outcome of relapsed/resistant follicular non-Hodgkin lymphoma in patients both with

and without rituximab during induction: results of a prospective randomized phase 3

intergroup trial. Blood. 2006; 108(10):3295-301. (XHkE 5 12)

3 ) Wintrobe’s Clinical Hematology 12th Edition (2008).

Part VII Hematologic Malignancies, Section 1 General Aspects, Chapter 74
Immunotherapy. (SCHRE 5 46)
<IRE>

Rituximab has been used in the first-line treatment of patients with low-grade
lymphoma, both as monotherapy and in combination with chemotherapy.
Hainsworth (120) reported the results of rituximab as monotherapy in 39
previously untreated patients. Patients received rituximab x4 at the usual dose

and schedule. Respponse was evaluated at week 6. At that time, 54% of patients

were noted to be responding. Patients who had responded or who had stable
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disease were treated with an additional four weekly treatments of rituximab at
6-month intervals to a maximum of four treatment cycles. The ORR rose to 72%
after the second course of treatment. Progression-free survival at 1 year was
77%.

120 Hainsworth JD. Rituximab as first-line systemic therapy for patients with low-grade

lymphoma. Semin Oncol. 2000; 27(6 Suppl 12):25-29. (LHRE 5 47)

<IkRE>

Maintenance rituximab has also been found to prolong event-free survival and
response duration in follicular lymphoma (125). In subsequent ongoing
randomized phase III studies (126,127), rituximab maintenance regimen
provided significant progression-free survival (PFS) and overall survival (OS) at
3-year and 4 year follow-up assessment in both previously treated (126) and
untreated (127) patients with follicular NHL, compared with no further

treatment.

125 Ghielmini M, Schmitz SF, Cogliatti SB, et al. Prolonged treatment with rituximab in
patients with follicular lymphoma significantly increases event-free survival and
response duration compared with the standard weekly x 4 schedule. Blood. 2004;
103(12):4416-4423. (k&5 17)

126 van oers MH, Van Glabbeke M, Teodorovic I, et al. Chimeric anti-CD20 monoclonal
antibody (rituximab; mabthera) in remission induction and maintenance treatment of
relapsed/resistant follicular non-Hodgkin’s lymphoma: final analysis of a phase III
randomized intergroup clinical trial. Blood (ASH Annual Meeting Abstracts). 2005;
106: abstract 353. (SCHKFE 5 48)

127 Hochster HS, Weller E, Gascoyne RD, et al. Maintenance rituximab after CVP results
in superior clinical outcome in advanced follicular lymphoma(FL): results of the
E1496 phase II trial from the Eastern Cooperative Oncology Group and the Cancer
and Leukemia Group B. Blood(ASH Annual Meeting Abstracts). 2005; 106:abstract
349. (LR 77 49)

Part VII Hematologic Malignancies, Section 4 Lymphoproliferative Disorders,
Chapter 91 Non-Hodgkin Lymphoma in Adults, Immunotherapy. (3Ci#kE 5 50)
<>

Maintenance trials after rituximab induction have improved PFS, particularly
chemotherapy-naive patients (36 months vs. 19, p =0.009)(341). Although the

majority of studies have not shown improved OS with rituximab maintenance,

two randomized trials indicate improved OS after chemotherapy(376, 377). A
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survival advantage for rituximab maintenance was observed in
relapsed/refractory FL following CHOP or R-CHOP induction (378). The role of
rituximab maintenance following rituximab or R-chemo induction in front-line
therapy of indolent lymphoma is now being addressed in ongoing clinical trials in
North America and Europe.

341 Ghielmini M, Schmitz SF, Cogliatti SB, et al. Prolonged treatment with rituximab in
patients with follicular lymphoma significantly increases event-free survival and
response duration compared with the standard weekly x 4 schedule. Blood. 2004;
103(12):4416-4423. (k&5 17)

376 van Oers MHJ, van Glabbeke M, Teodorovic I, et al. Chimeric Anti-CD20 Monoclonal
Antibody (Rituximab;Mabthera) in Remission Induction and Maintenance Treatment
of Relapsed/Resistant Follicular Non-Hodgkin’s Lymphoma: Final Analysis of a Phase
III Randomized Intergroup Clinical Trial. Blood (ASH Annual Meeting Abstracts).
2005; 106:abstract 353. (k5 48)

377 Hochster HS, Weller E, Gascoyne RD, et al. Maintenance Rituximab after CVP Results
in Superior Clinical Outcome in Advanced Follicular Lymphoma (FL): Results of the
E1496 Phase III Trial from the Eastern Cooperative Oncology Group and the Cancer
and Leukemia Group B. Blood(ASH Annual Meeting Abstracts). 2005; 106:abstract
349. (SCHkE 7 49)

378 van Oers MH, Klasa R, Marcus RE, et al. Rituximab maintenance improves clinical
outcome of relapsed/resistant follicular non-Hodgkin lymphoma in patients both with
and without rituximab during induction: results of a prospective randomized phase 3

intergroup trial. Blood. 2006; 108(10):3295-301. (L H#k&E 5 12)

4 ) Holland Frei Cancer Medicine 8th Edition (2009). (LA = 51)

Chapter 56 Monoclonal Serotherapy, Rituximab.
<>

Maintenance therapy with rituxin (rituximab) has prolonged progression-free
survival in four randomized trials, but overall survival has been extended in
some but not all studies.20 As 40% of patients will experience long-lasting
remissions after retreatment with rituxin (rituximab) at relapse, an Eastern
Cooperative Oncology Group Trial is underway to compare maintenance therapy
with rituximab until relapse with retreatment at relapse in patients with

follicular lymphoma.20

20 Cheson BD, Leonard JP. Monoclonal antibody therapy for B-cell non-Hodgkin's
lymphoma. N Engl J Med. 2008; 359(6):613-26. (k& 5 52)

5) Williams Hematology 8th Edition (2010).
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PART XI: Malignant Lymphoid Diseases, Chapter 101:Follicular Lymphoma,
MONOCLONAL ANTIBODY THERAPY. (k& = 53)
<>

Extended courses of rituximab or “rituximab maintenance” therapy have
become popular. Various schedules are employed, including administration of
four doses of 3756mg/m?2 every 6 months for 2 years, one dose every 3 months for
2years, or one dose every 2 months for four doses.3336 In one study, 38 patients
with FL received rituximab as initial and maintenance therapy, experiencing an
overall response rate of 76 percent, with a complete response rate of 37 percent

and a median progression-free survival of 34 months.37

33 Hainsworth JD. Rituximab as first-line and maintenance therapy for patients with
indolent non-Hodgkin's lymphoma: interim follow-up of a multicenter phase II trial.
Semin Oncol. 2002; 29(1 Suppl 2):25-29. (SCHkF 5 47)

34 Hainsworth JD. First-line and maintenance treatment with rituximab for patients with
indolent non-Hodgkin's lymphoma. Semin Oncol. 2003; 30(1 Suppl 2):9-15. (XHkE =5
54)

35 Ghielmini M, Schmitz SF, Cogliatti S, et al. Effect of single-agent rituximab given at
the standard schedule or as prolonged treatment in patients with mantle cell
lymphoma: a study of the Swiss Group for Clinical Cancer Research (SAKK). J Clin
Oncol. 2005; 23(4):705-11. (LHk&E 5 55)

36 van Oers MH, Klasa R, Marcus RE, et al. Rituximab maintenance improves clinical
outcome of relapsed/resistant follicular non-Hodgkin lymphoma in patients both with
and without rituximab during induction: results of a prospective randomized phase 3
intergroup trial. Blood. 2006; 108(10):3295-301. (k&5 12)

37 Hainsworth JD, Litchy S, Burris HA 3rd, et al.Rituximab as first-line and maintenance
therapy for patients with indolent non-hodgkin's lymphoma. J Clin Oncol. 2002;
20(20):4261-4267. (SCHEAE 5 43)

PART XI: Malignant Lymphoid Diseases, Chapter 101:Follicular Lymphoma,
RITUXIMAB PLUS CHEMOTHERAPY. (SCik#E 75 56)
<BE>

Maintenance rituximab (375mg/m2 for 4 doses every 6 months for 2 years) has
also been tested in previously untreated patients who were given CVP for 8
cycles before randomization.44 In this study, PFS was significantly longer for the
group given maintenance rituximab (56% after 4 years) compared to the
observation group (33% after 4 years, p <0.0000001). Differences in PFS were

most significant in favor of maintenance rituximab for patients with a high

initial tumor burden and minimal residual disease after CVP. Overall survival
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after 4 years was also superior for maintenance rituximab (88% for maintenance
rituximab vs. 72% for observation, p =0.03[one sided]). The roles of rituximab in
remission induction as well as maintenance were also studied in 465 patients
with relapsed FL randomized first to either induction therapy with CHOP or
R-CHOP, and then randomized to either maintenance rituximab given every 3
months for 2 years or no maintenance therapy.36 The addition of rituximab to
CHOP induction improved the ORR (85% vs. 72%), CR rate (30% vs. 16%), and
median PFS (33 months vs. 20 months). Furthermore, rituximab maintenance
further improved the median PFS (52 months from second randomization vs. 15
months without maintenance) and OS (85% vs. 77% after 3 years from second

randomization).

44 Hochster HS, Weller E, Gascoyne RD, et al. Maintenance rituximab after CVP results
in superior clinical outcome in advanced follicular lymohoma(FL):Results of the E1496
phase III trial from the Eastern Cooperative Oncology Group and the Cancer and
Leukemia Group B. Blood(ASH Annual Meeting Abstracts). 2005; 106:abstract 349. (3¢
Bk 5 49)

36 van Oers MH, Klasa R, Marcus RE, et al. Rituximab maintenance improves clinical
outcome of relapsed/resistant follicular non-Hodgkin lymphoma in patients both with
and without rituximab during induction: results of a prospective randomized phase 3

intergroup trial. Blood. 2006; 108(10):3295-3301. (k%= 12)

PART XI: Malignant Lymphoid Diseases, Chapter 101:Follicular Lymphoma, A
PRAGMATIC APPROACH TO THERAPY OF FOLLICULAR LYMPHOMA. (3CH#ik
%7 57)
<HkE>

The roles of maintenance rituximab and consolidative radioimmunotherapy
following initial induction chemoimmunotherapy of newly diagnosed patients are

under active investigation.

6 ) HARRISON’S PRINCIPLES of INTERNAL MEDICINE 18tk Edition (2011). (3Cik
# 5 58)
Chapter 110, Malignancies of Lymphoid Cells, Treatment, Follicular Lymphoma.
< k>
Maintenance intermittent rituximab therapy can prolong remissions even

further, though it is not completely clear that overall survival is prolonged.

<HARIZBT DBFEF>
1) AEFEME, MmAER, NILE. =EGE T 58 3 ilp.1542-1543 (SLkE 75 59)
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2)

VI EMmES, S E, 1) e Y oS EOTRE, ORI EITH, (D)F 2 F Rl
CD20 £/ 7 v —J L fifk (rituximab, VY &4 ) | HERFEIL

B 1EO 4 G505 AR I EHWVT, #EFRIEOMELEAL TS,
Hainsworth 51X 6 » H Z & @ 4 RIOMEFFRIEZ W OMERMEY 3 E (VY 38R
Y UNEL ETe) IR L TCEMLT, PRSA 34 s AL, B—a—AFK 52T
WEINDZEETRBTHHEEZ LT 20, I HIZAAAD SAKK 7 /v—7 1%, milR
PRIEN B DIER & G D T, B a— A @ rituximab &5 T SD LL LD RN H - 7= 5EH)
U AMELT, 3 HE. B HA, T2 AH, 92 AEBED 25 AZLIZ4ED
HEFFREG- 24T 9 B O Lol ik B 2 550 U 7=, 2IER 2 %5 & U7 f@dr T4 X |
HEFERIZBWTAHEBEICHERBREREMEN TV T, rituximab OHERFR 5 O A AN
AL (K VI-B-16) 27, bARETIE, MRS OERIT R, 4%, #HE0T
X LMERER TS HICRAEDEA S AT, DRETOESIERPLEEN D,

26)Hainsworth JD, Litchy S, Barton JH, et al. Single-agent rituximab as first-line and
maintenance treatment for patients with chronic lymphocytic leukemia or small
lymphocytic lymphoma: a phase II trial of the Minnie Pearl Cancer Research Network. J
Clin Oncol. 2003; 21(9):1746-51. (3Cifik# = 60)

27) Ghielmini M, Schmitz SFH, Cogliatti SB, Pichert G, Hummerjohann J, Waltzer U, et al.
prolonged treatment with rituximab in patients with follicular lymphoma significantly
increase event-free survival and response duration compared with the standard weekly

x 4 schedule: Blood. 2004; 103: 4416-4423. (CERE 5 17)

AEEFRI. PR 7L Immunotherapy with monoclonal antibody of malignant
lymphoma. H AEFAREE F] 5 & &= E5. p547 (SCikE = 61)
2. ¥ 2 ZEIH CD20 £ / 7 v —F L HifE(rituximab) b.Rituximab iZ & 2 1B%. 1)
WMDY VNBE, b)HERPRIE

H 1Bl 4 EEGHGRDEERGIC EHEEWT, MEFFREOHE L EAL T
%, Hainsworth 51X 6 » A Z & @ 4 [BIOHERHFRIEZ VIR OERMEY o3 E (NY >
RERMEY SIS FEe) ISR LTHEMBLT, PFS2A 384 » AL, Ha—x Tk~ THK
BINDI LR oMEZ L7219, HIZAA ZAD SAKK 7 /v— 7%, HBiGHEE
N DIER S & T, Ha— 2O rituximab #5 T SD LA LD RN H - 7= EH & 7
yHEMMELT, 39 AH, 5 HHE, THAH, 99 ABD 2 % A Z&IT 4 EDOHEFR
G- ZAT O A DO g ERER %2 FEhi U 7o, &SE I 2 k5 & U2 f@fr T X2 AR
# (event-free survival: EFS) (25 TH EICHERFIERE M EN TV T, rituximab
DR G- OF AMERNBREES L7z (K 31), feilt, KE TR EIRLE Y > JEI k)
T % CVP ¥{E% O rituximab MEFHRIEO A HMEDS, £72, BRIN TIEHRIERMEY >
ANHEIZ%E S5 R-CHOP 151 @ rituximab #ERFEIEOH HMEN KL Z > % 2 {b it
B EER CTHER O CREGE S 4L 120180 BRCK Tl rituximab HERFREE N IERAME Y > NS
st U CHERR SN, FAETIE, EREY oNEIC T 5 rituximab HMERFEIE IR
EKBTHY, REaREKRNLEEND,

11) Ghielmini M, et al: Prolonged treatment with rituximab in patients with follicular
lymphoma significantly increases event-free survival and response duration compared
with the standard weekly X4 schedule. Blood 103(12):4416-4423, 2004. (X#RFE = 17)

12) Hochster HS, et al: Maintenance Rituximab after CVP Results in Superior Clinical
Outcome in Advanced Follicular Lymphoma (FL): Results of the E1496 Phase III Trail
from the Eastern Cooperative Oncology Group and the Cancer and Leukemia Group B.
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Blood (ASH Annual Meeting Abstracts), Nov 106:349, 2005. (SCik#E 5 49)

13) van Oers MH, et al. Rituximab maintenance improves clinical outcome of
relapsed/resistant follicular non-Hodgkin’s lymphoma, both in patients with or without
rituximab during induction: results of a prospective randomized phase III intergroup
trial. Blood 108:3295-3301, 2006. (XikZE 5 12)

3) IAEIE faE: K< oD EMEY VR EOT T, pl52-153. (LikE 5 62)

14 <= bLHBY UREOHRE 4 BEBKE 4 Rituximab + LR EE
(R-chemo)Z %)% @ rituximab 2 & 2 #ERFRE

JEAEME Y > N E T rituximab HATGE & O R-chemo % @ stable disease & L < I
PR UL LD ZE2h 2% L T O rituximab HEFFEETE O PFS <° OS 03 O A H MO RFED
INTW5D, —JF, MCLIZxF L TIEwZA] & O rituximab {6 O 72 W RS - 1R
PPLHNZ K L T rituximab HLA| T O EARE AR LR | rituximab #E R 15 of 1% i 81 52
DT o H DGR N A A 2D TN — T T H SAKKIZ K - THEM S L7223,
JEREME Y R & B 72 ) MCLIZx%F L Tl rituximab H AT O REZN% O rituximab #
FREORAEITIRO N ho72 19, Lo, KA YO GLSG X, % - B
PUMEIE R Y > fE & MCL % L C fludarabine, cyclophosphamide. mitoxantrone
M5 75 FCM #ikE & rituximab Z0FfH L7z R-FCM ik bk L7z (#%&ah), AR
BRCIX 2 HDOZ & MMe & LT L% PR, CR ZEEH] % rituximab HE R
7% (rituximab 375mg/m2 Z i 1 [ X4 @DFH 4ml% 6 » A Z L2 2\, T7bbik
TRIEKRTH% 3 A% E 9 n AtR) BEXTRRBBIERE CHEBMRF L, 1BRIEDOZ &
LT R-FCM BIEREOBALMEN B CHER S N7 72 R-FCM #iLEE 168 5], FCM
B 39 HloFF 207 #12° PR, CRIZ D, ZD 5 b 176 BlsfEFrRiED T ¥ Lt %
ZAT iR & v7-, MCL OfEHTIZ R-FCM #&i£% PR, CR @ 47 Bl 7 > % A1k
bl <, BLEHIE Ul 26 » H TZROMIMIZ BT rituximab MERHRIEREDN A R
ICER TV, 20 (7)), 4%, +oRBR2IfE2/RZE XOMITT 0S I\ T
HEMEDRIEESND Z ERMfF SN D,

19) Ghielmini M, Schmitz SF, Cogliatti S, et al: Effect of single-agent rituximab given at the
standard schedule or as prolonged treatment in patients with mantle cell lymphoma; a
study of the Swiss Group for Clinical Cnacer Research (SAKK). J Clin Oncol
23(4):705-711, 2005. (LR 5 55)

20) Forstpointner R, Unterhalt M, Dreyling M, Bock HP, Repp R, Wandt H, et al:
Maintenance therapy with rituximab leads to a significant prolongation of response
duration after salvage therapy with a combination of rituximab, fludarabine,
cyclophosphamide, and mitoxantrone (R-FCM) in patients with recurring and refractory
follicular and mantle cell lymphoma: results of a prospective randomized study of the
German Low Grade Lymphoma Study Group (GLSG). Blood 2006; 108:4003-4008. (3C#k
# 5 15)

4) RANEIE - SEHEDL - R TEE fRE. EEY UNEBRRE~==2T7 v ®ETH 3 IR
Therapeutic Manual of Malignant Lymphoma. (SCHkE 5 63)
BOE B VNEORERFR EAFRIGXRE, 3 FLAEIEDEE, A. Rituximab,
6 MERFRIE (p.106)
Rituximab (& X 2 #EFFRIE S, (REMEE B U U N EICK T2 A2 R H1E L 72
D2 ERHE SN TS 8, BITEDL A EICE VY TIE rituximab #ERFHE L O LR E H 23
RN, SHBEORBBHFEIND.

8) Hainsworth JD, Litchy S, Burris HA 3¢ et al: Rituximab as first-line and maintenance
therapy for patients with indolent non-hodgkin’s lymphoma. J Clin Oncol 20:4261-4267,
2002. (SCHRFE 5 43)

BIME B VA E-RRORER, 1REBIERY & — FERRR, BENBR,
AKEMNE B M) VNE, 4 KEEE B M) S ETHTOHHAIBK, b
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5)

Rituximab #EFF#EYE (p.155)

MENERE S L IEXZRIBEOK T#, —EHMH rituximab ZEHICE G T 218
WThDH, B3 - IBERIE FL © CHOPER EZREHIC X L T rituximab #EFF
ik B AZEIC1E, 2FMEL) Z2IToEF T, REBEOBT LKL
THEEEAGFHME, 24FHME LRI ThoT, 22 L, FHIENRE LS L TO
rituximab Of F{LFZEIEDO BB 3E T 5 rituximab #ERFEIEDOBEREZRTT — X
5D EZ AL, BKRRBR TORIEPITONTWLRFH TH D, 72F rituximab
MEFFRIEIZAAREANTIIARIN TE LT, BEHERE L oo TV,

SRE EE, ARMEH., FEEZ T, LNFE T W M2 Eo AN~ EHEY
VN, p.55. (SCHRE 5 64)

IBHMIRY /808, 1 WMDY  EOBRRK, 2 ETHERBHN - VEDICH T 518
%, Rituximab #ERFRIE

Rituximab #EFHEIE X FL KT 5 A8 2168 IETH 5, KIETIE rituximab HLA|
1R OHMEFFRIEIZE T 2 Mt T oz, 21T rituximab BLAIGR#EIZ X - T CR,
PR 7213 SD NGO N RIGEAREMEE BREY o\ EE2HRETHH0T, M1
0], & 4 [ rituximab #5652 Y4FE 2 LI 2 FEME Y ETHAKREIHRBR TH D, £
® PFS FRflld 34 » H & BiF72 572 32, SAKK [IRIEH, BEIAEM O FL %141
rituximab {8 Z 1T\, rituximab ﬁ'ﬁﬁfﬁ%{ﬁ YRR CORMBIEIZ T X MMET D
FIMAHREBR 21T 72728, EFS IZMERRRIE T 23 » Alcxt L CRBBIZTIx 12 » A &
AEIC ﬁ’*ﬁﬁfg&ﬁﬁﬂfwto

EFRIERIZIB T S rituximab MEFHRIEIZ DWW T H W< D8 O KB 72 i R U5
DATHONTnD, ECOG TIEARIGHFAMEITHREMEE B Mg v~ EExt5R e LT,
CVP JE{E%IZ rituximab #EFFEIL & BIRE CORBBILE % L+ 25 7 & LMl
Z T L7z, PFS OH S BT HEFFIRIERE C 4.2 4, BIBE CORBBETIL 154 T
HV, HRFEIEFETHRIZEE LTz 33, EORTC TIiHHE¥ « IpEHE FL % %t
R, FTREAFHEEL L TR-CHOP & CHOP Iz 7 v AfkL, CR KT PR 2
BoNTHEIT rituximab MEFFEE ERBBIZICT VX AMbT 2 FEMAERREZ 1T -
72 30, MEFRRIE~D T X 2B O PFS T, rituximab #EFF#E O PFS H Sl 1
51.5 n HTh Y, MBI TO 14.9 5 AICHANTHREICER L T, MERRIEIC
£ % PFS OiEL X CHOP #, R-CHOP # & L IZ O LT,

FL (2% 3 % rituximab #ERFRIEICEAT 2R A2 IR & 95 A X T OFER T
I, B - IR BUE O FLIZKkH LTI rituximab #ERFRIEIZ KX - THEAFHIB O ER
MENBEOND & ST, 7277 LHERRIERE CIERICERES M E L ST, 724
FiRE & L C R-CHOP % EfT S 7= #)% FL IZ%}9 5 rituximab #EFHEEICOWT
ITBRIEWNWL O DFERRBEPETHTHY, TORREHFOLEND S,

Z O X 9T rituximab #EEFEIE X FL I T 28 A28 EIEE Wz 5, BIIEEDMRE
W2 W T rituximab #MEFFRIE DO RBAGR X2 < BEBRMAITTHON TV D,

32) Hainsworth JD, Litchy S, Burris HA 3™ et al: Rituximab as first-line and maintenance
therapy for patients with indolent non-hodgkin’s lymphoma. J Clin Oncol 20:4261-4267,
2002. (SCHRAE 5 43)

33) Hochster HS, Weller E, Gascoyne RD, et al: Maintenance rituximab after
cyclophosphamide, vincristine, and predonisone prolong progression-free survival in
advanced indolent lymphoma: Results of the randomized phase III ECOG 1496 study. J
Clin Oncol. 2009; 27:1607-1614. (LA 5 11)

34) van Oers MH, Klasa R, Marcus RE, et al. Rituximab maintenance improves clinical
outcome of relapsed/resistant follicular non-Hodgkin’s lymphoma, both in patients with
or without rituximab during induction: results of a prospective randomized phase III
intergroup trial. Blood 108:3295-3301, 2006. (SCik#&E = 12)

6) nAREEH.  JERAME D 2 NE- RG] ORI & B 72 72 BB Current strategy and
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future perspective on treatment of untreated follicular lymphoma. E5® & 1 A
LY N Update  235(5):493-494, 2010. (SCHk#E 5 65)

RIBEFNIZR T HIHERED D D - 2B —EARIER OHEFFRIE & HE DR,
1. Rituximab MERFIRTE
(2% % A L% O rituximab MEFFEIE X, S ESERE YT o S THA
‘fi?ﬁ)pIEEﬂ SNTWn5
O Rituximab HLAIRE 1L D 1% O FFREIE
Z A A D SAKK35/98 F R 1%, ¥ 7 B 64 1], 7578 41 138 5| © FL % % 41T, weekly
® rituximab HAEE 4 A 7 /L1 1C stable disease DL EOJERI T2 4 H Z &
weekly rituximab ¥ % 4 A 7 VG HHERPRIERE L RRBIEREIC T V& A
bZAT o 7z, B Y 35 » A DR C, EFS 1T B ICHERFRIEREN BN T
BV (23 #H vs. 12 5 A, p=0.024) (X 4), #EFFRIEIC L > THEFEHERDBEN
THZLiF ol 19, £, YT T — TN TIHALFIRIEE O 72 W E B CTHE
FHRIEOMR N LV AEICRIFRER 25T,
@ ¥ FL 2% 9 % R-chemo % OHMERFRETE
EORTC 1315 FL # %} %12 R-CHOP ¥k H 5\ iX CHOP %L 6 1 7 LD
MNFED T X 2L EITV, AR ERIC rituximab f#EFFREOFETI HZT
AT BB & 1T - 72 (EORTC20981), EAMEEIZ L 59, HEEFFRIERILR
WBLEREIC T PFS SRR SN A BEIC R T(8.74 vs. 1.3 4-.p<0.001)
(X 5) (THEFFRIERHII BB I X T PFS RAEEBIZBIT) Thd EEZ
%), OS IZOWTIIMERRIEREDITZ O DR RMBEM N A LT, MitFElNRE
BEEIIRO LN o T, AEFERICEB WV TIE rituximab #E R IE TRYLIE O
FENEM L7 (9.7% vs. 2.4%. p=0.01) 16,
F72. GLSG % FL & Mantle fifid V > "% %t %12 R-FCM %L
(fludarabine, cyclophosphamide, mitoxantrone) % & AWk & L 72% O
rituximab #MERFRIE DF DM 2 BET L7z 17, 8L 26 » H OFF AT, #MERHIRIE
® PFS (T Rl IC B 2w, &R @EWHOD PFS X 17 » H ToH 0 | HEFFIE
EREDIE ) PABICRAFTH -7 (p<0.001),
Zh o OF MAHER K?ﬁ%ﬁf)’ . rituximab HEEFEEDO PFS FEIZx T 5 EF
RER S v, FIREITHYEGNIC I T DHERRIEOGHMERHIF SN D Kol o7,
@ #IFEITH] FL 1% 9 % R-chemo % O HERHE 1L
77 A0 GELA 7 Vv —7 Z b & LTcEERIERGE 7 v — 7%, SEE & O
WIFEITH FL 2 34512 R-CVP 1Lk (8 1 7 L) \R-CHOP ¥k H %\ X R-FCM
Wik (6 A 7 V) +rituximab HA| (2 A 7 V) O%IZ, 2 FEMIZHzD 8l
M2 1 [F1 O rituximab MEFFRETE 24T O MEFFREIE & IR RE 2 Ll - 2 55 ML AH 3U5R
(PRIMA 5% - Primary Rituximab and Maintenance) #Z£Jfi L, 2010 7 £
U B IRE IS4 (American Society of Clinical Oncology: ASCO) 28\ TH
Fﬁ'ﬁﬁﬁﬁ@n’i%%%/ﬁ% L7218, B RfE 25 » A To 2 4 PFS L. rituximab
MEFFIEIEREDS 82%., ?ﬁ?ﬁfé%ﬁgﬁﬁﬁ 66% CToH V. HEIZ rituximab HMEFFEIERED
PFS »3 a1, AR O F R IE B X AT ORF R CER SN Z & o T,
Fo. W E TOMIM LK OHEFRFREIEK TR A TOREEE S rituximab #EFF
FIEREDN A BIZEN T2, Rituximab ﬁﬁﬁfg(ﬁ@%% RHEERFGITELIETH
V. rituximab HMEFFFRIERED 37%. MEIREBIEHEIX 22% CTh 72, BIKFATIX O
BOIEFNZEET 2 HEIMEIIHEB SN TE LT, BN RZE2Eof MmE & biciE
HED2ULERH A D,

15) Ghielmini, M et al. :Blood, 103:4416-4423, 2004. (k% = 17)

16) van Oers, M. H. et al: J. Clin. Oncol., 28: 2853-2858, 2010. (ZCHEk&E 5 13)

17) Forstpointner, R. et al.: Blood, 108: 4003-4008, 2006. (3Cik#®%E = 15)

18) Salles, G. A. et al.: J. Clini. Oncol. (Meeting Abstracts), 28(Suppl.): 8004, 2010. (XHERFE
5 66)
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7)) RRFIRAE. A RIS ) O B L RRIR ETAR. p.366-367. (STHR

&5 67)
3. A BHMY oNE 1) MY VoNUE 4. VYU TIC L DIEE (3£ 2)
1. B APRE

# 21X EORTC (European Organization for Research and Treatment of
Center) Z /L — 776, HEEALY Y X~ 7 DO AR OHERREICOW T,
relapsed/resistant FL (23T, HHfE 33 » HFEHF L, 2006 FEDHE L=
%o, PRl 6 EMITo TR TH 5,465 HIOIEA(LT,6 %1 7 LD CHOP,
FFU Y ﬂ?°/<77°+CHOP (R-CHOP) #EEDO EBHLHEMNZEIY (1T ST,

WA, WO EMLU LD B (n=334) X, IHICEEALLEINT, VY X
=7 (375 mg/m?) Z 3 HEOMERRIERE, £73B8EICH 0 07,

VY v~ T HEFRIRIERE L. B 5 252 progression-free survival (PFS) % i #
L (fFfi 8.7 £/ vs.1.3 4, p<0.001, ~¥— Kk (HR) : 0.55), CHOP
HWARE (p<0.001, HR : 0.37), R-CHOP # A% #E(p=0.003, HR : 0.69) ©®
5 4 overall survival (OS) 1% 74%, U ¥V % o~ 7 HERFRE, BHEIE 64% (p=0.07)
Thotz, WERIL, VYXT~TEAY L= REN CHOP BARED 59%
Iz, R- CHOP MAHTY Y XU~ THERPREIESNTRED 26%I1I21T0, VY
v~ THERHEIEREIC grade 3~4 OEYENHIM L7 (9.7% vs. 2. 4% (p=0.01]))®

2 MEFPRIE

VY X o~701%, BATLINEINCHEHLLT, 2EMOMRRIEIZL > T,
MR R NVEGFHIROEE DR RSN TN D 6, HARTIEHERRIEIZOWNT,
FARMEZ T E D DORRIKBR P ITONTD, AR I TV,

F2 WY BBV YR U TIREOWME

Wl Morschhauser F, et al Van Oers MH, et al
xt 4 FF%& - R FL, bulky disease, | 5 AL 55 6 iRt 0 i 1,
CRIRE 25 AR
BEK 50 il 465—334
TR EIE R-FM CHOP X% R-CHOP #%izV >
¥ v THER TR
Z5h=% (CR) (%) 84% (68%) PFS (3.7 4£fH vs. 1.3 4-[H])

5 4F 0S (74% vs. 64%)
Grade3 L EDOHEFG | 4FFERBA 72%, EHIE 14% HEFFRE IR E RN (2.4% —
9.7%)

3 AR (%) 66%

5 FAETF (%) 74% (BLEIHE 64%)

6)van Oers MH, Van Glabbeke M, Giurgea L, et al: Rituximab maintenance treatment of
relapsed/resistant follicular non-Hodgkin’s lymphoma: long-term outcome of the
EORTC20981 phase III randomized intergroup study. J Clin Oncol 28(17):2853-2858,
2010. (RE P CIEXBME SN 5 Lo TV LN, ZBEXM TP TIT 6 03N T D5, ) (SCHk
% 13)

(4) ZFEXIIMBEDBIETA BT 4 o ~Oi#Ekin
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<WHMZBTLDHA FTA FE>
1) >k [E , National Cancer Institute, Physician Data Query (PDQ), Indolent,
Noncontiguous Stage II/ITI/IV Adult Non-Hodgkin Lymphoma

Available from
http://www.cancer.gov/cancertopics/pdg/treatment/adult-non-hodgkins/HealthProfessio
nal/page7 [Cited 2011 August 25] (SCHkE 5 68)

Indolent, Noncontiguous Stage II/III/IV Adult Non-Hodgkin Lymphoma

Current Clinical Trials

Note: Some citations in the text of this section are followed by a level of evidence.
The PDQ editorial boards use a formal ranking system to help the reader judge the
strength of evidence linked to the reported results of a therapeutic strategy. (Refer

to the PDQ summary on Levels of Evidence for more information.)

Optimal treatment of advanced stages of low-grade lymphoma is controversial
because of low cure rates with the current therapeutic options. Numerous clinical
trials are in progress to settle treatment issues, and patients should be urged to
participate. The rate of relapse is fairly constant over time, even in patients who
have achieved complete responses to treatment. Indeed, relapse may occur many
years after treatment. In this category, deferred treatment (i.e., watchful waiting
until the patient becomes symptomatic before initiating treatment) should be given
consideration.[1-3] Three randomized trials compared watchful waiting to
immediate chemotherapy. All three trials showed no difference in cause-specific or
overall survival (OS). For patients randomly assigned to watchful waiting, the
median time to require therapy was 2 to 3 years and one-third of patients never
required treatment with watchful waiting (half died of other causes and half
remained progression-free after 10 y).[2,4];[5][Level of evidence: 1iiA] The PRIMA!

trial compared watchful waiting to immediate rituximab, the anti-CD20 monoclonal

antibody, with or without maintenance doses. Numerous prospective clinical trials

of interferon-alpha, including SWOG-88092, have shown no consistent benefit; the

role of interferon in patients with indolent lymphoma remains controversial.[6-17]

Standard therapy includes rituximab, an anti-CD20 monoclonal antibody, either
alone or in combination with purine nucleoside analogs such as fludarabine or
2-chlorodeoxyadenosine, oral alkylating agents (with or without steroids), or
combination chemotherapy. Since none of these therapies are curative for
advanced-stage disease, innovative approaches are under clinical evaluation. The
approaches include intensive therapy with chemotherapy and total-body irradiation
(TBI) followed by autologous or allogeneic bone marrow transplantation (BMT) or
peripheral stem cell transplantation, and the use of idiotype vaccines and

radiolabeled monoclonal antibodies. Currently, no randomized trials guide clinicians
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about the initial choice of watchful waiting, rituximab, nucleoside analogs,
alkylating agents, combination chemotherapy, radiolabeled monoclonal antibodies,

or combinations of these options.[18];[3] [Level of evidence: 1iiDiii]

However, four randomized prospective studies of previously untreated patients
(involving more than 1,300 patients) and one Cochrane meta-analysis including both
untreated and previously treated patients (involving almost 1,000 patients) have
compared rituximab plus combination chemotherapy with chemotherapy alone.
Rituximab plus chemotherapy was superior in terms of event-free or
progression-free survival (ranging from 2—3 y) in all of the studies and in terms of
OS in all but one study (absolute benefit ranging from 6%—13% at 4 y, P< .04 and
hazard ratio = 0.63 [0.51-0.79] for the meta-analysis).[19-22];[23][Level of evidence:
1iiA] All of these trials were performed in symptomatic patients who required
therapy. These results do not negate watchful waiting when appropriate. In a_

prospective randomized trial of 465 patients with relapsed follicular lymphoma,

responders to R-CHOP or CHOP were further randomly assigned to rituximab

maintenance (one dose every 3 mo for 2 v) or no maintenance. At 6 years' median

follow-up, rituximab maintenance was better for median progression-free survival
(44 months vs. 16 months, P<.001) and borderline for 5-year OS (74% vs. 64%, P

=.07).[24][Level of evidence: 1iiDiii] This benefit for maintenance was evident even

for patients who received rituximab during induction therapy. Most patients in both

arms received extensive rituximab during post-protocol salvage treatment.

For patients with indolent, noncontiguous stage II and stage III lymphoma, central
lymphatic radiation therapy has been proposed but is not usually recommended as a
form of treatment.[25,26]
Standard treatment options:
1. For asymptomatic patients, deferred therapy with careful observation.[2,27]
2. Rituximab may be considered as first-line therapy.
® Rituximab alone, as shown in the ECOG-E44023 trial, for
example.[28-32]
R-F: rituximab plus fludarabine.[33]
® R-CVP: rituximab plus cyclophosphamide plus vincristine plus
prednisone.[21,34]
® R-CHOP: rituximab plus cyclophosphamide plus doxorubicin plus
vincristine plus prednisone.[20,35,36]
® R-FM: rituximab plus fludarabine plus mitoxantrone.[37]
R-FCM: rituximab plus fludarabine plus cyclophosphamide plus

mitoxantrone.[38]
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3. Purine nucleoside analog:
® Fludarabine.[18,39,40]
® 2-chlorodeoxyadenosine.[41,42]
4. Oral alkylating agents (with or without steroids):
® Cyclophosphamide.[43]
® (Chlorambucil.
® Bendamustine.[44]
5. Combination chemotherapy alone:
® CVP: cyclophosphamide plus vincristine plus prednisone.[18,45]

® CVP followed by rituximab maintenance.[46]

® C-MOPP: cyclophosphamide plus vincristine plus procarbazine plus
prednisone.[47,48]

® CHOP: cyclophosphamide plus doxorubicin plus vincristine plus
prednisone.[43,49]

® FND: fludarabine plus mitoxantrone plus or minus dexamethasone, as
evidenced in the SWOG-9501 4 trial, for example.[50,51]

6. Yttrium-90-labeled ibritumomab tiuxetan and iodine-131-labeled tositumomab
are available for previously untreated and relapsing patients with minimal
(<25%) or no marrow involvement with lymphoma, as was shown in the
SWOG-9911 5 trial, for example.[52,53] Randomized prospective studies are
required to determine the optimal utilization of this modality.[54]

7. Intensive therapy with chemotherapy with or without TBI or high-dose
radioimmunotherapy followed by autologous or allogeneic BMT or peripheral
stem cell transplantation is under clinical evaluation.[55-65]

8. Phase III trials comparing chemotherapy alone versus chemotherapy followed
by anti-idiotype vaccine.[66-68]

9. Extended-field radiation therapy (stage III patients only).[69]

24. van Oers MHJ, Glabbeke MV, Giurgea L, et al: Rituximab maintenance treatment of
relapsed/resistant follicular non-hodgkin’s lymphoma: long-term outcome of the EORTC
20981 phase III randomized intergroup study. J Clin Oncol. 2010; 28:2853-2858. (3Cfik
F5 12)

46. Hochster HS, Weller E, Gascoyne RD, et al: Maintenance rituximab after
cyclophosphamide, vincristine, and predonisone prolong progression-free survival in
advanced indolent lymphoma: Results of the randomized phase IITI ECOG 1496 study. J
Clin Oncol. 2009; 27:1607-1614. (LA 5 11)

2) k[E, National Cancer Institute, Physician Data Query (PDQ), Indolent, Recurrent
Adult Non-Hodgkin Lymphoma

Available from
http://www.cancer.gov/cancertopics/pdg/treatment/adult-non-hodgkins/HealthProfes

sional/pagell [Cited 2011 August 25] (SCHkE 5 69)

Indolent, Recurrent Adult Non-Hodgkin Lymphoma
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Current Clinical Trials

Note: Some citations in the text of this section are followed by a level of evidence.
The PDQ editorial boards use a formal ranking system to help the reader judge the
strength of evidence linked to the reported results of a therapeutic strategy. (Refer

to the PDQ summary on Levels of Evidence for more information.)

In general, treatment with standard agents rarely produces a cure in patients
whose disease has relapsed. Sustained remissions after relapse can often be
obtained in patients with indolent lymphomas, but relapse will usually ensue.
Favorable survival after relapse has been associated with an age younger than 60
years, complete remission rather than partial remission, and duration of response
longer than 1 year. Even the most favorable subset, however, has a tenfold greater
mortality compared with age-adjusted U.S. population rates.[1] Patients who
experience a relapse with indolent lymphoma can often have their disease
controlled with palliative radiation therapy, chemotherapy, or rituximab, an
anti-CD20 monoclonal antibody.[2,3] Long-term freedom from second relapse,
however, is uncommon and multiple relapses will usually occur. Significant activity
for fludarabine and 2-chlorodeoxyadenosine has been demonstrated in relapsed
low-grade lymphomas, both as single agents and in combination with other drugs.
[4-9] Rituximab results in a 40% to 50% response rate in patients who relapse with
indolent B-cell lymphomas.[10-13] Rituximab can also be combined with
combination chemotherapy. [14] Responses of 20% to 30% have been reported for
lenalidomide, especially for follicular lymphoma and small lymphocytic lymphoma.
[15] [Level of evidence: 3iiiDiv] Durable responses to radiolabeled monoclonal
antibodies, such as yttrium-90 ibritumomab (commercially available) and
iodine-131 tositumomab, have also been reported; subsequent chemotherapy
regimens can be delivered at the time of relapse following radioimmunotherapy.

[16-21] In two randomized prospective studies involving previously treated patients

with relapsed indolent lymphoma, patients were randomly assigned to rituximab

maintenance after retreatment with combination chemotherapy (with or without

rituximab during induction); both trials showed prolongation of response duration,

[22.23] and one trial demonstrated improvement in median progression-free
survival (52 months vs. 15 months, 2<.001) and overall survival (OS) (85% vs. 77%.

P=.01) at 3 vears with a median follow-up of 39 months favoring maintenance

rituximab. [23][Level of evidence: 1iiA]

In many institutions, autologous or allogeneic stem cell transplantations are being
used for patients whose disease has relapsed. Such an approach is still under

evaluation but should be considered in the context of a clinical trial. [24-28] The
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3)

German Low-Grade Lymphoma Study Group treated 307 patients with follicular
lymphoma with two cycles of CHOP-like induction chemotherapy and then
randomly assigned them to autologous stem cell transplantation versus interferon
maintenance.[29] With a median follow-up of 4.2 years, the 5-year progression free
survival was 65% for transplantation versus 33% for interferon (P < .001), but with
no difference in 0S.[29] [Level of evidence: 1iiDiii]

Patients with indolent lymphoma may experience a relapse with a more aggressive
histology. If the clinical pattern of relapse suggests that the disease is behaving in a
more aggressive manner, a biopsy should be performed. Documentation of
conversion to a more aggressive histology requires an appropriate change to therapy
applicable to that histologic type.[30] Rapid growth or discordant growth between
various disease sites may indicate a histologic conversion. The risk of histologic
transformation was 30% by 10 years in a retrospective review of 325 patients from
diagnosis between 1972 and 1999.[31] In this series, high risk factors for
subsequent histologic transformation were advanced stage, high-risk Follicular
Lymphoma International Prognostic Index , and expectant management. The
median survival after transformation was 1 to 2 years, with 25% of patients alive at
5 years and with approximately 10% to 20% of patients alive 10 years after
retreatment.[32] Histologic conversions should be treated with the regimens
described in the Aggressive, Recurrent Adult Non-Hodgkin's Lymphoma 2 section of
this summary. The durability of the second remission may be short, and clinical
trials should be considered.[32-34]

Palliation may be achieved with very low-dose (4 Gy) involved-field radiation

therapy for patients with indolent and aggressive relapsed disease.[35]

22. Forstpointner R, Unterhalt M, Dreyling M, et al.: Maintenance therapy with rituximab leads
to a significant prolongation of response duration after salvage therapy with a combination of
rituximab, fludarabine, cyclophosphamide, and mitoxantrone (R-FCM) in patients with
recurring and refractory follicular and mantle cell lymphomas: Results of a prospective
randomized study of the German Low Grade Lymphoma Study Group (GLSG). Blood 108
(13):4003-8, 2006. (SCH#k % 5 15)

23. van Oers MH, Klasa R, Marcus RE, et al.: Rituximab maintenance improves clinical outcome
of relapsed/resistant follicular non-Hodgkin lymphoma in patients both with and without
rituximab during induction: results of a prospective randomized phase 3 intergroup trial.
Blood 108 (10):3295-3301, 2006. (CHkE 5 12)

([E, The National Comprehensive Cancer Network (NCCN), Non-Hodgkin’s
Lymphoma -- Follicular Lymphoma (k% 570) .

“National Comprehensive Cancer Network Guidelines, Non-Hodgkin’s Lymphoma,
Follicular Lymphoma” (T3 T, RiGHE & OBETRIE ARtk Y N EIEFNIZ X T2 U > F
v THEFFE TS (consolidation X iXextended dosing) WA T arD—oE &
AR
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4) #=[E, NATIONAL INSTITUTE FOR HEALTH AND CLINICAL EXCELLENCE,
Final appraisal determination, Rituximab for the first-line maintenance treatment
of follicular non-Hodgkin’s lymphoma.

Available from
http://www.nice.org.uk/nicemedia/live/11863/54530/54530.pdf [Cited 2011

June 23] (CERE = T1)

1 Guidance

1.1 Rituximab maintenance therapy is recommended as an option for the treatment
of people with follicular non-Hodgkin’s lymphoma that has responded to

first-line induction therapy with rituximab in combination with chemotherapy.
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[Cited 2011 June 23] (SCHkE = 74)
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