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1) RIpEETHKEEEBMatIER ) U NEBEZXG & LIZCVPEIEIZ L 5
TREEAR DY Y v~ THERRIE L IR RBE 2 kT 2 7 4 LU AR L g
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. (BARHELEE ikE 5 11)

O HBRo B« EE R EE
HEAT WM U o N EEF T L, BRER L FRIER I Y Y F v~ TR
LaFE L -ga, BREAFHMREZSGET 2 L amiET 2,
@ EEFIMER  WEEEAGFYE (progression free survival, PFS)
U &~ THERFRIE R SUTBIRRBERE~ O 7 ¥ LBk 2 F 8 iU T O

NIEFE T,
@ W7 =~ — X §ERSE IAH R
@ VREE

- FEAREARRIA
i) CVP ¥k
Y7 urARA7 7 K (1,000mg/m2, dayl), E> 7 U AF > (1.4mg/m2[#x
X 2.0mg], dayl) ROV L R=>> (100mg/m2, dayl-5) % 21 H4EIZ 6
~8 A J LR KT,
i1) CF ¥k
vmriE A7y I K (1,000mg/m2, dayl), 7/V& 7 2 (20mg/m2,
dayl-5) % 28 HfEIZ 6 A Z /L XX 4~6 VA 7 L# 1 KT,
¥ YY), CVPREE CFEIBICT v X b Tz, CF EIETRT
BN ERICRD N, CFFEE~OEGEEFIE L, DIFEORERF LA
T CVP JRIEIC R G LTz,
TIREANRIETCAELL EOMEDNRO N JEFZ, VY F o~ THEFFRIE
BE (n=158) & MIRHRBIZREE (n=153) IZT7 v X At LTz, VY& U~ THERHE
ERECIE, VY X ~7 376mg/m2/#H 1 B0 4 MG % 6 » A fIZ 4 [B#D
LTz,
® FEFHHEE OfE R
BB TR T o X Ak b 3T A
VYR THERRIEIT, EIREBIRE LR L, FISNIT PFS ER LT,




C U XU THERHRIERED PFS 4.3 4 vs. HEIREBIZIEO PFS 1.3 4,
- N — FE[HR]=0.4, 95%E# X [#[CI] 0.3-0.5, P=4.4X10°10,
® FIRAFIEE O#E R -
- EfiRE ARIE (CVPRIE) OFEE
) 2f (387 #) :
= 13% (95%[F XM 68-78%) : s = Hfi# (CR) 13%. ¥y %fi# (PR)
60%. % (SD) 19%. #4#E (PD) 4%. #Effi~iE (NE) 4%,
i) ARtV N E (282 f)
BN T4% : e 2 EfE (CR) 12%., #m 5 (PR) 62%,
- BRI (B FAELFE)
1) 2 (311 #1)
Uy d o~ T HERFRIERE 92% vs. MEIGRBLEH 86% (HR=0.6, 95%CI
0.4-1.1, P=0.05),
i) ARtk Y o)l (228 1)
Uk o~ THEFFRIERE 91% vs. IR BLEHE 86% (HR=0.6, 95%CI
0.3-1.2, P=0.08),
YR U THERRRIEIC L DR o %kE (P=0.00006)
U Y& v~ THEFRRERE PR—CR : 33 ), SD—CR: 1|, SD—PR : 1 #i
MR EEI 28 PR—CR : 9 #l. SD—PR : 1 %l
- VYR THERHRIE ORI L BE T
1) EEHEAAHE (PFS)

PFS H Jef 3 4£ PFS s
MR vs. OBS | MR vs. OBS | |, ), | 95%CI PfE
() (%)
24 (311 ) 43v 1.3 68 v 33 0.4 0.3-0.5 | 4.4Xx10°10
I 355
AR & (111 1) NR v 2.9 73 v 50 0.4 0.2-0.7 0.0006
s RE R (200 f1) 4.0v 1.0 65 v 25 0.4 0.3-0.6 | 2.1x107
HEL fe 7
A Ratt (228 fi) 43v 1.3 64 v 33 0.4 0.3-0.6 | 9.2x108
Z Ofh (83 i) 4.2v 1.3 79 v 32 0.3 0.2-0.6 | 0.00006
FRAT I 22
Minimal (175 ) 5.1v 1.6 80 v 43 0.3 0.2-0.5 | 7.6x108
Gross (136 f5) 3.1v 1.0 53 v 21 0.5 0.3-0.7 0.0002
FLIPI (234 i)
Low (57 f1) 42v1.4 69 v 32 0.3 0.2-0.7 0.0012
Intermediate (82 i) 3.5v 1.5 56 v 39 0.6 0.3-1.1 0.04
High (95 #i) 3.6v1.3 69 v 29 0.4 0.2-0.7 0.0004

MR, U Y& v~ 7 HEFEE OBS, ERESILE, CI, (X, v, versus; NR, not reached;
FLIPI, Follicular Lymphoma International Prognostic Index.




i) A (08)

0OS H e fif 3 4 0S8 s
MR vs. OBS | MRvs. OBS | ; - "), | 95%CI PfE
(fF) (%)

241 (311 i) 21 v 30 92 v 86 0.6 0.4-1.1 0.05
IEE 955 R

RS & (111 #1) 5v3 92 v 98 1.4 0.3-5.9 0.31

e s i (200 1) 16 v 27 92 v 80 0.6 0.3-1.0 0.03
HEL AR

ARtk (228 #i) 14 v 20 91 v 86 0.6 0.4-1.2 0.08

Z o fth, (83 #i) 7v 10 95 v 86 0.7 0.3-1.8 0.21
FRATIN A

Minimal (175 ) 8v 12 94 v 90 0.6 0.3-1.5 0.14

Gross (136 f5) 13v 18 89 v 80 0.6 0.3-1.3 0.09
FLIPI (234 #i)

Low (57 ) 3v 17 92 v 85 0.4 0.1-1.4 0.06

Intermediate (82 5v5b 91 v 89 0.9 0.3-3.1 0.43

High (95 #i) 10 v 12 91v 179 0.7 0.3-1.7 0.24

MR, U > v~ 7Rk OBS, MiniiEBl4%; CIL, {5 X[ v, versus; FLIPI, Follicular
Lymphoma International Prognostic Index.
i) PHEKET
U v THERRIRIERED 158 i D T HZE & K O Cox e il W — R
ET ML PHRARRE %2 MG L7z, Minimal disease SiEf]® CVP %
® PFS FHRAEIX 5.1 FTH Y, gross disease JEH|IL 3.1 FTh o 7=
(HR=0.6, 95%CI 0.5-0.8, P=0.0004), AHattV > ~fEHEE D CVP #ik
BORFHEIZODWVWTHEETH > 72 (HR=0.5. 95%CI 0.3-0.9,
P=0.015), F7=. CR #]® minimal disease (P=0.04) 7K #] PFS (2B
LTz (248 PFS 96% vs 71%), PFSICBIT 2 2L BMATICH VT,
CVP % OW/NEFERENPAEICEELTEY
HR=0.5. P=0.009). OS |Z2V T/ minimal residual disease (P=0.04)
B BARTRIATFTH o2, St FNRARBEEIZRN-72 (P=0.11),
@D WHECICE-T-AEFSL
U o~ 7 HERPRIERED 21 ] & EIRRBLETED 30 BN ET Lz, £ DN,
U NEDOEATICE VT LIEFOF G, VY X~ THEFFRIEREDN 81%
(n=17), BEREBIEHED 93% (n=28) Th -7, (&Y OIEFIOFTIFEKILR
I TWVRn,)
Grade 3 LA FOFEFS .
VY& v~ 7 HEFRFRIEWIR A2, grade 3 & grade 4 O 4F R ERJAIE N ENE
1% & 2% 5B LTz, BIREBIZERE Tl grade 3 D IFFERJAIED 1% Th -
7=

(minimal vs. gross.




Grade 3 DEYYE DR BLIMAE L 12 1% TH o 72,
Grade 3 DD FEM L LT (T 1%). VY& o~ THERFRIERE T, MFEE,
DR E . 7 LR — (REEIN, fREEESEIA L, TOMOFERE Y Y
XU~ THEFRRIERE & EIRRBLEREIC TN ENIT 3% L 4% FBLL 2,

@ HA KTA4 2 TOB RN :
S , The National Comprehensive Cancer Network (NCCN),
Non-Hodgkin’s Lymphoma -- Discussion (3% 75 286)
k¥, National Cancer Institute, Physician Data Query (PDQ), Indolent,
Noncontiguous Stage II/III/IV Adult Non-Hodgkin Lymphoma ® 5| H SCHk %
7 46,
#:[E, British Committee for Standards in Haematology (BCSH) (5| 3Ci#k
FoHEL,)

2) B XIXIRBIPIED AREBMAaNE U o R EBRE Z xR & L7 CHOPRE T Y >
XU~ T +CHOPHEIEIZ LD EME AL DU Y X v~ 7 HEERRE & BB RBIZ 2 g
5T & LA M AE L8 G PR 3 B

+ 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.

(AR ELEE CHE 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. (BAFEEHEE CHkE 513)

O RO BRY o EBERREE
T NTHA 7Y reEmERWVEFRIE (2ELIT) THESUIIBRESED
ARtV oo EEE (474 6)) G E LT TOFERHEERIET 5,
- CHOP #%i£ & R-CHOP JRIEDO RN R & kT %,
CEEREA ISR D D ) Y U~ THERHRIEO R A FEHT 5,
@ FEFHEH
. %ﬁ’%ﬁéﬁl%ﬁ?ﬁ D BhR
- MERRREE . A EAETEWIR (progression-free survival, PFS)
) /%/v7n’*’$ﬁf§{£ﬁ}:ﬁ#‘f§%ﬁ SRE~D T o F MR NS | BT
a5 E TOHIM
@ BT = — X ;RS AR BR
@ TRWRIE
- TR AR
i) CHOP %k (231 fi)
Y7 uakR A7y IR (750mg/m2, dayl), B> 7 U AF > (1.4mg/m2[H
X 2.0mgl. dayl). K& Y/LE T (50mg/m2, dayl) KOS L K=Y
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(100mg/day. dayl-5) # 3 HEIZHRK 6 A 7 /Ly iKT,
i) R-CHOP %k (234 #)
Uy X ~7 (375mg/m2, dayl), 7 Bk A7 7 I K (750mg/m2,
dayl), B> 7 U AF > (l.4mg/m2[f K 2.0mgl. dayl), RKF Y 1tE v
> (50mg/m2, dayl) KXO'7'L K=Y (100mg/day, dayl-5) % 3 &
IR K 6 A 7 L kT,
- HERFIRIE
FMRE AR 6 A 7 VTEV TR (PR) DL EOZIRPRD b LT fEH] %2
U o= THERRHRIERE (n=167) & EIRRBIZHEE (n=167) 2T ¥ MI:L
Too VYR~ THEFPRIERECIZ, VY ¥ v~ 7 375mg/m?/[El% 3 » HfElZ
B 2GR 2 £ TE 2 FRIR Y KT (KK 8 ),
©® FEFHmE B OR R
- TR RIS O AR R

CHOPJ#% % (n=231) R-CHOP# 1% (n=234)
se2fE (CR) 15. % 29.5%%
— 72.3% 85.1%*
o EfE (PR) 56.7% 55.6
AR~Z (NR) 10.4% 5.6%
. (PD) 9.5% 2.6

* P<0.001

U YR U THERPRIEO A (PFS)
1) BB IR P B, KERRREREEBE A~ T v F b5 33.3 1 H EE AL
PFSOEFIZLLTD LB D,

e ol PP
AAE 5 14.9% A 51.5% H P<0.0001, HR: 0.40
g;@og}:\%z; 11.6 % /1 42.2% A P<0.001, HR: 0.30
I;%g;g?\% 23.0% 51.8%» H | P=0.004, HR: 0.54

11) A B BN AR A [ ﬁ>6$ﬁ# EOD-F% iL/LTOD LBV,

A% 4 g .
AIE 5 1.3 3.7 P<0.001, HR: 0.55
iﬁf‘fﬂf‘ 1.2 4 4.4 4 P =0.003, HR: 0.48
?gﬁ%j\f 1.3 4 3.4 4 P<0.001, HR: 0.58
gﬁfgé]\%é 1 4 3.1 4 P<0.001, HR: 0.37
1;’%{;;;; 1.9 4 4.4 4 P=0.043, HR: 0.69

11




111) B 7B B A A 4 R R N GAERE O RE R II L T & B Y,
35%7 HA0%DIEGI 23, U Y ¥ v~ THERFRIE T L) Y F v~ THERF
WRIE%6H HUNICHEZ B -,
® REIRAFEANLIE B OREF -
- TLRE ANRE
BEF IR el 39.4 » H
1) EMEARIE~DT X 2L 5 O PFS & 24 F#M (overall survival,

08S)
CHOP#% = R-CHOP#% = Pl JRTR
(n=231) (n=234)
PFS 20.2% H 33.1» A P<0.001 0.65
3OS 71.9% 82.5% P=0.096 0.74
- MERRHE L
) VYR~ THERRIERE L BIREEBEE A~ T X 2B O 08
0S TSR R | MERR IR i NP — R
GE BR 91 R o g i) (n=167) (n=167) (95%C1)
308
1% 1% P=0.011 .52
(33 % H W 5) m 85 0.0 0-5
5408 21 . . 0.70
(64) 64.7% 74.3% P=0.07 (0.48-1.03)
5408
CHOP# 1% — P=0.05 0.59
(64)
5408
R-CHOPYE 1£: 47 — P=0.80 0.42
(64)

i) U YR THERFERE T R IREL A TR TRICH R 258D T2 IEH)
W T AP A R—=DEEICOWNWT 41%9B ) VX~ T 2 Eaihr L _—

k& EhE LTz,
MR B 230
CHOP+OBS R-CHOP+ OBS

7Fu ka— L% oL (69131)) (98131)

JiE 151 5% % iE 51 £ %
(A==3737R 34 49.3 33 33.7
S R 16 23.2 18 18.4
B 22 4 il i B A 3 4.3 8 8.2
i) et i 00 e o A 5 7.2 7 7.1
VYo~ 7 BA 26 37.7 13 13.3
VY v~ 70FH 20 29.0 14 14.3
Z DAl 8 11.6 12 12.2
WHEOREL 7o ha— B0 Y Y X~ 7Bk

12




AR 8 11.6 34 34.7
BN IV S e
. 25 36.2 42 42.9
WE VY XU~ TR
e 4 1 36 52.2 22 22.4
wEHCR LT Y Y
XU TIRENMTD 59.0 — 34.4 —
niZEla
OBS, EiRFEI%R,
V%o~ THERFRIERE & 2 JEH)
Total
) . CHOP+MR | R-CHOP+MR
E N (76451 (91441 OBS+MR
iy (83411)
JiE 51 % % iE 1 Bk % iE 151 4% %
=3 305 26 34.2 35 38.5 128 38.3
T R 15 13 17.1 16 17.6 63 18.9
H 5 54 il e F Al 6 7.9 5 5.5 22 6.6
[ e 5 00 i 8 A 8 10.5 4.4 24 7.2
VYR~ 7 HA 8 10.5 5 5.5 52 15.6
Vv~ 7 A 13 17.1 8 8.8 55 16.5
Z D1t 6 7.9 17 18.7 43 12.9
HMEOREL 0 ha— LD U Yk~ TIRE
A HE 32 42.1 41 45.1 115 34.4
HE )Y
g e L 26 34.2 37 40.7 130 38.9
wm )Yy
S b D 18 23.7 13 14.3 89 26.6
WGk LT
U~ 71E¥E | 409 — 26.0 — 40.6 —
DT -84

MR, VU Y& v~ 7HEREE OBS, HEIRHEBIE,

i) PFSIZEL T, {RATOREERICE T 2% 7 70— 7 b (Falistm 7
STV IREZ AT 2IERIT, PFSOUEHENRD 5
Nipinoiz, FLIPIO# U 27 BT, PFSOLFEIIRE TH -7,

L. BREW) 2170,

@ HTCICE-T-HEFS .
- FLARE NI

1) BEEEDOIE T, CHOP BIEHE T 2 41 (1 #liZRuimiE, 1 613k Esa

JEEHE) J87E L. R-CHOP FRIEHET 141 (ffizk) 34 L7z, £z,

CHOP

WAIERED 6 151 & R-CHOP JRIERED 8 B 75, MDA TR S L

7=
CHOP#% % R-CHOP#% £
(n=231) (n=234)
B/ D 0.9% 0.4%
1T —
E Nl 6.9% 6.4%

13




- MERPRIE RALBRRE
U~ T HERHIRIEICBE S D3R T B R 0o T,
Grade 3L FOFEHRES .

- TG ARRIE

1) Grade3/4d DAFHERMAEN Kb SHEOFEER TH -7z (CHOP EiE
# 48.2% vs. R-CHOP # 54.7%., AE A7 L),

ii) R-CHOP #EiL#EICHB W T, graded/4 O 7 LL¥— (CHOP J®IERE 0 4
vs. R-CHOP #iE#E 8 1)) . FeJd it (CHOP #iL#E 17 i vs. R-CHOP
WAERE 31 61) A& iroTz,

iii) CHOP JRIERED 6 5l & R-CHOP #iERED 8 23, FMED N THRED S
i U7z, BB A, CHOP SIERET 2 61 (1 BT M iE, 1 41
IR ES A EGERE) J84E L. R-CHOP JRIERET 141 (i) &4 L7z,

- MERPIRIE

D U YR o~ THERRRIEIIE P A ERIEAED U Y F v~ THERFRIERE T
ME—HEICE o7l (VY F I~ THEFHRIERE 10.8% vs. HEIRRBILRE
5.4%., AR 7 L; P=0.07), Ziuix, graded/4 o %YL E % BLEEH N O Ji
KeEXOND (VY X~ THEFFRIERE 9% vs. HEIREBIEIHE 2.4%,
P=0.009), FEYIED % < B F S MHEMET 5 O REYE Th o 72,

i) HEFRPRIEHIM ., 6 #1728 grade3/4 DIRMBEHAER S (RYE) 1Tk Y
ABEL7z, Zun 6 6%, 5ERICEIE L,

- MERPRIE BB

) VYR~ THEERIEME T, graded/4 DFTPERBAENY VR~ T
MERFIRIERE CME—HRBIZEZ Do 72 (U Y F v~ THERFRIERE 11.5% vs.
TBIRBIEREE 6.0%), ZHid, graded/4 DJRYERBLRIMO RN &% 2
BN (VY Xy~ T HEFRRIERE 9.7% vs. TIREBIERE 2.4%, P=0.01),
JERYLIE D 25 < 3 B ST 43 O REYE Td 0 | B AL E S 7 A L R
BUEIXFRO b o T,

@ FEANFHP oA EFLR
- R N E
EARE AW R, R~ a7 Y CMEN B%DJERFIC B LT, ERE

AFREICTR 2D LTz 366 Bl 17 i, FANZERE L7z 1gG OB 3g/L & T

MY, FE2EEOT H LB TR & ooz, Ll IgG EDRE D

CHMEIRYE L ORAEORICEEM IR TX 2o T,

- MERRIRIE

MERFIRIE A~ D T & MU O RS HEFFIRIEEE (6.5g/L) & MBI %0 (6.6g/L)

D IgG HIXAIE ThH oTc, 7 v ¥ LMutk 0 2 F1] T EIRHRBLEHE CILE i

(7.8g/L) ZEIE L7223, MEFFRIEREIZ 7 v ¥ MMERF R OE A2 MR L T i

(6.3g/L), IgG fEIKME (3g/L Kiifi) X VHERRIEDO ) Y v~ 7 5%t

WL REFIRS 1B, VY X ~TREEZEMELUIEFRN 266 -7,
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3)

- MERPPRIE R BLBBRERE

1) IgG &l (3g/L) OMEfFEIC & v ia#E & ik U2 fEFiX 7 > 72,

1) U ¥ v~ T HERHRIERED 167 B H 7 HI A3 T O FE BT K 0 HERFRIE &2 ik
THE L7z, 2 OWNERIT, BEYE O FEFE 4 B, HE R4 ek FEDS 141,
DEMEATENRDS 1F], — 72 EFOMEEN 161 TH - 7,

HA RZA4 L TOFHRM :
S , The National Comprehensive Cancer Network (NCCN),
Non-Hodgkin’s Lymphoma -- Follicular Lymphoma (S| X#kFEZ72 L) |
- K , The National Comprehensive Cancer Network (NCCN),

Non-Hodgkin’s Lymphoma -- Discussion (Xiik% 5 290, 291),

RN ERIR I ¥ 2 (ESMO) A R7A4 »OilHIZH>NT
I - BRI 2R e Lz Y o~ THEFHIRIEIC O W TIL, flx O % 5]

MEFTIC, A2T7FVRCEAT L Z 5L TWD, LU, B33 - 50601

5 U Y~ THEFFRIE BT D W I R,

* 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.”

(PR E HkE 5 39),

k[#, National Cancer Institute, Physician Data Query (PDQ), Indolent,

Noncontiguous Stage II/ITI/TV Adult Non-Hodgkin Lymphoma ® 5| H SCEk %

77 24,

k[E, National Cancer Institute, Physician Data Query (PDQ), Indolent,

Recurrent Adult Non-Hodgkin Lymphoma ® 3| H SCHk % 5 23,

Eo ,  National Institute for Health and Clinical Excellence

(NICE).Rituximab for the treatment of relapsed or refractory stage III or

IV follicular non-Hodgkin’s lymphoma. (SC#kE L CTHIH I TV 23 Y

BRI E S HEE,)

#[E, National Institute for Health Research (NIHR). Rituximab for the

treatment of relapsed or refractory stage III or IV follicular non-Hodgkin’s

Lymphoma. (k& L CHIH SN TWARWAYERBERICHK S HwEE,)

% [F, British Committee for Standards in Haematology (BCSH) (75| H 3CH#k

FETHEL,)

EmIEG RO AN B Mt R F ) UREREEZRNRLE LYY R
+CHOP like JIEIC K D EMEAZO Y Y o~ THERPIRIERE & EIRRBLERED T
> 5 DAL AR FL g B R FRBR

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. (BAEEEE CHE 5 14)
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O RO BHBY - MG
VY F T~ 7 % G T E NRE A FEhE L I 1R O ARtk U o N EEE I
LT 2HEMO Y Y F v~ TiHEFrRIELZFER L, ZOF ML BIET 5,
@ FEFMEE : WEEEAGFHMN (progression free survival, PFS)
U v~ THEFFRIERE AT EIBIRBIEE~D T % k6 @ PFS,
@ A7 = — X IR MFERR
@ 1RIRIE
- TEARE ANRIE
LR 3 FEOIREENG 1 B A EMAMERIZIEIRT 5,
i) R-CVP J&iL (272 f1)

U>Y¥o <7 (376mg/m2, dayl), Y7 oA A7 7 I K (750mg/m2,
dayl), £ 27 U 2F > (14mg/m2[fx K 2.0mg]. dayl) KO7L R=>
> (40mg/m2, dayl-5) % 3 HFEIZ 8 VA 7 LY KT,

ii) R-CHOP #i£ (885 f4i)

VY ¥ v~7 (375mg/m2, dayl), 7 BhR A7 7 I K (750mg/m?2,

dayl), > 7 U 25> (l.4mg/m2[fx KX 2.0mgl. dayl)., R¥ Y 1 tE v
> (50mg/m2, dayl) KO L K=Y > (100mg. dayl-5) % 3 #H{EIZ
6 A 7y ikT, 72, R-CHOP BIEK T 3k L 6 HEZICY V¥
~7 (375mg/m2) % HT 5,

iii) R-FCM %1% (45 fi)

VY ¥ <7 (375mg/m?2, dayl), 7/ 4 Z v (25mg/m2, dayl-3).

Y mAR A7 7 I K (200mg/m2, dayl-3), KO hFH o hm v
(6mg/m2, dayl) MOYF L K=Y (100mg. dayl-5) % 4 #fE\C 6 ¥
A 7NV IRT, £72, RFCM OFE 1A 7V EFE 4V A 70D 2%
iV YRy~ (375mg/m2) i 2 [EIFET 5,
B E AL TE Ay E R (PR) L EOENRD S 5ER (1,018 #]) %
VYR~ THERRIERE (505 B) L IEIRRBIZHE (513 f) 12T & Akl
Too VYR~ THERFRIERE CIX. RWAREARIEORE YA 7 006 8 %
WCHEFFIRRIEZ LA LTz, VY R U~ THERIRIEE LTY Y ¥ <=7 375mg/m?/
Bl 4 8 MM 2 2 AFEMM VIR L (K 12 |l 5),
® FEFHHEE OfE R
BRI ML 36 » A (interquartile range[IQR]: 30-42)
*3MEPFS U Yk~ THERFRIERE 74.9% (95% S IXHI [CI] 70.9-78.9) vs.
TR R BIZERE 57.6% (95%CI 53.2-62.0) . P <0.0001,
DU A ZIZONT, VYR U THERHRIEH CARICIK T L. (A=K
Fe[HR] 0.55, 95%CI 0.44-0.68),
® RIR PRI H O f5 R
- MR (time to progression, FH L)
Uk~ THERFRERE REIE vs. BEIRRBIZRE 48.3 » 1 (95%CI 38.0-
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AR ENE)
< M X METFHIF (event-free survival)
VY&~ THERFRIAE CARICIER L7z (HR=0.59, 95%CI 0.48-0.72),
c WA FPEER M £ TOHM (time to chemotherapy treatment)
Uy~ THEFPRIER CAHEICIER L2 (HR=0.62, 95%CI0.47-0.81, P
=0.0004),
cROPLY NEREOBMEE TCOHIRM  (time to antilymphoma treatment)
Uy~ THEFPRIER CTABICIER L. (HR=0.60, 95%CI0.47-0.76, P
<0.0001),
- 2AEFHIM overall survival
U = THERFIRIERE & BEIRR B TRITER D b /e ) - 72 (HR=0.87,
95%CI 0.51-1.47, P=0.60),
- HERPIRIERE T R DR Zh =R
i) CR/CRu *

Uy~ T HERRIRIERE T1.5% (95%CI 67.3-75.4) vs. MR 430
52.2% (95%CI 47.8-56.6) (estimated difference 18.0%, 95%CI 12.3-23.6,
P=0.0001)

ii) PR 7» 5 CR/CRu ~DOZh T o hE 3R
VY X v T HERRRRIERE 52% vs. IR B2 Bt 30% (estimated
difference 22.2%, 95%CI 11.2-33.3, P=0.0001)
- AEEOE
VYo~ T HERRIERE & MIRRBIEHE O MIZ, Analysis of covariance
(ANCOVA) KON QOL A ERZ T o T,
i) Quality-of-Life questionnaires for functional assessment of Cancer
therapy — general (FACT-G) score
U v~ THEFHIRIERE 86.6 (95%CI 85.0-88.3)
MG H B EE 87.2 (95%CI 85.3-89.1)
ii) European Organization for Research and Treatment of Cancer
(EORTC) QLQ-C30 scale
U= THEFHRIERE 75.5 (95%CI 72.8-78.2)
MR BLIZEEE 75.2 (95%CI 72.0-78.4)
© DY v THERIRIE L EIBRBLEOWIE ) 2 7 ol (b7 70— TR

NP — R 95%17 FH X [#] iE 151125
4451 0.55 0.44-0.68 1,018
F i
<60 % 0.49 0.37-0.65 624
>60 % 0.67 0.47-0.94 394
PR
M 0.63 0.45-0.87 485
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F M 0.48 0.36-0.64 533
FLIPI

<1 0.39 0.21-0.72 216

2 0.44 0.30-0.64 370

>3 0.68 0.51-0.92 431
R NI IE

R-CHOP 0.51 0.39-0.65 768

R-CVP 0.68 0.45-1.02 222

R-FCM 0.54 0.13-2.24 28
R RN ST

CR/CRu 0.57 0.44-0.74 720

PR 0.48 0.32-0.72 291

D HCILE-T-AEES
DY XU THERFRIERED 1 BT BAMHER S, REICEED D ST s
7o (A v AR E 2 i L2 WIRE T o BIE B BUTFR) .
< U U NEBFREURNIE TR SNTIEFNIILLTD LB,
VNS (U Y % o~ THERIRIERE 11, EEIRIRBLEHE 3 #),
Jfi i, S, ANBT (ZE5R3E) (U Y % o~ THERHRIERETH 1 H1),
Grade 3 UL LD HEERES .
- WHECHK LB O, U U NEERERICERTOER ORI W THEITHES R

PR B IME &2 R B L 72,
- T U AMERIT, 2%LL EOJERISFEBL L T graded/4 DR FER LI ILIC
Bol-HFEFER
eV R B 22 Uk v T HERRIERE
(n=508) (n=501)
Grade3/4 AL I Grade3/4 LRI
gyt = > 1= 4l
PHEFR 84 (17%) 8 (2%) 121 (24%) 19(4%) T
HR 1.46 HR 2.41
95%CI 1.14-1.87 [95%CI 1.06-5.45
P=0.0026 P=0.029
AT A 17 (3%) 6 (1%) 20 (4%) 5 (1%)
I ER PR 5 (1%) 0 18 (4%) 0
5 B i T ER Rk i 2 (<1%) 0 1 (<1%) 1 (<1%)
SR GYIE 5 (1%) 0 22 (4%) 4 (<1%)
PR o R B 13 (3%) 0 10 (2%) 0
N1 5 (1%) 0 11 (2%) 1 (<1%)
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AT HR NA 2 (<1%) NA 3 (1%)
HR, ~#— N NA, %47

TRE BUER . WBUER. FIREEAL, WEEL S,

@ FEANZFFHEA G FFR

VYRV R CHERRORBLER RN o1,

U= THERHRIERE 56%(281/501 f5) vs. MEVEEEBLZEHE 37%(189/508
#) (U A2 1.51, 95%CI 1.32-1.73, FP<0.0001),

L EN oA EERIT grade2-4 OJEYIE TH - 7=,

U & v~ THEFFRIERE 39% (197/501 f51) vs. MEIRIREIZAE 24%(123/508
) (VA7 1.62, 95%CI 1.35-1.96, P <0.0001),
CABECRBEBENRE DS TZBYED EAL 5 I FTo B0 (VY F v~ 7
B iERE vs, BEIRIRBIERE)

RE X (54 B vs.28 i) | R AE (28 B ve. 11 4) . BI&FEZ (21
il vs. 8 i) . FREERKYLE (14 1§J vs. 9 %)), SOHEAZE (11 f3] vs. 14 f1]), ~/L
NRAT ANV AR EYE (BEF 19 61 vs. 12 ),

HERER (Zofth)
c U R THERRIE R VR IR B O 24K TR SIS B W T, 28E R T I iE
a7 MEOFRRMEICH BRI R o T,

@ HA KT TOF RN

* , The National Comprehensive Cancer Network (NCCN),
Non-Hodgkin’s Lymphoma -- Follicular Lymphoma (5| CEkEFE =72 L, )
* , The National Comprehensive Cancer Network (NCCN),
Non-Hodgkin’s Lymphoma -- Discussion (k% 5 288)

RN ER IR IE S 72 (ESMO) A R7 A OB HXXEE 5 21,

% [E , NATIONAL INSTITUTE FOR HEALTH AND CLINICAL
EXCELLENCE, Final appraisal determination, Rituximab for the

first-line maintenance treatment of follicular non-Hodgkin’s lymphoma.

(LR & L THI I &R TV WA Mg sl Bt RICES S wEFH)

4) BRI AR GUIE D A PEBM AL tE Y ST~ > Vil U o SR E A 5
& LEFCMFEIE T Y Y F v~ 7+FCM (R-FCM) HIEIC KD HMBEAEZDO Y Y *
U THEFFIRIE & BRI 2 I 5 T o & DAL TIURR Fh i i R AR

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. (Bf%& %

YE k% 5 15)

O HABRo B B RKEE
TR OVRERGE A MY o3 E (FL) ROV~ RUfifia ) o <& (MCL)
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BEERGIC, VX~ T, IAETEL, Y7 aBAT77 I REORI R34
YhurroOffH (R-FCM L) (XD A _—U% ks £ L, 261 x 3
DU F T~ THEFFRIE L BIBRBLE L O EIT V., U Y X U~ T HERRRIE O
IR AEWAET D,
@ FEFMIEE : B2hHIRE (response duration)
BINRFAAE TRES D T O R RE S £ To B,
@ RABR 7 = — X K M AH R R
@ TR
- TEAREANRRIE
ZNE T E Y (25 mg/m?/, dayl-3), ¥Z7 BAE AT 7 I K (200 mg/m2,
dayl-3). X F¥H¥ > hrr (8 mg/m2, dayl) % 4 HEEICHEY KL (FCM
Wik, Bt 4 YA 7V ER LT, R-FCM ik LT, VY *v~7 (375
mg/m2) % FCM %EiED day0 (25 L7z, KM Y > NEREA 20x109/L
(20,000/mm3) # B2 % K O/ XIEN S EVHE (10em 2B 2 50 SIE0IHE)
ZETHEREICBONTCIE, Y7 urAA7 7 3 K200 mg/m2 %, 3~5 HMMifT
5 NE A /N RTALER & K AT RE & L 72,
- MERRIRIE
TR AL TR (CR) XX aafE (PR) NGO NTIESE T v
2 ab LT, )/ﬂevv%&%ﬁé/ﬁi DH%MW:N& 2%k LT, R
ANREETO 3 H HEBEKRT 9 » A%IZ, VY F <=7 3756 mg/m?/% 4 HHH
BehH L=,
©® FEFAHEHE OREHE
176 ] (FCM #% 38 f5l, R-FCM #3% 138 fi) 122\ T, EFE AFIEIZS]
SheE VY F o~ THEFFRIER & BIRRBIEIE~T X afba T,
Bl fE 26 » A% (PH - 1~64 % H),
U x v THERRIERE (RAEF]) OFNHIMIEP REICEEL TR o3,
BRBLERED 17T » A LI L, ARICIER Sz (P< 0.001>o
AHRaE Y oS EIE G 2 %6812 R-FCM #iE 12 L 2 #IEITAHE 51 | *BE“E“ Lf:ﬁiﬁﬁ
2BV (81 B, v /ﬂe/vﬂ&ﬁfﬁfzﬁi@ﬁxﬁﬂ;ﬁﬁ T REICEGEL TR
Y. EIRFEBIERED 26 » AL L, ARICIERE L7-(P= 0.035)0
~ v RAVRIEY T R-FCM #RIEIC K 5 Wl B1AH & SEh L 7= e 51(47 f51)
T, VYR U THERRIEOA AEN R I NTZ(P = 0.049), 728, ZEEhH
M RMEICBE L T, VYo~ THEFFRIEHE L BIGRBHETEITIRV L DD
(14 » H vs. 12 » H), 24T > 7EB D% < 2 2 4 % B 2 CELfifl % HEFF
L T 72 (45% vs. 9%),
® RIREFEAMTIE H OfE R -
A= A7 [
EIEF, ARATEY o oSPERERF], KON~ v VR Y oS BEAE B 2 L o BE
IZOWT, fHlie A (2005 42 10 A) T, VY F I~ THERFFRIERE K VG
PR B O W BE O AL P RAEICEIE L T i o T, 3EREROHEEAE

20




fFRIT, VY XU~ THEFPRIERED TT%., BIBRBEHEN BT% CTh o712 (P=

0.100),
WL E-T-AEFS .
e (Ge#) L,
Grade 3 VA LD A EFHG .

(OFFFSL (2ofh)] ORD LB,
HANC R e g EES

VYo~ 7 H G Lo in iR B EIE R L ERRRIE Y A 2 v o 8% TR
BIN, ZOFEAEIBRME LIIEIPEETH T2, 1 flicBWT, EERY
VAR =SSN B L2720, RIGFEEZ R R IE L7, CTCIZHE> 2 RIEHIZD
WT, BRHIMPIL3 » ABICBIE LABERENRNZ L 2R LT,
AEER (Zofh)
- U R~ THERHERIEI T o BIEH]

FatF R A BT RN > T2,

HEVE I BLESHE U Y~ T HERE R R
Gradel/2 | Grade 3/4 | Gradel/2 Grade 3/4

Al 1 (%) (%) (%) (%)
T L F— 2 0 4 0
W5 5 0 6 0
GRS 5 0 4 0
SEORZ BRI 14 6 18 13
2 1fi 11 3 15 3
U BRI E 10 16 3 22
/N AR A i 13 3 10 4
I BR R i 28 5 28 10
R YUIE 16 3 24 4
FEEL 3 0 7 4
L - Mg 5 0 8 0
R 2% 2 0 2 0
il 5 2 2 0
DR RE B 0 0 3 1
o768 7 13 2 13 0
JIi i 2 0 6 1
& 0 0 1 0
TNNHYRAT 7 H—F 2 0 6 0
ALT 6 0 10 1
AST 3 0 4 0
vy 0 0 3 0
LDH 13 0 18 0
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i & 2 3 3 0
ALT, 7 9= -7/ 70 RA7=2T7—8; AST, 7ANTIX VBT I/ NF VAT 2T

;_-t“o

@ HARFTA L TOHRM

S , The National Comprehensive Cancer Network (NCCN),
Non-Hodgkin’s Lymphoma -- Follicular Lymphoma (SCHRFE 572 L)

S , The National Comprehensive Cancer Network (NCCN),
Non-Hodgkin’s Lymphoma -- Discussion (3C#kZE 75 289)

k[#, National Cancer Institute, Physician Data Query (PDQ), Indolent,
Recurrent Adult Non-Hodgkin Lymphoma ® 5| H SCERZE 5 22,

o , National Institute for Health and Clinical Excellence
(NICE).Rituximab for the treatment of relapsed or refractory stage III or
IV follicular non-Hodgkin’s lymphoma. (SCi#kE L CTHIH I T3y
B RIS W)

#[E, National Institute for Health Research (NIHR). Rituximab for the
treatment of relapsed or refractory stage III or IV follicular non-Hodgkin’s
Lymphoma. (k& L CHIH SN TW WA YR BFE RIC K S HEE,)
#<[#, British Committee for Standards in Haematology (BCSH) (5| 3CH#ik
FoEEL,)

5) BEIRRAKEEEBHIMEI R X ) U RNEEEZ R E L) Y %o~ THERRIE
&R AR & LR 5 T v & DAL T P il R AR

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. (BAFEEHEE CHRE 7 16)

@

RO B RO R EE
1AL E DAL FIRIEIC K DIRREBIC Y U oRERHEE L2 (BT Y F v~
TIRRMATENIERAS) BEIRRAREMEEIE AR X% o U o EIER] (114 F) %2 x4
W2, U YR~ THERRIE L EEERR Y Y X O~ T IR O R O Hig,
FHEFMEE : VY X~ 7 OFEHH (duration of rituximab benefit)
FARE AL A D U N EEERER A L < IIMIEEBITH £ ToH
o NI REDMGET 256 (MERFRIERE) . B L IEEITEDL XITHKY
VXU TRG% 6 5 HUL EAREDNKSE L7cE (BIRERE) I, VY d v ~7
DFER D D & LTz,
R T = — X 0 T & LG TTAE Bk i R AR
1RIRE
N EEPN 6
Y&~ 375 mg/m2 & 1 E, 4 &5,

22




- MERFRE
TARE ANFRIECREL EONFERF SN RER &, VY X4 o HERHRIERE &

UYF v~ T EHIRER (VN ERERER SN BRI YR~ T H

Beh5%179) ~TF vkl (90 fl), V> x o~ THERHRIERRIL. 6 » H

iR CU Y Xy~ (3756 mg/m2iH, 4 BREE), Vo EREESTLHET

XAXAF 4 B E THITT L7z, MERRRRIERE TH Y B DS fE 58 S v 72 WE B

X, BINRE 2 e TRl A BT 7o,

- AR IRE PR TR IR
3 A MR TN 21TV, U o B ENER SN Y ¥~ 7 (375
mg/m2 i, 4 EEFE) & FEH L7, BIREREOREBRE X, T L <IXRE

BAREOHMN 3 » AU EIC/R 5 £ T, BEZME LT,

® FEFMEE ORI

- BRI R E T 41

- BN T, VYR T HIBEREO Y Y X~ 7RIS i, 7.4

BHAMNG 274 5 AIZHEE L, VY X~ THEFFRIERITZ31.3 7 HTh o7z,

VY F o= THERHRIEREICB O TR 2 OIEGIN B2 MR L. (20 fi vs.

11 f5l; P=0.05), FEIZ[EL D 5EREMEBI N 2 0> 72(10 B vs. 1 1 P =0.03),

- ARAtEY U oSBEAEGNCBRE L2 E CTHRMRDOER TH 72381 » HE& 35 »

Ao

®  EIXRAIFEAREE O R R

s VYR U THERRIE L )V YR U T HIREOEIZ OV T

D)UY X~ THEERRIERE O 31 #1/44 H1T, 1 2 —ALL EOMEERREN EE
A, 13 BUHIHMERFEIES 1 A 7 VERaRNIZ I EZ D . tigEICBEIT L
7oo 44 Bl 20 BT, MERHIRIED 4 23— X & 5ET Lz, #FMiREA T, 117
O — A DMERFRIENT oL, VY XU~ T 0 468 B STz,

WYY X~ 7 HIGEED 27 /46 B (59%) IZxtL., VY X ~7 DHiA
WOATONTZ, 11 fHIIEE LR O TB & Mk L Tz, 80 o 8 filld,
ZLOD 43 ATHRERZPIEL, BIpRIIITORho7 WEEZRLL 6
B, AOMEIC X 2T 16, 7o ha— L REsFIic k29 1E 1 6], EEARH
Wric X B MiaRBAT 2 Bl[HEERE 1 2 — 2 L% IcP kD, FEhE AT,
83 a—ADHIEEN T, VY F~T7 N 332 mFEHINT,

- AR A7 1 R
U~ THERHRIERE O B EAF YR T REIX 313 s HTHY . U Y

XU~ T HIREREL 7.4 » A T o 72(P=0.007), ARMEY >/ JESE B R E
LESAEL, VYU~ EHIBEREEL D LU Y X U~ THERRIERE CER T

W7e@B1a HE 18 5 H),

- TR R VR A LR 3R
VY x v~ THEFFRIERE T, 6 BB W CBMO RN LI, BRI,
HEFFPRIEBH AR D 39%7 5 52% (best response) ([Ztk# L7=, ®iZ, VY%
U T HERHRIERE O E AT AR MERPRIEBAGIRE D 9% 6 2T%ITHEAN L
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oo —H. VYU T HIBERETIE., 28RO LbITH/NNET (33%H
5 35%) ., JRIET 2B DA (4%) Ne BB E MR L Tz,

- AEAF A

U o < THEERIEREL VY U~ T EBERED SEMAEGERIT. Fh
FTNT2%E 68% TH Y HEEITRO Mo T,

- AR R O Lk
N MeFF IR 15 R
o K i 10 o A 8
(n=44) % =6 % P
WIEL Y Y 2 o~ THRIE T DL
TERZERN 4 9 0
30 13 30 15 33
N2 27 61 31 67
KG9 T ? best response*
TERZRRN 12 27 2 4 0.007
5y 2% 11 25 14 31
N2 21 48 30 65
I A A T P i (A 3 . 7.4 0.007
U3 v~ 7R H g fE () 31.3 27.4 0.94
3R AR 72 68

@ HCICE-T-HEES

UY® =T BREED 1B, BHHEICIVET L,

Grade 3 UL LD FEFRES .

T oA LMEE, VY F U~ THEFHRIERED 2 B1C grade3 o FEAIF b B
(infusion-related toxicity) NFHE L=, VY X~ 7 HREHTIEIRD

RN T,

Uk v~ THEFFRIERED 2 BIC graded O mMENREB L (BRI 1 6], 4+

BRIADIE 161 VY ¥ v~ 7 BHIRERED 2 1T graded3 O MENREL L7z (&

i 16, PR IAEE 161,

- WREBE O AREIT e < wIEIC X DB IENT R o 72,

© FEANEHERAEEFEESR

[®Grade3 LA FOFEERES | #5M1,

AHEHEZ (Zofh)

W{EREIE L b AR TH - 72,

@ HARIFTA L TO RN

* , The National Comprehensive Cancer Network (NCCN),
Non-Hodgkin’s Lymphoma -- Discussion (3i#k% 5 285)

k[E, National Cancer Institute, Physician Data Query (PDQ), Indolent,
Noncontiguous Stage II/III/IV Adult Non-Hodgkin Lymphoma ® 5| A SCiik %

24




5 30,

k[E, National Cancer Institute, Physician Data Query (PDQ), Indolent,
Recurrent Adult Non-Hodgkin Lymphoma ® 5| f k¥ 5 13,

#<[#, British Committee for Standards in Haematology (BCSH) (5| 3Ci#ik
FHEL,)

6) Atk B AR F U ONHBEEZGRL LY YR U TICLDEHEEA
BO Y Y F v~ THERFIRIERE & BB RBISENE D T > & AL TR S e i R R

* 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.
(BAZEEE k&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. (BAZ E2E k&5 18)

Ao HAY o RO BREE
RIGFE, IBFHEPIVE XTI A MME Y S EER (202 61) 255 L L iE gt
MUY X~ TREE DY X v~ 7 RETREO LR,
FHEFMEE - A X2 NEFHIM (event-free survival, EFS)
FFRE AR G, WE, B, BB, b o 5REIC X 55E
TE ToOHIM,
R 7 = — X 1 T U LUK BR
TRIEE
AR B N 1
UV ~7 375 mg/m2 & 1[0, 4 AL FEHEHY Y X~ 7IHE),
VYR~ T REHIER
TR NSRBI D 12 R R T, REL EORENG Sz s (151
Bl) %, BIEEZ L2 WEE (ArmA, VS, 78641) &, VY X~ 7 375
mg/m2 HANZ L DR L 12 %, 50 Ak, 75 A%, 9 » ARICHEET 58
(ArmB, EEJEH¥E., 734]) (27 X 2{b LT,
FHEFAMEE ORE R -
AAEREG] 126 B OB B B A% 36 4 H
Arm A XiZarm B2 T ¥ Ak S 7z 151 Bl EFS A i ld . arm A 73 11.8
% A, arm B2 23.2 » H Th -7z (¥ — FE[HRI=0.61, 95% CI: 0.40-0.93;
P=0.024),
FEATIRMR K OVELAR A N (T v & LMBIEFI155661) DOZhFIZ X v BEE L7
EFSH - (H)

FEYEIR R (arm A) #iE R 5 9% (arm B) P
7841 734
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b 9 1 A 5 Tt 431 19 36 0.009
BETR 9 151 10 15 0.081
Zhl (PR+CR)* 16 36 0.004
RE 8 11 0.35
PR, #B/rZ%h; CR, 22 ZE%)

*12IEF S DB R,

FHLBBEE R GEBRIR PR g9.54 . ATEFIISAELL o iBR)

Arm A313% A, arm BA24% A ThH 7= (P<0.001) , 728, HEHEHTEHE
(arm A) LIERIRHE (arm B) OWEIILL T EBY, £, RigHE efT
1RIREIE e L) CIHERIEE 2 FhE L7 fEH] (arm B) Tik. BEFHIE A 84 %
ZTH4A5%ITA N FEZFRD TR,

FEAEVR I (arm A) JER 5% (arm B)
784 7311
it A X NER] 5ERF 13% 27%
A X NER] 84FEIF 5% 27%
TR E AN IE TS 20 ] 314 (i oufi) 1.4% (1 RfE)
TR IR E AN 2 A 0.9%F (1 5fH) 0.5%F (H1 9 fH)

® RIKAFEAGIE B O RE R -
L fi H1 R
12 1 H OFMREICZE%) (CR+PR) & HI0E S v 7 S o T g 3 i A il i
arm A FE78 16 % . arm B HEAY 36 » H Tdh - 72(P=0.0039), {L7AHiERE

TS 5] & BEIREIE G ChOT A B EZN b o T,

PEYETR IR L IE RGO PR KON CR # (7 & A LLLKE)

DIBEBRIGN D 3 » AR ORDRIT, MBHETHRE TH Y | BRTEMEIBIIR %
WHIM L7z, Arm A ORZ=RITREM & & I THRL KT L2, arm B
TIL LA HEEF S LTV 7=, Best response (Z2DOW T, 2 B CHEZEIZ R
Mmolz, Fio. ALFHRERBEGIZ OV T, 2 B D best response % L
L7=HA b, ABZEIT -7 (arm A 91%[CR 31%] vs. arm B 92%[CR

52%]).
TRIRBRA bR D & O B PR (%) CR (%) | ORR (%)
34 H Arm A (78 1)) 59 8 67
Arm B (73 1) 50 12 62
12 % A Arm A (78 ) 23 21 44
Arm B (73 1) 34 26 60
24 » A Arm A (78 f51]) 9 19 28
Arm B (73 #1)) 16 29 45
Best respose | Arm A (78 ) 46 31 77
Arm B (73 1) 37 38 75

PR, #537%%%); CR, 522K %); ORR, &EHH,
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1) 12 38 H i C28%h (CR+PR) 25 B AV TIEGIIZ 51T 5 ik

18R B AG)> & D Wl H IS P

52 Arm A 56% 0.011
Arm B 80%

18 # A Arm A 40% 0.0097
Arm B 67%

24 5 H Arm A 35% 0.022
Arm B 58%

i) 7 v X 2k oo k#E (PR—CR. SD—CR. SD—PR) IL[##f C A%
THY, arm AN 21 %], arm B2 2261 THY . arm A D 5% & arm B
D 84 12 H H1RIZ CR B b iz,
JREAETOBEE 5 & EFS O R & OB EMEIZ S\ T, M RN 217> 7203,
BREBRTHKFIIMER CE o,
- EFS © 7# K128 % 2 & &M (121 61)
NS MNP — R 95%CI P
TRERE IERIR¥ (arm B)  vs. fEH#E
1A% (arm A)
Bel-2 iR F B 80%HE vs. 80% AT 0.55 0.34-0.87 0.01
TREATOBEE 0.4X109L LLF vs.

0.40 0.26-0.64 | <0.0001

0.4 X 109/L 3 0.58 0.37-0.91 0.017

IEIR AT O 2L IRTE (PS) 0 vs. 142 0.59 0.36-0.97 | 0.039
7 e Y A

TR E AN IE OB R CR+PR vs. 0.41 0.26-0.65 | 0.0001

SD+PD

CI, {E#H X [; PS, performance status; SD, ~%; PD, #§H,

- T B
TR BAAARETIC PCR T t(14:18) 3 HEFR S L7z 70 Bl 54 I3 7 > ¥ Kb & 4,

JEF IR (arm B) 1I2%1 0 £HiF 50072 PCR BBk 12 67 5 Fl 23 E{L L, PCR

BEPED 10 #1C PCR BHEALIZEE D D iviehro 7o, EHERIEHR (arm A) TiE,

PCR BtE® 3 il 1 f25pattik L. PCR vt 15 Gl 7 BI85 L L=, 2

HOWEFZHEDE THRFLIEE Z A, PCR BMED 16 fild 11 #] THAENGR

Hiv7eny, PCR EYEDERFITIX 23 Bl 1 Gl DEHEZ - 7= (P<0.0001),

- RELBBAEE R GEBREIE 9.6 4. 24 1F61IE 5 2L EoiBER)

D BOBHBONTIEFICENT, ERIBEOFHAMERHER I (EFS 1
RAE 3.1 4F vs. YRR 1.4 4F) | REHI T 2 B CR% TH - 72 (EFS
HLE 0.9 4 vs. EHETRIE 0.5 4F),

i) FEAERTRIERRED 46%., ERIGFE D 32% TR LENHEER I N TVWD (AF—FK
t=0.63, 95%fE XM 0.37-1.06, P=0.813),

iii) M X NAEFHIE (EFS) (2B 5 T1% KT DT

X EFS 4 f P NP — i 95%CI
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B B iR AT

JERIRHE A vs. 24 vs. 13 | <0.001 0.55 0.39-0.78
NEIEVIHE <5em vs. >5em | 26 vs. 12 | 0.011 0.64 0.46-0.91
AT IR E A ovs, & 33 vs. 12 | 0.020 0.65 0.45-0.93
Fe L& 7% — K HA 37 vs. 15 | 0.079 0.63 0.38-1.06
VV vs. FV/FF

WG RR ] T-111 vs. IV 23 vs. 12 | 0.090 0.75 0.53-1.05
% 95 B AT

JERVER A vs. I 24 vs. 13 | 0.009 0.59 0.39-0.88
NEIE VA <Bem vs. >5em | 26 vs. 12 | 0.090 0.71 0.47-1.05
FATILFHRIE A vs. I 33vs. 12 | 0.129 0.71 0.45-1.11
# B VV vs. FV/FF 37 vs. 15 | 0.319 0.76 0.44-1.31
WG RR ] T-111 vs. IV 23 vs. 12 | 0.324 0.81 0.54-1.23

Cl, GEKXM:; V, FyRIII L ¥ 7% —D 1568 DY L B, 7= LT 7=,

LWL E ST HERES .

[ORIRBFMEE O R] KO TOAFFER (Z0f) ] 228, TGS AR
EHM T ORETHICHOWTEREITH D25, ERIRR P K OBLEH R T o @&
R, B, RENBMIRF SO T ERRE SN TV D,

Grade 3L LD HEFES .

CJERBREEBEAROBIEHMTOEELAEFRIL, arm AIZB W T 44l arm
BlZEBWTOfINHE SNz, ZNHDONFRIEL, arm ABEICEIT 5, 2 HloHE
PERESG . 1 BIOREYYE, 1 flO =2 —m Xy —0FE, arm B #HICBIT 5, 2
B O HEMENE T | 2 5] D REGLE | 2 B O FifrE OFE 1 31O i & (pneumopathy) |
1 B D FERURLERIE DR BL T - 72,

- Grade3/4 O #M%

N 7 L— R34 FHEFE B
R SE I (%)
FARE NBE n =202
I 1M K 7
LHEES 19(9.5)
A ifn J 5(2.5
HEAT T 8(4.0)
Z DA 13(6.4)
1. % 75
2 1. 4(2.0)
[ ifi BR ek SiE 6(3 0)
A 7R BRI iE 19(9.4)
1./ N A iE 8(4.0)
7 X LMEBEME n =151
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I 1 i 7
Arm A, BEYEJRERE 2(3)
Arm B, JERJA#RE 7(10)
1.7 7 P
Arm A, EHETRERE 1 (17
Arm B, LR IG#EE 13(18)

@ FANF M oA FEFLR
B fa g B, RS ABRBRICHEICB D TR Lz, 704 A
b2 6 1%, arm ABEOEILR GRTOME A LB > 7223, arm BEEOMEIZMK T L
7o F F7E572(P=0.002), FIZEBEZITV Gl FTEET — ¥ Dbl oTohd) |
AW TBlEaREE LB 26D (F—%7 L) . BMROBA I,
arm BEEICEBWT, IgMED 2> TEY, 35 ABRLKR125 A% OMEAR, £
NE N GRIED86% K& NT2% T » 7= (P<0.05) |

AEES (£ 0Ofh)
137 Bl W T, TAFERIBZ OB IOV TRHEATRE Th - 72, WA DE T
T%DFGENRFBLL ., 5 HIORKYE, 161D DM, 1 151 D HEE 5 M 4F 7 BRI
DRE, 2 B A MmEREARE, 160 ERRE N LT,
FMEEABEICRB W T, REHEOIFMEEMEIL. F 1 B H &SRO
Wk 5-BEE MR (infusion-related symptoms) 72 -7z, 16 BlICEE LR A EF
LhaER L. TOND 20T EMOIEREHES AEFEZTHY | 1 HITLIERE
FICX VT L (CYZIERT, ODIBE B OBEIEN 2200 7203 | FIHR OfG S di &
PO RTZoT) . 1A, BREFERMEA MR 2 RBE L, BT 2 FlICEER
WG REMBL BB L, MRS L CKBMRIERT & o7,
RWNBEAE R GBI 9.5 4. 2/AEFFT 5 FLL EoBH)

151 #i 1 23 5l (15%) T RIS FEEL L7223, ALPIRIEIC X 2 BETR R4
BT 252 < ORBAEREIZEFETH-T-, ZKESEONFUL, 6 BINKE
DA, bBINEHREAIEGERE, 8BINFERNATHY . M TOR LIRS
Tholz, Arm AD 14]E arm B @ 2 il L FRIEDOTHREEIX 20> 72 (2
BIDEETEN Ay 1 BIDBFERED A

@ A RTA4 L TO5HRH :
S , The National Comprehensive Cancer Network (NCCN),
Non-Hodgkin’s Lymphoma -- Discussion (3 iik% 5 282, 283)
#<[F, British Committee for Standards in Haematology (BCSH) (5| 3Ci#ik
FFEL,)

< HARIZBIT D R A R >
BINEEZ L,

(2) Peer-reviewed journal DF&FE, A ¥ « 7 F U v RAEDOHRERI
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1) Vidal L, Gafter-Gvili A, Salles G, et al. Rituximab Maintenance for the Treatment of
Patients With Follicular Lymphoma: An Updated Systematic Review and
Meta-analysis of Randomized Trials. J Natl Cancer Inst. 2011;103:1799-1806. ({&3£
SR SCERFEE 5 5)

AAMK Y (ARERES S, AARY oSl RTER) o oBEEED (BAREY
E YEE S 39) @7Vidal 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.” DO {FH &
o

ARV oL, BRI EIT TS BARMEY UNETH D, B2 IR Ol
fEIXZ 63 CTHD, 1 FELAEDOERFIX, 2 UTE%% ZHETHIIZH Y (Ann Arbor IIT ] X
TIV D, BE KREBDCEIT (BAEWKR), 2SIXVHEE, U //\Hﬁ & % g #npk
RROEZENRDO 5N D E T (GELF &%) | 4K%f§{£%%ﬁ@’&ﬁ‘ R E LR T D,
U x o~ 7 LbFRIE L O I X D HENER O RITRAF T 228, @F . &
HEVIRL, IR EBEREOIMNELS D, ARtk N EBE O A FH I
i N &bl U< . AT REIT0 10 4 (95%FE X H[CI] 8-12 4F) TH
Do

BB ARE~DOY Y X~ T OEME (VY X~ 7 LB RIEOFHEE) .
{EFEVERMIC L2 WMENFE LI L, BEOAFHMAIE LR, 13 A
EDOBETIHMICES T, 1BREK 4 (PRI, 95%CI 3.17-REIZE) THIEZB
TW5, BRENFEESRDO DY X v~ T HEFFRIE T B A M 2 868 L2,
REFHIHO%RELZ RT T X MMERBRITE L v, ARtk Y o N EBE O 2AAE
W2 DY F o~ THERFRIEO MR 25l 4 57295, 1998 F0 5 2004 1
FEiS i b >OT o F LEEREREZ HWT, U Y &~ THERHRIER & MEFIRIEL
Felit U7 RE (VSR U R IR IR) 2T v X afbanic ARtk v #
5 985 Bl & k5 & L C. systematic review & meta-analysis %&£ 2506 L 7=,
FREEARIEZ, VYR o~ T A ALFRIET ) Y X o~ 7 LR FERE L O
MFETH -T2, TORERE LT, BRI RERMEARMEY o BEE T,
VR U THERREO A MBEICE T M TFNICAEE R A HENER I AN

(FELIZBI % pooled hazard ratio[HR]=0.58, 95%CI 0.42-0.79) . ARIEH ) T E
IR 5 H At BECICBP 5 pooled HR=0.68, 95%CI 0.37-1.25) [Lfil78 T
oz, BIEIOMEIEE G| systematic review & O meta-analysis (25 & 725
BREERVE T I, e RBERRBROLETL TS Z b, 2o 0RBRERE
BN L. systematic review M 0" meta-analysis & Ejii L7-D TZ DR 2 ET 5,

Cochrane Collaboration @ 5 #t & LT, 4 T® systematic review (% 2 LI
BWMAEEHTL2LEND D, ﬁﬁlﬁl@*ﬁ%“@ %, 2007 4F 6 HIZEm XK 2T > T D
TEMDH, 2010 12 AT =252 BHMT 5 LEHRE L, 7 LERBRORK
FITIEITRIEIRE L= HiE TIEO 72. 1%, The Cochrane Central Register of
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Controlled Trials (issue 4, 2010). PubMed (1996 to December 2010), EMBASE
(1974 to June 2007); LILACS (1982 to December 2010). the hematologic
malignancies (www.hematology-studies.org); Conference Proceedings of the
American Society of Hematology (1995 to 2010). Conference Proceedings of the
American Society of Clinical Oncology Annual Meeting (1995-2010) . K& O
Proceedings of the European Hematology Association (databases of ongoing and
unpublished trials [http://www.controlled-trials.com/,
http://www.clinicaltrials.gov/ct, http://clinicaltrials,nci.nhi.gov/DIZ%F L T1T > 7=,

FREREED ¥ — 7 — RiX, "follicular” X% ”indolent” % O'FI¥AFE. “lymphoma”
WVAFEFE & L, “rituximab” XX “monoclonal antibodies” &% ONF$A 35 CRAWT i 3% %
iTolz, £, FMKABROEHEZES VIEMLEFR LKL L0 MR RUIR
NRBBONE®RAE ANF Lo, FEFGEB X 24EFEHH (overall survival, 0S) &
L. BIWREFEAGE B i3 A (progression-free survival, PFS, Cheson
O OYIEFEUE) . ATEDE (Quality of life, QOL) K OVEEHS : grade 3 ik 4
DA EFES (CK[E National Cancer Institute’s Common Terminology Criteria for
Adverse Events, CTCAE % 3 hiiZ v T grade Z H|€ 7 % 2%, grading system (Z
Hl> TWie grade 2 L TW A 5EI121E, CTCAE Hl 5 72k ®D grade Z#HliE L
7o) WBIREPIEDZ oNnT Lo e AERESR, BYVE K CEEZRERGVE (KRR
BROERICUE D) & Uiz, 2007 FISHERMR L7CRiEIO 7w b a— Tk, A~ b
R (event-free survival) . £EMEEA E® B-cell CLL/lymphoma 2 (BCL2)
KN DERER, BRI (response duration) DM &2 &tHE L7228, 71 b=
— /N EWET L, 4 [ElO meta-analysis TIEZZN O OFHMIEE 2 FEME L R0 o> 7=,

FEFMME B ICBADL 2% 7 I — TN 2 Gt L, AR ARE (BFEIRED I
Uo7 HA, VYFRo~7 L fWFBIREOHH, VYR ~7 250200
BIE), VY X~ T 5 A7 Y 2 —)1 treatment line CRIGHE . BEIRH) . H& .
R, FHIE ~DOER L OEIT OFREOZYME & RINAEROZLHEICL Y SEL
7zo PFS IZBD DR TOY 7 7 —T it (R AR, (P RiEORE, R
PEIBER ) 1T, ARO T e ha— L TEEHE L2 o T,

A Ry N ETORMIZBE D T O Y — Kt (hazard ratio, HR) K O 95%15
XM EFEH L, BE2EET L (fixed-effect model) (235 TH B D Wik T &E 7~
ffi7 L (inverse variance method), 7 —/L L7z, "% — K2 1.0 RiioHE, U
VXU THERRIENAN THOL L ERT, 2 BT —ZIZBP LY X7 (risk
ration, RRs) K& ' 95% 15 #8 X [H 1% . Bh B 5 v (fixed-effect model,
Mantel-Haenszel Method) (X V#HEL 7 —/ L7c, TEFHEHEHEIZOWT, A&
% (a random effects model, DerSimonian and Laird method) % H\7-fZHT %
BB LAT S HIET, ESTZ1T o7, BMKEABRORE—MHIZO>NT, REY—H%
WD D x2REEA—EICHEDL D FETHAML 2, MEFFHICHEICA—BREE
1L, PAEAS 0.1 K XL FAED 50%# & L7z, &£ TOHEHENT X, Review Manager
(RevMan) version 5.1(Copenhagen: The Nordic Cochrane Centre, The Cochrane
Collaboration, 2011) % T, Wl E TiT - 72,
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SCHRIRER T 8IS MG HIL. ZED D B D 64 IOV TR T 2 AREMN B X DAL,
50 WA BRA L7, 10 OEGARAER 2N B UILAEICFEY L, #7725 S O ERKFER & AilE
MOEDOT —ZEHFRITONTE 3 DOMKRBRNEEN TV, 1 DOERKAR T
BlET 2K T —# 2 WE L Thholz, 200X TIE, FAI—RBRICEBWTHER D
BE R ORI O W TSR IThIL TV,

BRRB AL VBB 2R 1 LOE 21T (B, RO EEER X, =
iR B A JRIER Iy B R (partial response, PR) . X IZ A% (stable disease, SD)
UL EDBNERE D ITIEN Th 572, 1 ODEKRABR T, VY%~ THERRIEIC
T DREEOIRFEE LT, ARMEY VoS ERERC ) Y X U~ THREE £ LT
WA, fOBIRRBR T, VY X~ T BEERTOLT. BIEOLEIT-T-,

1 D ORFERABRICBR G S NI BE L, WREH D7D D GELF A2z LT
2o ZOBRERR T, EFAZBE, VY X~ LD HEMEARET) Y F
U TN K D EMEE NEIE EHERRREIED 3RS T XA LME LT, VYU T HE
B OB KM AT 5720, VY X~ LD EMENIEELITIOREL U Y
XU~ TN K D ERENFE LM RFRIE AT OO AT 2L & L, BlEEIT
IREL DHITFEmM L7 o7-, Lo T, Z® metaranalysis Tlx VY F o <7IC
KD HEMENFIEZAT O, VY XU~ THERHRIE 2 AT D T BIE O 24T 5 FEH % %t
MEELE LT -7,

1998 4E/ 5 2009 FICEM Sz 9 SDOEKAER (2,586 i) 2. 2AEFEHH O
meta-analysis O EIEF] TH > 72, VY F U~ 7 HEFRRIEZ S0 L 72 JEH) Tlx., #E
FRiE 2 320 L 72 WIER] & ik U, 24 FHIHIXA BICBL4 Th > 7= (pooled HR of
death=0.76, 95%CI 0.62-0.92) , EAAFHIIZ DUV T | HEHFHII A E 72 R 5 5R
DARE—PEITFR D 5372 1> o 72 ( Pheterogeneity=.0) , = Z 2P LA H (Z B 4> 5 funnel plot
X, HERASA 7T 22 LEH L ThWidho Ttz (F— 2 RKB#),

BAEFMEICED D7 7 — T HE, IBEEREE T ERE (BERE) 0 A
PEU oSBT (909 f) 2T 20 Y X~ T HERRRIEORAMELZ TR L TV LR

(pooled HR of death=0.72, 95%CI 0.57-0.91) . ARi&¥#H] (1,650 1], )05 7 A
WIEHROMFERE) CORBRRAHMEITZRD b h o7 (pooled HR of
death=0.86, 95%CI 0.60-1.25) (X 1 X Mgk 1, EHIK), b FRIEL VY F o~
THEFFRIEORE A V2 — LV OMIET, BEDIRICHEEREE T ool (T8
£ 1. AWE) . 3 DORKRBROBME NELEIL, VYR~ THABETHY , 1k
HREEGATORNST-, Zhb 3 SORKRER (516 #) IZBT 5T, U
VR THERFRIE X, MERPIRIE A M L2 VES & i L, 24 HIICE Db S

B A HAEIMR S o 7= (pooled HR of death=0.76, 95%CI 0.53-1.01),
FIGOREICET2E (U XEWERLL) IO TRESIT 24T o 7228, 15ED)
FRIZBI 2B ORECEICHEBII RS ol (FHEFE 1, A85).

fRATICE D T-1F L A E DEERRBRICH W T, EREEAFHMIZ, VYo~ T
FHRIEICE D MEFPRIEZEZ L2V G L i L Tl EI N TV, 9 DOERKR
B (2,550 f5]) @ pooled hazard ratios |, MHEAFWIMOAERAEEZ L TV
7= (pooled HR of disease progression or death=0.54, 95%CI 0.48-0.60), Z ALl%,
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KiGEH (1,650 ], pooled HR of disease progression or death=0.52, 95%CI
0.44-0.61) L IAMEHIMESIAHREAE (2 T 3 B O TMEARILERO Y V¥~
T HEFFHEYE 909 . pooled HR of disease progression or death=0.60, 95%CI
0.49-0.72) ORI7 TRBH AL, Fio, THEANREORBIZKG] 2 <@ b ;
U v~ 7 HA| (516 ., pooled HR of disease progression or death=0.50, 95%CI
0.39-0.65) b5 1L D 4 (297 #, pooled HR of disease progression or death=0.49,
95%CI 0.37-0.66). U ¥V & ¥~ 7 LALFERIEO G ARTE (1352 #il, pooled HR of
disease progression or death=0.58, 95%CI 0.48-0.70), #EHEAFHMICH T 2 H
MHEE, ALFREOREN R 7256 (VYR U~ 0RELET) THROH
Nl 7R AT77IR, BV URF TRITAT U KROBT L R=Y
(CHOP /%% pooled HR of disease progression or death=0.53, 95%CI 0.44-0.64) .
VIR ATZ IR, BT VRAFURORT L K=Y (CVP &L, pooled HR of
disease progression or death=0.50, 95%CI 0.38-0.66), 7 /L ¥ T ' % & LRk
(pooled HR of disease progression or death=0.58, 95%CI 0.40-0.84),

2 DOBKABRIZE W T, £iFEDE (QOL) & M EWIM A5l sz, ZhE
NOBKBRBR CREINTZEBD, VYU~ THFREIBITIEEOEZE DR -
72, 728, K metaranalysis TlI, 7 —Z B0\ NG AETREOEIZET 5 iFT
TR o T,

Uk v~ THEFFRIE T, MERIRIEZITOR WSS & ik L, graded/4 O A E
H45 (1598 f). RR=1.68, 95%CI 1.29-1.99) & J&YiE (1656 5], pooled RR=1.67,
95%CI 1.40-2.00) 7% =RIZHBL L7z, Graded/4 DIERYIEZ B L 72 KW A7 F SO
WZBRE L7cma (1,656 #) , MEFFRIEZITOR WA LKL, U Y X o~ TR
LA I L7258 1 mRICRIL L. (pooled RR=3.55, 95%CI 1.88-6.69), U
FURTERGPIUEEZVLBELETOIAFFRORBEIIL (1,433 #i) ., MEFIFELZITDRW
el VYV UfERRIELHEE L Tz (pooled RR=2.72, 95%CI
1.30-5.68),

U o~ THEFFRIE IR, TEARIEICR LAY v JEEH O RELF
HIH R ORBE A2 SE Lz (P=0.006), #H#LERIKERT — & OB 01K OB K 5R
DEH T — X OFEFEIL. AilElD meta-analysis OFERZREIC LT2, WL OO
KRB OB GERIE DL Z) KORYIHOBHNE, KNSR ZBERbOIZL
Teo VY v~ THERIRIE O AF I D 2 A HMEIE R SUTRRERSTE O Al
PEY O NEICEE D b Te s A WIS D 2 A HHEOEE W, FIEER
FITH 2 B EORHEALITOTEFNTHLRETHY, B BEEHATHL —FE
LT\,

Meta-analysis O#t 0 K UL, G TER R 25 D ATaEEN N 2 Z &b filfR &
NoH, HmE L mHEEMEE OEEKMEIZ, #0 IR UBITOME LT > TWV7u,

MM AGFMRICE DL ) Y U7 OSEICARERARMEIE. RIBEARMEY
YNEBFEICRBT S MEFFICABRRAEFHBOLBE KBRS TWRY, Zh
E. 2 EEL EORZBE S TAER & g U, FIENERR GO A A 25 10 i1 &
HWEIN, B FNICHEERZZ2G5 DI EMBOERRILETCHL EHZ XL
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nNs, —J., WMEAKIERHICEECTIE AL, ZRHOBHEIZL>T 2 BHHER
% (second-line treatment) MZNRAITH D ATREMENH D, BIAMMEY /1 JET
B E NPT LI JEBNC KT 2 U Y F U~ T HERHRIEITEENIRFR CTH D &
BZDHRETHD, PIENEHRFNZ DWW TIE, HEFFRICA B 7o 80 A 7 IR & &
PIERBREZER L, Mt T & Th D,

- EAT R O BRIRRBR OB (Hk)

B VR g FRIRHE R 2N HERFIRIE | VY v~ THEFRR
INFRAF ® grade BEVE VRS BATEN B ha—u
Ardeshna 1-3A KiB# FL VY v~ | RE 2 A 1|, %
2010 (MESE Pt . | 7 A K 2 4R
AN 5 )
Forstopointer | 1-3 A% FL.MCL | FCM X % | PR 1|, 4 HME 3
2006 R-FCM B HE 9w ARSI
&5

Hainsworth 1-2 HRFL SLL | VY Xy~ | RE H 1, 4 HM%E 6
2005 7 HA H A2 2 [
Hochster 1-2 K FL. | CVP, FC R A 10al, 4 A% 6
2007, 2009 SLL H R8I 2 [
Martinelli 1-3 RIBE, R | VY XV~ | AL 2 4 AMIZ 1 E, &
2010 FL THAI(Y > K2 FEM

X7 D

TREE 7 L)
Pettengell 1-3A % FL e HE ) B fif | PR 3y AmIZ 1 H, &%
2010 OB K 2 4

IZ BEAM,

ASCT
Salles 1-3A KiBE FL R-CHOP . PR 2 » A®iZ 1|, &%
2010 (55 &) R-CVP, K 2 41

R-FCM
van Oers 1-3A % FL CHoOP . |PR 3w AMmIC 1A, &
2010 R-CHOP K 24
Witzens-Harig | 1-3A RIBEKLOH | TE PR 3y AMmIZ 1A, &
2009 %D CD20 15 K 2 FH

£ NHL

FL,AHa: U > N fE; MCL, ~ > Rfilay o o) fE; SLL, /hY o RBRM U o8N E; NHL, 3EFR Y
U URE;, FCM,7 VT v+ 7 uir A7 7 R+ bhF o by, RYUYFU<T,
CVP, v 7 uikr A7 7 I R+ 7 UV RFU+7 VL K=V FC, 7VHA T+ 7R AT 7
I F; BEAM, BCNU+= R R+ X S B+ A7 7 5 5 ASCT, B E S Mla; CHOP,
YIuRAT 7 I R+ REY LB H+E L7 URAF U+ L R=Y 05 PR, #5E4,

- AR RBR i OTRIRZN R (BFR)

#frfff% — Log [HR] SE Weight HR(95%)
FENR BB %7 5 MERPR A
Ardeshna 0.19 0.61 2.7% 1.21 (0.37-4.00)
Hochster 1.5067 1.155 0.8% 4.51(0.47-43.40)
Hochster -0.51 0.3537 8.1% 0.60 (0.30-1.20)
Martinelli 0.073 0.5775 3.0% 1.08 (0.35-3.34)
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Salles -0.14 0.27 13.8% 0.87 (0.51-1.48)
/NEH(95%CT) 28.4% 0.86 (0.60-1.25)
A¥J—P : Chi2=3.55, df=4(P=0.47); 12=0%

BENE - Z=0.78(P=0.44)

B2 OSUXIERIEGUMEBIZ X3 2 MERFR B

Forstpointner -0.72 0.5 4.0% 0.49 (0.18-1.30)
Hainsworth -0.1526 0.2819 12.7% 0.86 (0.49-1.49)
Ma tinelli -0.624 0.304 10.9% 0.54 (0.30-0.97)
Pettengell -0.13 0.25 16.1% 0.88 (0.54-1.43)
van Oers -0.36 0.19 27.9% 0.70 (0.48-1.01)
/NEH(95%CT) 71.6% 0.72 (0.57-0.91)
R¥)—PE : Chi2=2.60. df=4(P=0.63); 12=0%

BAME - Z=2.80(P=0.005)

AIE, FRSOITEREHE X $ 5 MEHRIE

Witzens-Harig | SE A2 L | SECHIZ2 L | KRR

/NEH(95%CT) E N A

R —ME 4L

AR 4L

/NEH(95%CT) 100% 0.76 (0.62-0.92)

ARYJ—+PE : Chi2=6.85, df=9(P=0.65); 12=0%

WAE - 7=2.78(P=0.005)

BTN —T D% Chiz=0.69, df=1(P=0.41); 12=0%

HR, ~#— N SE, EWERRZE; CIL, FHKH,

- 7% systematic review & " meta-analysis O % &

D B
AT H i G2 4R [ NP — Kt (HR) 95%17 #H X [H
A W T 241 0.76 0.62-0.92
(2,586 fil) (pooled HR of death)
TR HIME XX/ | 0.72 0.57-0.91
FE A (pooled HR of death)
(909 %)
HRIRHH 0.86 0.60-1.25
(1,650 ) (pooled HR of death)
TG NIRIE D 0.76 0.53-1.01
Jvw Xy <7 HFK | (pooled HR of death)
(516 #i)
HEEA IR | 2 0.54 0.48-0.60
(2,550 #1) (pooled HR of disease
progression or death)
1B HUME XX FF | 0.60
&4 (pooled HR of disease 0.49-0.72
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=L (1,433 B1)

(pooled risk ratio)

(909 i) progression or death)
RIBH B 0.52
(1,650 1)) (pooled HR of disease 0.44-0.61
progression or death)
R 2 WN A 0.50
U ~7HA | (pooled HR of disease 0.39-0.65
(516 1) progression or death)
LR WN 63 0.49
9==3-305 (pooled HR of disease 0.37-0.66
(297 1) progression or death)
R (EEWN 30 0.58
Vv~ 7HbE |
vk 1o (pooled HR of disease 0.48-0.70
/&1’352 i) progression or death)
s ; 0.53
R E R E
. ] 0.44-0.64
R+ CHOP (pooled HR of disease
progression or death)
s ; 0.50
R (ECWN 30
. ] 0.38-0.66
R+ CVP i (pooled HR of disease
progression or death)
TR NN 0.58
RE7 W& Z v % | (pooled HR of disease 0.40-0.84
G iR progression or death)
i) &tk
KA U A7k 95%15 #H X [H
1.68
Grade3/4 DHEHFHFLR (1,698 fi) ) . 1.29-1.99
(risk ratio)
e 1.67
Grade3/4 D EEYE (1,656 ) . . 1.40-2.00
(pooled risk ratio)
ERG (1,656 61) (pooled risk ratio) : :
D 2% 2.72
VY X~ TGEHRIEELEETDOA 1.30-5.68

(3)

HEEFEA~OREERTER & L ToRREHRN

<HEAMT BT D HHEFE >
1) Wintrobe’s Clinical Hematology (12th ed.)
FRNPLDOHAFEELEDLEY,
2) Williams Hematology (8th ed.)
FRNLOBEEEDO LB,
3) T DA
FENPOLOMBEELED LB T EHEICTLELH D,
- CECIL MEDICINE 23rd ed.

- Holland Frei Cancer Medicine. 8th ed.
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- Harrison’s Principles of Internal Medicine. 18tk ed.

+ Cancer,Principle & Practice of Oncology.

FEMDOBBELEIZL VT, Cancer,Principle & Practice of Oncology. 8tk
ed ODNEFENFH I N TWDH 0, 5 9 hik (Cancer,Principle & Practice of Oncology.
Oh ed., RFERM EES 6) B"RTIINTZZ b, VYF v TICHET D
FLl & LIS,

CHPTER 127 Non-Hodgkin’s Lymphoams
Follicular Lymphoma
Therapy of Disseminated Follicular Lymphoma
The optimal treatment strategy for patients with advanced stage FL is

controversial, and a recent registry of patients in the United States suggests
that widely disparate therapies are used for this group of patients.185

Observation at diagnosis remains a therapeutic option for many
asymptomatic patients. The National Cancer Institute initiated a prospective
randomized study comparing conservative treatment (no initial therapy) with
aggressive combined modality therapy with ProMACE (prednisone,
methotrexate-leucovorin, doxorubicine [Adriamycin], cyclophosphamide,
etoposide)/ MOPP (mechlorethamine [Mustargen], vincristine [Oncovin],
procarbazine, prednisone) chemotherapy followed by low-dose (24Gy) total
lymphoid RT. 186 Eighty-nine patients were randomized. The disease-free
survival was significantly higher in the combined modality therapy group at 4
years (51% vs. 12%); however, no differences in OS were seen.

When a decision is made to treat a patient with disseminated FL using
cytotoxic chemotherapeutic agents, a wide variety of choices are available. In
general, CRs occur more rapidly with combination chemotherapy regimens, but

it is unclear that the ultimate treatment result is superior with combinations.

Rituximab as Initial Induction Therapy Because of the toxicity of
chemotherapy and interferon, investigators have examined the role of
monoclonal antibody therapy as initial treatment for patients with follicular
NHL. A phase 2 study treated 50 patients with stage II to IV FL and low tumor
burden with single-agent rituximab as first therapy.187 The overall response
rate at 50 days was 73%. Toxicity was minimal.

Hainsworth et al. also rituximab (8375mg/m? intravenously 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
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of whom had stage III or IV disease, overall response rates at 6 weeks and at

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.

Generally, single-agent rituximab is an option for patients with low disease
burden, or patients with comorbidities making chemotherapy unattractive. As
outlined later, extended schedules of rituximab may prolong the benefit of this

agent with relatively minor toxicity.

Chemotherapy-Biologic Combinations as Initial Induction Therapy. The
highest response rates in FL have been observed with the addition of the
monoclonal antibody rituximab to chemotherapy combinations as an initial
treatment strategy. A small phase 2 study demonstrated a very high response
rate (95%) and median PFS of approximately 5 years after the combination of
CHOP chemotherapy with rituximab,!88 which led to widespread use of this
regimen. The Southwest Oncology Group has reported similarly favorable
results of a phase 2 trial evaluating CHOP chemotherapy followed by
rituximab.189 Since these early reports, four randomized trials have
demonstrated the superiority of PFS and ultimately OS when rituximab 1is
combined with initial chemotherapy for FL compared with chemotherapy
alone. For example, Marcus et al.,19 in a randomized phase 3 trial of over 300
patients with previously untreated FL, randomized patients to
cyclophosphamide, vincristine, prednisone (CVP) versus rituximab-CVP
(R-CVP). A statistically significant improvement in PFS and time to next
therapy was noted in the R-CVP group. Additionally, with a median follow-up
of 53 months, an impact on 4 year OS (83% vs. 77%) was achieved with R-CVP
versus CVP alone.

A German study randomized over 400 patients with FL to R-CHOP versus
CHOP alone as an induction therapy component. In this trial, R-CHOP reduced
the relative risk for treatment failure by 60%, and significantly prplonged the
time to treatment failure, with a borderline impact on overall survival.l91
Similar findings have been reported in a trial comparing fludarabine,
mitoxantrone, cyclophosphamide, with rituximab to chemotherapy alone.192

Based on these observations, when chemotherapy is used as first
treatment for indolent lymphoma, rituximab is generally combined with
chemotherapy. These are no randomized data to guide the choice of initial
chemotherapy regimen. The importance of an anthracycline is debated; in an
analysis conducted by the Southwest Oncology Group of 415 patients treated
with a variety of chemotherapy regimens without rituximab,

doxorubicin-containing treatment did not prolong the overall median survival
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of indolent lymphoma patients compared with less intensive treatment
programs.193 Long-term follow-up of a Cancer and Lymphoma Group B trial
comparing CHOP-Meomycin with oral cyclophosphamide similarly did not
demonstrate a survival benefit.194 Whether these observations are true in the
rituximab era is not known. In the United States, the most commonly used
chemotherapy regimens for FL. are R-CHOP and R-CVP.

Preliminary results of a German randomized trial comparing R-CHOP
with bendamustine-rituximab in previously untreated patients with indolent
and mantle cell lymphoma have been presented. The bendamustine-rituximab
combination was superior to R-CHOP in PFS and had a lower rate of
toxicities.195 We await a definitive article before recommending this regimen as

upfront therapy.

Consolidation Options

Autologous Stem Cell Transplantation. Two trials of autologous hematopoietic
stem cell transplantation (ASCT) incorporated in the primary therapy of
patients with FL have reported high CR rates, but with continued observation
it dose not appear that this mordality is curative for majority of patients.196,197
In addition, the incidence of secondary myelodysplasia after these treatments
may exceed 15%, tempering the enthusiasm of this approach.198 ASCT is

generally reserved for the relapsed setting.

Interferon. Interferon-a has long been known to be an active drug in the
treatment of patients with FL and has an objective response rate of 30% to 55%
when used as a single agent with relapsed disease.!99 The value of adding
interferon to standard combination chemotherapy regimens has been tested in
a number of clinical trials. Several prospective randomized trials have
conflicting results, with some suggesting a survival benefit,200 whereas other
larger trials failed to demonstrate it.201 Because of significant toxicity, and the
availability of other options, interferon is rarely used in the United States for
patients with NHL.

Rituximab. Rituximab consolidation or maintenance therapy prolongs PFS
after single-agent rituximab induction therapy. Hainsworth et al.202

randomized 114 patients to rituximab “maintenance” (four times weekly every

6 months for 2 years) versus observation after rituximab induction therapy.

Final overall and complete response rates were higher in the maintenance

group. However, the duration of rituximab benefit was similar in the

maintenance and re-treatment group (31.3 vs. 27.4 months, respectively). This
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question was the subject of an Eastern Cooperative Oncology Group trial that

enrolled over 600 patients (“RESORT”); results are pending as of this writing.

Ghielmini et al.203 also demonstrated the efficacy of rituximab

maintenance (single infusion every 2 months X4) versus observation after

rituximab induction, with a significant failure-free survival benefit to the

maintenance strategy. Long-term follow-up of this strategy suggests that up to

45% of patients remain in remission at 8 vears in the maintenance group,

without significant increased toxicities.204 Prolonged rituximab maintenance

strategies are now under investigation for patients initially treated with

rituximab alone.

Rituximab maintenance has also been evaluated after chemotherapy. An
Eastern Cooperative Oncology Group clinical trial randomized patients with

indolent lymphoma to rituximab maintenance (every 2 months for 2 vears [four

times weekly every 6 months for 2 yvears @34 ¥ ]) versus observation after CVP

chemotherapy. PFS at 3 vears was significant prolonged in the maintenance

arm (68% vs. 33%) with a trend toward improved OS in the maintenance

arm.205 Based on these results, rituximab was approved for maintenance

following chemotherapy by the U.S. Food and Drug Administration (FDA).

Rituximab maintenance has demonstrated activity following

rituximab-contating chemotherapy in the relapsed/refractory setting. Van Oers

et al.206 have published results of a phase 3 trial in the relapsed setting

evaluating rituximab maintenance after CHOP and R-CHOP in

rituximab-naive patients. PFS benefit was noted in the rituximab maintenance
group, with a trend toward overall survival benefit. Based on these data, the

international PRIMA trial was conducted, which randomized previously

untreated patients following rituximab-containing chemotherapy to rituximab
maintenance versus observation. Preliminary results of this trial suggest a

substantial benefit in PFS in patients receiving maintenance rituximab.

Therefore, patients with FL should be offered maintenance rituximab after

rituximab-containing regimens.

Vaccines

Several approaches of vaccination have been used in clinical trials of
patients with follicular NHL. The most frequent target of vaccination
approaches i1s the idiotype. In phase 2 clinical trials, anti-idiotype immune
responses occur after vaccination in approximately 50% of patients, and these
patients had prolonged PFS compared with historic controls.207

Three randomized trials have been completed studying idiotype

vaccination versus placebo after induction therapy for newly diagnosed
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follicular NHL. Two trials were negative208 and one underpowered trial
suggested benefit in a selected subgroup of patients.209 Based on these results,
and the significant activity of rituximab in this setting, there is limited

enthusiasm for idiotype vaccines at the present time.

Radioimmunotherapy

Finally, use of the radio-labeled monoclonal antibody iodine-131 (131I)
tositumomab in previously untreated patients has also been reported to
produce a high CR rate. Between 1996 and 1999, 76 patients with previously
untreated follicular NHL received 1311 tositumomab therapy on a phase 2,
single center study.210 Fifty-six patients (74%) had a confirmed CR. Forty-five
of these patients remained in CR with a follow-up of 30 to 66 months. The
Southwest Oncology Group reported the outcome of a novel
chemoimmunotherapeutic approach, combining standard  induction
chemotherapy (CHOP) followed by consolidation with 1311 tositumomab. This
phase 2 trial included 90 patients with previously untreated advanced-stage
follicular NHL.211 The overall response rate to the entire treatment regimen
(chemotherapy + 1311 tositumomab) was 90%, including 67% complete
remissions. The 2-year PFS was estimated to be 81%, which is better than
observed historically with CHOP alone or CHOP with rituximab, and this
benefit persisted through 5 years of follow-up.212 A phase 3 trial comparing this
regimen to R-CHOP chemotherapy has been completed, and results are
awaited at this writing.

Radioimmunotherapy consolidation has also been studied using
ibritumomab tiuxetan. An international study randomized 414 patients in
response chemothrapy (<20% received retuximab combinations) to
consolidation with ibritumomab tiuxetan versus observation. Prolonged 2-year
PFS and conversion of partial responses to complete responses were noted in
the ibritumomab group.2!3 This trial resulted in approval of ibritumomab
tiuxetan as consolidation following induction chemtotherapy for FL by the
FDA. Whether or not these results will be similar in a group of patients treated
with rituximab containing induction is not known. The Southwest Oncology
Group is currently studying rituximab maintenance following R-CHOP plus

131] tositumomab consolidation.

Summary: Initial Treatment of Follicular Lymphoma
Patinets with early-stage FL should be considered for treatment with
primary RT. Clearly, many treatment options exist for the majority of patients

with newly diagnosed, disseminated FL. Whenever possible, the authors
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strongly encourage participation in clinical trials. Observation is an option for
certain asymptomatic patients; however, this approach has no chance at
improving survival for these individuals. Rituximab has activity as a single
agent for patients with nonbulky disease. For symptomatic patiens, or those
with bulky disease requiring a rapid response, combination chemotherapy
regimens including alkylating agents or purine analogues with rituximab are

appropriate. For many patients, these appears to be a role to consolidation

initial response with either radioimmnotheapy or maintenance rituximab. The

role of idiotype vaccination or maintenance rituximab. The role of idiotype
vaccination or more aggressive approaches, including ASCT as part of initial

therapy, remain to be defined.

Therapy for progressive Disease
Almost all patients with FL, despite CR to initial chemotherapy, relapse
and are candidates for salvage treatment. In an asymptomatic patient,
particularly if the individual is elderly, observation without treatment can be
an acceptable option. Local RT can be used in a palliative manner. In
particular, we have been increasingly using the two-dose regimen of 2 Gy each

day for 2 consecutive days.156.214
A wide variety of second-line chemotherapy regimens have been used in
patients with FL. When the initial therapy is repeated, patients with FL often
respond. For example, purine analogue-containing chemotherapy regimens are
often used in the relapsed setting. Preliminary results of a cooperative German
study, in which patients with relapsed or refractory follicular or mantle cell
lymphoma after treatment with CHOP were randomly assigned to receive four
cycles of chemotherapy with fludarabine, cycrophosphamide, and mitoxantrone
(FCM), with or without rituximab, reveal that overall response rates were 89%
with FCM-R and 54% with FCM.215 The highest response rates for relapsed
indolent lymphoma have been reported with bendamustine either as a single
agent?16 or in combination with rituximab.217 This drug is now approved by the

FDA for this indication. As previously mentioned, rituximab maintenance

following chemotherapy appears to prolong PFS in the relapsed setting, at

least in a group of rituximab-naive patients.
Radio-labeled antibodies directed against CD20 also have high response

rates in patients with relapsed FL.218.219 A phase 3 randomized study compared
yttrium 90 ibritumomab tiuxetan radioimmunotherapy with rituximab in 143
patients with relapsed or refractory low-grade, follicular, or transformed
CD20(+) NHL.220 The overall response rate was 80% for the yttrium 90

ibritumomab tiuxetan group versus 56% for rituximab group, which reached
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statistical significant benefit in response duration or survival between the two
groups. lodine-131 tositumomab (Bexxar) has also been approved for the
treatment of recurrent indolent and transformed B-cell NHL with results
similar to ibritumomab tiuxetan in the rituximab refractory patient
population.221

Novel agents, such as mTOR inihibitors, proteosome inhibitors,
antibodies, and immunomodulatory drugs, have also been shown to produce
objective responses. Current studies are combining these agents with standard
rituximab-containing chemotherapy in the relapsed setting.222

Autologous196,223 and allogeneic?24 hematopoietic stem cell
transplantations have been used for patients with relapsed FL Patients
transplanted after multiple treatment failures have a poorer outcome.225 A
single randomized study has been published addressing the role of atuologous
transplantation.226 Patients with recurrent FL received three cycles of CHOP
chemotherapy. Responding patients with limited bone marrow infiltration were
eligible for random assignment to three further cycles of chemotherapy (C),
unpurged ASCT (U), or purged ASCT (P). Because of poor accrual, the study
was dosed prematurely, and only 89 patients in total were randomized. With a
median follow-up of 69 months, ASCT significantly improved PFS and OS
compared with chemotherapy alone; however, the study was underpowered to
address the purging question. Long-term follow-up of two single-institution
experiences of purged ASCT wusing cyclophosphamide and total-body
irradiation conditioning demonstrates an apparent plateau on the remission
duration curve at 48% at 12 years despite significant treatment-related
toxicity.227

An International Bone Marrow Transplantation Registry study
retrospectively evaluated 904 patients undergoing transplantation for FL. A
total of 176 (19%) received allogeneic, 131 (14%) received purged autologous,
and 597 (67%) received unpurged autologous transplants.22> In multivariate
analyses, allotransplantation had higher transplant-related mortality and
lower disease recurrence. Purged autotransplantation had a 26% lower
recurrence risk than unpurged autotransplantation. Five-year probabilities of
survival were 51%, 62%, and 55% after allogeneic, purged autotransplantation,
and unpurged autotransplantation, respectively. To decrease the transplant
related mortality associated with allogeneic transplantation and foster a
graft-versus-lymphoma effect, there has been great interest in the use of
nonmyeloablative conditioning regimens for patients with indolent
lymphoma.228 Studies are under way to define appropriate patients to consider

for this approach.
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BRARFZHL2WEEIZIE, WIRPEITLZVIERSIHBL LD T2 £ THEIRE T
RIMBEZITO Z L b BRAHDO 1 2L 720 5 5,

ETH FLICREZ 20 L) \AFHMAZER LY 5 2 L B8GERH S L3
WL IL 72, Aggressive lymphoma (2%~ 2 EE R SEY 1L TdH 5 CHOP #iLE T
X, doxorubicin 7% key drug & &i15 0, FL OIBEICE T 28 HMEIZGEHA ST
RN,

rituximab (X FL {23 L TH @mWiBREZI R 2~ 7, R-CHOP RIEDH II kT
LR W R & B 7 S AR F I 3 R S 7o, £ O fth fludarabine 72 E D 7Y
Tru 7O b EWEERERT, rituximab Of H 3EW R LT KW RE &
BLESAICRGRIBEDIREZRT, 12& 2 1E., rituximab ff ] CVP &

(cyclophosphamide, vincristine, prednisolone) (R-CVP) &% & CVP EED
BEAER T3, R-CVP BRIENZEROMEAFLM T CVP I~ (K 5), ERE
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LIAMZ S rituximab OF HEMIRE & EMIRIED 7 o Z 2MERBRITW < Ol S
T, FL X MCL % %} G2 MEfT & 4L72 rituximab §f H 31k & SR LE O 7
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1738 89% & M TR R KA HE ST D,
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FENOLORBELED LB TR BEBICRELH D,

CREPSEME, WLE RIS, NILE. ZERMmRE Y 5 3 K

< /N BORERIREE TS & MR IE ST 2007 4

- MNEE WE LK< DD EMEY VoED T T 2008 F

- RNEE - JEEEYE - K FEIE MRE. BEY CONERE Y = 2 7L KETH 3

R Bl AEM. FEEREZ T WAET W MRZ2E= X A S— b~ Bk
U\ )iE

R EN. Erobwd EYEY N Update

< FRBRFOSHE. AImdE - U 2N E - B REIE-S B O & IRE

(4) ZEUIMBEDOBRIA K74 o ~OEHR I

<HEHZBT DA RTA FE>
1) k[ National Comprehensive Cancer Network Practice Guidelines (NCCN 4 1 K
ZA4)
FRNOLOMBEEEDO LB,
2) KEEEAKEERE Y2 (ASCO) OBHEIA KI7 A4 v
AL L,
3) BONEERIES; 2 (ESMO) A K74 v (FEnbORBEEE~DBEM)
M. Dreyling, M. Ghielmini, R. Marcus, et al. Newly diagnosed and relapsed
follicular lymphoma: ESMO Clinical Practice Guidelines for diagnosis, treatment

and follow-up. Annals of Oncology. 22(Supplement 6): vi59-vi63, 2011. ({3 Rf#
SCHRFE 7 8)

treatment plan

first line
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consolidation/maintenance.
Rituximab maintenance for 2 years improves PFS (75% vs 58% after 3 years, P
<0.0001) [I, B] [21].

21. Salles G, Seymour J-F, 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, randomised controlled trial. Lancet 2010;
377: 42-51.

relapsed disease

Rituximab maintenance for up to 2 years has a favorable side effect profile and,
based on a systematic meta-analysis, substantially prolongs PFS and OS in
relapsed disease even after antibody-containing induction in patients who have

not received antibody as first-line therapy [I, A] [28].

28. 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.

Table 5. Recommended treatment strategies outside of clinical studies

Low tumor burden High tumor burden
Stage I/I1 Stage III/IV Stage III/IV Stage III/IV
(<65 years) (>65 years)
Radiotherapy Watch and wait Chemoimmuno- Chemoimmuno-
(involved In symptomatic therapy (e.g. therapy (e.g.
fleld) 30-36 cases: consider R'CHOP, R'CVP, BR,
In selected cases: monotherapy In selected cases: In selected cases:
watchful rituximab R-chlorambucil
waiting Monotherapy Rituximab
CR/PR: monotherapy
Rituximab CR/PR:
maintenance Rituximab
(single maintenance
application (single
every 2 months application
up to 2 years) every 2 months
Insufficient up to 2 years)
response: Insufficient
consider response:
radioimmuno- consider
therapy radioimmuno-
consider ASCT therapy
after salvage
Relapse/progress
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Chemoimmuno- Chemoimmuno- Dependent on Dependent on
therapy therapy (e.g.. first-line first-line
In selected cases: R'CHOP, regimen and regimen and
palliative R-CVP, BR) remission remission
radiation (e.g. In selected cases: duration: duration:
2-2 Gray) Rituximab Chemoimmuno- Chemoimmuno-
monotherapy therapy: e.g. therapy: e.g..
BR, R-CHOP, BR, R-CHOP,
R-FC R-FC
Discuss high dose Rituximab
consolidation maintenance
with (single
autologous application
ASCT every 3 months,
Rituximab up to 2 years)
maintenance Alternatively
(single radio-
application immuntherapy
every 3
months, up to 2
years)
Alternatively
radio-
immuntherapy
In selected cases:
discuss
allogeneic
transplantation
Levels of Evidence and Grade of Recommendations
Level Type of evidence

I Evidence obtained from meta-analysis of multiple, well designed,
controlled studies. Randomized trials with low false positive and low
false-negative errors (high power).

1I Evidence obtained from at least one well-designed experimental study.
Randomized trials with high false-positive and/or negative errors (low
power).

111 Evidence obtained from well-designed, quasi-experimental studies such
as nonrandomized, controlled, single group, pre-post, cohort, and time
or matched case-control series.

v Evidence from well-designed, nonexperimental studies such as
comparative and correlational descriptive and case studies.

\% Evidence from case reports.

Grade Type of evidence

A There is evidence of type I or consistent findings from multiple studies
of type II, III, or IV.

B There is evidence of type II, III, or IV and findings are generally
consistent.

C There is evidence of type II, III, or IV but findings are inconsistent.

D There is little or no systematic empirical evidence.

4) >k[E National Cancer Institute Physician Data Query (NCI-PDQ)
FENLORBELED LBV,

47




5) T Ol

FENLORREREED LBV, EE, NATIONAL INSTITUTE FOR HEALTH
AND CLINICAL EXCELLENCE (NICE)IZ, Rig#HFlICx 32 U Y X~ 7 L b5
PR HIC X D BB NIRRT L2 % OMEFFETE (375mg/m2/[Fl% 2 % A 1T 2
L R 12 [B) BHLE STV 5 1E 0 BEIREFZ 33 % CHOP #1L XX R-CHOP
PRIEIZ R L= % OMEFFE (375mg/m2/[Bl % 3 » H 42 2 4/, & K 8 [A]) & NICE
WCHESH THE Y, FEECH#E National Institute for Health Research (NIHR)
75 Health Technology Assessment(HTA, EFESMHHICEDL LI MENAE IR
TW5H,

¥ 7. #[F British Committee for Standards in Haematology (BCSH) 2 % Ft#k
N b,

- 92[F . National Institute for Health and Clinical Excellence (NICE).
Rituximab for the treatment of relapsed or refractory stage III or IV follicular

non-Hodgkin’s lymphoma. ({&3£ g SCERE 75 9)

1 Guidance

1.1 Rituximab, within its marketing authorisation, in combination with
chemotherapy, is recommended as an option for the induction of remission
in people with relapsed stage III or IV follicular non- Hodgkin’s
lymphoma.

1.2 Rituximab monotherapy as maintenance therapy, within its marketing

authorisation, is recommended as an option for the treatment of people

with relapsed stage III or IV follicular non-Hodgkin's lymphoma in

remission induced with chemotherapy with or without rituximab.

1.3 Rituximab monotherapy, within its marketing authorisation, is
recommended as an option for the treatment of people with relapsed or
refractory stage III or IV follicular non-Hodgkin's lymphoma, when all
alternative treatment options have been exhausted (that is, if there is

resistance to or intolerance of chemotherapy).

- #[# National Institute for Health Research (NTHR).
Boland A, Bagust A, Hockenhull J, et al., Rituximab for the treatment of
relapsed or refractory stage III or IV follicular non-Hodgkin’s Lymphoma.
Health Technology Assessment 2009; Vol. 13( Suppl. 2):41-48. ({3 RAfE  SCHR
# 5 10)
Abstract
This paper presents a summary of the evidence review group report into the
clinical effectiveness and cost-effectiveness of rituximab for the treatment of
relapsed or refractory stage III or IV follicular non-Hodgkin’s lymphoma

(NHL), in accordance with the licensed indication, based upon the evidence
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submission from Roche Products Litd to the National Institute for Health and
Clinical Excellence (NICE) as part of the single technology appraisal (STA)
process. The submitted clinical evidence included two randomized controlled
trials [European Organisation for Research and Treatment of Cancer (EORTC)
and German Low Grade Lymphoma Study Group — Fludarabine,
Cyclophosphamide and Mitoxantrone and (GLSG-FCM)] comparing the clinical
effects of chemotherapy with or without rituximab in the induction of remission
at first or second relapse and the clinical benefits of rituximab maintenance
therapy versus the NHS’s current clinical practice of observation for follicular
lymphoma (FL) patients. Both trials showed that in patients with relapsed FL
the addition of rituximab to chemotherapy induction treatment increased
overall response rates. Furthermore, rituximab maintenance therapy increased
the median length of remission when compared with observation only. Safety
data from the two trials showed that while the majority of patients reported
some adverse events, the number of patients withdrawing from treatment in
the EORTC trial was low, with rates not being reported for the GLSG-FCM
trial.

The most commonly reported adverse events were blood/bone marrow toxicity,
skin rashes and allergies. The ERG reran the manufacturer’s economic model
after altering several of the assumptions and parameter values in order to
recalculate the cost—utility ratios, quality-adjusted life-years (QALYs) and
estimates of benefits. The manufacturer reported that maintenance therapy
with rituximab was cost-effective compared with observation against commonly
applied thresholds, with an incremental cost-effectiveness ratio of £7721 per
QALY gained. The greatest clinical effectiveness is achieved by R-CHOP
followed by rituximab maintenance (R-CHOP>R) and this treatment strategy
had the greatest probability of being cost-effective for a QALY of approximately
£18,000 or greater. The guidance issued by NICE as a result of the STA states
that in people with relapsed stage III or IV follicular NHL, rituximab is now an
option in combination with chemotherapy to induce remission or alone as
maintenance therapy during remission. Rituximab monotherapy is also an
option for people with relapsed or refractory disease when all alternative

treatment options have been exhausted.

« 5<[E, British Committee for Standards in Haematology (BCSH) ({Z Afi# X
BRE S 11) ICBL T OREAH D,
SUMMARY OF KEY RECOMMENDATIONS:

+ Rituximab maintenance after successful induction therapy prolongs

progression-free survival (PFS) and is recommended in patients responding to

first-line rituximab-based chemotherapy (1B).

49




» Rituximab maintenance prolongs PFS substantially in patients with relapsed/
refractory FL who are rituximab-naive and respond to re-induction therapy
with single agent rituximab, chemotherapy or chemotherapy and rituximab

and should be offered to all patients in this setting (1A).

STRENGTH OF RECOMMENDATION

Strong (gradel) | Strong recommendations (grade 1) are made when there is
confidence that the benefits do or do not outweigh harm and
burden. Grade 1 recommendation can be applied uniformly
to most patients. Regard as 'recommend'.

Weak (grade2) | Where the magnitude of benefit or not is less certain a
weaker grade 2 recommendation is made. Grade 2
recommendations require judicious application to individual
patients. Regard as 'suggest'.

QUALITY OF EVIDENCE AND DEFINITIONS

(A)High Further research is very unlikely to change confidence in the
estimate of effect. Current evidence derived from
randomised clinical trials without important limitations.
(B)Moderate Further research may well have an important impact on
confidence in the estimate of effect and may change the
estimate. Current evidence derived from randomised clinical
trials with important limitations (e.g. inconsistent results,
imprecision - wide confidence intervals or methodological
flaws - e.g. lack of blinding, large losses to follow up, failure
to adhere to intention to treat analysis), or very strong
evidence from observational studies or case series (e.g. large
or very large and consistent estimates of the magnitude of a
treatment effect or demonstration of a dose-response
gradient).

(C)Low Further research is likely to have an important impact on
confidence in the estimate of effect and is likely to change
the estimate. Current evidence from observational studies,
case series or just opinion.

5.2.3 Rituximab maintenance following first line chemo-immunotherapy.

Maintenance therapy with rituximab is aimed at preventing the

re-establishment of malignant cells thereby prolonging the time until relapse,

improving survival and maximizing the patient“s quality of life (Ardeshna,
2007).

There is evidence from randomised studies that rituximab maintenance

significantly prolongs median event-free survival (EFS) in previously untreated
patients who respond to single agent rituximab induction (36 months vs
19months p=0.009) (Ghielmini et al, 2004) and significantly improves PFS and
OS in patients who respond to CVP chemotherapy without rituximab (4 yr PFS
56% vs 33% p=0.0000003; 4 yr OS 88%vs 72% p=0.03) (Hochster et al, 2005).
The current standard induction therapy is chemotherapy combined with

rituximab. The PRIMA study randomised patients with high tumour burden FL
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who achieved at least a partial response (PR) to R-chemotherapy (R-CVP,

R-CHOP or R-FCM) to either observation or rituximab maintenance 375mg/m?

every 2 months for 2 years. With a median follow up of 3 years the PFS in those

responding to induction was 75% in the rituximab maintenance group and 58%

in the observation group (p<0.0001). The time to initiation of next anti

lymphoma therapy was also significantly longer in the maintenance arm. There

was an increase in grade 2-4 infections in the maintenance group (39% vs 24%

p<0.0001). These were mainly bronchitis, upper respiratory tract infections,

sinusitis, urinary tract infections and nasopharyngitis, Grade 3-4 infections

were 4% in the maintenance arm and 1% in the observation arm. There was no

difference in quality of life between the two arms nor was there a difference in

overall survival with 95% of patients alive at 3 vears. NICE (the National

Institute of Clinical Excellence) has recently approved rituximab maintenance

as an option for patients responding to induction therapy in the newly
diagnosed setting (TA226).

Ardeshna, K.M. (2007) Rituximab maintenance in relapsed or refractory follicular
non-Hodgkin's lymphoma: the evidence of its therapeutic value. Core Evidence, 30, 121-129.

(EFERM XERE S 12)

Ghielmini, M., Schmitz, S.F., Cogliatti, S.B., Pichert, G., Hummerjohann, J., Waltzer, U.,
Fey, ML.F., Betticher, D.C., Martinelli, G., Peccatori, F., Hess, U., Zucca, E., Stupp, R.,
Kovacsovics, T., Helg, C., Lohri, A., Bargetzi, M., Vorobiof, D., Cerny, T. (2004) 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, 103, 4416-4423. (BAFZE A E CEE 5 17)

Hochster, H.E.W., Gascoyne, R.D., Ryan, T.S., Habermann, T.M., Gordon, L.E., Frankel,
S.R., Horning, S.J. (2005) Maintenance Rituximab after CVP Results in Superior Clinical
Outcome in Advanced Follicular Lymphoma: Results of the E1496 Phase III Trial from the
Eastern Cooperative Oncology Group and the Cancer and Leukemia Group B. Blood 106,

349. (B ZEE CHE = 49)

6.6 Maintenance therapy in relapsed FL

Two randomised studies of rituximab maintenance following standard

rituximab induction in previously treated patients who were rituximab naive

have been reported and both show a PFS/ EFS benefit in the maintenance arm.

(Ghielmini, et al, 2004; Hainsworth, et al, 2005). Of more relevance are the two

randomised studies which demonstrate the benefit of rituximab maintenance

following re-induction with chemotherapy combined with rituximab (van Oers,
et al, 2006; Forstpointner, et al, 2006).

In the EORTC 20981 Intergroup study, 465 rituximab naive patients with
relapsed/refractory FL were reported (van Oers, et al 2006). The study design

involved 2 randomisations. Patients were initially randomised to receive CHOP

or R-CHOP induction chemotherapy. Response was assessed after 3 courses;

patients with progressive disease (PD) or stable disease (SD) went off study and
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responders went on to receive a further 3 courses of induction therapy. A second

randomisation took place at completion of induction therapy between

observation and maintenance rituximab (administered once every 3 months for

a maximum of 2 years). The primary endpoint of the first randomisation was

response whilst that of the second randomisation was PFS.

The ORR was significantly better in the group that received R-CHOP induction
(85.1% vs 72.3%. P<0.0001), as was the CR rate (29.5% vs 15.6%, P<0.0001); PR
rates were similar (55.6% vs 56.7%). With a median follow up of 39.4 months

from first randomisation there was a significant increase in median PFS in the
R-CHOP group (33.1 vs 20.2 months, P=0.003) without a significant increase in
OS at 3 years (82.5% vs 71.9%, P=0.096). 334 patients were randomised to
receive maintenance rituximab or observation. With a median follow up from

second randomisation of 33.3 months, the median PFS was significantly greater

in the rituximab maintenance group (51.5 vs 14.9 months, P<0.0001), equating

to a gain of 3 years in PFS. A gain in PFS of approximately 2.5 years was

present whether patients received CHOP induction (42.2 vs 11.6 months,
P<0.0001) or R-CHOP induction (51.8 vs 23 months, P=0.0043), indicating that

the anti-lymphoma effect of rituximab is not exhausted during induction.

Importantly rituximab maintenance was also found to confer a significant

overall survival benefit at 3 years when compared to observation, with the risk
of dying being reduced by one-third (85.1% vs 77.1%, P=0.0111). No breakdown
of OS benefit conferred by rituximab maintenance according to induction

regimen was given as the study was not powered to determine this.
Maintenance rituximab resulted in a non-significant increase in grade 3 and 4

neutropenia (10.8% vs 5.4%) which probably accounted for the significant

increase in grade 3 and 4 infections (mainly ear, nose and throat infections) in
this group (9% vs 2.4%, P=0.009). Six of 167 patients withdrew from the

maintenance arm because of toxicity, 4 due to infection.

It thus appears that in patients with relapsed and refractory FL, maintenance

rituximab improves median PFS more than 3-fold when compared with

observation. This is achieved with minimal increase in toxicity. Even when

rituximab maintenance follows R-CHOP induction the median PFS is more

than doubled. In addition a significant overall survival benefit to rituximab
maintenance is seen at 3 years.

There is currently no evidence from randomised studies that clearly

demonstrates the benefit of rituximab maintenance in patients with

relapsed/refractory FL. who have been exposed to prior rituximab. NICE

guidance however recommends the use of rituximab as maintenance treatment

in this situation as well as in patients who were previously rituximab naive.

Many different schedules of rituximab maintenance have been used. It is not
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clear which schedule is optimal. Gordon et al treated patients with rituximab
375 mg/m?2 weekly for 4 weeks (Gordan, et al, 2005). Further rituximab was

administered only when the plasma concentration fell below 25ug/ml (a level

which correlated with response in a previous study). The median time to the

next infusion to achieve this was 2-5 months, with 50% of patients achieving

this level with a dosing interval of 3 months and almost all with a dosing

interval of 2 months. This suggests that 2-3 monthly dosing is probably

optimal.
The duration of maintenance is also uncertain. Further rituximab benefit has
been noticed even after 2 years. However it is worth bearing in mind that in

patients with low tumour burden who received rituximab 375mg/m2 weekly for
4 weeks, 24% of responders maintained their response at 5 yvears and 15% at 7

yvears without any further therapy. Of course, the longer the maintenance

period the greater the financial cost and the greater the possibility that

continued B-cell depletion will result in significant adverse effects.

Unfortunately none of the randomised studies of maintenance rituximab have

measured patient-related quality of life. It is generally assumed that a patient

has a better quality of life if periods of remission are prolonged. However, for

some patients repeated visits to receive therapy when they are otherwise well

can be a constant reminder of their disease and actually have a significant

negative impact on their quality of life. If rituximab is given every two or three
months the infusion can be given on the same day as a scheduled follow up visit

thus minimising the disruption to the patient”s life.

Ghielmini, M., Schmitz, S.F., Cogliatti, S.B., Pichert, G., Hummerjohann, J., Waltzer, U.,
Fey, M.F., Betticher, D.C., Martinelli, G., Peccatori, F., Hess, U., Zucca, E., Stupp, R.,
Kovacsovics, T., Helg, C., Lohri, A., Bargetzi, M., Vorobiof, D., Cerny, T. (2004) 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, 103, 4416-4423. (BIZEEE CHEE S 17)

Hainsworth, J.D., Litchy, S., Shaffer, D.W., Lackey, V.L., Grimaldi, M., Greco, F.A. (2005)

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. Journal of Clinical Oncology, 23, 1088-1095.
(PR ELEFE THE S 18)

Van Oers, M.H., Klasa, R., Marcus, R.E., Wolf, M., Kimby, E., Gascoyne, R.D., Jack, A.,
Van“t Veer, M., Vranovsky, A., Holte, H., Van Glabbeke, M., Teodorovic, I., Rozewicz, C.,
Hagenbeek, A. (2006) 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, 3295-3301. (B E R E kA 5 12)

Forstpointner, R., Unterhalt, M., Dreyling, M., Béck, H.P., Repp, R., Wandt, H., Pott, C.,
Seymour, J.F., Metzner, B., Hanel, A., Lehmann, T., Hartmann, F., Einsele, H.,
Hiddemann, W; German Low Grade Lymphoma Study Group (GLSG). (2006) 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
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lymphomas: Results of a prospective randomized study of the German Low Grade
Lymphoma Study Group (GLSG). Blood, 108, 4003-4008. (BAREEE CHERE = 15)

Gordon, L.N., Grow, W.B., Pusateri, A., Douglas, V., Mendenhall, N.P., Lynch, J.W. (2005)
Phase II trial of individualized rituximab dosing for patients with CD20-positive
lymphoproliferative disorders. Journal of Clinical Oncology, 28, 1096-1102. ({3 RLfE STiEk
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