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RIOKR TOEYEY o3k {5k 9 2 KGR i - &1L, AbPRiE L o
W&, FH1H A7 3Thmg/m2/[ml &G L, & 2 %4 7 )LLIFE 500mg/m2/
EZ2EETLINEERS>TEY, BAEHARENT BMMMEIER T F U ol
WXL TARENTWD 1 HbHZY OHRE (375mg/m?/A) kX EHEE D
ZENB, 500mg/m2/[AlE GAZRET 5L EMEORIEN ML E THDH LB XD,

HARENIZEW T, RFOEMEY S [ i Iz 5k 5 4R 1 722 B R R BR
FTEM SN TWRWR, VYR~ T7 2@ Y PR MmFHICx LTHEMLEZ
Lo HETHR I ATV D,

Y A MER BT 2 ) YR~ T ORBICOVWTRHRITS8EE.
HTHERBENTNDRIEE « DIRKOHE - HESHARNEFIHFARETH D
ZEERIET DA BN D,

Moz, BRRE TAHBRBRICHEC T, WA CRR SN - & (375mg/m?/
[, 500mg/m?/[E]) TORKVERIEDLELEEZ LR H08, BYEY 3 A M
WIS T2V YR TORANBFRIIZDRD A+ THL Z LRGN TE

D, BORTIRY YR U T HAOHERIIHRES AT RN &b, AARERN
WZBWT, VY~ 7HA 500mg/m2/E D5 IZET 522>\ CTHGE
TOMIKREBRZ T2 Z L3, IRA TR EERECE T L L L
BRYME B E LS RS ERMEETHD EHE5 2D,

— 5., BRKDOEBNEZ, VI o~T E{bFRIELEOAEETHY, K
[ 1% 22> @ 2009 4F Education Program Book (BH¥ZE STk 9). K& ORKIN
BRIRIES 72 (ESMO) (AR CERE S 5) O A N7 A4 Tidk, Tikkne
DA RFEES TS CLLIESNIZX LT, KA E 7L X TE RNV 7 kA
77 I ROPHHRE (FCRIEE) BHEINA TV Z b, AMITEBNTH
AKFETNETE R 7 aR A7 7 I ROJFHIC X 2 ERRBRPEE S
Do
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(1) CLL i@ o1 5 3IENZ <. CLL Global Research Foundation (&
L BE#HRTIZ, CLLIEF OY-HLL L2 70 iz X TH 5 4H T CLL &
WS, CLL JERI O FEEEIT 76 & ShTnd (R¥ERM SCRE
5 5 KO ERE = 6), SEFI S Th 2 DITMZ, CLL IZEIT AR
THDZ LMD, BREIERZSHIL T2 WRNIZERE 2T b »
ZEHEL, EIRE TORMBENBINRI N TWD EHNSND, M., K
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(3)

(4)

KOTA RTA v (BREEL Uk 7 LOSCHER 9, ¥R STEES 5
M OXERES 2) TH, BARH SO AT — (Rai 0, Binet A) &
% CLL 2T AL ZFIEIFIEM~OFEGRRBDOLNRNT b iR
WRBENHEIN TR Y, BEBHOSEAZIEFSCEE T RE R EDOTH
RERTZ2HTLREFPIEREOMELE SN TVD, AFRICBITHHET
b 1R DA DL TIEH D08, BRIRFEH B P A7 — (Binet A) @
JEGNE AR D 60% (16/26 ) % 5T\ 2o (EERM CEkE S 7). FCR
LD E B B F TP ENEEG TH V| IR CORBBIE DT
NOBELNDLZEND, SHICHBEFNPRESND BABELEE X
Bk 1. SCHK 2. SCHk 5 R OVCHk 6. AR SUERE B 8).

FCR WiklE, FrEDO THRARK ¥ (BEKERE . pb3 HIsF28 5L AT H
del(17p) ) ZH T HIEHNIKE T DWEBEICEBNTH T A N7 4 o THERE S
NTWAHA (BAZEEEE  SCEk 1, SR 5. SCHR 6 R OVSCIR 7). Y4 3%0E B
R LTI ER AT+ THDLZ ERERINEREDOFR TCa v
ALV OOHD T END (RERM CHES 9 KOLHEE S 10). M4
FZIE ) & BRI A AN D Z IR CTH D EER D, 2D XDk
F Tl olp#EE (alemtuzumab (HL CD52 Hifk) & REAXTRmrA KO
OFH) AHERE S LTV D (RZERM CEF S 9), AFHIZBNTH 46%D
BEICBETREEZMF TV ZERMEINTNDZ LD (BFEREF
LEREH 7). SHICHREEDRRESND,

WAMZ BT DRMEE D72\ CLL flZ x5 & L, KFlE T7AE T v,
vrmakRA7 7 I ROPEAEE (FCR) &, 7AVE T v kAT
7 I FOJHERE (FC) &l LK RBREIREEE Xk 3)icksW»
TIX T, B B2 & o FEES R ok F S -6 & gBiod & &
L. B VER] (AR i il - FC BE 613k, FCR BE 61 %)
MEBINTWD, £72, CLLO®BREFIZx45 & L7z FCR & FC DLk
ABR (B E SOk 49) (BFEFFlmh Ll : FC #f 62 5%, FCR #% 63
%) ICBWTHRKRTH D, M., HaEEESBRESIN DG TV T,
HARTRERBDOIZ BT LT VNRFHEEINEINTND (BIBEZEE
Mk7, RERM SCIE S 5), Rk LB CLL IZ&EEE 281 5 % IE
7% < . CLL Global Research Foundation (= & % 5% Ti%. CLL JEHI D
PEELL B 70 A E T 69 T CLL &2l S 4, CLL fEF 0 5%
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(1) WAERACHEER, EYEIEHRE IR L AERIEE L TOHREIRI

<LHRDRRFR T ik (SR A RR I SE) . BRI AL, SCHk - BB oS EH
DS 5 >
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1) KIGH CD20 B Y v aimys (CLL) BEFICRT 2744 T80, v 7 uik
A7 7 I REQRYYF~7 (FCR) ikl oW T (ML17102 5, CLLS #5k) (B
FEYEE LEE S 3)

O RBroHBY - BT REE
KIGH D CD20 FHYEIEMEY M f fw B (817 61) &xt4ic, FC (7 v 4
TEVKQRY AR AT7 7 I R) HEE FCR (ZAE T8y, Y7 RFAT 7
REQRY Y X~ 7)EiEE i L FCREEN PFS 2#E T 5 Z L 2MiEd 5.
@ TEFMEA . EEEEAGFYME (progression free survival, PFS)
FrxLMbEnTEAENG, HEXITIH LW DHRRIC K DT £ TOHIM,
R T = — X ¢ PR AR BR
ladEik c FCREE (ZAZ T8y, v/ rAAT77 I R YFR<T)
1AL
VY& v~7 (375mg/m2, day0)., 7 /L% 7 £ (26mg/m2, first 3 days) .
Y7 murARA7 7 I K (250mg/m2, first 3 days)
HoVA I N~E6H A T
VY% ~7 (500mg/m2, dayl). 7 /4% 7 £ (25mg/m2, first 3 days) .
vr7uARAT7 7 I K (250mg/m2, first 3 days)
4 JHE (28 H) IZEF6 A 7 V20 KT,
FCHIEIZ LRI v by r7miR A7y I ROEEHFIEIZFEL,
® FEFAHE B OR R
- T U LMED D 3 DRI,
- FC RERE (409 ) & bl L C FCR #RiERE (408 ) T PFS "7 EICHER &
iz,
- PFS f1ufi : FCR # 51.8 » 1 (95%f5#HIX[H] [CI] 46.2-57.6) vs. FC ¥ 32.8
» H  (95%CI 29.6-36.0) . FP<0.0001,

® ©

- 3 FIkf PFS #
Fom: | Formk | 0 M Pl
(95%15 #E X [#])

2451 (817 Hi)) 45% 65% 0.56(0.46-0.69) | <0.0001
Binet A(40 i) 42% 62% 0.42(0.16-1.14) 0.08
Binet B(522 f) 45% 69% 0.50(0.39-0.65) | <0.0001
Binet C(252 f51) 45% 57% 0.73(0.51-1.04) 0.08
65 7% A (572 f4il) 46% 64% 0.57(0.45-0.73) | <0.0001
65 1% LL | (245 1) 43% 68% 0.55(0.38-0.79) 0.001
Del(17p)(51 1) 0% 18% 0.47(0.24-0.90) 0.019
Del(11q)(142 #) 32% 64% 0.34(0.24-0.61) | <0.0001
Trisomy12(61 i) 48% 83% 0.32(0.13-0.80) 0.01




Del(13q)(224 1)) 52% 76% 0.43(0.28-0.68) | 0.0002
MEET LIck b

X 48% 58% 0.78(0.48-1.30) 0.3
w7 L (138 fi) ’ ’
IGHV % (229 1)) 55% 80% 0.43(0.27-0.69) | 0.0002
IGHV K% $(390 #1) 35% 55% 0.62(0.48-0.81) | 0.0003

©® RIRBIFHIE B D55
247 (overall survival, OS) LAWY 7 7 v — 7150 A7
1) IREK O HIX FCHREIE TS D - 72 (86/409 f11[21%] vs. 65/408 fil[16%]) ,
FHURKDOZL<IL CLL OHEBEIZL DD THY (FC HIE 48/86[56%] vs.
FCR #tik 33/65[51%]) . & Ot J KX — Wl (FC 1L 13/86[15%] vs.
FCR %% 5/65[8%]) . K OV gE% @ CLL &I XB# A 72 WHIK Th - 7=
(FC #1% 15/86[17%] vs. FCR 7% 17/65[26%])
i) 25%DIEEFI NI 5 £ TOHM : FCR B 62.5 » H vs. FC #f 46.8 » H
(95%CI 29.6-36.0) . P=0.012),
iii) 3 4E M OS =

Fom | FCRm | 0 T p
(95%1E HEH X [H)

251817 1) 83% 87% 0.67(0.48-0.92) | 0.012
Binet A(40 1)) 84% 94% 0.19(0.02-1.61) | 0.091
Binet B(522 i) 81% 90% 0.45(0.30-0.69) | 0.0002
Binet C(252 f51) 85% 81% 1.48(0.84-2.62) | 0.168
65 % AT (572 1) 85% 87% 0.68(0.46-1.02) | 0.059
65 7% UL (245 f4) 78% 88% 0.63(0.37-1.10) | 0.103
Del(17p)(51 1) 37% 38% 0.66(0.32-1.36) 0.25
Del(11q)(142 ) 83% 94% 0.42(0.18-0.97) | 0.036
Trisomy12(61 f51) 86% 96% 0.23(0.03-1.94) | 0.142
Del(13q)(224 i) 89% 95% 0.30(0.13-0.71) | 0.004
B%E%?M:‘t % 87% 83% 1.56(0.67-3.64) | 0.303
w72 L (138 fi)
IGHV % #(229 #i) 89% 91% 0.70(0.33-1.49) | 0.354
IGHV A% $(390 f) 79% 86% 0.62(0.41-0.94) | 0.023

e N2 NI (event-free survival) , 220 #i[H (duration of remission) .
Hri- 7% CLL ia# B 46 I3 SE 1 £ TOHIMH (time to new treatment for chronic
lymphocytic leukemia or death) (Z>WT#% ., FCREEDOHHAMENHR S
T3,

=% (NCI-WG S 1996 4 i)

FC &1k FCR %% P
AH1(817 1) CR 88/409(22%) | 180/408(44%) | <0.0001




328/409(80%) | 369/408(90%) | <0.0001
Binet A(40 f51) 6/22(27%) 13/18(72%) 0.010
15/22(68%) 18/18(100%) 0.11
Binet B(522 f) 66/259(25%) | 124/263(47%) | <0.0001
220/259(85%) | 245/263(93%) | 0.003
Binet C(252 f51) 16/126(13%) | 43/126(34%) | <0.0001
ORR 92/126(73%) | 106/126(84%) | 0.04
Al e 38 A 5 R R A Y | CR 59/307(19%) | 138/316(44%) | <0.0001
FIH AT BE 72 BF M AT RE
#1(623 1) ORR | 243/307(79%) | 290/316(92%) | <0.0001
Y 65 IR AT CR 59/290(20%) | 126/282(45%) | <0.0001
(572 f51) ORR | 229/290(79%) | 252/282(89%) | 0.001
65 kUL E CR 29/119(24%) | 54/126(43%) | 0.003
(245 1) ORR 99/119(83%) | 117/126(93%) | 0.028
Del(17p)(51 ) CR 0/29 1/22(5%) 0.43
ORR 10/29(34%) 15/22(68%) 0.025
Del(11q)(142 #) CR 9/62(15%) 41/80(51%) | <0.0001
ORR 54/62(87%) 74/80(93%) 0.40
Trisomy 12(61 ) CR 7/137(19%) 17/24(71%) | 0.0001
ORR 31/37(84%) 24/24(100%) 0.07
Del(13q)(224 ) CR 27/119(23%) | 50/105(48%) | 0.0001
ORR 95/119(80%) | 101/105(96%) | 0.0002
BEEET VIZLD CR 16/58(28%) 28/80(35%) 0.5
B 7 L (138 #) ORR | 53/58(91%) | 71/80(89%) | 0.78
IGHV % #(229 f) CR 24/116(21%) | 56/113(50%) | <0.0001
ORR 98/116(84%) | 105/113(93%) | 0.06
IGHV AKZ #(390 #) CR 36/194(19%) | 79/196(40%) |<0.0001
ORR | 148/194(76%) | 179/196(91%) | <0.0001
CR, 5%4&%%); ORR, £&M%,

BRI

FCR JBIETL D Z < OB A 7 VDN Ef S LTz,

Ihi, B/ on:

SEBINEZ o2 bickd, £7-. FCR EED LV L OEH T, BWIHED
WENITON =28, Z v, i ek E X iE A Bk E 4 O 1R R I B E 4
A LD (FCREE 62%[117/189] vs. FC & 1E 64%[69/108])

FC ik FCR ¥ 1E Pl
BT A 7 v 4.8 %A 7 v 52 %A 7L 0.006
(#i[H 0-6) (#iPH 0-6) )

6 %A 7 JLLLRETIC
1B 2 ik U 7= JE B

136 5 (34%)

106 il (26%)
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TN T e B (R ) 778.2mg 774.0mg 0.6
YImRAT 7 FKEE
7735 7650 0.8

(th e ) me e
10% % 8 % 5 K| o B2 | 108 $i1/396 i | 189 fil/404 <0.0001
VB TS S 1= E A5 (27%) (47%) ’

1 74 151/396 %5 | 133 f4il/404 i

H1-3H A 7L (19%) (33%) <0.0001

L 79 51/396 5l | 137 /404

W 4-6 YA L (20%) (34%) <0.0001

PFS O OS 2B B T IK+ (L& &M

PFS 0S
NHP— N NHF— R
PiE PiE
(95%CI) (95 CI)
FCR #®iE 0.48 (0.37-0.61) | <0.0001 | 0.61(0.41-0.91) 0.017
fi&B2M >3.5mg/L 1.40 (1.09-1.81) 0.009 1.82(1.19-2.79) 0.006
ECOG PS >1 - - 1.85(1.23-2.78) 0.003
MiEF I vrFF—+2
1.87(1.02-3.41 .042
S 10U, 87(1.02-3.41) 0.0
Del(17p) 7.49 (4.83-11.61) | <0.0001 | 9.32(5.24-16.56) | <0.0001
IGHV R& % 1.51 (1.11-2.05) 0.008
WBC >50X%109/ 1.41(1.08-1.86) 0.013

B2M, B2 v A 7 v 7 m 7Y ;i ECOG PS, Eastern Cooperative Oncology Group,
performance status; WBC, H IfiLEK.

@ HEICES>T-FEES
FC#® 10 5 (3%) M T FCRHED 8 (2%) DI AATRFRICEIEL Tz,
FC#® 6 # % O FCR B 5 B3 Y iE (Wi 6 B, Atz 3 #il, BT Z 1
B, 7V 7 FARY U LHER 1) ICX0EE L, 76 (FCHE 3 4,
FCR# 4 #]) ORECIE, H 3V A 7 VL VATTh oz (FIEMRIULAE 6 .
ZERNE D LERSE 1 61)
BHREOLTIEL, FCREE (16%) L L TFCHE (21%) TEVWZ<RBOS
ic, EEHIOZ <%, CLL OFEIZL D200 THY (FC #f 56%. FCR fF
51%). TOMOKFIN & LTk ES; (FC #E 15%, FCR HE 8%) . /D %%
® CLL & IEBE W T (FCHE 17%. FCR B 26%) Th o7,

Grade 3 LA EOFEHESL (CTC version2)
BRI graded XL 4 OFEFESR%Z 1 L ERE LZEMOREIZ, FC &
i L, FCREETZE 0 o7z,

5
Grade 3/4 DESL % 1 [LL
3L U 7 GE 3
3% 7 P 157 i 40% | 225 56% | <0.0001
I A BRI D E 83 21% | 136 #i 34% | <0.0001

FC ik FCR #i£

(n=396) (n=404) P

249 #i 63% | 309 76% | <0.0001
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F 1fn. BR B A il 48 1 12% | 97 24% | <0.0001
iR R A 44 1 11% | 30 f 7% | 0.07
A i 27 % | 22 5% 0.42
O 52 P I o P i 4 51 1% 3 <1% 0.69
IEE 455 Py B 0 e T 26 <1% 1H <1% 0.55
A NI A R EERE 0 1 41 <1% 0.32
BGYE (B Eh) 85 % 21% | 103 25% 0.18
JGYE (RNFE) 68 1 17% | 83 f 21% 0.19
TR SR YL e 5 151 1% | 11 61 3% 0.14
A L AR YLSE 17 f1 4% | 17 Bl 4% 0.95
B YL E 1 <1% 3B <1% 0.33
o A R Y E 0 1 <1% 0.32

65 oA & el U 65 LA BT graded Xt 4 DFEREZRN Lo T,

ir;é‘i;h g;%ai% VEA  ars 61 67% | 18361 76% | 0.0009
1. ¥ 7 254 il 45% | 128 %1  53% | 0.04
A H BRI E 146 5 26% | 73 30% 0.21
1 i, Bk ek A S 106 %l 19% | 39%1  16% | 0.37
M/ INERIB 50 1l 9% | 24 %l 10% 0.63
1. 35 1 6% | 14 6% 0.82
B 5% P s i M 1 44 <1% 3 14 1% 0.46
IER 5% FA S o 3B <1% 0 0.26
T A ST A O E B R 16 <1% 0 0.51
JEYE (B 5 12761 23% | 6161  25% 0.4
JEYE  (NRFRE) 104 B 19% | 4661  19% 0.84
A SR L iE 6 1 1% | 10 4% | 0.004
A L AR 26 1 5% | 8 3% 0.4
B R YL E 36 <1% 16 <1% 0.83
A R YR 0 1H <1% 0.13

@ FEANHFFBHI A EER
I PRI E & A BRI E DR HLIX, FCR BETE Mo 72,

HAEHEER (£0fh)
BEhiEk = v = — WK1 (G-CSF) 1%, 86 A 7 rhTfhb s (THiks
4017V, FEFERA6 YA 7 )V), HEHM P LMEIZ, FCHA 7 H, FCR
N6 HTHo7z, £72, G-CSF L, FCRETE W ZIHH I (n=75vs.
n=11),

@ HA RKTA 2 TOF RN -
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+ k[#, The National Comprehensive Cancer Network (NCCN), Non-Hodgkin’s
Lymphoma — CLL/SLL. (CHkFE =72 L),

+ k[#, The National Comprehensive Cancer Network (NCCN), Non-Hodgkin’s
Lymphoma — Discussion. 7| H SCHk%E 5 143,

< RO B IR B 722 (ESMO) A K7 A 5| lISCEE 7 8,

+ k[#, National Cancer Institute, Physician Data Query(PDQ), Stage I, II, III,
and IV Chronic Lymphocytic Leukemia. (% 3CikiZsIH STV RWA, 3L
BRE L TEEOONDATDFRFER abstract 5 HIN TN D) o

- 3% [, National Institute for Health and Clinical Excellence (NICE).
Rituximab for the first-line treatment of chronic lymphocytic leukemia. (X
BRE LTI HS N T RN YR B RS RIS < HEE),

S National Institute for Health Research (NIHR). The clinical
effectiveness and cost-effectiveness of rituximab for the first-line treatment
of chronic lymphocytic leukaemia: an evidence review of the submission from
Roche. (ke LTHIHI N TR WD YRS RICE S HEE),

+ Hematology 2011, American Society of Hematology Education Program Book.
Using the Biology of Chronic Lymphocytic Leukemia to Choose Treatment.
51 SCEREE # 10,

+ Hematology 2011, American Society of Hematology Education Program Book.
The Treatment of Relapsed Refractory Chronic Lymphocytic Leukemia. 5|/
SCHRAE 5 3,

+ Hematology 2009, American Society of Hematology Education Program
Book. Proposal of an algorism for first- and second-line therapy of CLL. (%
FOCERITBIH SN TWARWD, ke L TE LD LNDRIDFRIE abstract
BEIHENTWD) o

2) BEVRIE CD20 BHtEEME Y " ERMREFR I T o745 T 8 7R AT7 73
REQY Y%~ (FCR) #iLEIZoW\WT (BO17072 B, REACH i) (Bi%%
2E CERE S 4)

O RO B - ERERGE
BEIRHE OB Y ok | il E s (571 ) 2RI, FC (7 AX T B KO
VIR AT 7 IR) RELRFC (VYFv~T, JALETEVRRY 7 Bk A
77 IFR) BELZEKL, RFCHEIEN PFS #dET 52 L2 MitT 5,
@ EFHEFMEIEE : (progression free survival, PFS)
Ty LMEINTZANG, B, BOBROBFBEITIH O DL REICLHET E
TO WM™,
@ W7 = — X RS MAHRER
@ JREIE FCRFLE (FAF Ty, ¥/ KAT77 I RERNY Y X ~7T)
Bl A
Uy ¥ ~7 (375mg/m?, dayl). 7/L& F ' (25mg/m2, 3 HE). &
R A7 7 I K (250mg/m2, 3 HIf#)
o2V A I N~FE 6NV AL
UY & v~7 (500mg/m2, dayl), 7/V&Z ¥t (256mg/m2, 3 HE)., ¥
7akR A7 72K (250mg/m2, 3 H )
28 HEFIZEF 6 A 7 V240 kT,
FCREIZ LT 7oty r7nkRA7 7 2 ROFEFIEICHELT,
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® FEFHMEAHE DR

< B EREAR R E 1 25 0 A
- PFS {1 FC 8 (276 ffl) @ 20.6 » H Lt L <, R-FC # (276 f5]) T

1£30.6 » HEAEICHKELE (P<0.001),

P — K (HR) 1% 0.65 (R-FCHIEIC L VBE I TED Y A7 2 35%K )

THhHol=,
- PFSICB b D — Kb (BT 70— T fbr)
B R VT ITN—T JiE 1 34 NP — R | 95%fF fH X [

42451 552 0.65 0.51-0.82
FATIL IR A TV X ALFIR B 145 0.70 0.45-1.10
TV 3% AL B T 307 0.63 0.46-0.87
TNE T 90 0.58 0.32-1.02
B2~Ar7marury v | >IEFMEER 408 0.67 0.51-0.86
<IE B B RR 123 0.66 0.37-1.16
WIEIEE W o> 5 o 1 [ <2 4 144 0.61 0.38-0.97
2 - <54 198 0.69 0.47-1.01
5 - <10 4F 152 0.52 0.32-0.84
>10 4 58 1.02 0.52-1.99
P51 B 368 0.60 0.45-0.79
Mk 184 0.77 0.51-1.17
i <65 % 317 0.47 0.34-0.66
>65 k- <70 7% 142 0.87 0.56-1.33
>70 7% 93 0.99 0.58-1.69
N EPN 544 0.65 0.51-0.82
Z Dt 8 0.55 0.03-8.78
Binet stage A 55 0.75 0.33-1.72
B 326 0.65 0.47-0.88
C 171 0.61 0.41-0.90
ECOG PS 0 330 0.58 0.42-0.79
Ay == T >1 221 0.75 0.53-1.06
U U RERE >25 X 109/L 358 0.63 0.48-0.84
<25 X 109/L 186 0.66 0.43-1.00
B R H 157 0.78 0.51-1.20
fi 395 0.61 0.46-0.81
CLL o #fi iz ¥ Difuse 353 0.72 0.54-0.95
Nodular 89 0.44 0.22-0.89
Diffuse/Nodular 47 0.66 0.29-1.50
JLTF=r2 0T T | <70 194 0.60 0.42-0.86
VA >70 349 0.67 0.49-0.90
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IgVH YA 192 0.70 0.45-1.09
PN 328 0.62 0.47-0.82
ZAP-70 2k 173 0.64 0.44-0.93
Fe P 237 0.71 0.48-1.06
ZP70/IGVH Rt 125 21 0.20 0.06-0.73
e /25 134 0.79 0.46-1.38
RO I /A 25 S 149 0.68 0.45-1.02
Ra e /A 28 S 100 0.78 0.44-1.37
CD3s+ 2k 170 0.64 0.41-1.00
Fe P 154 1.04 0.67-1.64
Del13q H 309 0.56 0.42-0.77
4 225 0.77 0.53-1.12
Trisomy 12 H 69 0.85 0.43-1.67
4 464 0.62 0.49-0.80
Delllq H 115 0.48 0.30-0.78
4 418 0.70 0.53-0.92
Dell7p H 42 0.75 0.38-1.49
fie 490 0.63 0.49-0.81

ECOG PS, Eastern Cooperative Oncology Group performance status.

® RIKAIEEATIE B o5 R :

e A %

i) FCR BiE T, BIEWREY A 7 Va8 T LICIEB N Z o7 (67.56% vs.
61.4%), FCR WIEIZHBTL2HILFIOZIZAEFZICLIFIETH -T2
2, FCHRIETIIAZE XIIEIZ L A ILFIRZ 0 o7 (5% vs. 1%).,

i) 7VvF ey ruRA7y I FORGEIT, WEYA 7 vntEdico
NTHET L2560 Rolen, 2HBTRERET R ST,

) U v F o~ 7k, HERGED 90% LG TE i,

REFWIM (overall survival, OS), ZE%#h3% (overall response rate, ORR) .

5 4272%h (complete response, CR) 3. ZEZ#h M (duration of response, DR) .

SFHIZEGFR F7-72 CLL 18 FE TOHIM (time to new CLL treatment,

TTNT) OFERITILU T DO LB,

e RTreETs JRET SR
rosn | arosh | P | oonasenp | Pl

FHY RIS & D=2 T E G HE X NCIWG A YE 1996 R iR)
PFS # 9efi(H) 20.6 30.6 <0.001 | 0.65(0.51-0.82) | <0.001
OS i (H) 52 NR 0.2874 | 0.83(0.59-1.17) | 0.2871
Best ORR(%)
5N 58.0 69.9 0.0034

CR 13.0 24.3 <0.001
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PR 44.9 45.7
SD 22.1 17.0
PD 5.4 2.5
FEATh AN BE /A FEA 14.5 10.5
DR H fEi(H) 27.7 39.6 0.0252 | 0.69(0.50-0.96) | 0.026
TTNT H fE(H) 34.3 NR 0.0024 | 0.65(0.49-0.86) | 0.0026
53 TR
i H MRD #EAf ] (32 51(12%) |37 #1(13%)
MRD &% 10 1(31%) |16 1 (43%)
B MRD F-4f 1 | 13 51(5%) | 24 1(9%)
MRD &% 4 F1(31%) | 8 f51(33%)
M TF— 2 =2 v 7 BEEDOFMIC & 250 T
PFS # 9efi(H) 21.9 27.0 0.0218 | 0.76(0.60-0.96) | 0.0222
Best ORR (%)
3 49 61 0.0048
CR 3 9 0.0046

NR, not reached; SD, R%Z; PD, ##; MRD, /N NEFRZE.
XN B E 1X National Cancer Institute Working Group(NCIWG) % 1996 4= KL i & #7 22 Wr
% Fi,

»

BN R 25 » ARFAC, CLL IZXF7 2 HiaH 2 i L7 ERIX, FC
WEIERE 69 Bl (25%) . FCR MIEHE 47 61 (17%) ToH Y . FCIHFERED 49%,
FCR MIERED 30% TV Y F v~ T 2 LIREMTORL T,
3R DE  (quality of life, FACT-G ver.4.0)
27 V== 7O QOL a7 idm< (FC #iL 79.5/112 vs. R-FC ¥k
80.0/112) , FBRMIM Z 3@ U CAREM R E T 2o 7o, FalfikE S To 2 B
DTS PERMEMIERD RN o T,

D RHTEICE-T-HEHES
MHEC BT DB A FFRITEIEIZ L DD Th o7z,

Grade 3 LA EO A EFEFS (NCICTC version2.0)
R-FC B£ T grade 3 X% grade 4 O 4F FERFAIED RN J o 72Dy, BIKD
JRYER B (FC B 51% vs. R-FC #f 49%) K& O grade 3 XX grade 4 D&Y
fit (FC #¥ 19% vs. R-FC ¥ 18%) OFHUL 2 BRI TENeh > 72 (R-FCHET
it o 3 R - 0 6 23 % 5 o T2 [R-FC B 58% vs. FC BE 49%]) .

@ FEANFFHB 2 FEER

- & 7TO grade, grade 3, grade 4, HARLAEFLL OB A EELRLDHR

B, FCHEE LG L R-FCHETE -T2,
CTURMES KO BRI R o ELIL, ZkEE (R-FC B 7% vs. FCH#E5%). B
BIF R (— WG K OB iE M L) (R-FCHE 3% vs. FCHE <1%) TH Y, R-FC
HTEhol,
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AERG (L)
ZERTOEMTHEFRENEBE LN WL HICE D T0%IE grade 1 XF
grade 2 Th -7,
AHEERIZE BRI OEIEIL 2 FEH TR TH - 72,
AEFLOFEREROEEE T, WS bEHE L OBEEENKT L TWDIE
Bl Can < R DM B o T,
TBIERT D U o7 SEREDS 26 OE B STV PR 93 3 23 o A TZIEBTIZ 38T, R-FC R
IZBT WO N A EESL (12, infusion-related events X |3 [ 5 A7 B IE 5
) OHEINTRO oo,
U X< 7|2k % infusion-related reactions OIEHB L EHEF L, FEFRY
XU Nl (NHL) THRESINZ LD LAKTH -7,

HEREZOMPE
FC # 1k R-FC # %
HHR (272 f51) (274 f51)
kS % S %

AEEZRE 260 96 270 99
Grade 3/4 DA EES 200 74 219 80
HELRAFEER 130 48 137 50
BRI I B EESR 26 10 36 14
BT IICE - HEESR 69 25 72 26
HEEARICET-AEFESL 105 39 141 51
TR BEELE 14 5 19 7
FET B () 68 25 62 23
1B O graded/4 O IR

( hefe R A A5 {1

/= 52 19 53 19

1./ NBR 71 26 74 27

I ER 229 84 245 89
FEIM IR F A EFH G

(>10%. 4 grade)

I 96 35 110 40

M P 51 19 58 21

I BN 42 15 69 25

15 B 7 45 17 45 16

) 30 11 28 10

EE 6 2 45 15

158 8 30 11 40 15

T 32 12 33 12

X 24 9 34 12

GBI 30 11 25 9
Grade3/4 DHEFL (25%)

I R ER IR iE 108 40 116 42
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T8 BN - A BRI E 32 12 33 12

=4} 35 13 33 12
i/ NBR IR A iE 24 9 29 11
WL BR R i 12 4 18
YO i R 3B A iE 13 5 9
Jiti & 17 6 15

FELRIZOWT, WHET22%D 7
N5 graded/d DHEHS

B BT %% — — 5 1.8
Infusion-related AE

BES A4 7 VO dayl XIZ

day2 |- %65 L - 455 5 13148 76 o
F 1Y% A 710 dayl Xi day2 1 4 17 6
WZHEBL L 7= graded/4 DA EHG

VY X~ 7RI L B B 18(7)

7= grade3/4 DHEFELG:
AE, FEHES.

@ HA KT7A4 L TOFHRN :

« k[#, The National Comprehensive Cancer Network (NCCN), Non-Hodgkin’s
Lymphoma — CLL/SLL. (XER&E =72 L)

+ k[E, The National Comprehensive Cancer Network (NCCN), Non-Hodgkin’s
Lymphoma — Discussion 51 A SCERE 5 152

- RN ER IR IESE 72 (ESMO) A K7 A > O5HCHkE 5 20

S O S National Institute for Health and Clinical Excellence (NICE).
Rituximab for the treatment of relapsed or refractory chronic lymphocytic

leukemia. (CEKE L CTHIH SN TV 0B YL BRAE R ICE S HEE),

- J2[E National Institute for Health Research (NIHR). Rituximab for the
treatment of relapsed/refractory chronic lymphocytic leukaemia. (SCHR&E L
THIA SN TRV YRR R ICESmET)

- Hematology 2009, American Society of Hematology Education Program
Book. Proposal of an algorism for first- and second-line therapy of CLL. (34
HCERIZSIH SN TRV, CERE L TE LD LN DAETDOFEIE abstract
DolHINTWD) |

3) k[E M.D. Anderson Cancer Center (23T 2 RIBHFEEME Y > <M A I m £ & 25T

HINETREY, YIakRAT7 7 I REQRY Y X ~7 (FCR) fFRBEIEOKG

(AR EEE kEF = 14, 15)

O HREBOHM .
RIGEORMEY 3|l B3 (CLL) & x4z, 7»5?“? vy, v uk
A7 7 REQRYYFv~7 (FCR) OOFHAEIEIC . B (CR)
D 50%LL E DR, M OVEE 72 YL E O BLEE ) 40%5&{?&(3@5 & % R
T 5,
*OINETEEAIO CREDN 29%, 1R YE R BE N 19%
*OOAMETE eI RAT 7 I RIFHEED CR FE DS 35%, FE ARG

SiEFE BLR DS 18%
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® ©@

Zu—HA bR NV —IC KDL O A,
ARFRER O F MR LML mEITIT O FCRIEIZ X DIRR KR & g,
FHEFEAMIEH : 5E42R%) (complete response, CR) =
National Cancer Institute Working Group (NCIWG) 1996 4 it 0 ¥ i& i 1 (2
S< 524 72%) (complete response, CR)
AR T7 = — X -7 — 23 B (BRIKRE TAEERICFEY)
REE  FCRELE (I oy, vZ7uafhAT7 7 I RERIYF U ~7T)
3 A G2
YUYy ~7 (375mg/m2, dayl), 7/L% 7 (25mg/m2, day2-4).
v/ uAEAT77 IR (250mg/m2, day2-4)
(M 9BlIX7 & F v 30mg/m2, 27 0k A7 7 2 K 300mg/m?2 % #% 5.)
B2V A I N~F 6T AL
VY v~7 (500mg/m2, dayl), 7% 7t (25mg/m?, dayl-3). v
7R A7 7K (2560mg/m2, dayl-3)
4 BT A 7 20 Rd,
TR B oA R
* CR = : 70% (156 151/224 B, 95% 5 IXH  63%-76%)
- RHBR% O CR # : 72% (217 $1/300 1)
Il A REAR ZE H o it R
RS

CR 7% 156 5] (70%). NPR (nodular partial response) 7% 23 ffil (10%) .
isr7e%h (PR) 73 34 41 (156%) T -7,

F 1L BITRRPRBO BT, Ffeay e BB T K 2 2 RA+53 728 6 i,
FLIVAZNRIZY b —IEBREAL BB LEG 18], 51 3HE 217
VTR ZFBL LT LIREBIS 2 61, 5 1 XL 2 Y1 7 L TIBE £ T
STHELILEEBEXONDIEHN 261 TH -7,

< B3V A TV D DI T R DI R O dE

TaHAE THRF DRI (4])
BEVATAN | mm | cR | NPR | PR | MUE | ML
DR

CR 63 58 1 1 3
NPR 68 58 8 1 1

PR 72 39 11 16 6
NR 13 3 - 3 1 6
NPR, nodular partial response; PR, ¥ #&%h; NR, FEFE%).

VRIS L BE Y R
BEE iE 151 2 TR (%) 22501 (%)

215 224 70 95
Rai stage 0-11I 149 76* 96
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III-1V 75 64 94
Binet stage A 61 82* 98
B 109 70 95
C 54 56 91
i <55 I 81 80* 96
55-69 ¥ 113 68 96
>70 7% 30 47 87
A ifi Bk % <100 X 109/L 130 75% 98
100-199 X 109/L 77 66 91
>200 X 109/L 17 41 88
e fik 0-4cm 166 74% 97
>5cm 58 57 90
B2M <3mg/L 68 88* 98
3.1-4mg/L 59 78 98
>4mg/L 93 53 92
EHMIREE | <50% 53 79 96
AR 50%-80% 98 65 93
>90% 32 63 97
B2M, B2 ~vA 7 m a7 Y .
*P<0.05

- EFHI (survival)

i) 224 4 20 BIAI L,

ii) CR #l 2/156 #] vs. CRN(nodular partial remission)fs] 2/23 %, P=0.30

iii) CRN i 2/23 # vs. PR 5] 9/34 %], P=0.02

- A AR (time to treatment failure)

i) 224 Bl 41 BIAHEE,

- HEEFE CToOHM (time to relapse)

1) CR#I9 (BE) /156 #il vs. CRN f5] 9 (¥478) /23 #i], P<0.001

ii) CRN %] 9 (B4H) /23 f5l vs. PRl 9 (B47E) /34 5, P=0.112
CR 2343 Bz 156 fFilf 154 I AEAF L T, JEC L7 16 Cik, BEHRMED
O ML ER A FE B OEGE N RR & 720 0 95 1HNFHEN AIZ LY CR HIZ
LT LTz, 9 BITHIEZBOLL, WTROEFHAEFL TS (2003 45
£), 1HITY b & —JERREZRBL LT,
NPR 23 & b7z 23 filh 8 Bl THEZEH, 2 BINET L7z, PR BGELNTZ
34 Bl 9 B THEE AR (U v ¥ —fEfERE 11, CLL O3 7 1, MmEkEA
DOEE 1), 6 FINKET Lz, PRIEFIOMD 3 25, PR FUTEYEIZ LY
T LT,
NENB LN >T2 9B 5 FITHEDHER SN (Ve Z —iEGERE 1 H],
BIRP O 2 B, IRREGEIC X D188 1% O RGLE 2 F1), 2 613 75
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T L7 BB, THH), VO 262> T, BT —2NAFTTET
ERDENFEEINTN, 5 p ABRK Y14 » ABROEFITHERI LTV D,
7a—H%A hAKU—CR (7u—CR) & EREL

CD5-/CD19-Mlu A 1% ARi DA% 711 —CR & L. CR o 78%(120/153 15)
N ~7r—CR T&Y . NPR #I (24%, P<0.001), PR #5l (50%. P<0.001) &
i LARICE -T2, o, ¥ E CDS/CD19 7 —H A R A FU —%h R
WCBEHEMERH -2, 7r—CRIZ, WE, B2~/ 27277V 3mg/L .

B BE TP I 8 FE S 90% D JEB] T 7o 7= (P<0.05),

= s M
iE 51125 %
Rai stage 0-11 139 97 70
III-1V 68 41 60
A fin <55 Ji% 80 49 61
55-69 7% 104 75 72
>70 % 23 14 61
R Mk 0-4cm 152 108 76*
>5cm 55 30 55
B2M <3mg/L 65 52 80*
3.1-4mg/L 57 34 60
>4mg/L 82 50 61
B R A 2 <90% 138 103 75%
AR >90% 30 10 33
B2M, B2 ~A 77y .
* P<0.05
NCIWG 1T & % B3 O ¥ E & WA IR 28
R R IS A
R AR T | % | meE | %
NCIWG CR 156 9 5.8% 2 1.3%
NPR 23 8 34.8 2 8.7
PR 34 9 26.5 9 26.5
CD5+CD19 (E##)
<1% 138 5 3.6F 4 2.87T
1% - 4.9% 41 8 19.5
>5% 21 9 43 3 14.3

* CR vs. NPR+PR, P<0.001. T<1% vs. 1%-4.9% vs. 25%, F<0.001

- mECATPONZ FC L (34 ) & FCR ML (224 #) ALk L7284 . FCR

WL T, CR 3, VR TR CD5/CD19 BEYEMIfR B & AW,
A (TTF, TTP) THEZREENFE O LN (P<0.05),
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RGBSR GBI P RAE 72 » H [P 32-10 » H 1R, 300 1)

1) BEhE, BUNRGFRA, TTP, 0S
B AL 72 » H @ 32-10 » ARS8 W T, 26 (300 4)
DEBED 64 0S & EFS X 77% ¢ 51% TH o7, PRU FOERE S
7= ERF (285 ) @ TTP X80 % A TH V. 6 FIF MR T HFTIC
HRELTZ 60%TH -7,
TTP 0S8
B8 FL- 8 PCR
g v | OO TR T e (Wi ] ok
B B (H) |mEmmms=s| (H) HEAr R
CR 217 %1 | 173/210 5 | 73/173 4 a5 o, S | 88%
(72%) (82%) (42%)
31 #il 10/26 44 8/22 il .
00 % 00
NPR (10%) (39%) (36%) 71 49% | KRB | TT%
PR 21 #il 11/20 # 4/13 7 50 319 66 19%
(7%) (55%) (31%)
PR-d 16 #71 1/10 f 0/4 #1 19 a4 949%
(5%) (10%) (0%)
T
B 13 131 0/10 90 15%
(4%) (0%)
3 HURND 2 31 1
1T (<1%)
CR, 58475%h; NPR, nodular partial response; PR-i, partial response due to cytopenia;

PR-d, partial response due to residual disease.

ii)

iii)

iv)

v)

CR o> TTP (F M 85 » A) KOVEFHM (6 FHF 88%) Mk bEN
THY NPR & H#E L7284, NPR O TTP (FF {71 » H. P=0.03) %
Bio N AEFHIR (6 48 77%., P=0.12) XFR%TH - 7=,

NPR & th#g L, PR-1 (MERAREIE LS CRIZHZY) © TTP (94 50
# A, P=0.28) X[AEF ThH o7, EEMEITE -T2 (5 FK 42%,
P=0.01), BHWIMBFEETH 2PN EFHENENZ OBl & L THIE
BOV N R—=EEOMHENH Y PR-1® 10 4 7 6] (vs. NPR 2/15 i,
P=0.006) THEEIH OFRFEIC LV IBRENGIRS L, #ERE LT PR
Bl 2 [ B OFENIE 8 #ild 1 1 ToH - 7= (vs. NPR 6/10 #i, P=0.05), PR-i
Bl 5 I, BEAMMFIZIEE L, = ORURIX, 155 B M 05§ 5 Ak
W& D AOHEN 2 6, T ERD o SO EAS 160, FAS A 161, JRIA
RPN 1HITH -7,

FCR RIER ISR A 283 HJEH (PR-d) @ TTP X 19 » H T®
0. AEFEENIIE LS, ERDF L AEEITRBD bR o7 (P=0.10),
72— A b A MY — (FL-C) EZHIZREHM O TTP (h Ll 85 » A
vs. FL-C BB 1 S48 49 » H . P<0.001) & 1751 (6 4£HF 84 % vs. FL-C
Bt 5 6 4F-RE 65%., P=0.001) (2R L Cu 7=, PCR FHAME S b 16 20 5%
OFHMEAFTHY . B, 355, YO TTP fREiX, £h£h 40 »
H. 80 % H. 89 » HToh-o7 (FP<0.001), FL-C [atk & & & 7= JEfl
(2%t LT PCR % % L7284, TTP 2>\ T PCR BtEHl (FFRfE 77 »
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AH) Mo (89 » A, P=0.07) 1212 s HDEN NS > 7=,

vi) CR 3 & B &b 2 VA AT O B8 sid. il 70 RN (P=0.02, 4 v X
HIOR]I=2.8), B2 ~A4 7 a7 a7 U s NIEFHMEDO 2 {FRH (P=0.002,
OR=3.0). HIMmEk# 150X 109/L A (P=0.02, OR=2.8). 17 FY(a{fH
W72 (P=0.01, OR=9.2) TH -7z,

vii) A 77 BT & BEE Y & D IR AT O BT Rd . Al 70 s (P=0.001,
P — NW[HRI=0.35), 2 ~A 7707 U rNEFED 2 %K

(P=0.003, HR=0.38) ., F k¥ 150 X 109/L i (P=0.02, HR=0.46)
LDH 28 IE# D 2 5K (P=0.001, HR=0.12), 17 &Y AR5 28720
(P=0.002, HR=0.20) T » 7=,

viii) 17 B Ye o iR 5w DA O Yeta fR B 13 CR 3 X A A7 Wi %7&.“%527‘;
Mmotz, £72. CRO™EOLNTZEF O TTP IZBE S 5 L 72 KH 138D
Lo T,

ix) Regression tree fE#TZ# VT, BIEATODEEE RICLXV IV A T —7
~EMMET 2 E T A EBE LT, T, RA—OWREBRE %2 AT CR =
AT OWTIT o7z, EETNVIIB2 ~A 7 ua s a7 ) TRl
fbL, B2 ~A27m 77 ) UBREFEED 2 U ETS HICHERTHEL
T BV 227 (B2 ~A 27z u7 Ui 2EARM) EMIEL. CRE 84%,
6 FRFAEAFLRN 85% TH V| 70 i A & 70 kLl ETHEZIZ RN -7 (6
ERFAELFE 84% vs. 90%, P=0.73), MEEY X7 B2~A7nwrna7y
U2 LI 70 oRT) JEBIO CR HRIL 60% TH Y, 6 FREAEFERT
2% Thol-, MUVAY B2~A4 7077 UrN2{40E, 702l E)
JEB] D CR HS 48% T 6 FFRFAEFHRITX 48% Tho7-, T0 L LOBFE T
E MEREAD 3 FrfE T 5 Z 2 K DinE Ik (50%). CLL O XIXA
ARG (18%) . BEH DE M (18%) . R T (5%) . HERIEKYE (5%)
XX MR (5%) 12XV, 6 YA 7 /LVOIBEN5E T TE DR N7
Mmote (46% vs. 70 AT 79%., P<0.001),

x) 17 FY@AREE (76), LDH NIEFEMEO 2 L (5 61), XXz O
FaEATHIES (1 F) @Y A7 BEZMR L, CR M 33%AT &K
>72, LDH BN IEFEMEO 2 FLL EofEHF (5 41]) <., @% LDH EHNGRD
DAL D KAMPLERHL-CTE B E DR .2 AT 2 JERITR O oo, mY R 7
BEO 13 6IT, p2~A 7707 U MEE (EWEO 2 FRH) OME
Bl ORER] (8 #i]) & bl L CR F & AGFHMMAAEICEN TV 2 (CR
K KRAE 80% vs. mifE 0%, A 1FF KfE[6 4 is] 80% vs. Eifil[4 4 iF] 13%.,
WY P<0.01),

xi) FCR WL LA OE BINIEE TH D 7 VE T B2 & ETelhRIE%E g
L7eha ., FCR RIEPR2AEFHHOAFERERICHE L T

(P<0.001), Cox [EfF £ 2 &g & F v CIRM BRI O BE T RO 2% i
BLILLZ A, FCR WiBITAFHEICED 2 ME QMK F TH Y
(P<0.001, HR=0.48), 70 mLL LD JER] (P<0.001, HR=2.1) K TB2~

23




Ar7mra7 ) URIEFREO 2 5% 8% 256 (P<0.001, HR=1.8) |2k
WTHEIRTH - T2,
@D HEICE->T-HEFEL
HSRuN ORISR/
Grade 3 UL FOFEFES
Grade 3/4 O i RERISAIEN  JRIRY A 7 )V (£ 927 %A 7 /L) D 52% (grade3
24%, graded 28%) THILL 7=,
Grade 3/4 O /RIS IEN , 15T A 70 (2927 %A 7 V) © 5% (graded
4%, grade4 1%A{H) THRILL -,
@ KA A FEFS
VY X~ T EEICET2HEO RS OFMERIS T, PR GRICE <,
2V A 7 NLUETIE SBOHLDREET -7,

" Grade 1/2 Grade 3/4
B3 % Bi% %
FEE L OV SR 94 42 2 1
5 ifn. & 22 10 2 1
IR % K] 28 13 — —
I 25 11 — —
O - 10 5 — —
RS0 7 3 — —
RIS 7 3 — —
G ) 5 2 — —

RIS A 7 0D 2.6% THREL L 7= F PERPAE X EE Z2E Y E (i 20 {4,
P AE - 11 fF) ICBE L Cnie, F70, B EYYE RRAB o, ik
BRE) TBEYTA 700 10% B b, RNEBEFE S, =a2—F ¥
AT 4 AB V= (3H). TAJULELA (26]), o RxR FTI53T7I5H
(1 B) . FRIREE (261, KEE (16, BEKRE 26, 14 FATrvAL
2 (1)) Thotz, 11 41T, B~V (84]) LHRAEE (34

&ML 2RO 7,
WEIL Tz FCRIEIC L DIREAURE & ik
Z iy oy

K 72 YL IE 0.03/% A 7 v 0.03/% A4 7 v
R 7 JoR YL i 0.12/% A 7 v 0.10/% A4 7 v
I ER D i

Grade 3 20% 24%

Grade 4 18% 28%

M ISR A iE

Grade 3 4% 4%
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Grade 4 0 0.3%

O FEFEL (Zofth)

BEREF, 101 BlCx L CTr — o X (E#E) 2MThh 13 BINEIEL -7,

ZORNO 3HITH S REMEELEZFEHE L, 16 CHRMLEREE AL L7,

7 — K ARBREMEO 88 FilH 7 BBV T H AR MERIMMER M ARKHI L, 7

— L AR LR D 123 HlICB T, 6 flo B @ EmrtEEm & 1 6Ok

MERFERRA BN FEBR Uiz, Eio, SRV /N IED 1 BICHE S i,

wEZ7n 7Y G (IgG) ONFEE RO RSOV T, JERBAARE & i L

TIHRRET 6 » HRICAERIET (p<0.05) @D LT,

RWHIBZOAEEROWME (EIEME D FMEBBIAS AT RE 22 5E 51 4 %t 42)

1D IR T#.3 » A UL EfERE T 2 i kIS (AF 1 ER<109 K O i /Mii<50
X 109L) 7% 19% DIEGNZfERR S v, £, BIETED mERED 25 28% (69
Bi1/245 1)) (ZHB L, B 1FRICEZBO LN, EMIKA LIS DB
IME L Loy, 205 H 8% IEYLE DR B L Tz, i
ITH1® Rai stage 1% 3 » H UL Lo ik Fife & B L Tz 28 (M-1V ]
27% vs. 0-TH#] 15%, P=0.03), EREMEOHEIREY A7 EF L ITBEKRLRD -
72

i) BRI FHLRC2HHICB T LEE (>grade 3) 7 YLE X 13 B it i &
PIEDFBLRIL, TNEN 10%E 4% Thoiz, T U v/ BRI BT
L HAREGEIZ = 1 FRICHEE L, #REE ORIITZMN% 2 EEH LA
WIS bz, 3 FHUBOKIYEIZENTH Y (1.5%A /) |
AL E Td o 12,

i) Ve ¥ —EBEHE~OEHIT 6 #ITHRO b, CR X PR % O HER DA
#7356, CLL F% 6 » AU OMRN 1l Th o7z, U b ¥ —JEEEED
FHLY A7 (X6 FERFHRT2.5%Th o7,

iv) BHEBRIL8HI TRD LN, WTNbRWIM P Th o7z, IRFEEGE
@Iﬁlfﬁkﬁ/ﬁiT 25 {ﬂ 1RIRIEHIME D Blasts-2 (RAEB-2) ##8 2 2 & I
N 3HITH o7z, FCRIFIELSNOBImmMERANIRE STVl
6 FEHRFOF RSP FEI Y 2 713 2.8%Th 5.

@ HART7A 2 TORIARE
+ k[E, The National Comprehensive Cancer Network (NCCN), Non-Hodgkin’s
Lymphoma — CLL/SLL. (SCEkFE =72 L),
+ 2k [E, The National Comprehensive Cancer Network (NCCN), Non-Hodgkin’s

Lymphoma — Discussion 51 A SCERE 5 140, 141,

- BN ERIR B 722 (ESMO) A K7 A > D5 HCHkE = 28,
- Hematology 2009, American Society of Hematology Education Program Book.

Proposal of an algorism for first- and second-line therapy of CLL. 75| H k%
5 31,

4) k[E M.D. Anderson Cancer Center (23T 2 F5 XIZIEEEPIMEEM Y A
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WEREICHT 270478y vk AT77 I REARYYF <7 (FCR) K
LEoORF (BHREEE CHE 5 16, 17)

@

REOBR :
PR3 ORI E D@ E Y R HEAE (CLL) Zx8IiI2, 7vX I8
Y. v ImAAT 7 I RERNYYXv~T (FCR) OFREEICL DEEED
# (CR) O 26%LL LRk & BIEDIEH KN 20% A (40%LL LiTARTT) T
b L EWRT D,
OANETZErE v aR ATy I RIFAEIED CR ER 12%,
B HEZ %2 2 R DRl

TEIMER : 5242F%) (complete response, CR) =

National Cancer Institute Working Group (NCIWG) D ¥ E H#E (1998 4) |Z

Ho < 5E47E%) (complete response, CR)

R 7 = — X B—7 — A5 (ERIRE TAHRBRICH )

IapEiE c FCRELE (ZAX T8y, v/ rAATZ77 I RERY YFR <)

F1H A0

VY ¥ v~7 (375mg/m2, dayl), 7/ & 7t (25mg/m2, day2-4),

R AT7 7 IR (2560mg/m2, day2-4)

B2V AT N~FE 6V AL

UY ¥ v~7 (500mg/m2, dayl), 7% 7t (25mg/m2, dayl-3).

7R A77 K (250mg/m2, dayl-3)

4 WG 6 A 7 V& f D KRT,

F AT H D5

- CR % : 25% (45 #i1/177 f51)

- RIBIA#% @ CR 3 : 30% (86 #i/284 #i)

BRI REAT T H

< JEATIRIRIC L D =

- NCIWG &%h=% (%)
JiE 51 J
CR | NPR | PR OR ED

BIRRHR 177 25 16 32 73 3
FATIR

7 IV LARA 25 28 12 36 76 12

DI v 7 29 29 29 76 0

FC &L 34 24 15 35 74 0

TINE T RGE 78 33 19 24 77 3

TNVE T B 33 6 9 42 58 3
FC, fludarabine and cyclophosphamide; NPR, nodular partial response; PR, &4/ &Z%h=R;

OR, &Z%)%; ED, early death; FC, 71 &4+ 7 ukR A7 7 I K.
TNV T EURISYE 30 IR N T VA T e IR 4 i,

- BEBERERHH
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iE 151 NCIWG E2h#% (%)

(17741 CR | NPR | PR | OR

Rai stage 0 5 40* 20 40 100*
I 44 39 23 28 89

11 40 33 18 30 80

111 23 26 13 35 74

IV 65 11 11 34 55

FEATIB IR 1 67 39* 13 25 78
2 51 29 22 22 73

3Lk 59 7 14 47 68

TNE T e RSN 108 31* 17 28 | 76%
TNE T ARG 37 5 11 43 59
WBC <50k/pL 95 21 17 33 71
50-120k/uL | 42 26 19 33 79

>120k/pL 40 35 10 79 72

B2 ~A7murr7 V) | <4mg/L 67 39* | 25 24 | 88*
>4mg/L 101 15 12 39 65

CD38 515 i Al A <20% 93 26 17 30 73%*
20%-30% 14 43 14 21 79

>30% 51 22 10 33 43

Qe ik B 2 f514/13q K48 87 28 17 36 | 82%
THEAR 42 14 12 31 53

WBC, HinEk#k.
* P<0.05
- FCRIRIED RN R L IpHAT O BE S = CE¥ME. 177 #1)

BEYE CR Z D P OR NR P
FEilm () 55.3 59.9 0.005 58.3 59.9 0.35
B2M (mg/L) 3.9 5.7 <0.001 4.9 6.4 <0.001
HGB (g/dL) 13.0 11.8 <0.001 12.4 11.2 <0.001
PLT (k/pL) 150.1 120.7 0.003 137.3 104.2 | <0.001
ALB (g/dL) 4.1 3.9 0.006 4.0 3.8 0.17

NR, nonresponders; B2M, B2 v 7 v/ n 7Y > HGB, ~% 7 v v ; PLT, i/ i; ALB,

TIIVT I .
Z oAt : NRP, PR, NR.

* RPN BT % B BE A O T

NCIWG

IgVuPCR [

CD5 5 1:/CD19 5t U > /<R
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HE <1% 1%-9.9% >10%
B %x % ks % B3 % B % %
CR 12/37 | 32 | 25/35 | 71 | 10/35 | 29 0/35 0
NPR 2/16 13 3/10 30 5/10 50 2/10 20
PR 2/22 9 4/15 27 6/15 40 5/15 33

- B EE A IR R

1) BBMIE P 28 » A (EIPH 1-50 » ) KR

- CR, BYRICHT 2L LR P AT 4 v 7 BTG

O, EHEEME (TTP)
Jfiix 28 » H (4P 3-49 » A) TH Y., CR ., NPR ffl, PR o> TTP
XENEN 39 H, 335 H, 15 3 HThHoT=,

ii) B PCR fMT#E BT & D TTP OF G FH 2 LB o T2,

i) BB OBBIM T iE 35 » A (FEPE 14-50 » A) RO 247 B
Jfili (HEE) 142 » H (P 1-50 » H) TH Y. CR il & NPR fili:H %
EIZZELTW RN, T 45 » HULEE 30 » AU EEHEE ST,
PRHINZ 39 » A, HERHNL 11 » HTH -7,

h

e ) HeEEM (B) P F v A
CR | eAT1RMRE 0.857 <0.001 2.36
p2M 0.328 0.008 1.37
1./ N -0.007 0.022 0.99
OR* | MiEZ L7 F=> 1.238 0.022 3.45
TIVE T e AT 0.786 0.059 2.20
~EZrEy -0.341 0.002 0.71
*OR: CR+NPR+PR.
« TTP K OVEAFHIRNIC B 52 224 & Cox £7 /v
S HeEME (B) P FAXFY 27
TTP | %) CR/NPR/PR vs. NR 2.06 <0.001 7.85
MmigpR2M (JEHE ) 0.104 0.003 1.11
fmﬂiif?\l - -0.657 0.008 0.52
OS | =%h CR/NPR/PR vs. NR 1.328 0.000 3.77
Mmygp2M (JaHAlT) 0.135 0.003 1.14
i e 38 s 2
fmﬂ;z{;;i. - -0.833 0.20 0.44

» RHTB B O 2 R
) 2R E BEE R

FATIBHEE 3 ML T O%A . 4 HLLE L i L CR+nPR R3H BT

=

7]
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o lm (52% vs. 4%, P<0.0001), F7-. PEOKREE T, “EBEANIE 13q K
BB TIEEDER (CREZEL) BNEmholoi, 17T HYOERRE 243 DIEH
TIxZEDE (CREZET) DR o T,

NCI-WG | & (%) PFS | OS

B R iE %5 g | R
CR nPR OR (A7) (A7)

2 284 30 14 74 21 46.5
AF fin 0-60 154 39 12 74 28 60
61-70 90 23 1 19 78 22 48

>70 40 131 13 68 131 | 228
Rai stage 0-11 154 40 18 84 29 67
111 34 26 § 12 76 211 | 488§

v 96 16§ 10 578§ 78 318§
MSIEVRE | A 260 32 15 76 23 48
iz 20 10§ 6 55 8 20
B2 ~ A/ | <4 111 45 18 86 33 67
07y 4-5.9 92 30 % 13 75 20 50 I
>6 74 78 12 57§ 71 22 §

e iy | BRI o7 | 841 | 18 | 82§ | 27§ | 54§

Dell13q

(102 f) | MYI-12 16 38 13 69 20 78
Delllq 13 15 15 69 121 33

B 22 9 27 64 91 26 1

gﬁfﬁéﬁg 20 08§ 5 35 § 58 [10.58
Z Dt 14 29 7 71 27 48
FEATIRMREK 1 116 44 14 82 30 58
2 80 33 15 75 28 54

3 46 171 26 70 20 38 1

>4 42 2§ 2 571 98§ 25§
INETE | 230 36 16 79 28 52
7 2 A 54 78 9 56 § 88§ 38 1
TV F VAL Al | 217 36 15 77 27 53
HHE f 67 10 § 12 66 98§ 391
FATV Y v | 186 30 16 76 21 44
~ TR H 98 32 11 71 20 48
H#fi CD38 <30% 175 34 17 77 26 48
(35 #) >30% 74 27 11 68 16 1 45
ZAP70 <20% 26 31 8 69 24 51
(215 f51) >20% 43 23 21 72 24 41
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27

33 11

78

44 NR

IGHV 2= & 7z
(198 %) x

R | B

>=

59

37 12

86

28

50 &

NR, RF|E.
I P<0.05, § P<0.001

i) JeiTiEm L FCRFEER DT
FATIBM TN E T B & T X ALEI O OF ¥ IE 2 RV T2 fE B Clid
FEDENRRBD Hiv, 77 KB TIE CR F XV nPR ERFEIC
Ko7z (8% vs. 46%, P=0.023),

NCI-WG
B /’L‘\{’%@/{ F/?/I/ﬂFII/ [ 2 (o EF‘H%{[E\ H
ST | B HEG)
P | AEAERSUE [ToR
> | OR | PFS | OS
nPR
PUAR HL A 25 | 1(1-2) -/- 64 92 49 69
F HLAl| 61 | 1(1-5) 11/- 61 80 39 88
7ML D Fr 36 | 1(1-4) -/47 39 78 20 48
F+ 7 1% L4k Al
S 57 | 3(2-9) 35/51 43 74 17 44
FC,FCR, ]
FCM,FND 78 | 2(1-10) 13/9 42 73 19 41
% & Of H (CHOP,
ESHAP, DHAP) X | 27 |3(1-10) 63/52 11 44 6 20
IZ SCT

ii1) JeAT FCR WL % Fhi L 72E sl (4 1) Dz R

iv)

v)

FATIRR L LT 4l FCRIEENMTHONTE Y (Y17 FCRIFEIED D 20
# AL 80 A, 50 5 A KTNE5 5 ). CRZ1HI, 14]2 nPR, 5%V @ 2
BITHRPRBO LILT W oz, 4 FIH 3 FICTHEEXIIEL (45 A, 16
B AKN3L #A) R L, 16T, 9 HZBIZLVTY F~A Ricks
WONEIFIRZE ICx T 2R 21T\, FCR MIEEM % 22 » H A T A
o NGRS AN
CR. nPR } O} OR (21> B 275 B fiFbir

RIRAOBFEEFZE LT, HERE., p2~vA7u/a7 ) VKfE, ~E7
oEYVEE, T E T ECRPUE TR AR, SEATIBREIE S D A
WENEEOSHAEN, BV CR RO nPR REEHEL Tz, £/, OR
EBE L CWIRERTOBE Y FIL, 7Y T BRI IRy, ~TE
7ua ey RO/ MEAEE, i 27 V7 F =0 NMEE, 17 BREOE R
B ERENEEL TOARVWEATH- T2,

IR 1 7L AR A7 1

2] (284 ) OHEE PFS HREIX 20.9 » A (95%CI 18.8-27.6 » A)
Toh o 7=, CREIOHEE PFS HHfEIL 60 » A .nPR #1138 » H (P=0.076) .
PR %1% 15 » H (P<0.001) ToHhotz, ZEEMIT C. BRI BE
WREWEN I ECDO Y AZIKRTEOMBEMEEMBIT L2 A, MG L
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vi)

vii)

7 F = MEME, LDHARME, M/ E, fiE 7 v 7 I EE, AT IR R
W, TAETEURIEIETH > T2, THRABROREGEKERTE (11qg X
B, 17T BRAKRRE, BEERE) OFEZ, PFSBAFEWI & EREL TV
7=,
JHE S T

PR UL EOZENRE S L 211 Bl TTP i 37 » H TH -7, %
EEFHTIZB N T, EATIHENRZ W (HR=1.4, P<0.001), 17 FY ki
# (HR=4.3, P=0.017), 11q x# (HR=2.9. P=0.0087). ZEATIEHEMN D
O A EWIEAS (HR=0.99. P=0.040) (X, TTP MNE W2 & L BE L T
Wi, IGVH Z BRI 2 IR AR AT O EFNIIR SN T2 03,
IGVH RER DA TTP A EIEN-72(28 # H vs. 84 # H .51 Bl vs.
21 i, P=0.0044),
U IR AT 2

7a—H A4 FA Y — (7a—) XX PCRICLDHM/NESFHZE (MRD)
DRAEIL, CR Bl O i oK pl A & B L T/, 7 @ —MRD &P CR 41 (73
B IXEEER (9 B) L bbdk L RBIOZHIM G v (TTP il 79
% H vs.31 » H. P=0.043), IGHV ic%f+ % PCR T. [at: (184, 66 %
H vs. BBt [11 41128 » H . P=0.0034) XiZ553F5ME (37 %1, 80 » A vs.
Pt 28 » A, P<0.001) OREFIIAEICEH O TTP 33 biv/z, LarL,
PCR X (X7 v —MRD 2HHI THE /L OS DIEEIIR O b -7-, PR
# X 1% nPR 1 ¢, 7 v —Xix PCR MRD [&#tic X %5 TTP X% OS & 7%
TRo 17,

viii) 417

ix)

284 B2V T, 2 OB P iE 43 » A (@i 0-122 » A) Kx
T 192 #l (68%) 21 L7, EfloHE OS FRfEix 46.7 » H (95%
41.2-53.4 » A). CR XX nPR#I® OS X 100 » H TH » 7=, HZLEMHT
T, PTHRARBYPEEERREZHT HREH TIT OS I, 17 BYR AR
AT HIEF O OS FRALIL 10 # A TH - 7=, M50 B E O AT
b (182 41) XILXE o2\ (278 6) HH D, 2 DDLE BT ET L
ARESE L, OS LIRBERIOBEGERICOWTHT L-, OS2 E V2 & L
HT 5 BEE R, MRERTFHRTICEDRWRITOSE. Gilmd . M
7 V7 F=rEfE, LDH &fE, f/hEE, g7 v > 2 RE, 7
X ECRPMETH D . MERFRRT OMITCIX, sinE. 17 FRA
REE TEEG Lo MiE s R /MRIRE, Wig7 L7 F=v &
i, ZV& 7 U ARGME, 3EIEZB X 5 EITIHRETH -7,

FRE TR, BYE L CLL O¥ETH - 72,

OS KON PFS (2B 5 £ & Cox Ll NV — KE T LT

NP — Rt 95%CI P g

PFS (278 #i)

31




X)

mi% 7 v7 9 =2 mg/L 1.5 1.1-2.0 0.0034
Ln (if/Miz, X 109/L) 0.62 0.49-0.80 | <0.001
Ln (LDH. IU/L) 1.7 1.2-2.5 0.0040
Ln (7v7 3>, g/dL) 0.14 0.044-0.42 | <0.001
FEATIR IR 1.12 1.02-1.23 0.017
TIVE T E P vs. £ D1l 1.9 1.3-2.8 <0.001
PFS (il i Yu e i g A . 177 151))
Mm% 27 v7F =, mg/L 2.0 1.2-3.2 0.0074
Ln (/. X109L) 0.66 0.49-0.88 | 0.0043
17 FYe o (R B 4.6 2.5-8.2 <0.001
Eﬁg;g%éﬁggﬁ‘ 17 B 2.6 1.5-4.4 <0.001
11q K18 3.0 1.6-5.7 <0.001
FEATIRIREL 1.12 1.009-1.25 | 0.033
TNHE T e ARPUE vs. Z O 2.3 1.5-3.5 <0.001
OS (HH o Y& (R figtr . 182 fil)
AF fis 1.03 1.005-1.05 | 0.019
Mm% 7 v7F=>. mg/L 2.3 1.4-3.8 0.0020
Ln (/. X109L) 0.59 0.44-0.80 | <0.001
17 F Yo R B 5.2 2.8-9.6 <0.001
iﬁg;;%éﬁgﬁﬁ‘ L7 R 1.9 1.1-3.2 0.015
SEATIRE S (>3 vs 3LAF) 1.7 1.008-2.6 0.047
TNE T ECRPUE vs. Z Ol 1.8 1.16-2.7 0.0082
Ln, H A%

FCRIEIED Y A 7 ¥k & 2h 5

224 1T FCR N 3 %4 7 VPL EFEfE S i, 211 I TH 3 VA 7 Ltk
REN T, CR29 41, nPR 39 il PR 112 %], zh R L2 3161 TH
STz, 142 BT, B3 VAT NVEE 5 VA 7 VLRI EHEZITV., 66
B (46%) THHENkFE L7 (PR—CR28 %], PR—nPR 19 #fl, nPR—CR
19 f5l, PR3 1),

xi) JEESCEORFHRRE & O bl (FC 1L & FCRRIE & D )

ORR IZ[A% CTH - 7=» (FCR 75% vs. FC 68%, P=0.13), CR R XX
nPR X FCRIEENE - 72 (46% vs. 23%, P<0.001), FCR J%% T PFS
(21 » A wvs. 11 % A, P<0.001) & OS (47 % H vs.21 » A, P<0.001)
DIEENRED bil-, FCREEIZ 7 VA T v P TIE 22 WiER o PFS
EHBIZEELEZD (28 » A vs. 13 » A, P<0.0001), 7/V¥ 7 E UK
Pl CIIAEREEITRD bR o7 (8 » H vs.4 % . P=0.23), %
TN 3 (Bl E TOHERF TIL, FCR BIEIZ L W PFS & OS 23k L 7=
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(PFS 28 % H wvs. 12 % H., P<0.001, OS 52 % H vs. 28 » A,
P<0.001) . 3 EIE D EFH TIIAERLEITE D b e o7 (PFS P=0.99,
OS P=0.24), ZZE B[RRI L 2IRFIOBE T ROMAER, FCR ¥
I, 17 FREOKRE UIES L AKET (HR=2.24, P<0.001), B2 v A1
s uz7 a7y (HR=1.6, P<0.021), ~E 7 1 "> (HR=0.89, P<0.0083) .
SeATIR ¥ (HR=1.10, P=0.045)., 7 Vv ¥ 7 v M (HR=1.7,
P=0.0034) L biz, FERLERL LT, PFSO#MEL PHHE D 1>
Th-oT,
WL E -~ HEES
TR, TOAFFR (2ofh)] =22 H,
Grade 3 L EofEHFES (NCICTC)
FCR #iEIC X 2 XA EFSRIL, graded/d DIFFERBAETHY (ZhFh
P FTREY A 2 VD 21% & 41% TH Y . 15% (grade3) & 66% (graded) D
FE T 1 [E LA b o i BRI E A FE B L 72,
Grade3/4 DI/ MRS, ZZ Nl ATEEY A 7 /LD 10% & T%IZFHEBL L |
16% (grade3) & 18% (grade4) T 1 [FLL LD/ 25RELL 7=,
Grade3/4 OE .1 24% D IE B THERE S 7z,
AN B e FEREG
UY Xy~ 7ICMlT 5 EEIEEE G EEE L TRBY, 63%DIER THEHES
DRI L grade 3 D EUINEZRKI L7 1Hl2RE . 2 TCOHEFEFERLRN gradel/2
Thole, VX v~T7 &GP 5 graded D BT O 725> 72, Gradel/2
OFMEIE, FBE (37%) EE (50%). MEMET (13%). Fl - @ (12%) .
Bl (2%) Thot-, 2., B, BHH. BHEHIL4E T gradel Th D 5
BLEIT 5% A Th - 72,
AEER (Zofth)
BED 6 A 7 VN5 T TETIEFNIE 81 #iI/177 Bl (46%) T 68 Hi25 l iE &
BRGT&EI, 1~3Y A 7 VE5ET LIZERIX 66 6 (37%)., 4 A 7 V5ET
X166 (9%), b A 7 VETIX 14 8] (8%) Tholz, 6 %A 7 LETDIEH
FIEOERFERIZEREIHE TH O, 46 #l (26%) IZRDO LN, £, £D
fth D JERE T IR R, TAREEHIHI S 16 61 (9%) . JRYEA 11 6] (6%). BT
E e B 8 Bl EEATHIWT Y 4 B, SARBE~OBITA 246, VX
—IEEREREBLN 2 FlCTH o7, 25 PICTHEREEDORKELZITV, TOERIEHIT
HREBNEITH o7,
EEZREKYE ME, MR XX APEE LT & 3 HRGE) 23, 5% 0 FFAfl 7]
BEW A 7 v (34/745) B OYERBI D 16%I R B LT, F 7= JRINRBH O R B (78/745
T A 7 [10%], FEGIOD 31%) K O BEYE* (59/745 YA 7 /v [8%]. JIiE
B> 18%) MNRH BT,
*ERGERRYE, RE SR, BREK E
1HIY A RATa T A VARR TRBREZ FIE L7, F70, B~~~ 2 (4/745
P A7 N[1%]) KO R~V Z (6/7T45 Y4 7 )V [1%]) BB D BT,
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Graded/4 O EFMHFER*2Y CR @ 45 fHild 5 HIZHIL L., RIEHIZONTDH
[ AR DAE R T do o 72 A3, A 1 BRIV iE F8 BLIRE O B BE AR A CHEFE OB 1L D 72
Mo 7=, Graded O 4FHERJ/VIE L, FCR BIERE T A4 7 b 82 Hik & 321
H#%ZIZHBL L=, F£7= grade3 @ 1 HIT DWW, FHLHN 3 H MMk L7,

* R ERHE RN 1000/uls & 2 FCR R IE D IR O 30 H LARRIC R BL L

7= graded/4 @ 4f HERJRE,

1 Bz 2w T, FCR ik 4 A4 7 v IC2MkE #%E A MR

(French-American-British classification M5) NI L7-, MUZEEFILT 7L

27BN X DIREREN S - =08, B3 2 M A B A TR S e o

27,

4NN T, BB REAUEFERENFB L (FCRFEIEDH 5 XITH 6 -1 7 L

D 15HEEZ, 1F%, 9 A%, 3 v A%). 28I TT Y 7 r 7 HADIRE

FERHO  FEO D26 TIET Y T Fu sl T ILx LA ARENMTDR

TWiz, 3 TR AR NRO b,

RWHBHZOAEEROWME

D) HED 6T A7 NET TEIIERNIL 120 ] (42%) T 103 B3 HE =
ERGTE, 4 A 7 VL ESET LCEFNE 169 6 (60%) TH V| 42
BT 1ELL EOJREN Tz, 70T (242 ) & 70 58 (39 1)
BB LGS, SV A 7NV EETCE-EEICHEEERH-T= (55 3
P A 7 VB, P<0.05 XiE P<0.001), Eﬂ;ﬁ/’*%qﬂt@fﬁﬁl B}
P, Y E . TR R L ThoTn, SEBMITICE VLT, BEOR
il (6 %A 7 VRET) & BEE RIS OV T 24T FATIRER
4 WmILLEE 70 ML LB & L TR b,

i) E72EMIT graded/d OIFHFERBAIETHY . ENENIBRFET A 7 LD
22% & 3A%ITHEBLL 2V A 7 VA E L THBEIL—ET 572, Graded/4
D MR AIE L, TRIEY A 71D 12.5% & T.0%ICFBL LT,

iii) CTC % 2 RO EEIZHE - 72356 . grade2 DA MMAFEALFTREY A 7 LD
11.2% T, graded/4 iZE 4 (0.46%) Tho7=nn, CTC 5 3 i THEAM L
7oL Z A, graded/4 DEIMITFEMFIEY A 7 LD T1% & 4.7% Th > 7=,
18 5l (6%) IZHB W TIEEZ LT L 32 3 O IR k& 2SR5 L7,
ZD 5 HD 3FU OV TUTIRFBRIGATICTE BN M O R L 2 580 TV /e,

iv) CTC % 2 it T graded/4 DJEYE L EFR SN D EERIZYIEDO E b 0L
PMLSE & R TH O . ENENRBET A 70D 1.0% & 3.3%IZFHB L 7=,
46 5l (16%) TIRHEIZBE T 5 1 [LL o il 8 ST R iE 23 F 8L L 72,
EEREYYE L BE T 5 BT RICOWTHERRIT 21TV, g7 v
7 I EfE (HR=0.02, P<0.001) & 4F+Ek# (HR=0.87. P=0.027) #
B L T\, IR7 V7 I Al ME—EYRE Y R 7 B @ DML LT
KT ThHoT,

v) B EYE R VR R A ORBL, EERIRET A 2 LD 8.5% L
10.3% CHHL L 7,
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vi) B A2 R OE RSV R 2O FEEATIX, 2hZniaiKd oA 7L
D 0.8%& 0.7% THHT,
vil) @ T O RENEE A ILE O T 2R RITEYE Th o 7 (70 5 LA E 24%
vs. 9% 70 ik AT ) o
viil) 12 ffil (4.2%) 23, FCRIAH % U b ¥ —JEEREICERH L, 1RIEBH AR > & 58
BECOMM P RMEIT 17 4 A (P 2-81 » A) ThH o7, 9BINELT L
7o (FCRIGWBAGA D b OHEE OS FRfE : 40 » ),
ix) 9 Bl (3%) T RMEDF flFIEE R SOX e i B (1 6)
MEEBLL, 8FINELT L7z (FCRIGHEBAMGG D OS el - 23 % H),
@ HART7A - TORIARE
+ k[#, The National Comprehensive Cancer Network (NCCN), Non-Hodgkin’s
Lymphoma — CLL/SLL. (SCEkFE =72 L),
« k[E, The National Comprehensive Cancer Network (NCCN), Non-Hodgkin’s
Lymphoma — Discussion. 5| 3C#k#E = 151,

5) RIGWEMLEY L MMERIFICH T 27070 YRy~ T7 O EECSN
T : k[E Cancer and Leukemia Group B (CALGB) ® CLAGB9712 ik o fk & (B
FELEE CHEkE S 18, 19, 20, 21)

O RBRoOBE®
RIGWEBIEY VA MEAIRICH T2 70T e L) Yo~ T OO RE
DA N R O 2 E T 5,
CR % 20%7 5 40%IZhET 5,
INZZerE YR THRIEORBEREGA T Y 2 — V2R D,
© FEFMHEAE e, ET42ER (complete response, CR)
National Cancer Institute Working Group (NCIWG) | & K #E (1996 4 fift)
W25 < E27E%) (complete response, CR) 3
@ WBR7 =— X AR TR QBEOLEITTEL TR
@ IRPiL
Concurrent regimen ([RIFF# 5., 51 f])
TNE T By (26mg/m2, dayl-5) & 28 HfII&ET L, VYXv <7
(375mg/m2) X, % 1 V%A 72 2\ (dayl & day4., 44 %), 5 2 VA 7
AMBHE 6 A 7L Tliddayl IZ 1 EES L, 28 HEEIZHED KT, 2k, 5%
DOTHINZOWNWTIE, B1HA 710D YR ~T 2 0EEELT\W5, dayl
IZ 50mg/m?, day3 | 325mg/m2 &5 L., % 1A 7?26 HEES (dayb)
EE2VA TNV EEEY A 7 VETOEREIX375mg/m2% 607 CTHE LT,
BRI TIRICHIRHEZIT o2 2 4 A @éﬁﬁ%‘:ﬁb‘ AL DR FE 5
ODNTIERIZK LTY Y F <=7 (37T5mg/m2/id, 4 HH) #H&57T 5,
Sequential regimen (HEfEf 5. 53 #i)
TNEZ e (256mg/m2, dayl-5) % 28 HEIZH G T 5, BEK T
RUUEZIToT2% 2 v AMOBEZITWV RELL EOR R S L7 JiE B 1 %}

35




LTUY*o~7 (376mg/m?iH, 48H) 2&57 2,
® FEHFHMEH DA R

7oh LM E [F] g $% 55 L4 5
(95%15 1 X [#]) (95%/15 #E X [#])
TR AL CR 33% (20-46%) 15% (5-25%)
Hi[E L PR—CR 10% (2-18%) 22% (13-36%)
2 HIE D CR 47% (33-61%) 28% (16-40%)
5y A
® EIRBFHAGIE B O fs R
- W
7oh B E ] Rf 4% 5 HfE IR 5
(95%15 HH X [#]) (95%15 #H X [H])
iR E AN CR+PR 90% (82-98%) 77% (66-89%)
2 HIf o CR+PR 90% (82-98%) 77% (66-89%)
- MR A

IBEREIE A 28 o HRESR T, AR G- 18 il (35%) . ki 5-#ED 15
B (28%) THIE AR, HEE 24 PFS XML b 10% TH -7, Z OHIHIE
T=HNIE 2 h o 77,
- AT IR
AR EE SN 104 BHZ DN T 8 BIDLTHI 258D - ([AIRFE S 6 6,
G 2 f), ARG o 6 flH, 2 Flix CR F DT (J5% X% CLL (2B
W WTHFREEREDS 1 B & %R 1 ), oo 2 Bl CIEdEME (ke &
infusion-related toxicity) (2 X ¥ dayl O{RFE D& % Fhi L. CLL OHE | X
DL Lz, RO O 26 TIX, ftE SN2 EFEZFEN%, CLLOHEL ) e X
—JEMEREIC L VA L, R GEEO 2 41X, CLL OBEIC X VLT LT,
CRFER KR OFEMNE TR S BREE R
%%ﬁﬂ%%&@%l@%%# 2BV T, CR L BH§ 5 H *%Low(@
Pt U7, IR G TEmi s G & i LA EIC CR ENRE N> 72 (P=0.048),
3 L Raistage (high vs. intermediate, 43% vs. 29%. P=0.15). 5., Efﬁb’%\
LDHfE, B2~A 7 vz u7 Y (B2M) EIZEHE L CWirino7z (FP<0.40),
MR & EYE BT 2 BEE ROV THRF L, FR&ES TIEaak
E2AEWSGS (PS2 Xt 3) (P=0.02) [ZMiR#EMENTE L, BIYYEIZ OV T
BT 56 DI o 7z, #@e 58 TiX, Rai stage 2% high V X7 O54H
(P=0.0006) & p2M &l (P=0.0003) DA I MikFeltE & BN & > 72 A3, &
BIEIZOWTRLET 5 b Do T,
- JESA X BREE & o bl (CALGB9712 iBR[FR #%ik] & CALGB9011 B[ ~7 v 4
7 v HA O g)
CALGB9712 Bt (9712 #&Br) < FR HWik& FhE L7-ER (104 1) &
CALGB9011 &8t (9011 R bBh) T7 X T v HANRK 21T > I fEB] (178 fi)
D RHE % e L=,
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9712 # Bk D 60 151/104 511 (60 B DB HFHIR o9 fE 43 5 H) . KT 9011 R
16 /178 il (16 Bl BB I T Il 95 % H) THEAZZD T\ idho T,

TIIVE T e UHA L i LA, FR #7E T CR % (0.38 vs.0.20, P=0.002)
J O ORR (0.84 vs.0.63, P=0.0003) M@EN-oiz, FHhEEEBEE R EOBRE
[ZDOWTEEBMANT 24T o 7203, BIEMEIZFFE CTE Rho 7,

TN T EUCHEA L LA, FR EIET PFS RAEICIEE S
(P<0.0001), 24 PFS X FRIEIERED 0.67 (95%(5 #H X [H[CI] 0.58-0.76) |
TIVE T EHAIN 0.45 (95%CI 0.37-0.52) TH-o7=, PFS L BEE R LD
BB OW T EE BT 21T o720, BEEMIIfFFETCE R ole, 7AXTE
v HANRRE (P<0.0001), WBC HifE (P=0.0003). LDH &fE (P=0.01) ZH

BB A BICHEEL TV,

TNETECREAERE LSS, FR EET OS PARICER S

(P=0.003), 24 PFS # FR BIERED 0.93 (95%C10.88-0.98), 7 /L4 J &
VHAFI 0.81 (95%CI10.75-0.82) Th o7, 0OS LHEEHF R L OBEIZHOWT
SEBEMNT AT -T2, BEEIEE TERN -T2, T X T B HANRHE

(P=0.0006), WBC &l (P=0.009). ##n#E (P=0.001), LDH &l (P=0.02)
AN S D Z & EARICBEBEL Tz,

CALGB9712 #BR OB EIER O N, AR AR 23 FH AT e 72 88 1] (IR RE#

b 45 f], @G 43 4]) IZOWT FERERFOBIBIThNT,

FENTERE ST VT, 88 il 24 BT L., 58 Bl THAEZ R 7= (30 filD
580 Fl OB P RiE2 57 » H), IgVH ORFBATRETH - 7= 75 #i
43 Bl (57%) A, IgVH RER CLL Th v, IgVH % 5 X IF AR % FIEF o
CR HIZZNEN 50% L 44%TH YV (P=0.62), PFS flfiiL, £ Eh 46
7 H (95%CI 34-KF|#E) & 31 » A (95%CI 22-42, P=0.048) Th o7z, %
7. OS THEENPRD LI (P=0.01), IgVH ZREF T 2 6] (9%) DE
UARER S, RERFEH T 46 BlF 16 B (37%) THENHER I N, &
U227 CThb del(11)(q22.3) 3 iF del(17)(p13.1)1%, IgVH & BIEHF TiE 13%I
T HAL, RERIEFTIL 26%Th >7=7 (P=0.24). del(13)(ql)iZF+h#
L 38% & 28% Th o7z (P=0.46),

pb3 DEFIZHOWTIE, 88l 11 fl TEENREE 4L, EOND 7 HITD
T exon 6 (3 ) & exon 9 (4 f) @iﬂj{i%%ﬂﬁ?ﬁﬁ@én 4 5] C p53
BIRD exon7 KON 8 ITHH A L NEENFHER S INHDOW 4 BT
del(1N(P13. Db ABO BT, VA L b p53 wﬁk;ﬁ%@%‘é PEIZ DT
i, JEBIEN DN ENBRET L TV,

88 Bz DWW\ T, MIEARZMNT 21T\, 2 DB EORE 243 2 5EH &
FHNUANDOER Z L L% E. PFS & 0OS 12137 )2 72, Dohner
hierarchical classification % AT CR = & PFS 1 B C B9 5 E L IENT %
ER W N

=i

I T8 A o B S
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del(17p) | del(11q) | del(6q) +12 del(13q) | 1E®
it 51 4% 3 15 1 23 24 22
#5(%) 3 17 1 26 27 25
CR(%) 0 53 100 25 38 64
A 33 7 0 35 46 41
3 4£ PFS 0.33 0.20 - 0.48 0.58 0.57
SE NE 0.10 NE 0.10 0.10 0.10
A1 (%) 33 53 100 74 75 86

SE, #EYUEFAGE; NE, AFAME.

CR oW T, B THERBEMEITIRO 20 o72h (P=0.15), =Y
ATHENPOIRY ZA7ECBE LIS A. PFS TAEREAENR DL
(P=0.005), PFSIZHSW\ T, 250 & Y 27 # (11q+17p. 20 # H. 95%CI
16-34 » A) & b¥, o448 (tri 12+13q+EF . 44 % H . 95%CI 32-65
B H) LB LIEGEICAEENED b (P=0.009),
RHTIRE T, 88 Bl 24 BIH LT LT m Y A7 HENGIRY A 7 BEA~BE) L
e, ARRUENED b (P=0.004),
200 Y A7 (11q+17p) TIiE, o255 % (tri 12+ 13q+EH) &k
w0 L725A OS 8% - Tz (P=0.01),
CALGB9712 & 0 E HIB B #E F
i) PFS & 0OS
AR B Gk S A7z 104 B B BRI Jefiid, 117 » A (HaDH 66-131
B H) ThHotz, 28D PFS L OS iXA%ETH Y, 2FlOHEE PFS ik
fEX 42 » A (95%CI 31-46 » H), &H#tE OS HLfEIX 85 » A (95%CI
71-95 7 A) TH Y., 5ERROHETE PFS ik 28% (95%CI 19%-37%)
Tholz, NTHER T, T1%0NEFL Tz (95%CT 61%-79%) ., I
LT ETOMB O IAEIX 45 » H (95%CI 39-67 » H) THVH ., H¥5
7560 n HaRilm Lici b, 40%DREFI A EfF L T,
1) TgVH 2 5L & W] i i 3 45 7 A9 P B
83 il & Xf RAZIRHT ATV, 4A3% R BTN N RERTH -7, 2 A&
T IC BT, IgVH Z 8% PFS (P=0.02) & OS (P=0.004) A EIZH
HLTEY, THRARRMREERZEHNREY CIX. PFS BNE5HAICH Y
(P=0.06). OS BNHEEIZH > TWiz (P=0.01),

3 PFS (H) 0s (H)
JiE 151 2K
L] 95%CI | Pl | JefE| 95%CI | P
A HE 5 104 492 31-46 | NA 85 71-95 | NA
IgVH 0.01 0.01
NS 47 33 25-44 78 | 57-105
75 5 36 52 35-88 NR | 85-NR
e B F AT A 0.046 0.02
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Del(11q)/del(17p) | 18 25 | 16-44 63 | 44-79
Z Dt 70 45 | 25-55 105 | 84-NR
CI, {ZHiIX[; NA, JEi M NR, AFiE.
iii)) PFS X N OS I b s Z L &ET IV
A AT 2E H JEBIEL | A~ Y — R | 95%CI P i
PFS
IgVH Z % vs. KER 78 1.9 1.1-3.2 | 0.02
Del(17p)/del(11q) vs. & D1t 83 1.9 1.0-3.6 0.06
0S
IgVH £ HE vs. KRER 78 2.6 1.4-5.1 | 0.004
Del(17p)/del(11q) vs. # Dl 83 2.3 1.2-4.4 0.01
iv) RHIM O FEh & MR L T 2 REH O R
?;%';ﬁfﬂﬁﬁa%i‘ 24 » | AWM 84 P
H R (34 1) » Hi#d (18 i)
A fis il 63 61 0.66
EEE] 36-86 40-71
HE 11154 25 13 1.00
% 74 72
1M BR 34 i 104.9 64.9 0.06
A 10.6-436.0 8.8-259.5
~NESZS By | g 12.6 12.5 0.95
g/dL i [ 6.3-15.1 8.3-15.5
LDH L 212 213 0.91
i A 107-950 102-838
B2 ~ A 7 v | FRfHE 3.5 3.5 0.98
razy v i P 1.7-8.2 0.5-24.3
Rai stage IR~ 17 10 0.78
I/1 % 50 56
Rai stage (iR 17 8
/v % 50 44
IgVH % % % 8 13 0.01
% 35 76
IgVH RER | fi3K 15 4
% 65 24
I T A 2 PIT L
Del(17q) ke 7 2 0.26
Del(11q) % 29 12

39




Z DA ks 17 15
% 71 88
ZWr o B IR HE | R 4.1 16.3 0.14
HETOMM | FipE 0.1-113.1 0.3-156.1
TN
CR Bl %k 6 9 0.002
% 18 50
PR 11154 15 9
% 44 50
2L 11154 13 0
% 38 0

WL E-T-AEFES

RLE7R L,

Grade 3 LA EOFEFES
M= mEME L LT, RS TIZEIC graded/4 O FERADIEN ., 6
A OB AR (EfEEARE) 2380 TR LN, £o, HiE D #E LS
fM1Z graded/4 & FBL L 7 EFNT ., FAEE ABIEMIM HF I b graded/4 O i HEK
AE 2 FEBLL T,
B G T, HUE O PR LIS graded/4 O 4 PERIAIE 2 B L 7= 3 Bt
2 {1 C I LA ANFEIE IS b A TP ERBUE A2 R BL L T,
M/ FELIZ DN T, ARG BE T 20%., L H 58 CTlk 10%I2 38 8L L
7=
BLIZ DWW, ARG TIX 4% B L, @& G TORBUI o T,
Graded/4 DOffifES (FIEMEM K., OFAE A F O MEMERK ., SREML % 1
I PAEMRMRE XR) N, 2, 3. KOs A7 VBICHELL, 7LV¥TE
vEHERIEEaLvTFaxTa sl FERE TLELE,
CALGB9712 B [FR #1£] & CALGB9011 B[ 7 v &% 7 v v A D ik
BEREGICONWT, FPERBEAE, MEERT, EREEN FREETE oo
D, fDOFERIZONWTEITR ST,

S 9712 Bk 9011 5 P
1INy 0.16 0.11 > 0.2
~NESnE v 0.07 0.10 >0.2
HERL BR 0.61 0.21 <0.001
YL S 0.26 0.23 >0.2
NIRRT A LA 0.12 0.09 >0.2
IR % K] 0.14 0.03 0.002
i JEAR 0.05 0.01 0.03
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@ FEANFHEO A EFL
- (AR G OO R R ANRIE IS I W T, B B RO A3 4 T O SE B TR BL L 72,

KER 53723 gradel/2 OIEEL, IR MERNEE, KiETHoT2, H 2V 414270
TIX 2 Bl AR BE SOUS AR L, HuE O FIEHI R P IR B Lo
Too PEIF G P11 44 $]Cix 9 51 (20%) |2 graded/4 o BE1HE o> I’ (K]
(KR SR M ORI E N BB L2, EEEE2ITo THTINSDHE
GUIRD o T,
ELGE P GO M E A IR W T, EBE SRS 5 B (9%) ([CREBLL -,
ZDHLO 1FDOHNY Y X~ T HE G R graded OIRIMLEZ B 7=,
F 2B TITAMERE D LR PR BT,

© FAEFEL (Zofh)
BB EOEN (%)

S B i > AR ANRE (%) [ DL (%)
Grl Gr2 Gr3 Gr4 Grl Gr2 Gr3 Gr4

I R ER R iE

[F] RF 4% 55 2 6 33 43 13 18 11 8

H e % - 21 21 11 28 23 8 0 8
I ISR Pk A i

[F] IRF 4% - 33 14 14 6 24 8 0 0

H - 36 13 8 2 36 5 0 0
E=gil

[i] IRF 4% - 47 18 4 0 14 5 0 3

H G- 45 15 0 0 18 3 0 0
J YL IE

Al g5 55 16 27 20 0 11 27 3 3

H G- 17 32 21 2 5 21 3 0
CIOTIN

Al g5 55 38 10 0 0 6 0 0 0

H G- 35 0 2 0 10 3 0 0
M -

[i] Rf 4% 55 8 8 0 0 0 0 0 0

HfGE G- 6 0 0 0 3 3 0 0
I I K] 3

[i] FRf 4% 5 6 6 10 4 0 9 6 0

H 5 2 4 6 0 3 3 3 3
AR ifnL

[i] Ff 4% 5 2 8 6 0 6 0 0 0

H 5 2 2 0 0 5 0 3 0
I EN

[F] R 4% 55 14 18 0 0 8 0 0 0

H e G- 4 14 0 0 5 8 0 0
T FE

[F] R 4% 55 28 8 0 0 3 0 0 0

H e G- 6 2 0 0 13 5 0 0
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37 P
[i] IRf 4% 55 22 6 0 0 14 3 0 0
H G- 8 0 0 0 16 3 0 0
9% 57 1P ik
[i] IRf 4% 55 48 14 0 0 24 6 0 0
H 5 36 22 4 0 19 14 0 0

T LA EORRGEIL, BRIAERZRE, AT OoFRETRES L TWY
% KGR YIE T o 7=, RRFE SR TIE, B RURYIEN 8 fFIcfEiR S h
7= (ZJEAKE - mRIEE 2 6, RPTEMM~ VX2 EYE 3 f#], ARlA 71>
PHIH, ma— ANV AEYE 1], =2 —F T AF ALY =ik 161,
HGE e 5B T 14 0 B Fn RURYE DS RS S e (KT - B IRas 2 il
JR T BRI~ LR R EYSE T, AT TV oY 1B A R AT R T AL
ZEYSE LB, =2 —F L A F A H U =fitik 14),

B GREDO TNV Z T BTS2 BB T H O M v v 2 i A3 %
Bl [FIRE$ G0 Tl 2838 i/ RO SR B3 & IR I BRI Bl S 42 23 45 1 4911328
o,

PR EEE Y 3 4 (FIRFHE G-RED 1, Mt GRED 2 6)) IZRBLL, 7L ¥ T
EURBEO R IETHE L (im0 EL, FEFE. FEE & HEELAYAS 1 410),
CLAGB9712 i & CALGB9011 ® 7 )L & 5 b L BHIVAEEE (178 f5]) & D%
05 15 7 L O s B

Grade3/4 O M L8k

e CAL%(TJJ]/3E[\9712 CAL%(jz\gon P
JIIRANY 0.16 0.11 >0.2
~NEZ BV 0.07 0.10 >0.2
YR BR 0.61 0.21 <0.001
YL E 0.26 0.23 >0.2
NIV A T A LA 0.12 0.09 >0.2
-1 K] 0.14 0.03 0.002
DA 0.05 0.01 0.03

EWHEPNC X 216 B MEESE (CMN) &V b ¥ —JEERBICET 5
Rt

ARG AW IZ - MN 23 Bl L 7ERIX 20> 722, 1 #1T, FRIGED
45 5 H#% K O FCRIFEIEICE DY A_R—IED 9 5 H%IC t+-MN & 2k
7=,

LM B B & 2 S I REBNX e o T

4 IR b X —IEGERE L W S OSHAatE B MM U o 3@ 3 fl, A
XU LA, 3FNCONTIZY b ¥ —JEEREREE 1 FELINICETE L,
O DLIHNZHOWT S U b X —EBEEFRBLO 30 » HEZIZET L TWD,

@ HARFTA L TOIHRERR :
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+ k[E, The National Comprehensive Cancer Network (NCCN), Non-Hodgkin’s
Lymphoma — CLL/SLL. (SCEkFE =72 L),
+ k[H, The National Comprehensive Cancer Network (NCCN), Non-Hodgkin’s

Lymphoma — Discussion. 5| H C#k# 5 137-139,

- Hematology 2009, American Society of Hematology KEducation Program
Book.Proposal of an algorism for first- and second-line therapy of CLL. 5|H
iR 5 29, 30,

- %1 %, British Columbia Cancer Agency, Cancer Management Guidelines,
Lymphoma (Including Chronic Leukemia and Myeloma), Chronic Leukemia. (5| H 3

BRE 2 L) .

6) B AMAMBICRT Y Y X~ T REEOEMOEICED 2 BERAR (5
FEEEE TEREE 22)
O HBROBR :
B o MER MRS (v MUY R ESEE ETe) OBFICXH LT Y
XUV T HREBENICHEL TS L, KANMELHRRT S,
KL U & SERR LV ERE KT D Wl EH 5K O RO & FEAl T 5.
AR LEAEOHRICHOW TS 5,
@ FEFMEHEHE 18D o MMER IR EE ST DY Y R~ TR K EOER,
ERPREE T MR O B I s Bs (343 15) # AW T, IR G EZ &5 L7 3
BIZFBWT grade 3 XiE 4 OBFUENRBI L e ho 7286, ROKGETREG 1T
9, 3B 1HIC grade 3 XL 4 OBFBENEIHL-HE, RUKEGEEZEMND 3
B 5925, 6 HIF 2~3 B2V T grade 3 X ik 4 OEMENFH L IZH AL,
RKIMMEET 5,
@ HBRT7 = — X BEIRE T HRABRICHEL 5,
BRPR R 1 FHARBR O Bk i 3l BRis (343 1K) WWHEL Y YR U~ T R G EDE
B 1) 1 R L BE o 2 T PR AR
@ VREIE
ETOEFICH LT, PlEHFEERELE LT Y X ~7 375 mg/m2 % 6 K5
12 R CTHEL, 2EIE2L4RIAORGEE LT, HEOY Y X<
T -EETES Lz, #5813 500, 650, 825, 1,000, 1,500 &% O 2,250 mg/m?2
DeEMEE LI, VYR ~7 1 3MEERE RO 2 EHLUEOHEELZ S OB 1 [H
TRt 4B 21To72, KV YX U~ T ELEORNICY 7= RI IV EOT &
KT 72 EHIEREG LT,
® FEFHAGHE B ORE R -
KEARETHD 2,250 mg/m2 TH graded/4 DFEMENBI LR No72Z Lk,
AR EITIMHER TE TR,

==, Qf
H& IR Eﬁg@z 2 Grade P
500 mg/m? 19 0 — -
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®

650 mg/m?2 4 1 1 15901 (1WA SN I

825 mg/m? 3 0 — —

1,000 mg/m? 4 2 1 B, L

1,500 mg/m?2 5 0 — —

2,250 mg/m2 12 8 2 FEE, EE B, BRI

B R B RAG L H oD G R

CLL & 0 ZEMEIT 36%ThHVH ., ®2H» PR Thol, KHE
(500-825mg/m2) ., F1 A& (1,000-1,500mg/m2). & & (2,250mg/m2) O
FhER1%x (CLLIJER) . 22%. 43%. 756% (P=0.03) T»H V. FAEKFENR
Doz, BHETEHICHT IR NRBDO T,

EF O ML EMFE P RAAET 8 » A TH Y | AFMIX T RMICEL TW o
Too HEE 1 HAEFRIT 80%TH -7z,
TAESTEUKIGHOEEIZY VX o~ T OB L AEICHEE L T\ (K
P 56% vs. #HLME 20%, P=0.02)

@ I EST-FEES

FERME~ o bR Y R IEDBRFE A %)JIEI&“EJL@ 3/4 753‘%41@ L7chp R CHEE
IRERNREBL LT ORHEFRIE AT o 72, 4 HIRIZ X AT D M &
B L TABE L, 2,250 mg/m2 T 2@ H & 3[EH ODTQEL%X F7eas, EIEM
FENTH T, VY F I~ 7 LIFEAEO R WEAEZR D, MHic 50 f#o 4
ARATR A NVAGHEME AR L, 4B HORGRNIIH % CTRHT LT,

Grade 3 UL Lo HFEHESL

HENY Y&~ 7G5 EFC grade 3/4 ODFERN, 6 HlICHER I N (12%), 6
B As, FEEL, BEOE. PREURIRBEE, (KEe R IMIE A B L. 5 608 B 2 i AR
TEREHE L, 70, 1PICIEEERMTE FFE2BH L, 6 6IF 361X, A
MEREAIEFICE S, BplL b~y bl ) R ETH 72,

CLL LISk D JE 6 Je 08 WBC 28 Rl K W ARVVEBNIC W T BEERAF
FLEMNIHEB LT, CLL LS 10 il 5 6] (50%) IZBWTHEHERAEFEFLN
FEBL L7223, CLL @ 40 #CTix 1 6] (2%) OATHh o7z (P<0.001),

BERAEFEREZEBA L 6BV TR YR v T &5 % —FEIH
IEL, iR, A7 aA KK, 7T RTI /) 720 KW 72 RTI VO
BAZ XD RHEWFEMT DTz, 1 NIEPIRKEIZ 24 FFRINAE Sz, 20 1
B OWTIE, 2 BIH#FEG H OB MERE2 91 X109LIZ EF LTWen, VY
XUV TOREGEIToT-, TORE, MEKT (86/46) &, FE (MK
38.9C) WAH LA, FE ICU ICINEA S (24 R ARN) . IREICIFED Y > ¥
Vv TG EZRIELT,

find 5 FlH 4 IO W THEE G 2R 7472 (CLL @ 1 BlIZiaRikiee 2 575,
<~ hVHIRE Y o oRfED 1 FNE, 2,250mg/m?2 TG &2 FEE L., ~ > LA
U ANETHDRO 1 FIEHEEAITHOT 375 mg/m2 D 1 A 4 B &5 % 5%
it 7= . PLL OJERIE. 2 [B1H O 5-% 375 mg/m2 TIT\, £ D% 1,500 mg/m?2
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TG EITo T, FERME~ 2 MVIIRY V8D 1Bl >NTiE, TOFE LTI
BolHEFERR] 25,

@ FEANFEHE G FEER

- 2B LUBEOESG oW T, 500 mg/m2 5 1,500 mg/m2 DO H Tix, 35 i

3 HIIZ grade 1 O FEREZ VD 7= (MIEMEMEO MEK T, O, B2, 2,250
mg/m2 D 12 #4185l (67%) TRIEM DA EZRFEIHNPBO 723, grade 1/
2 OFE, HE CBLHNERETHY, grade 3/4 OFERIIMER IR -
7o, FEENVE HEIEIT, FIT 2,250 mg/m2 O YA G CTHRE LA, SRR OVE
DT 3EE K4 B HEERICREE LT,

AEHEFG (Zofh)
PIELY > & o~ 7 5 R 48 ] (94%) ICBWCREIERAB R Sz, 1F&
A EDHEGIL, grade 1 Xt grade 2 OREKL NEETH 7=, BREOMKR
B OVESE Bt 0 i EAR T, LS —H OJEM CHER I, BN R b
B o TAEG] (334X 109/L) (@MY MR IFEE TH Y . HIEEE TiX

BRELRERORLTH- T,
=R FHE (%)

2 RIEH 94
Grade3/4 OFEI{EA 12
RIl1E

o 60
FEEL 58
- % A 16
i JEAR T 16
L 12
3] 10
PR

i) R /2

I BRI RE  (109/L K ) MNAERER D 27% TR Hiv, B 72 i o R iE
(0.5X109L) 1% 11% TR b iz,

L0% DIEFNZ T TRFE T O/ IMES 50% % 2 T Lz,

JE R 0 Bt A S FE BN 10%IC B L7, TT ik D L MES RIGEIC & DR
PRI AE 2 R B U, 3 51 25 Al B R e P Mk O FE BV 4 R BRI A E 2 8 BL L, 1 Bl
VY ki~ 7 3% % b5 H BISHE RGO T AR EBLL /-,

B 2R R IE 1T, 10% DIEFNIZFRO b, KB XK, BBk, REEIIE K O
KT =T VN D JGFTEYE CTh - 72, 1 FINHFIRIEZ 2388 L=,

@ A RITA L TOF MR :
- k[, National Cancer Institute, Physician Data Query(PDQ), Stage I, II, III,
and IV Chronic Lymphocytic Leukemia. 5| M k% 5 8,
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7) BYEY oMERMIE N N RIS T DY YR T Ol 3EIFTE AT
Va—LORE (BABEEE CEE 5 23)
O HBOBR : VX~ 3al, 48 EEG1ED R MK O 01 O fife 7
M OFmMEARE L, EYHEEZBEELT LI YR~ TEERSV2—10D
R,
FHEFMIE A B 3 [E. 4 38 H RG5O L M & OVE O R
AR 7 = — X ¢ FRIKE U IR
18Rk
1 HHE (cohortI, II, III)
VY ¥ ~7 100mg % 4 FEf 207 TG GEEE EH 72 L)
3 HH (cohortlI, II, III)
VY X~ 250mg/m2 (cohort I), 375mg/m2 (cohort II, ITII) %

50mg/h T 5% B4t L. 30 432 100mg/h > E&H &4, & K 400mg/h
LT 5,
5 H HLLF% (cohort I, IT)
U~ 7 250mg/m? (cohort I), 375mg/m2 (cohort II) % 50mg/h
THREZBMA L. 30 042 100mg/h 37> EF S8 & K 400mg/h &35,
5 H HLLE (cohort III)
U ¥ <7 375mg/m2 % 50mg/h T 15 W& 5 L, %0 & 1 BT
BhHT 5,
1 3 EEH % 4 B IRT,

® © O

©® FEFAGHEE ORER -
AR ER I,
33 Bl 29 BT SV TRl 24T - 7o fi R BRIRIL 2% TH Y | #HHoRE2T
14 6], 1 FINTEERN TH o7z, IEDRO LR D > TEFIZE W TIE, 11
BINAETHY 3HIDIRHEET 2 » H#HOFMIZI T 5 HHE TH > 72, Intent
to treat FENTIZ I 1T 2 2RI 45% (95%CI 28 - 64%) Th -7,
Z205) 15 B O ZZ 5 W P Je il 10 » A (95%CI16.8-13.2 » H |, #iPH 3 - 17
B HA+) Thot, RTS8 HICEBWTHEE L TRV, EHEITENLEN 4
A6 HTHALTHHA 99 H, 10 H, 125 A, 1T AThH o7,
TNETEANRIERGIMETY YR~ T NEL L T H ORI P REIL 6
B HTHo7 (HH3-11 % H),
IEG O B R EIE 6 » A Th o7 (H#iFH 0-18 » A+), Fahfilo
B Pl 11 » H (95%CI7.8-14.2 » A, ®PH 3-18 » A+) TH Y,
i cix 6 » A (95%C12.6-9.4 % H, #iPHO-14 » H+) Thoi,

® HEICEST-HEES
WIE #5712 grade 4 OFERZ 3B LU TZIERFI A, ME—RBRZ F 1k L72JER TH
D, VYR~ T7 LT EOEMNIT, %555V (probable) | & HIE S L7z,
ZOREBNE. W T3 k. TV F LA R YT VX T e REREUM O CLL iE
Bl THY ., 2HIRE (PS) 1% 3. M/MRBAIENRTRD b L7z, 15E AT
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R AR AR 23t L TR FEASNY U LTz, #lEE Gz, &
FE AR W MLAE . PP IR B K OV IR 2 8 8L Lin i 2 ik U7, e Ik 12 12 0E
RITGE L7223, day 3 1CWE I & EAT M D MENL R A2 B L 7o, 2 O ffiER (%
) NECDOFK LRI L,
BW% 6 BN FET L, SERIEL, Wit (1610, OAEEZE (161, 5 ol
A (A f)), migkEIcE s (16 ROWEGEE (26]) Thoil,
@ Grade 3L EDFEFL
Tk, [@EAFHFEBORAEESR] KO TOFEFFLR (20oft) )] 238,
FEAN R e A E RS
< 20z B W, MBI 1 fiLL B @ infusion-related side effect %32
7oo 20 R 18 Bili%, —d Pk OAKER F MdE ., il E X IIMERREgETH Y | &G
HIE R O KFRRIENRMLETH 72, 241 (7%) 2 grade 3 (1 ) XX grade 4
(1fl, TORTIZE-TAFEFL] 22R) OFERPFEB LT,

4 grade Gradel Grade2 Grade3 Grade4
Blge | % |[BlE|] % | BIE| % |[BIEK] % | BIEC| %

Dayl 12 36 7 21 5 15 0

Day3 3 9 2 6 1 3

Dayl 11 33 4 12 7 21 0

Day3 4 12 1 3 3 9

i JEAR

Dayl 6 18 4 12 1 3 1

Day3 1 3 1 3 0 0 0

IR ] 3

Dayl 10 30 7 21 1 3 1 3

Day3 5 15 4 12 0 0 1 3 0 0

O g

Dayl 9 27 7 21 2 6 0

Day3 2 6 2 6

IR 455 e

Dayl 2 6 2 6 0 0 0

Day3

2 [a] B LA R 0 $& 5- W5 o i 1 B R 1380 L, R E 72 infusion-related events
212 B HBL L 7= (grade 1 2% 8 il grade 2 2% 3 f4], grade 3 2% 1 i), =
D 12 L, FE#EERIZ t infusion-related events Z FH L T /=,

© FAEFZ (Zofh)
MEHwEE, 1 EBICHBICRO N, MRREEOLEIXET —BETH
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D, BIRKMICERZ2 DX -T2,

Dayl Day2 Day3 Week2-4
Bl | % | B % | BIE | % | BIE | %
A H ER R iE
Gradel 0 0 1 0 0 1 3
Grade2 0 0 0 0 0 0 4 12
Grade3 3 9 4 12 3 9 5 15
Grade4 3 9 2 6 0 0 0 0
2 i
Gradel 6 18 7 21 2 6 8 24
Grade2 0 0 1 3 2
Grade3 1 0 1 3 0
Grade4 0 0 0 0 0 0
1/ N R iE
Gradel 6 18 4 12 3 9 8 24
Grade2 10 30 3 1 3 1
Grade3 0 1 3 0
Grade4 2 6 2 0 0 1

M/ NI A FEWZ SO W TS TH D

. PIEIB BRI 50 X 109/L R ~20 X

109/L CTiRIEZ B L= 6 fild 3 BB W T, 20X 109L R L=, I
IMRIBEIZ—BETH Y . 20 3HICHONTIE, VYR~ T 1BEL R L
2B 595 B BICHEERTO I/ MREICEIE L=, (L. 1 #0121k

i 1. 217 - 72,

— @M OB I K& O BRI EAN IR RS 1 B IZE8 0 b7y, £ < DIERINIC
BT, MERBCDE IR R IS IBRATMELL EICUGE 3 5 2 mfRATE~ & 5]

BLTWD,

Infusion-related toxicity LIAt D EMEIZVETH 72, Tz

%O MK FEEIIVE TH - T,

TR 1R T oD 3 I ik g

TR TR XY

Gradel,2 Grade3 Grade4 Gradeb

BlE | % | BIEK | % | BIE | % | B | %
FEEL 11 33 0 0 0 0 0 0
15 IS 15 45 0 0 0 0 0 0
& YL E 7 21 4 12 0 0 0 0
3] 10 30 0 0 0 0 0 0
L 8 24 0 0 0 0 0 0
G 0 0 0 0 0 0
w%RGE) |3 9 0 0 0 0 0 0
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Jifi 5% FR

I EAR T

T M

AR SE
BRI

{5

THED WS
EZ LI TEN

e % P

M3% Ca2+Efl
H 1. 2 6
TIRHE O day 4 [t D72 DT,

—
DO
o
op)

| W IR |IND|[HR W[~ |H |0
oO|lOo|Oo|o|lOo|Oo|Oo|O|O|O

O|lW| Q|| |W|OC|O|OC|W|w
Ol |||l || |O|O|O
Ol |||l | |O|O|O|W
H | |||l | |O|OC |0 |O

OoO|lH|O|CO|lO|RH|O|OCO|O|H|O

w
—

16 Ciad 2 8 BICRULEM B R 2 R BL L7z, Bl 1 HIZ DWW TIE, 1B
T 15 HBICIIEEEEHMICEVET L, o 1FIZO N T, 1% 4
W AR R 38 M i RIS ME SR B A F8 8L L CHIDIRIR DN LB & 72 o 7z,
Infusion-related toxicity Z %L L7 EHI T, HBLL R0 - I2iER] & kol L,
Uy x <78 1 EES (dayl) &5 2 Bl 5 (day3) T, TNF-a (P=0.007),
IL-6 (P=0.058), IL-8 (P=0.02), IFN-y (P=0.011) 73 < 7 % {1 3 e 728
iz,

i C infusion-related toxicity 23 A B (I DA 23R vz (73 %
vs. 62 %, P=0.02)

HA RZA4 2 TO5HRM :
- k[#, National Cancer Institute, Physician Data Query(PDQ), Stage I, II, III,

and IV Chronic Lymphocytic Leukemia. 5| SC#kE 5 9,

< A ARIZBT D R ABR A >
BINEEZ L,

(2) Peer-reviewed journal s, A & « 77 U T R EOHRERN

BIMEE L,

(3) HREF~DOFEERERK L L TOREIRT

<MW I 1T D BB EHE >

1) Wintrobe’s Clinical Hematology (12th ed.)
FRNOLOHBELEED L LD,

2) Williams Hematology (8th ed.)
FRENPOLORBHELEEDLEY,

3) ot
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FERPOOBELED LB Tl EEICLELIH D,
- Harrison’s Principles of Internal Medicine. 18tk ed.
- Holland Frei Cancer Medicine. 8th ed.

+ CECIL MEDICINE 23rd ed.

+ Cancer,Principle & Practice of Oncology.

FENDOBEYEEIZB W T, Cancer,Principle & Practice of Oncology. 8th
ed. DNEMNFEH I N TWD 0N, & 9 hit (Cancer,Principle & Practice of Oncology.
Ohed., FERM EE S 12) BEHAINTZZ D, VY X~ 7ICEET S
[V () Sl N R N

CHPTER 134 CHRONIC LYMPHOCYTIC LEUKEMIAS
TREATMEN AND RESPONSE CRITERIA
Monoclonal Antibodies
<HRE>

Rituximab is a chimeric IgG1l CD20 mAb; CD 20 is expresses on malignant
and normal B cells.5! Relatively low levels of CD20 are expressed on CLL cells
compared to normal B or neoplastic B cells of other lymphomas. In addition,
circulating CD20 has been demonstrated in plasma of patients with CLL; this
may inhibit the capacity of rituximab to bind to CLL cells, resulting in rapid
clearance and negatively affecting pharmacokinetics.52 Rituximab binds to the
large-loop domain of CD20 and mediates antileukemic activity predominantly
through complement-dependent cytoxicity (CDC) and antibody-dependent
cellular cytotoxicity (ADCC). Standard-dose rituximab monotherapy has
limited activity in treating patients with CLL (Table 134.6). Dose-intense?3 and
dose-dense?* single agent rituximab increased efficacy (Table 134.6). In
addition greater efficacy was seen when rituximab was used as initial therapy
for patients with CLL (Table 134.6).55 Maintenance rituximab is not routine
practice for patients with CLL.

The primary toxicity seen with rituximab is usually with the initial
infusion and is predominantly fever and chills. These symptoms are generally
mild to moderate and abate with subsequent infusions. Although normal B
cells are also targeted by rituximab, trials to date have shown no decrease in Ig
levels, and infection rates are low.

Rituximab has been combined with alemtuzumab based on the rationale of
targeting two distinct antigens expressed on CLL cells as well as the
differential effectiveness by disease site; rituximab has activity in treating
lymph node disease, and alemtuzumab is highly effective at clearing blood and

bone marrow. Efficacy and tolerability were demonstrated in both untreated
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and previously treated CLL (Table 134.6). In addition, rituximab has been
combined with high-dose metylpredonisolone in an active regimen for
untreated and previously treated patients (Table 134.6). Immunosuppression
was seen with this combination, owing to use of high-dose steroids, and was
effectively managed with prophylactic antibodies. Finally,
granulocyte-monophosphate colony-stimulating factor (GM-CSF) may enhance
in vivo ADCC activity, thereby enhancing the therapeutic activity of rituximab.
This formed the basis for a trial that combined these two agents, the final
results of which will be compared to historic results with rituximab
monotherapy (Tables 134.6).56

Chemoimmunotherapy

In vitro data demonstrate synergy between fludarabine and rituximab.
Rituximab down-modulates levels of the anti-apoptoic protein bcl-2 and may
sensitize leukemia cells to fludarabine-induced apoptosis. Furthermore,
fludarabine down-modulates expression of complement-resistance proteins,
CD46, CD55, and CD59 on malignant B-cells and renders them more
susceptible to rituximab-induced CDC. The randomized phase 2
multi-institutional Cancer and Leukemia Group B (CALGB) 9712 trial
evaluated the activity of concurrent versus sequential fludarabine and
rituximab as initial treatment for patients with CLL (Table 134.7).59 All
patients in this study received rituximab, but the concurrent group received
2.5 times the cumulative dose given to the sequential group. This trial
demonstrated a significantly higher complete remission rate of 47% in the
concurrent group versus 28% in the sequential group. The overall response
rate and progression-free survival were not significant different between the
two groups. Shorter progression-free survival was noted for patients with
unmutated /GHV status; shorter progression-free survival and overall survival
were noted for patients with 17p deletion or 11q deletion by FISH. Notably, the
incidence of grade 3 to 4 neutropenia was increased in patients who received
concurrent fludarabine and rituximab (77%), compared to the sequential
patients who received fludarabine alone (41%). No significant difference was
seen in the incidence of infection between the two arms. Subsequently, an
analysis of all patients treated in the CALGB-9712 tiral compared to a
historical group of patients treated with fronline single-agent fludarabine in
the randomized CALGB-9011 tiral (no rituximab) demonstrated a stastically
significantly higher complete remission rate, overall response rate, 2-year
disease-free survival, and 2-year overall survival for patients who received

fludarabine and rituximab.60
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The combination of fludarabine, cyclophosphamide, and rituximab (FCR) was
initially evaluated in phase 2 trials in previously treated and
chemotherapy-naive patients with CLL (Table 134.7).6163 In 300 previously
untreated patients with CLL, the complete remission rate with FCR was 72%
and the overall response rate was 95%, with most patients having no
detectable disease by two-color flow cytometry evaluation of the bone marrow
at the end of therapy.6! Over 40% of complete responders were free of disease in
the bone marrow by PCR testing. The estimated median progression-free
survival in a recent report was 80 months. This was the highest response rate
reported for any regimen in previously untreated patients with CLL. The
German CLL Study Group CLLS8 trial was a randomized phase 3 clinical trial
of FCR versus FC for previously untreated patients (Table 134.7).64 This trial
clearly demonstrated superior progression-free survival associated with FCR
(median 52 months) versus FC (median 33 months) as well as superior
complete and overall response rates at 44% and 95% versus 22% and 88%,
respectively. FCR treatment was also associated with higher incidence of grade
3 or 4 neutropenia (33.7% vs. 21%; P< .0001) ; however, there was no difference
in the incidence of grade 3 or 4 infection (18.8% vs. 14.9%; P=.14). Most
important, this trial demonstrated superior overall survival associated with
frontline treatment with FCR (84% alive) versus FC (79% alive) at 38 months
(P=.01). The largest benefit was seen for patients with Binet stage A and B
disease and patients younger than 70. The REACH trial was an international
randomized phase 3 trial with identical treatment arms as CLL8 and enrolled
previously treated patients (Table 134.7).65 Eligible patients could only have
had one prior treatment that did not include rituximab or FC. The conclusions
of this trial were consistent with those of CLLS8, superior progression-free
survival associated with superior complete and overall response rate for FCR
versus FC. Thus far, no difference in overall survival between treatment arms
has been observed in REACH.

Efforts to improve the efficacy of the FCR regimen have included adding
mitoxantrone to the regimen in phase 2 clinical trials (Table 134.7).66. 67 There
was no clear evidence that this addition represented a marked improvement
over FCR. In addition, in an effort to reduce the myelosuppression of FCR and
make the regimen more tolerable, a phase 2 trial was conducted with reduced
doses of fludarabine and cyclophosphamide and with the addition of
maintenance rituximab, referred to as “FCR-lite” (Table 134.7).68 Impressive
response rates were reported; important information will come from time to
event end points with further follow-up. Rituximab has been combined with

pentostatin and cyclophosphamide for  previously treated and
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chemotherapy-naive patients with CLL (Table 134.7).69 70 Both studies
demonstrated that this regimen was active and well tolerated; the principal
toxicity was myelosupression; nausea and vomiting were the most common
nonhematologic toxicities.

Results from a variety of clinical trials with chemoimmunotherapy regimens
for CLL and non-Hodgkin’s lymphomas generally indicate potential for synergy
between the monoclonal antibodies and chemotherapy. Indeed, rituximab was
also combined with bendamusutine and evaluated in phase 2 trials for
previously treated and chemotherapy-naive patients with CLL (Table 134.7).71.
72 Efficacy and tolerability were demonstrated with this regimen. Furthermore,
the “FluCam” regimen is an active and safe regimen of fludarabine combined
with alemtuzumab (Table 134.7).73 Confirmation of a superior regimen to FCR
for either frontline or salvage therapy will need supporting randomized phase
3 data. Currently the GCLLSG is conducting a phase 3 frontline noninferiority
trial comparing FCR versus bendamustine, which will generate interesting
data regarding the comparison of tolerability and myelosupression of these

regimens.

<HARIZBIT D2HFEE>
1) BrEfIRIES Y (B3R SCHkE 5 13)

44, Y - VoS OREE 5 BMEY MR M & SRR R
F. 159 1E

BifE, B-CLL BFICIEE 2 b 72 b IRFIET, BISSEFEH TR S 5 [FFE i i
Bl B E (allo-HSCT) OATH D, & 5T, R FER TRl a7
0T, BEIZER - QOL 0#FE &L OS DIER &7 5, FHHH O B-CLL 1L g if K
BB EE R AR, RN EIT T S E TR A BB T RE TRy (R 2),
ZOHMEIT, ZOFHHTIE O BF TR T L FEFER O/ AN L FA%ED OS & f
THZE L, CORMICIEFRERGT S 2L THRMETZELE DL ZLIXTETH,
OS DIEEIZH 7D &2 Z L2k b, IWCLL [ZIREMGOREEL LT, WU
Rai /IT #1 & Binet A #1 CiX. CLL (2B L 7= HE 7o) ik XX CLL OJFEME (12 %
AR O LDT, BB T T AHE R Y VR ElER) BN b2 s Lz, #ITH
B-CLL (21X chlorambucil (CB) 2MEERME SN TE72M, BARTIEIRELETHY
FIEDONE A2 AT 5 & 5 cyclophosphamide (CPA) 50~100mg/body # H % 1,
B DHWE 3~4 B Z &2 1 B 350mg/m2 FEEE D A G- 0N Wb TE 2, HEITH
B-CLL Z#xf4 & L7z, CB LHINAFEDO LA IRIE L Al L7z 10 38R, 2,035
B D HEEFEHT TIE . ZHI0FHRIEIC X D BHROLEIT OS DUEITHE ROV TN
Y,

H#ATH B-CLL IZxt34 57V 7+ mr 2 (PNA) % key drug & L7cIRRIEDO A H
PEIX, 1990 FRH DO HBR TR TE7%, CB &£ PNA ® 1 2 Th D
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2)

fludarabine (Flu) & O#E Tid, &4 22T MHEHE (CRR) £ 2E%E (RR) 28 4%,
37%& 20%., 63%. HEIEAFHIM (PFS) 2214 4 H., 26 s ATHY ., Flu A E
(ZF > TWIZA, OS TIE b5 # H & 66 » H THEELZRBD RN, Zhid, ®&in
L LT DOIREIEEZRD D cross over WHEINL TWiEd EEXbND, £
DN 222D CB & Flu O HEGABRIZFEK O R TH o7z, FH 2 RO R
X, Flu =D PNA HA] vs PNA+ CPA TH Y, Wb BA| & L0 CTlds
PEFEWE DD, CRR 2 6~15% vs 22~38%. PFS /% 18~20 » H vs 41~48 » H &
FEICH > T, BETERZBET 2700 E# 20 EERRF ST 5,

B-CLL (Zx 4 % 0 AR D A HME S A ST 5, Flu iZ% A F 51 CD20 #it
KD rituximab (R) % 2HIEOEEGE AT Va2 —/v (Flu L [RKREH, FE TH%IZE
) TOFHT 5 FR O 1T AHRER Cid. RR & CRR I & b IC[RIREE G RED P > TV
7. b Mbht CD52 Hifkd alemtuzumab & CB @ III fH#ER TlZ., % 4% CRR &
RR 7% 22%. 2% & 85%. 56%. PFS 78 15 » H. 12 % A T alemtuzumab 2 &I
> T 7z, Flu+CPA (FC) L FCR DGRBS H#EITHT THY . Z OFEENEH
Shbd,

WIHE IR 1% OWUNEAFRZ (MRD) OiH&RI1Z. PNA HAI LY & CPA OFHFH .
SIHIESFEMEOFRICEVGEL TS, LIL, Z0F SR H T
DOMNE, B S TIEH S T2 W, #H O allo-HSCT 1X, —#® B-CLL B (2
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treatment by disease stage

treatment of advanced, active disease

(Binet stage A and B with active disease, Binet stage C; Rai 0—II with symptoms,
Rai III-IV)

The fitness and co-morbidity of patients need to be evaluated for the choice of the
treatment. For assessing the co-morbidity burden, the cumulative illness rating
scale represents a helpful tool [13].

An improved survival has been demonstrated following firstline
chemoimmunotherapy with FCR in physically fit patients with CLL [I, A] [8].
Therefore, in this patient group (physically active, no major health problems,
normal renal function) FCR is the standard first-line therapy. Combinations
based on other purine analogs such as cladribine [14] or pentostatin [15] have
shown similar activity, but it is uncertain whether they can replace fludarabine in
the FCR regimen [II, B].

In patients with relevant co-morbidity, chlorambucil [II, B] seems to be the
standard therapy [16]. Alternatives are dose reduced purine analog-based
therapies [FC, PCR (pentostatin, cyclophosphamide and rituximab] [III, B] or
bendamustine [IT1,B] [17].

Patients showing a chromosomal defect del(17p) or p53 mutation frequently do
not respond to conventional chemotherapy with fludarabine or FC. Even after
FCR therapy,
progression-free survival of these patients remains short [8]. Therefore,
physically fit (and young) patients should be offered an effective initial regimen,
of which alemtuzumab is currently the most widely explored, followed by an
allogeneic stem cell transplantation within clinical trials [III, B] [18, 19].

treatment of relapse and refractory disease

The first-line treatment may be repeated, if the relapse or progression occurs at
least 12-24 months after a monotherapy or 24-36 months after
chemoimmunotherapy, respectively [III, B].

If relapse occurs within 12—-24 months after monotherapy or 24-36 months after
chemoimmunotherapy, or if the disease does not respond to any first-line therapy,
the therapeutic regimen needs to be changed to one of the following options [III,
Bl:

- Salvage regimen, e.g. alemtuzumab, followed by allogeneic Stem cell
transplantation in physically fit patients [18].

- FCR for patients relapsed or refractory to first-line therapy with an alkylating
agent [20].

- A bendamustine- or alemtuzumab-containing regimen in physically non-fit
patients without del(17p) [21]. In subsequent relapses. an attempt with

high-dose ofatumumab or rituximab with high-dose steroids can also be made
[6, 22].
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- An alemtuzumab-containing regimen in patients with del(17p).

In order to achieve better efficacy in patients with bulky disease, alemtuzumab
may be combined with fludarabine or steroids [23].

Allogeneic stem cell transplantation is the only curative therapy and is
especially indicated in very high risk [del(17p), p53 mutation] and/or refractory
disease [18]. The use of autologous hematopoietic stem cell transplantation does
not seem to yield better results than chemoimmunotherapies [III, B].

Table 3. Management by stage, risk categories and physical fitness

Molecular

Stage Fitness cytogenetics First-line therapy
Asymptomatic  Binet | Irrelevant Irrelevant None
A-B or Rai 0-I1
Binet C or Rai ITI-1V, | Go Go No del(17p) FCR
or symptomatic del(17p) FCR, A or FA/Allo SCT
disease (any stage)
Slow Go No del(17p) CLB
del(17p) A
Relapse Fitness Molecular. Relapse therapy
cytogenetics
Early (<12-24 months | Go Go No del(17p) After
after monotherapy or chemoimmunotherapy:
<24-36 months after BR, A or FA/Allo SCT
chemoimmunotherapy) After monotherapy:
FCR
del(17p) A or FA/Allo SCT
Slow Go No del(17p) FCRa, B, A, O, R +
HDS
del(17p) A
Late (>12-24 months | Go Go and Repeat first line

after monotherapy or Slow Go
>24-36 months after
chemoimmunotherapy)

2 Not recommended for patients refractory to fludarabine.

‘Go go’ defines patients with a good physical fitness and low co-morbidity burden,
‘Slow Go’ defines patients with impaired physical fitness and relevant
comorbidity burden).

A, alemtuzumab; Allo SCT, allogeneic stem cell transplantation; B,
bendamustine; C, cyclophosphamide; Clb, chlorambucil; F, fludarabine; HDS,
high-dose steroids; O, ofatumumab; R, rituximab.

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).

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

There is evidence of type 11, I1I, or IV but findings are inconsistent.

C
D There is little or no systematic empirical evidence.

8. Hallek M, Fischer K, Fingerle-Rowson G et al. Addition of rituximab to
fludarabine and cyclophosphamide in patients with chronic lymphocytic
leukemia: a randomised, open-label, phase III trial. Lancet 2010; 376:
1164-1174. (BARELE LHEF 5 3)

15. Kay NE, Geyer SM, Call TG et al. Combination chemoimmunotherapy with
pentostatin, cyclophosphamide, and rituximab shows significant clinical
activity with low accompanying toxicity in previously untreated B chronic
lymphocytic leukemia. Blood 2007; 109: 405—411. ({23 Rfif CERFE 5 14)

20. Robak T, Dmoszynska A, Solal-Celigny P et al. Rituximab plus fludarabine
and cyclophosphamide prolongs progression-free survival compared with
fludarabine and cyclophosphamide alone in previously treated chronic
lymphocytic leukemia. J Clin Oncol 2010; 28: 1756-1765. (BHFEZE SCHk
T 4)

22. Castro JE, James DF, Sandoval-Sus JD et al. Rituximab in combination with
high-dose methylprednisolone for the treatment of chronic lymphocytic
leukemia. Leukemia 2009; 23: 1779-1789. ({2 RfiE SCEE S 15)

prognosis

A large monocentric study has shown that the prognosis of CLL patients has
improved during the past 30 years independently of stage of the disease [27]. The
improved survival was mainly due to a decrease in CLL-attributable mortality in
patients younger than 70 years and in patients with Binet stage B or C at
diagnosis [III, B]._Moreover, chemoimmunotherapy combinations have been
shown to prolong the overall survival in physically fit patients with advanced
stage disease [I, A] [8, 28]. In spite of these combinations, patients with del(17p)
as well as primary refractory patients still have an impaired prognosis with a
median overall survival of <36 months [II, A]. Due to the lack of appropriate
therapeutic interventions, the prognosis of early stage CLL has remained
unchanged and is dependent on the individual risk profile [I, Al.

8. Hallek M, Fischer K, Fingerle-Rowson G et al. Addition of rituximab to
fludarabine and cyclophosphamide in patients with chronic lymphocytic
leukemia: a randomised, open-label, phase III trial. Lancet 2010; 376:
1164-1174. (BAREELE LikE 5 3)

28. Tam CS, O’Brien S, Wierda W et al. Long-term results of the fludarabine,
cyclophosphamide, and rituximab regimen as initial therapy of chronic
lymphocytic leukemia. Blood 2008; 112: 975-980. (PR EEE EkFE 5 15)
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(D Rituximab for the first-line treatment of chronic lymphocytic leukemia. ({23
FLfgE SCERE 5 16)
1 Guidance
1.1 Rituximab in combination with fludarabine and cyclophosphamide is
recommended as an option for the first-line treatment of chronic
lymphocytic leukaemia in people for whom fludarabine in combination
with cyclophosphamide is considered appropriate.
1.2 Rituximab in combination with chemotherapy agents other than
fludarabine and cyclophosphamide is not recommended for the first-line
treatment of chronic lymphocytic leukaemia.

@ Rituximab for the treatment of relapsed or refractory chronic lymphocytic

leukemia. ({22 LR SCERE 7= 17)

1 Guidance

1.1 Rituximab in combination with fludarabine and cyclophosphamide is

recommended as a treatment option for people with relapsed or

refractory chronic lymphocytic leukaemia except when the condition:

is refractory to fludarabine (that is, it has not responded to

fludarabine or has relapsed within 6 months of treatment) or

- has previously been treated with rituximab, unless:

—in the context of a clinical trial, at a dose lower than the dose currently
licensed for chronic lymphocytic leukaemia or

— in the context of a clinical trial, in combination with chemotherapy
other than fludarabine and cyclophosphamide.

1.2 Rituximab in combination with fludarabine and cyclophosphamide is
recommended only in the context of research for people with relapsed or
refractory chronic lymphocytic leukaemia that has previously been
treated with rituximab, unless rituximab has been given as specified in
section 1.1.

1.3 Rituximab in combination with chemotherapy other than fludarabine and
cyclophosphamide is recommended only in the context of research for
people with relapsed or refractory chronic lymphocytic leukaemia.

1.4 People with chronic lymphocytic leukaemia that is refractory to
fludarabine (as defined in section 1.1), who are currently receiving
rituximab in combination with fludarabine and cyclophosphamide should
have the option to continue treatment until they and their clinicians
consider it appropriate to stop.

1.5 People with chronic lymphocytic leukaemia that has previously been
treated with rituximab other than as specified in section 1.1, who are
currently receiving rituximab in combination with fludarabine and
cyclophosphamide and people who are currently receiving rituximab in
combination with other chemotherapy regimens that is not in the context
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of research, should have the option to continue treatment until they and
their clinicians consider it appropriate to stop.

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

D Main C, Pitt M, Moxham T and Stein K. The clinical effectiveness and
cost-effectiveness of rituximab for the first-line treatment of chronic
lymphocytic leukaemia: an evidence review of the submission from Roche.
Health Technology Assessment 2010; Vol. 14( Suppl. 2):27-32. ({23 Af# SCHR

%5 18)

Abstract

This paper presents a summary of the evidence review group (ERG) report into
the clinical effectiveness and cost-effectiveness of rituximab for the first-line
treatment of chronic lymphocytic leukaemia (CLL) based upon a review of the
manufacturer’s submission to the National Institute for Health and Clinical
Excellence (NICE) as part of the single technology appraisal (STA) process.
The manufacturer’s searches for clinical effectiveness and cost-effectiveness
data were appropriate and included all relevant studies. The submission’s
evidence came from a single, unpublished, well-conducted randomised
controlled trial (RCT) comparing rituximab in combination with fludarabine
and cyclophosphamide (R-FC) with fludarabine and cyclophosphamide (FC)
alone for the firstline treatment of CLL. There was a statistically significant
increase in progression-free survival (PFS) with R-FC compared with FC alone
{median 39.8 months vs 32.2 months; hazard ratio [HR] 0.56 [95% confidence
interval (CI) 0.43 to 0.721}.

However, the initial significant treatment benefitfor R-FC compared with FC
for overall survival was not maintained at a slightly longer follow-up time
[median 25.4 months; adjusted HR 0.72 (95% CI 0.48 to 1.09)]. Response rates,
numbers of patients with event-free survival and duration of response all
favoured treatment with R-FC. Additional evidence from a mixed-treatment
comparison model indicated R-FC to be significantly superior to chlorambucil
alone for both PFS and overall and complete response rates. The incidence of
grade 3 or 4 adverse events was higher in the R-FC arm (77%) than in the FC
arm (62%). Dose modifications were also more frequent in this arm, but this
did not lead to differences in treatment discontinuation. Roche used a
three-state Markov model (PFS, progressed and death) to model the
cost-effectiveness of R-FC compared with FC and chlorambucil alone. The
model used a cycle length of 1 month and a lifetime time horizon. The
approach taken to modelling was reasonable and the sources and justification
of estimates were generally sound. The base-case analysis produced an
incremental cost-effectiveness ratio (ICER) of £13,189 per quality-adjusted
life-year (QALY) for R-FC versus FC, and £6422 per QALY for the comparison
of R-FC versus chlorambucil, suggesting that R-FC is cost-effective at normal
willingness-to-pay thresholds. One-way sensitivity analyses produced a range
of ICERs from £10,249 to £22,661 per QALY for R-FC versus FC, and £5612
and £6921 per QALY for R-FC versus chlorambucil. Probabilistic sensitivity
analysis results matched the deterministic results very closely. However, the
sensitivity analysis did not fully investigate the uncertainty associated with
differential values across arms or with the structural assumptions of the
model, and utility values were not drawn from an empirical study. The NICE
guidance issued as a result of the STA states that: Rituximab in combination
with fludarabine and cyclophosphamide (R-FC) is recommended as an option
for the first-line treatment of chronic lymphocytic leukaemia in people for
whom fludarabine in combination with cyclophosphamide (FC) is considered
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appropriate. Rituximab in combination with chemotherapy agents other than
fludarabine and cyclophosphamide is not recommended for the first-line
treatment of chronic lymphocytic leukaemia.

@ J Drertzke, Barton P, Kaambwa B, et al. Rituximab for the treatment of
relapsed/refractory chronic lymphocytic leukaemia. Health Technology
Assessment 2010; Vol. 14( Suppl. 2):19-26. ({3 ALfF CHERE 5 19)

Abstract

This paper presents a summary of the evidence review group (ERG) report on
the clinical effectiveness and cost-effectiveness of rituximab with
chemotherapy compared to chemotherapy only for the treatment of
relapsed/refractory chronic lymphocytic leukaemia (CLL) based on the
manufacturer’s submission to the National Institute for Health and Clinical
Excellence (NICE) as part of the single technology appraisal (STA) process.
Evidence was available in the form of one open-label, ongoing, unpublished
randomized controlled trial (RCT), REACH (Rituximab in the Study of
Relapsed Chronic Lymphocytic Leukemia), conducted by the manufacturer,
which compared rituximab with a fludarabine and cyclophosphamide
combination (R-FC) to fludarabine and cyclophosphamide (FC) only.

REACH was scheduled to run for 8 years; however, the data provided were
immature, with a median observation time at the time of data analysis of 2.1
years. REACH provided evidence of prolonged progression free survival with
R-FC compared to FC (10 months, investigators’ data), but no evidence of an
overall survival benefit with R-FC. Patients refractory to fludarabine and with
prior rituximab exposure were excluded from REACH and no controlled
studies were identified by the ERG for these patient groups. The ERG had
concerns about the structure of the economic model submitted by the
manufacturer, which did not allow improvement in quality of life from
treatment while in a progressed state. The manufacturer’s model further
assumed a divergence in cumulative deaths between the R-FC and FC
treatment arms from the outset, which did not accord with observed data from
REACH. When the survival advantage was removed, the manufacturer’s
base-case incremental cost-effectiveness ratio (ICER) changed from £15,593 to
between £40,000 and £42,000 per quality-adjusted life-year (QALY). With no
survival advantage, the ICER became sensitive to changes in utility. There
was no good empirical evidence on the utility of CLL patients in different
states. Allowing for the possibility of a survival advantage with rituximab
(although not supported by current evidence), the ERG performed further
modelling, which found that rituximab would be cost-effective at
£20,000/QALY (£30,000/QALY) if a reduction in survival advantage relative to
the manufacturer’s base case of 40% (80%) was assumed. The guidance issued
by NICE in July 2010 as a result of the STA recommends rituximab with FC
for people with relapsed or refractory chronic lymphocytic leukaemia, except
when the condition is refractory to fludarabine or where there has been
previous treatment with rituximab.

F 7. KE. American Society of Hematology (K [H I % *%:%>)® Education
Program Book (2011 4) IZB W T PO E BV FHi-2MmANRIN TS,

O Hematology 2011, American Society of Hematology Education Program Book.
Using the Biology of Chronic Lymphocytic Leukemia to Choose Treatment.
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Chemoresistance in CLL

Response rates in CLL have improved significantly with the use of
combination immunochemotherapy. The combination of fludarabine with
cyclophosphamide and rituximab (FCR) is associated with higher complete
remission rates (between 44% and 72%), with approximately 90% of patients
achieving a response and improved

overall survival (OS) compared with fludarabine plus cyclophosphamide
(FC).10 However, even with FCR given as the initial therapy. ~ 10% of
patients fail to respond and therefore have “primary” resistance.

P53 pathway (chromosome 17p) abnormalities. At the time of initial
treatment, ~ 7% of previously untreated patients with CLL requiring therapy
have a deletion involving the short arm of chromosome 17 detected by FISH
that covers the locus of the p53 gene. In addition, a small number of patients
have mutations of the p53 gene without a 17p deletion. Both 17p deletion and
the p53 mutation render patients resistant to chemotherapy because the p53
pathway is critical in the cellular response to DNA damage, either by
facilitating the repair of the damaged DNA or, if the damage is too great,
leading to cell-cycle arrest and/or apoptosis.l! In addition to FISH analysis for
17p deletion, there are increasing data on other methods of assessing p53
abnormalities, such as single nucleotide polymorphism microarray and
sequencing of the p53 gene, which carry the same implications as 17p deletion
(Figure 2). Therefore, patients with progressive disease in whom the CLL
cells have deleted 17p would be expected to have primary resistance to
therapies that depend on DNA damage or interference with its repair.2 In
trials of chemotherapy and chemoimmunotherapy, the response rates for
17p-deleted CLL are universally very poor. For example, in the German CLL
Study Group CLLS trial, the complete remission rate for patients with
17p-deleted CLL treated with FCR was ~ 5% compared with 50% for those
patients who did not have this genetic abnormality.10 In addition, the median
progression-free survival (PFS) for patients with 17p deletion was only 11.2
months, compared with 51.8 months for FCR generally and with only 38.1%
surviving 36 months after frontline FCR therapy in patients with 17p
deletion. In addition to the patients with deletions of chromosome 17, there is
a smaller group of patients with inactivating mutations of the p53 gene
without abnormalities detected by FISH, and these patients also appear to
have a poor response to conventional therapy and inferior survival.l3

FISH chromosome 11q deletion. Patients with deleted chromosome 11q also
have a poorer survival than those without this abnormality (although not as
poor as patients with 17p deletion).4 Chromosome 11q is the locus of the
ataxia telangiectasia mutated (ATM) gene that lies on the p53 pathway but is
not as pivotal in that pathway as the p53 gene itself.15.16 The addition of
rituximab to fludarabine plus cyclophosphamide appears to overcome the poor
prognostic impact of the chromosome 11q deletion,!? bringing these patients
closer to standard-risk patients in terms of response rates and their early
PFS. However, there is however mounting evidence that 11q deletion still
confers a poor prognosis, because patients appear to relapse more frequently
in the medium term (3-5 years) and inferior OS becoming evident in
longer-term follow-up.18

Immunoglobulin gene mutation analysis. The long-term PFS and OS are
worse for patients with unmutated immunoglobulin genes compared with
patients with mutated immunoglobulin genes. This appears to be independent
of the depth of remission, because similar numbers of patients achieve
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complete remission in both groups.19 The explanation for this seems to be that
mutated CLL is genetically more stable than unmutated CLL. Therefore,
when patients with unmutated CLL relapse, they are far more likely to have
developed deletion of chromosome 17p (or presumably mutation of the p53
gene) and therefore are more likely to be resistant to salvage chemotherapy.
This concept leads to the natural conclusion that the approach to treatment
for these 2 major subsets of CLL should probably be different. A less intense,
and therefore less toxic, approach may be appropriate for mutated CLL, in
which patients can be relatively easily salvaged with second-line therapy.
Conversely, more effective initial therapy but with the possibility of increased
toxicity might be considered for unmutated CLL. For example, in patients
with poorer-risk CLL, several approaches are currently being studied,
including: (1) intensifying the chemotherapy backbone in FCR by the addition
of mitoxantrone (FCMR) 20:21; (2) the use of consolidation after FCR with
mAbs, in particular alemtuzumab, which clearly has some toxicity but also
appears to be effective?2; and (3) maintenance therapy after FCR with
lenalidomide (or other immunomodulatory drugs). However, an alternative
approach might be that unmutated CLL is genetically unstable and that
exposing such patients to therapy that damages DNA might be detrimental
and should be avoided if possible. It might therefore be worth considering
approaches that do not use the p53 pathway, such as the combination of mAbs
(alemtuzumab or rituximab) and steroids, the use of alternative therapies
such as lenalidomide, or novel therapies such as the emerging BCR pathway
inhibitors. It is clear that well-designed clinical trials are needed to address
all of these questions. However, it should be emphasized that these
approaches currently have very little evidence to support their use in patients
with non-17p-deleted CLL and chemoimmunotherapy therefore remains the
standard approach outside of clinical trials.

Response assessment

One of the most important predictors of both PFS and OS is the depth of
remission after therapy.23 This is true regardless of the exact therapy used or
the line of therapy. In fact, there is now emerging evidence that improving the
depth of remission in an individual patient will improve outcome. For
example, in the German CLLSG CLLS8 trial, the PFS was the same for
patients who achieved remission with no detectable minimal residual disease
(MRD") after either FC alone or FCR.2¢ However, almost twice as many
patients were MRD™ after FCR compared with FC, indicating that
approximately half of the patients who were MRD™ after FCR would not have
been with FC; the survival of these patients appears to be similar to other
MRD™ patients (ie, extremely good).25 In addition, the conversion of patients
from MRD* to MRD™ with the use of alemtuzumab consolidation is associated
with improvement in PFS for these patients. One of the key questions to be
answered is whether we can identify a therapy that is relatively safe when
used in consolidation, in which case we may consider this approach in all
patients, or at least those who are MRD+* after initial therapy; until that time,
another question is which patients (if any) should have consolidation with
alemtuzumab. It is certainly possible to identify patients who will almost
certainly relapse within 1 or 2 years of completing therapy, such as patients
who had a short initial remission and are now in a second remission or those
who are MRD+* after therapy, particularly those who do not have good-risk
disease. It appears that using alemtuzumab consolidation in patients with
unmutated immunoglobulin genes who are MRD+* at the end of therapy may
be appropriate, because these patients will relapse early and may have
evolved a p53 pathway abnormality.

Selection of therapy according to biology
These new insights into the pathophysiology of CLL have changed the way CLL is
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treated and promise to completely revolutionize our approach to the treatment of CLL in
the near future. Tailoring of CLL therapy according to the biology of an individual
patient and individual disease is already upon us. For example, the combination of FCR
is now the standard therapy for CLL, showing an improvement in OS compared with FC,
which was the previous “gold standard.” However, there are already patients for whom
FCR may not be the most appropriate therapy. Patients with abnormalities of the p53
pathway, usually identified by deletion of chromosome 17p by FISH, have a very poor
response to FCR (5% complete remissions in 17p-deleted CLL compared with nearly
50% for those patients without 17p deletion). In contrast, when therapies are used that
do not require an intact p53 pathway, such as mAbs or high-dose steroids, then better
responses are seem. For example, alemtuzumab is the single agent with the highest
efficacy in 17p-deleted CLL, and in a recent trial, the small cohort of patients with 17p
deletion had a 24% complete remission rate to alemtuzumab monotherapy.?® Recently,
the combination of alemtuzumab with high-dose steroids has been reported to be even
more effective in 17p-deleted CLL. The combination of alemtuzumab with high dose
methyl prednisolone (CamPred)?’ resulted in all 17 previously untreated patients with
17p deletion responding and 65% of them achieving a complete remission. In contrast,
the complete remission rate in previously treated patients with 17p deletion was only
14%, indicating that patients should receive targeted therapy as their first treatment
rather than after they have failed conventional chemotherapy-based treatments. A
second recent trial combined alemtuzumab with oral dexamethasone (CamDex),?® which
showed promising activity but not quite as good as that for CamPred, although the
patient groups were slightly different. Although FCR might be considered effective
cytoreductive therapy in patients with 17p deleted CLL before allogeneic stem cell
transplantation because 68% of patients will respond, transplantation is only appropriate
for a minority of younger, fitter patients. The combination of mAbs with corticosteroids
appears to be more effective cytoreductive therapy and should be considered for patients
with deletion of chromosome 17p, particularly because only a few patients are likely to
be candidates for transplantation. It is therefore extremely important that all patients are
tested by FISH for 17p deletion before they receive any line of therapy, because such a
finding will alter the treatment offered.

Figure 3. Broad schema of how | treat CLL (assuming that there are no
available trials)
Previous untreated CLL requiring therapy
No significant co-morbidity — FCR
Significant co-morbidity — alkylating agent (+/- anti-CD20 MoAb)
17p deleted CLL — CamPred followed by allogeneic stem cell transplant
(if approp.)

Relapsed CLL requiring therapy
First remission over 2years — Repeated initial therapy
Short first remission (< 2 years) — consider alemtuzumab (small nodes) or
novel therapy (trial)
17p deleted — CamPred followed by allogeneic stem cell transplant (if
approp.)
Consider the possible role of allogeneic SCT or trials
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Frequency of fludarabine-refractory or fludarabineresistant disease

In the era of first-line therapy with single-agent fludarabine, 20%-37% of
patients at initial treatment would fit the standard definition of fludarabine
refractory.5.¢ In an early study of 147 such patients, only 22% responded to
their first salvage therapy, and the median OS was 10 months (Figure 1).! The
best response rate of 37% was seen in patients whose salvage therapy
included purine analogs with alkylators.! Since then, as initial CLL therapy
has evolved to include these purine analog-alkylator combinations and then,
most recently, the anti-CD20 antibody rituximab, the likelihood of refractory
disease by the traditional definition has decreased, now 14.5% with FC
(fludarabine plus cyclophosphamide) or 7.6% with FCR (fludarabine,
cyclophosphamide, rituximab) in the German CLL Study Group CLLS trial.37
However, in addition to this refractory subgroup, after these more intensive
therapies, an additional group of patients still relapse with very short
progression free survival (PFS): 5.6% at 6-12 months after FC/FCR and 14.3%
at 12- 24 months.” OS was correspondingly short for all of these patients: 21.9
months for those with PFS < 6 months, 21.2 months for PFS 6- < 12 months,
and 47.3 months for PFS 12- < 24 months, compared with median OS not
reached for those with PFS > 24 months.” The subgroup progressing between
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6 and 12 months after FC/FCR had a prognosis comparable to the truly
refractory group in this study, whereas even those progressing at 12-24
months had apparently reduced OS. Therefore, even with FC or FCR,
approximately one-third of patients had significant treatment resistance that
was correlated with poor OS; this category included 39% of patients after FC
and 23% of patients after FCR. Not surprisingly, these patients were enriched
for 17p deletion, which was present in 34% of the refractory group.”

These results underscore that even patients who have up to 24-month
remissions after purine analog combination therapy are at high risk for poor
outcomes and may be appropriately considered for novel or more intensive
therapy.8 This observation is further supported by data from the M. D.
Anderson Cancer Center, which reported on 112 patients relapsing after
front-line FCR therapy.? Although the overall response rate (ORR) in this
group was 57% to a variety of salvage FCR, rituximab, or alemtuzumab-based
regimens, the median OS was only 33 months, and the 5-year OS was 40%.
Those patients who relapsed < 36 months after first-line FCR had only a
12-month OS, compared with 44 months for later relapses.® The data are
increasingly indicating that those patients with < 3-year remissions to CIT
should not be treated again with the same regimen and should potentially be
thought of as more analogous to the true refractory group, to a degree likely
dependent on the length of their prior remission. In this review, those
patients who do not meet the official definition of refractory because they had
an initial response to purine analog— based CIT but then progressed 6-24
months later will be considered CIT resistant. All such relapsed patients
should be screened for 17p deletion and, when it is found, these patients
should be considered as similar to the true refractory subgroup regardless of
the length of their prior remission.® In addition, Richter’s transformation
should always be considered in the evaluation of these patients and when
clinical suspicion warrants, a biopsy should be obtained, because a finding of
transformation would significantly alter the therapeutic approach.

Approach to the CIT-refractory CLL patient

The efficacy of different chemotherapy regimens in truly refractory patients
can sometimes be difficult to ascertain from the published literature, because
studies often include primarily lower-risk and heterogeneous relapsed
patients and do not report the outcomes of the refractory patients separately.
Furthermore, single-center studies often obtain promising results that prove
difficult to reproduce in a multicenter setting. Many of the currently
published studies of CIT regimens in relapsed disease include patients
refractory to single agent fludarabine, rather than to multi agent CIT, likely a
higher-risk subgroup. However, a recent report of 284 relapsed patients
treated with FCR that did consider refractory patients separately found that
those who were fludarabine refractory had a complete remission (CR)/nodular
partial remission (nPR) rate of only 8% (ORR 56%). compared with 46% for
other patients previously exposed to fludarabine and alkylators.10 In
multivariable analysis, fludarabine refractory disease was a significant
predictor of short PFS and OS, along with 17p deletion and complex
karyotype, among others,!9 leading the investigators to conclude that FCR is
most appropriate for fludarabine-sensitive patients with up to 3 prior
regimens and without 17p abnormalities. Other regimens with described
activity in fludarabine-refractory CLL include CFAR (FCR plus alemtuzumab)
and OFAR (oxaliplatin, fludarabine, cytarabine, rituximab), but results are
not clearly better than FCR in this group (Table 1).11.12 Therefore, although
further therapy with CIT may be a reasonable treatment option for a relapsed
CLL population without high-risk features, it is of limited benefit in this
high-risk subgroup and is not a preferred option.

Treatment options for CIT-refractory CLL

Given that conventional CIT is not a good option in these patients,
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alternatives include other approved or available therapies with better
activity, stem cell transplantation (SCT), or novel investigational agents
(Table 1). For patients who are candidates for SCT, the goal is often to achieve
adequate cytoreduction followed by consolidation with reduced intensity
allogeneic SCT (alloSCT).
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F3HIZYHA P AT e A LA (CMV) MEBEEIC L 54 B EE 2 RBIE
L. 2001 4F 11 AIC APBE, /g 2338 2 B, R ek i 23 3 1 [A1F2
VETHD 2000 F 11 H L 12TV ET T 25 LENEGHTHD
FMEREE 212 X 5481 & SANL R EO CMV MFE B X 5 KO
REMEABE L. AN - FEO TEREZGE, VY F v~ 7 #iE%E 2002 F 1
HICBAtR LU7-, EE7Z: infusion reaction N T IN7-720, D ESE RS
(day 1 100mg, day 3 200mg, day 5 200mg, day 7 400mg) %17 7=,
Grade 2-3(JCOQ)DIEM-, FEN FHZ., MEKTE2RBDOLN, GO —
Rerfrik . SRR O R R 12 R~ DER I A% I VAl - A7 1A Al
BehH 2TV B TR Lz, BERTLBEFIRO Lo, Al
EREII Vo T AFW LD RICHR L2, &5 /kiL7-, 2002
B4 A0, /MRS REIZ R oT, 25U 2V Hi - [FERSHEL
U R, EROBBICE Y ZALFFIEEERET, VY X~ Tk
EE1-2EM I ECITV, K 11 5 A T 32 [\ 15,500mg DL 7p o7z,
2002 4 10 A 2> 6 O IR A7 & 72 0 25 RENE L, KIRL 7=,

<EREE> (6#H)

i)

ii)

IR, OHEER R, ARG, VYR~ RNEY LB Y oM
Hiw & OF- B EE AT oA FEPUrEE 2@ i v & . 5§ R i k.
2011;52(8):726. ({2 Rfig SCHkE = 55)

2003 A2 EMEY oMER I (CLL) & 2K &1L Rai 208 1 CROEE52
L CWSER] (68 m%) (22T, 2010 4 12 A iz /IMd (8.9 5) &9
VERE R R 8 2 58 6 2011 4F 2 A 1% %2, Hb7.3g/dL &K F L., AT &
OMERIMER EF (73%) . E# Coombs BRI ME AR D -, 5 LA D JHA
MWW L2 b CLLICORFE L7z A o s m 4 i (ATHA) & 2 L7z,
7L F=vnry (Imgkg) ZHiBEL, 8 HE2OL= L F¥H¥ 2 50mg # 18
HEPEH T 2% Hb 5.5g/dL £ TR F L7724, VY X~ 375mg/m? it 4
| #5C Hb 10.9g/dL. ¥ TLEH L 7=,

HEEL, REG—, OO HEH. FRARBRREZ R LI EEREREY
SNPEEMIMEO—BF. HARU CoNENRFEEREE. 20105500123, (4B AL f#
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ik 5 56)

AT B Y v S EE SO L7218 X EE B 2 Hive 141 (32 5%)
IZ2W T, R-CHOP #iE% 6 = — AfEfT L, U U REHRAITHEK L, &
BEIZARME ) o B R A O SR F A R 7o 720 . HLA 3 A 1 #2587 il
ZRATL., RBIIBFTH D,

WOEARM e L - HEIEAY,

i) MHEF B, AR -, FILEm 5. KEM/KIZ TR L7- CD5 M atypical
CLL & —il. F&FEIM#.2008;49(9):1045. ({23 RfE SCHRE 5 57)

RAEME Y N HIER, AFFES, G5 RER Y o ~EiER, U v RO FER
EH BBEAR T/ ORRY VOREROBAEZED | KEEEY VR EE D
Wr S ER (71 %) I\ T, U Y ¥ v~ 7 +CHOP ¥k 6 22— A Tl
Mg ALV R FERITHER L EREMR L o7, TERIZIERY o HilE
KRIZTHI¥E L, ACESRE (BHEY Y I78y, IVRTIF v, = hRY
R, 7L R=ynmy) TEHOEMR, VX ~T+7 7 RUEr+ /30|
2 (RCC HIE) ICTY A HITHR LERRMMAE ST, 1 FHRBEY
NEERRHY VY X< T+ 70T T ENRICTH R FEER TH
Do
X OBRRY e HE - HEIXRE,

iv) RO, KHEERZ, MEKES. i385 840U o0 [ i o i i
EEBEICRT DIRED 1 ik, BRKEMIK. 2007;:48(9):1176. (43¢ RfE
k% 5 58)

1994 E L @MY /M B IR TROBBLZE 2 L TV 23, 2004 FFICEH
(75 1%) OFBILLV INFE T EIRKEEIToToN 1 a—ATHIELTE,
2006 £ 8 A IZE M 23 4T L. epoetin alpha 6,000 HAZ D ¥ 3 [0]# 5- % B 44
LR THY 8 H 19 HIZARE, KADRIEZHFTY Y F w7 X
DIREEEAT V., PIEE G %A EICAMERSBA L, &M El
(Hb1.9g/dL) L7z, iz FICRiBAs Al ZALFE L, Ltk 2
BIOYYX<TEEETHD, BN H5ICkELL 200041 H L0 7L

AT L DR e L. RGREEELTZLE> T,
¥ OEEREETIT, VY FT~7 375mg/m2 (Bt 3 H#ELE) LMESATY
7=,
v) ATEBEES, e, SFREM. TAF T e HE%ICH CRERN
PEEIMZREL, VY X~ 7RG TEHELZRDIEBEY VM A ME O
— . PhHEE TR HERE. 2006:45(3):72. (R ZERLAE SCERE B 59)

2001 42 B-CLL &2, BREIC CRI\BBIZE STV iER] (71
) IZOWT, 2003 ALV EMAEITL, YuekRA 77y I RETL =
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YO®BRGERG LN, EEZRD T CLL O#ITZ258 9, 20056 45 A LV
TNETENCLDIRRERME LT, 4 22— ABEfT LEEZREIERIZED 7
Molzh, b a—AFNCERREMZFE D, AIHA L 2isi/z, A7 a4
REG AT DN HELZROT, VY X ~vTOEGE2{ToE A, Al
DEFEERBOZ, VY F U~ T EGICTEERBERNZRD T, K 1 FK8
%% b ATHA OHEZZH TR,
¥ OBARM 2 AL - AR,

vi) ITRRAEIE, HBIMEE, HRE S, B Y M A MR 2 A 0F L 72 i = i

T2 U Y F v~ 7 &G, BRME. 2006:47(2):138. ({3 ALfig SCERE

7 60)

2004 4 10 H B OMWEDO =D E R DB Y M E s & 2k L
TIER] (B8 %) I OW T, M2 AT B A RHI~ORIENR <, 2005 4F 1
AL AHICTINETE LD EZIToENENTHoT2, S AHNB U Y X
~ 7 OHME G 2TV, M FE R 4g/dL 5 12g/dL ~FH ek EE RO
Too MLERIRA 72 EORUWERIZFE D 2o T2,

X OBRM e AL - HEIERH,

@UVYXv~T7HERTEHAEFICB T HEED o MEAMBE~O Y Y o~ T &b

O HEREBIZONT (RNFIL THREERFIRMER & U TEA A~ HE )

Wk 13 4 6 A 20 H A Sl AZKGRIZ L 0 [ TCD20 BEtEo TRokE  IRE

PERE ST AMPEIER DX U V%l <~ RLFIIR Y v N E ] OGS 2 RS L

B FIEND 6y AR, HHBE AT AL LKL, HEY

WX, Pk 1349 H 4 H (%"f‘%ﬁ@TE COFEK 14 4 2 A 28 H) 225 FEk 15

12 H 31 HE T, &ML 548 Mgk (F¥y 4.7 B, #iPH 1~70 #), &

FEBIET 2,675 B TH O | 1B //vriamlr,%% T DY XU TOERE
IZDoWT, 26lOWENH 57z,

PER] | A | AT - i B & OFiE 5 A 1) NED EIE M i
ﬂﬁ@ B4 (1% 5-[E1%%0) =Y
F 76 | A4t CLLIZH%ES 4 FEAME AR RE | R EKi)
N S ER ot 2

oA A |l
X0 e T g — FHIN O S 1K)
a2l —v s KIE%IE N O |k
V) 3 H S

M 71 | ABE B Ml | MRENOS 14 FEAM R AR | IR A [237S
MmFHENO S ENRCLICR

i N

kR 2BlOEGEIFUTOELD,
1HH : HE - (FEARHE, 1EEHEE 250mg, 2 [0 H#& 5 365mg. 3 [0 &4
[ B # 5 : 480mg, 1EREME T 4 B 5,
2 B1H : & 148cm, 1AHE 47kg (AFEHFE 1.38m?2), dayl-6: 10mg % 10hr
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THH 5, day7-8 : 20mg % 10hr T 2 HfH. day9 : 40mg % 10hr,
day42-43 : 80mg % 48hr Fifif 5-. day65-66 : 200mg % 48hr £ ix
5. day79 : 200mg % 2hr T# 5., PR R EERBLH 1L day8,

T/, TR 154 9 A 19 H IS G JERIC B b 5 [ 38 5 i A KGR FTH — 5 A =
KFRICE Y T e mmEMEEIER Y U Vo ERE ] RO MEEME T AN
P B HIIAMEIE R X U N EIC 5~8 MO S| BEARIN, VYF v~ T
OEAERTICBT 2 HEAGEREZIT o772, BEMEITFK 16 4£ 4 A 1 H
DO 1ITH 3 A 31 HETO 1HEME L, HAMKIZERK 1644 7 1 A2
B 1843 H 31 HE T 2 T, BEIEFIHUIT 1,232 Bl TH 723, 18
PEY »oME A B E ICB T 2 IR o T,

5T, PR 1834 6 H 20 HAFEFE L@ AKBREZENGINE L TV 5D B RHE
T, JFURBNEM Y oS [ IR RE B T O EE R BIERIZ W T T B0 A A
»Ho T,

No | Ffn | MR | JREE (ERGCHE) | PFAHL Y A v Il /E 44 KRBk () | #8)F

1 57 3 =L AAY A =Niill CHOP PML BE AW E B | T
2] 4%

2 68 % | CLL 2L e R (ARDS) | iGN ICBESH Y | [BIE

3 40 % CLL/SLL e L TFT74T7F— B H v EE

vavJ

4 50 B BEY oA TNE T R BRFRY 4 | Z5HBESHY =118
] LA +)

5 54 4 | B-CLL/V > /3Ji& TNE T PAZEMMAE K | Bl bz | BT
it 720

6 76 % | Lymphoplasmayt 2L VAN R % BEH [ 15
ic lymphoma Tav B S Y Bk

(CLL)
7 81 % | CLL, Bcell type H de novo BRI & AR #k (23S

B, FREEHRE THOV YIRS TRGEITIUTOHED,

A 2% 1 A
. E NN
No | 1m#sR | meEm | &R | GE | kews | o0
BhH &
(%)
ESE-ACIE~'e
1 600mg o
2 550mg 1 [H] 159cm 51kg 1.51m?2 364mg
3% 4.2mg 1 [A] 177cm 74kg 1.91 m?2 -
4 600mg 4 [A] 163cm 61kg 1.66 m? 361mg
5 525mg 5 [ - -
6 510mg 1 [H] 156cm | 49 kg 1.46 m? 349mg
BhHE - B5HE .
! 5 e

*No.3 DIEFIZ SN TIL, HERBERICEGZHIEL TWD,
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(6) EFo (1) b (5) R EXTZELEDZYPEITHONT

<BEEEHE - RIS ONT >

1) BKRIZBWT, VYo~ 1380V oM A fmmiaEIC s U CAGR & B
BLTEBY, EENEANAES T O TWD, Fizo, FOKKGRRIL & 72
> 72 % [E [ 2 Jiti i 3L R O KL T o & 2L B RGRFBR (2B ) T RIBE
Bl & BEIREFI OB S IZxt L THAERRD LN TWD Z &b, [CD20 5
P B MR HEIEMEY oA E] & T2 IFR Y THDLEEX D,

<HEHE - HElIZ>WT>
1) BRATERINTWAIHIE- HETHY, BEARIIZYTHDL EEZ D,
BRAKTIE, 7V ETEXIL ORI aR A7 7 I FOLFEEILES &
OPFHBEIENARINLTEBY, VYU~ THAOBREIITA RTF74 T
LRI N TV RN NG, HRIZBWTH ZALE T XL/ R
JaiR A7 7 I ROAFEEER EOFHATHWORERETH D,
T, VYR TOHEIZOWT, B 1Y A7 01F 375mg/m2 & L,
B2V A 7 VLIBEIL 500mg/m2 & T RETH D,
72k, BHAREWNTIE 500mg/m2 O H A 5 & O B 5-12B9 5 ahix
T Ty, TiRoOBBICIYVBARENTLEAMNETHD L& X
Do

O B Y MR MR OREIEIZ DWW T, WA E BARTHEL 2V,

@ VY X~ T OEMEFENCHEKRMAEMNIR D biL TRy, F
o, KETITO MY B ifm i3 5 &R T Rk O
ffimTdH o7z,

X OEMY o RMEBE IS T 2 & B (O'Brien SM. J Clin Oncol. 2001;
19(8):2165-2170.) T, 500mg/m?2 7> 5 1500mg/m2 O [ C B A7 11 13738 S
TWRV2Y, 2250mg/m? TIHFEBLRMBE L, Lo L, 2250meg/m? KM H STk
b, BENLRHETIERY,

@ Eo LBy, KPIBTHIYFU~TOL2EEZ )T~ h—T A
(SLE) OWEKSE I/TMHERBRICBWT, VYT v~70 1[40
500mg/body (=375 mg/m2) % 1 #HMMET 4 BESGTHE L.

VY X v~701E%7-0 1,000mg/body % 2 #2215 T 2 & 55

L85 (BKICBIT 2 YY) v~Ficx+ 2 HEAR) B8 T52%4%

PRI Z AT > TWAM, MEE b U Y X~ 7 IRERT 2E YA ER

sl ERE S (infusion reaction) TH Y, TDIFEAENR T L —

K1, 2 B\HMTHY, VYFT~T7OHE 1EHKEEITHEHELTWD

mE, AEFEZROE, HEE, HECBWTHWEFIZEN R, KAIO

1[EM 720 1,000mg/body % 2 MM 22T T 2 Bl G-+ 2856 O 55

DRER SN TWD (B STERE = 43), 723, 1,000mg/body/[H]

I% 500mg/m?/[a] % (K F HFE 2.00m?2 (HE 186ecm. {AE 76kg) D&
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FILEGTLGLEOHYETHDLZ D, ARGEEITZSORAAN
(XL TAMERIEE CTH D L B X D,

@ BEARE O BMIAMEIEAR P F U BT T LR EGIZRB W T, ot &

AARTHERES EYAEERSORBEMIZHEEX R, £, VY
X~ 7 OEYAFEOCNIR T D85, AEIT, BARMEIESR X
UL oRfEERMEY oMMEAME CTRIBETH D B XD,

BV > ARMEALBICE T2 Y~ ORE - HEIX,
infusion-reaction T HH 141 7 L) 376mg/m2 Th Y AR
XUV UREOHE -HEER —-TbHd, & 2 47 VUK
500mg/m2/[a] TG AT 9 23, HFERTF U oNEHFEE, VY F o~
72 B9 5 infusion-reaction [T/ HMEHEICH D (BB ELE
SCHK 14 K& OVSCHR 16)

F£7=, FC KL &L FCR LA IR L7256 i WP BRI E S OB #f
M DRI OBEESCEEE N FCRIEETE L R AT H D 2 (BH%
A Uk 3 K OVCHR 4) . AAEMITEN OBKRBR CHRE ST
Ho ek, MERINTZEMEIX, FEFR TV UOREOIRE CHER I
TWHLHEZRTHY, FCIEE L OO KT 500mg/m2 TOHEGIZ XD
BT 7 7 A NVOEITRD LN TWRNT D WA OEAC
ETHEINRLTWDIHIRELZERBT L LTI YFv~T
500mg/m2/BlDEGEITAADBFEICH L THLHEMAIETH D &E X
Do

BrEY XM MIEICR T2 VY X~ TG OBEOFITEES
1BAEY XM EHIIFEE~D VY X v~ 7 EH5RORHERIZ DWW T
K[ FEERERNIZTERNT R ) 72 EiE AZIVANCE DT L AT o
r—arETH L,

CLL & T, &5 EAOELGKTHR 120 A, @E, =2 —Fv
2T 4 A (PCP) KRV AT A L Z 2R 5 T B 09 AL & 73 H#E
"IND,

o [H] CLL & ICHBWVWTIiE, MFRMEBEREDO Y X7 2 b2, Ak
Bibh 48 BEREIRTIC., T3 72 A R L —v 2 o R ORER A B L E A 0 $ 5-
(XD TRIRLE DM 2SS 5, CLL & O U /S ERE)S 25%109/
L #8 %2 5861, 2o infusion reactions KT/ F L XA MO
A VRIE R OB FEZ O LEBEARB IS0, v 72T &
HERNCT LV R=Y v /7L =1 100 mg OFIRNE G 2179 .

pIEs| CLL B ICHE W TIL, MEMBIEREAEDO Y X7 2 5 3720, Ink
BIAG 48 BRRARTIC, 472 ng FL—a v L RBARMER (7u 7
U =) OREICE D THLEOREEZHERE TS, CLL &0 Y
VNERBON 25%109 L &8 2 D YA 1E, @ @ infusion reactions & Y
SELLETA I A R R OB R AW O L EE A B S
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HHEOIC, VYFHOBREEANICATF ALV L R=y o OFIRNE
H 24245, ML17102 BRI WT, VY o RERNICAF LY
L F=Y 180 mg fiYE (100mg 7L F=Y v #iE) 2&E5 L=,

ML17102 BRI W T, R-FC HED T4%DIEFH TarFaxTa A K
21 EILL B G S, 27% DFEFITIE 2 [EIBL EE G Tz,

5 | E] NRIEEZE—NVEOERBAMEA RPN 7= FT IV EDHE
ALIVENCE DT VAT 4 r—varvk, ~7 v T7HE5D 30 005
60 FHICAT I, AT A Rt #RiEL~7T v 7200 LV
B, FvaangdFadf RIZLD27T VAT r—va 25835,
CLL BE&EICHWTIE, FEMBEREED Y X7 253720, 1Ak
Btk 48 BEMIATIC, 07 A RL— 3 v & RERA KRR ER O 5
£ 2 PHiHILE OB & 4R T 5, CLL B D U v /3ERE) 25109,
L8z 28481%. 2% 0 infusion reactions X/ EH L IZV A4 b F
A UHBHIEGEREO R FE LS L, ERELZRBI L7201, v 7 &
TOWEGERNICT L R=Y v /7L F=Y 1100 mg DFIRNE S %
179,

<FRIRAIALE ST 2DV T >

D) IUYRI~TE, I TE L KOV I RAT7 7 I REDHHT,
RIBE ., BR OXIREEHIEO B Y o B IR B F xRk &
LTHCKTAREINTEY, £, KKK OHAROEMENSIHT 2 5 A
R4 THBEINTEY, FEEREFIMNESITONATND, BHFEY &~
APEEIMIFICX T HRCK E BARTOERKRFHIZIFAE THL EEZEXBND Z
Erb, ARIZBWTS, [A—OBKHWMNES T THDL B R D,

4. FERiT XERBOFEE L £ DO HIER

1) VY& ~7 500mg/m2 &% 5k B
UV ¥ ~7 O 500mg/m2FE5ICOWT, BARENTIEBFT SN TV
W2 ED, BERE TAHRBRICHE U -2l (3#+3 #l) 15 x
LNLN, VY FR U THAITIEIMEN 2L, BITOEKBABESLHTA R
TA L TOHBIBEN TN LT E L XIL/ ORI akRAT7 7y I RED
FHEETOHD Z D, VYo~ 7 HANREZ AWV DRI MBI
MERH Y, RREMINETHD EE XD,
2) — xR EER
WAk TN < Au7e CLL8 #k CRIGEFI X 5:) &k O* REACH iR (F3 -
BRIPIMEIERI N R) T — X DOHARKODBEFE~ONEEZHNE LT v
YIRBBEBELZONSN, 1. EENFICEETLIHEE ELLTO
fFEoOEE  GARPIKNEL T256. CORFBEOME) ) IZRE L L
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B, BREOMENKRECTHY , REBRZ25E L2EE TLRBEOEITIT
NEETHDHEBEZ NS,

3) FEKOHMEDOH 25T, BEY »oMMEABRICHT 2 Yo ~T
DERIZHONT, VYR T7OMHAE, VYFT~T, TJALETE L,
vrmrAAT7 7 IR (FCR EE) XXV Vydv~7E70vx7Eer (FR
L) ICRE LD 2T, —EHRMoLFIFHAE S LT HARLEEODEFRER
ERGUCHERAEEREZITO., AL OZEMICET 2 EHT— 42 F
EHODHT LITFEITARETHD EE XD,

5. &

<Z DAl >

1) #EEBEE
MSTATEOE NESL DN AFFEE > X — D A RIS v ¥ — k42
MRy —EE20BMEY XM EIMmHE - DR MEY X E
(http://ganjoho.jp/public/cancer/data/CLL.html) (X5 &, AARTO
FIERIT 10 TN 0.3 ANRIE THDZ EWREINTEY., BREBEAKR
MHAREHTWD NBAHEE- AL 23 4 11 AH-OM A A 145 2776 T A
ZHEICHEET D E, AARDIEMY SV [ MR o BREITH 380 AL b
RIS D,

6. &Lk —E

¥R 1. Food and Drug Administration. Rituxian, Label and Approval
History, Action date 04/19/2011, Supplement Number #5344. Food
and Drug Administration. Available from:
http://www.accessdata.fda.gov/drugsatfda_docs/label/2011/103705s53
441bl.pdf [Cited 2011 November 22]

=¥ FRfi% 2. European Medicines Agency. Mabthera, rtituximab, Product
Infromation. 20/12/2010 MabThera -EMEA/H/C/000165 -1I/0070/G.
Available from:
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Pr
oduct_Information/human/000165/WC500025821.pdf [Cited 2011
November 22]

12 R f# 3. Health Canada. RITUXAN, product monograph. Available from:
http://webprod3.hc-sc.gc.ca/dpd-bdpp/info.do?lang=eng&code=65597
[Cited 2011 November 22]

¥ Rf% 4. Australian Government, Department of Health and Ageing
Therapeutic Goods Administration. Rituximab, Product and
Consumer Medicine Information. Available from:
https://www.ebs.tga.gov.au/ebs/picmi/picmirepository.nsf/pdf?OpenAg
ent&id=CP-2010-PI-04141-3 [Cited 2011 November 22]

=¥ Ff% 5. Eichhorst B, Dreyling M, Robak T, et al. Chronic lymphocytic
leukemia: ESMO Clinical Practice Guidelines for diagnosis,
treatment and follow-up. Annals of Oncology. 22(Supplement 6):
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