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3.1 #mk
Wisngy, |77 AAT LSRR N o 5 AR T SR R
) ifi25mg/ImLl 1 ¥ 1 | HE100mg/4mLl 1 4 1 |
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L L C25mg) i & L C100mg)
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3.2 WHOMRK

W |NT AT ¥ RERR SRR N 2 A AT 2 R AU
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(HREH (& BY) TH D

faxtitiivoy EEvg e pH BT I
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B AR 250mLI R L7 b X OpHRL 0SB IE T ED
EBYTHD,
i WA pH BT I
100mg,4mL 3.4~4.0 #91.2
150mg,6mL 3.3~3.9 #91.4
200mg,8mL 3.3~3.9 1.5
250mg,10mL 3.2~3.8 1.6
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EICHE L, MICEEORIREITH) 2k [17.1.2-17.1 .4,
17.1.9 ]
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(BEEMEBMRMIERD X2 U L /NE)
OFICD20LIRBEH D&
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BREDIRT, B, BEOREICL ) EERET .
OHSI G- O 6 (FFEOUTEERTEO S IZR D)
WE. AR, XU AT RN L L T120mg/m? ((hFE
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HHEHATV, 19HEIRSEST 2, ThEIFA 7 vE LT, &5
EREDIRT, B, BEOREICL D EEHET 5.
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d. N YA AF CHERE L L T90mg/m2 (REEIRE) 21 H 118
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H &, BEREDIBEIIOVTHMELRRERTI L,
VYEDEE, YA AT T IALNVAEDT A VA, —2—F
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15. ZOMOEE

15.2 JFERFREBRICE D < 1648

T % 72 BURZSAE R, LS AN % V723
HRERB. 7 N ORBIMIIE T 7 MERBL O Y 2 &
FI 7= EAEETE RIS BV O BRI RS SN, 72,
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16. EMHEE

16.1 IMAEE

16.1.1 BAKRS (1EREE%RE)
HARNBZIZ, N2 ¥ AATF EEEI012120mg/m2/H # 1
R 20 ) C ST L 72 & S OB BEIHENT A — 13T &
BYTHo7Ys

Dose 1% t1/2 | Tmax| Cmax AUCo-t Vz CL
(mg/m?) (hr) (hr) | (ng/mL) | (ng - hr/mL)| (mL) | (mL/hr)
90 3 0.53 | 0.8 7250 8327 15075 | 20246
+0.09]+0.3| +3303 + 3626 +449]1 | +8185
120 6 0.47 | 0.9 8616 10212 17532 | 25963
+0.05] +0.2] +4488 +5759 +10578| =15531
CPgH + R )

(P EE BRI EIE R 2 % v ) 8B~ o~ PVEIEY > %
JEEZNINR Y ¥ 0 AT IO 13120mg/m?2/ H % 1HFH] 5
FiHE L 72 & EOZEWYEIE T X —F
16.1.2 BEEIRE (VY %> v JHAE. 1094%5)
HARNEEIZ, VY F T THHERIIN Y &4 Z2F 2 IEREIEI
NAZ120mg/m2/ H % 105370 C Rl L7z & & o3 Ehie <
FGA=FFLUTOEBY THo722,

Dose Bl t1/2 Cmax AUCinf Vz CL
(mg/m?) (hr) (ng/mL) | (ng - hr/mL) | (mL/kg) | (mL/hr/kg)
90 6 0.43 9809 4708 353 565
+0.11 | £3413 +1732 +161 +185
120 6 0.50 16256 8244 327 464
+0.07 | £4434 +2796 +92 +156
T3 + R 25)

R EBMIAIE R Y ) U RER O~ » V) o8
JEAEE . IO ERE I EREO U E AR R B ) ~
INFEEE AN F AT 3EEEI0 N 12120me/m2/ H % 10557
CEREE L & XY BEEST A — 5
16.1.3 109#% 5 L BFEHRE D L#

WEIADSABEIZ, 70 AF —/N—JETN Y &L AF il
120mg/m?/ H % 1043 27 Tt L7- & & & 120mg/m?/H
1R 2 CHMHE L2 & S OFRWYEIRE ST A — & 1Z DT
DEBYTHoTo Ny AAT v EERE O 55 2%t
T 5105 GEE D AUC) S FAUCKiE . FHHNIHE S 7z FLE
1 0 H 1 3k 18 (GRATE39MH 0 L 0 90% 12 BE X 150 . 80~1.25) D
PN TH - 729,

_— " t1/2 Cmax AUCint Vz CL
55 | 51
BT | BUEL (hr) | (ng/ml) | (ng - hr/mL) | (mL/kg) | (mL/hr/kg)
0.65 | 19158 10370 341 383
yaN
1077138 1 ) oq | 6414 +5106 +177 +210
N 0.60 | 8368 10528 323 407
I 38 ) 0 1 | a0 +5875 +192 +304
(T4t = P i)
16.3 970

Ny FAAF VRO e M EERANOREE Lin vitroidBR
THI9~96%TH V) . a IBEHEEA(<6%) LDV LT VLTIV
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[MATIcfREr s, F72. BRI G % 20 5 2 & Y0
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AR D6.3%. M4ATL.2%TdHh -7V,

16.4.3 NV ¥ LAF VHEBIEZEL LTI VY FF VG %
Itk YATA YRAEKRELTANS Ty — VBT AR O
AR AR TR SN LHEE SN TV 597,

16.5 et

16.5.1 HARNEH IV ¥4 AF VHEEE120mg/m2/ H % 1]
T T HTRENE L7 & & SRR M3 UNMA4 D 241K i JR
BRI, ENZNIGED1.6%. 0.2%% 00.1%TH - 72V,

16.5.2 7 v MZ[MCINY & AR F % BRI S-1% 168K £ T
DR - T REPEME IR 36 .5%., 3F49.0%TH Y, 1
ZNZBWTITIRF122.2%, FH166.4%TH > 729,

16.6 HENDERZFIHEBE

16.6.1 FFREER (I BHEEREEE (CH 1T 52 EYENRE
WABEIZBWT, T - B IER O 4& & ITRRERE & (IF~
DIFH - BB AB0%~70%) LATERREERE (LT F =27
7 7 ¥ AH60mL/minbl F) 23H b6 % T 57012, R
5N AF VIR 120mg/m2/ H % 3045 MiEsHER O SEY EhEE %
FEAM L 720 T - BREREIEE . ITFRERRREEE N VBRI B
I BEENHE /ST A= I LT DEBY TH o7z (FEEIANT— 5 )9 10,

ﬁu;ﬁ Trmax Cmax t1/2 AUCo-t
(min) (ng/mL) (min) (hr - ng/mL)
BT - BREREIE R | 12 | 29.6+7.2 |10780+7024|28.2+15.9 (11654 = 10590
H B RERE 2 12 129.6+4.0 | 9893+3335 | 26.9+7.6 | 8868 +4260
ERRREREEEL | 12 131.3%10.0| 9749+2542 | 26.4*6.4 | 8013*3404
(P21t = PR )

L EMEE R GG

17. ERERRIE

17.1 BEHHRORLM(CET 2R

(BRI AMOBRESEBHEEMIERS X U NERVY

MIVRREY > INEE)

17.1.1 EAE I HEERRR 38R (20070025158)
S AAL IR NI PRI O TRRIE % 5 A KB B
JFRTF ) UNENT Y NV 2 oSEDBE E AR,
RN T LAFT VB B TR (XY ¥ u AT VIERIE
120mg/m?% Dayl & U'Day 22 ik N4%5- L. Z D219 H FRSE
T5, IhzEIVA27)VE LT, K61 27 VETHS) L,
BB NUF NAT VBB 2 TR s,
WRBIILL T DL B Y Th - 721012,

S2 1A 45 TR B PR 3Rk (200700250 55) 00 A5 40 Pk B i o0 24

FAE B ,
] N o e i SER R AR SR
B B (Vué\ﬁﬁif’ (TR | AT

AR B
BRI | 89.7% 65.5%
wvxyy oo | B s/ssm) ey | O
~ > F LA - 100% 72.7%
1 NI W gy 1) (8/11451) 90.0%

% 72, ZeaVEETAMR S 616961 6911 (100%) 12 BIVEH 25520 &
7oo FERBEMERIE. VU ¥ SEREURA (98.6%) 1 ILERF A
(97.1%) . P EREGRA (89.9%) . HE.0:(84.1%). CD4Y > 738k
WA (78.3%) . M/IMEEGR A (75.4%) . FRIMEREK A (68.1%)
ANEZTY VD (66.7%) . R (60.9%) . I FLERME K
FEEFEWIN(50.7%) . AL (46.4%) . C-SUSE& B0
(44.9%) . WEI:(42.0%) . 957 (40.6%) . MAseE s 07 1) > M
W (40.6%) . F895(39.1%). 7T ANSTF BT I/ FT U A
725 —PHIMG6.2%) ., T T3/ RNFT AT T5—F
BEAN(34.8%) . REHA (34.8%) . 36 (31.9%) . k%
(30.4%) % CTH > 720

(RABEOEEMEBMMMIERS XU NERV Y MU

) > INEE)

17.1.2 ERE I HEERFRZER (2011002518E58)

KEFE OBV B EIE AR T F ) 2Nl 303 5% i s e
BHOBEISE S v » MVHIIY » 8B BE 2w 51,

AFE)F TR ERICTAEMZLIY A 2V E LT, A
#190mg/m?% Dayl . O'Day2i2. ') 7 & ¥~ 7375mg/m?% 551

A 7 ViEDay0. 294 7V PIEEIEDayl i SEEIRNE S L.
ZOBLHECED26HERIET2) . K6 A 7V F TG L

Too B RANIIEERH 220 TG-Sz,

SCAREMREIL, MEMEBMRMIERTY X ) YN EET. 8%

(40/5961) T 8= >k OVHIRE Y > 2 SHET70.0% (7/1061) Td - 7219,
72, EVEEHIR R B16961 6961 (100%) \ZBITEFHASEED 5 1L

7oo FERBEIERIGEIMERE R A (100%) . ) ¥ 2 SER B A
(97.1%) . BFHERER A (94.2%) . CD4') > 3Bk A (92.8%)

0 (66.7%) AL (62.3%) /MR A (55.1%) . B E%

(53.6%) . &y 707 YIhE (52.2%) . AR (43.5%)

AR BTG (40.6%) . 5895 (39.1%) . AIfn (34.8%) . Ik
45(34.8%) . AST_L5-(31.9%). LDHEIN(30.4%) % Td > 770

(5.1, 7.3 8]

17.1.3 iB51 58 M HEESPREBR (NHL1-2003585%)
FIBEOITE BRI IE R % vy U SEIIE~ >~ MOV
Jau v oSIEDEHE 2 AR E LA AL IS W i B o
WAEMEIIUTOEBY) THoteo KFAEY VX TOHE



F#LE R-CHOP# 2% [Wls L 720 72 5. AFNL1EERH AT TG &
ﬂf:o

FEFEEE & SN EBREFE M 2 & 2 MR A AR R
(PFS) D #fFNTHE O B 12, R-CHOP#E: ™31.3% A (hyufl)
WA LT ARFIETIZ61 .40 H (Rgefi) Th o7z 727200 1h
BRIEEHEFTI IS HENCHE SN TR WM EIE IS b o
Tdh 570, R-CHOPHIZx T % RANFEOBEBEIIMRGE S LT
b\f;\/}lél)o

I 7o RFEIDEG S Nz R 5451267 5] v 26 341
(98.5%) \ZBITEFI 2SR S M7z FEARWERAIZ. FImERER A
(81.6%) . Mk BREOH A (54.3%) . WAl (40.8%), ~EZ/O¥E
VA (36.0%)  MU/IMREK A (27.3%) . 5695 (24.3%) . N T
VAT IF—ELEH(22.1%). %#(20.6%)%ETH -7 [5.1.

7.3 2]
e T RS (NHLL- 200350580 0 A
AR R-CHOPFF
N=274 N=275
PFS(EEAlH) 52) 73 61.4(45.3-NA) 31.3(25.4-40.7)
e 9596 2 X 1)
o O 0.0070.% .50
s p<0.0001
PRSUICAFZH 2 H)S | N-182 N=1715
UL OB X | 30.6(23.6-33.3 | 23.3(16.5-26.0)
A= 9% IR 0.7350.51.08
PfiiE4 p=0.0420
SRR NA(NA-NA) ‘ NA(NA-NA)
o1 9596 2 4 1) )
N F H (059 E T ) 04846_(061 1.17)
o p=0.3101
NAC B% L

EL D GEM ALY A 2 v e LT, AHKI1A9Omg/m?% Dayl & U2
WERIRPIFR G-, B N2 v % 2 < 7375mg/m?% Dayl1Z

HS*HRIJ\J %50 B BIYA 7 IViE) Y F <7 %Day0ll
#5 L7

DA EIYA 2 VELT, VY X~ T73mg/mit, o a
KAT7 73 ]\‘750mg/m2 K&V ey v HimEE50mg/m?

B > 7)) AF Bk 4mg/m? (fx K2mg) % Dayli2

BIRNFR S, OIS L F=v r (EIWNREER) 100mg &

Dayl~5IZ# 08t 5. B, HIFA 7MWz v F <7
% DayOl2#e5- L 72,

PFSO ML A3 A 7 )V R ONEHR T . IOV DLk,

WL & S, EER CREANMEIRRE IR e > Tz,

B COPE

AT B 2 B 23 5EA T RE

2

13

14
W5 W SREM, . RS
FVHIE ST e D o 7oL R B 230 78 % HiR
WZERE L 725, fAN S HE T CREPMSEEL Tw
T2 NS FHBICLELR T RTOmGEHRE AT T
g 7;?%7)’) f:o
(RAEOEEMEBMERMIERS XU 2N
17.1.4 EREHEFESE I HEERER (GALLIUMEER)
RIBBEOCD20MEEDIEE BRI R Y F ) v oSS
140160 (A AR N12961 % &) 2 0§ & L 22 IRE M 4 L
BRSO EII LT O LB THolze FEX Y ART
GEIRT-HIE 2 ) &AL (CHOPHS, CVPHIIL (L ARHK|#10) &
OPEFEL(F € Xy X< 7 /MLEERER) &) vy X o v 7 e b
SR OB GRHIREE) &2 LB L 72 2B, RFNLLEFRI 20
TG sz,
TR ) o SHE R EB (1, 20261, H A N12360 % &) 12
F ¥ XY A< 7 /ALERER T, AIREEC I E AR E H
T B IEMEEEMH SIS X APFSOF E R IR 54 (0
F— FH[95%EHEIX ] 1 0.66[0.51~0.85]. [J&5)Log-rank
W - P=0.0012 (& & /KHEMIMO.012) 1. 20164E131H 7 —%
By bF 7). RIME[9S%EEX ] 1Z4 ¥ Xy X~ 7 /fbEk
(Hﬁﬁf W AREHEEARRE], B CIEARE47. 15 A ~HEEAR
Bl THh o7l £72. KFH| fﬁﬁr)ﬂ ENENNEY o oNE 636
WUL::B\/\“C‘ KH/FERXY A TEHTIZ, RA/ ) vFo~<T
T ~IEERE R E M 5E 1 X APFSO N — R H[95%EHEX
f91120.61[0.43~0.86] Td - 7219,
7oy KRN DG SN UENE ) > 2 SJE R O 2 4R o 5
BI67661 (H A N126] % & Te) H157861 (85.5%) IZEITEH 3580 &
Nrzo ERBEERNE. T0(48.7%) . 9557 (30.8%) « - Hh Bk
AE (26.6%)  TEALZPED BUS (14.8%) « MaH:(14.1%) . EF
(11.1%) % CTH > 720 [5.1. 7.3 B3]

BT,

WA (R8T A 7 V) & AR T IR 23R4
BRI L ORHRD SN BE R RIC, MR
ﬁ‘nxﬂiéﬂf:o
CHOP. CVPXUIARAI DOV L OBH,
Q0B 21 A4 7 e LT, Y70k A77 3 F750mg/m?,
FFVIVE Y CHBESOme/m2 e > 7 ) AT mx
151 .4mg/m? (F K2mg) % Day L2 FIRNF% 5-. I6 0812
F=vuary/7L =y (ENERKR) /AT VT L bﬁ
' 803 13100mg % Dayl ~51 2145 5
Q0B 214 7 vk LT, ¥Y7uakZx77 3 F750mg/m?
MO v 7)) AT AilEiE]L . 4mg/m? (J K2mg) % Day112
RS, LICFL F=vary /7L F=vy (EW
FHGE)/ AF N7 L F=va 80X ix100mg# Dayl~51Z
L mES A=
F10:28HM 2144 7 v & LT, A#I90mg/m2% Dayl L O
Day2(Z# RN G-, B NZEELY A 7 )V ODayliZ 7L F
= /7L R v (ENKKR)/ AF VT L F=
7 >80 X 13 100mg % F 1 S IE E IR N H 5o
CHOP. CVPIIARAI L OPHT, A XY A~ T1IHL
[1000mg% 5514 1 7 VidDayl., 8Kk U'Dayls. #5241
7 VPRI Day LIS EIR N 5- L 720 MERRREEICld, o+
Y Xy X< 71H1E11000mg % 27 F 81 C % 5247 14
IR G- L 720
CHOP. CVPREARHKEDHFHT, VY F <711
375mg/m?% & A4 7 VDO Day L IZEIRINTE G- L 72. MEFF
JEEERITIE, ) v F U~ 7 1E375me/m2% 27 H [
T R24EMEIRNEE G- L 72,
FE XY XY T DKBRRE
%) 2 SETH B
(BEIIHAMOBEYEBHEMIERY XU L /NE)
17.1.5 @515 M AHER PR 5% (GADOLINEER)
1) F v TIREEERPMEEL O CD 20k M O AR IE 4 EE BRI Ml
DX ) UNEREA36 E R L LI R A AL A
BRELO A I L T O LB Y THo7ze KELFEXY A~
7L 0>19‘IFJ33!?'*‘6<21—<%' /ARy X TR RTE) & ARF) B 5T
CRFHEHE) % L L7280, e 8. ARFNIIFH 2T T G- 87z,
EEEBMIEIER Y+ ) y/fﬁiag%%%ﬁl 2BV, KA
/FE XY A TR, STIREEIC R B IEE T
L gL E Iz & %PFS@%%* LFZ’P RN (AL A N
[95%1EHEIX ] : 0.55[0.40~0.74]. [JE#)Log-rankiR7E : P=
0.0001 ( EAMEMHO0.015) ], 20144E9H1HT7—4% v b+
7). HHAE[95%EIEX M NEARA /4 € Xy X~ 7oA T
KiE[22.50 A ~HEwEARE]. W EAECTIE14.97 A[12.8~16.6
HHAITH o7z Fz. EHM) VO EEFES 32181128V T,
AH/FE XY A< THHBEETIE. oIS ek 52 12 &
HPESO/NY— R IL[95%FHHIX 1 1130.48[0.34~0.68] TH > 7219,
F 72 RFNDHG- S AR v R E O TRk 5
133061304651 (92.1%) (2 EEF AR S iz. E4RRIVER X
HEAHE D KU (55.5%) « ZE0(52.4%) . #5557 (31.8%) . fFH
ERIRAME (25.8%) & T - 72, [7.3 ]
W14 ) U F I TR EOEBEEICN L CHEBERIE 0 B E
(EAF D) X 2~ 7HEE CLEREMEEE: & ofFH
DOWBFN) IR L TRIS, UZERERE T 58677 A LN
T%@‘@Lﬁ# 2o HNTZHBE)DRRE Sz,
SRR (K6 A 7 V) & B AR FEIE T R
PGEFTSFRD H N h o 72 BB 2 RIS, MEFRRE )
ﬁiié‘ﬂf:o
EASREICIE, 28HM 1A 2V E L. B1YA 2V
TldDayl. 8K 15, #E2~6% 1 7 )V TldDaylll4 ¥ X
v A~ 71H1000mg % iR 5. %41 7 )V DDayl K&
U'Day 2|2 KA1 90mg/m2 % F R %5 L. K67 A
TNVHEED R L 720 F72. 1Y A 7 VvDDaylil 7L K=
ya v/ 7L RV (ENFRKRE)/ AF VT L F=vna
8013 100mg % I AT ER IR G- L 720 HERpmedi
TlX, A ¥ XY X< 71000mg% 27 B R CikE24E
T E IR G- L 720
EARPEM TR, 28HM #1942 v e L, KA 70
D Dayl K& ODay2lZ AHJ1[120mg/m?% §IRNIES- L.
WK6Y A 7 Vi DR L7z, MR Tk, RaEpie
LaENTz, B, AIOKEMHE - HEilk, [21HH %1
FA 7 vEL, A4 7 NVDDayl k' Day2lZ AK#| 10
120mg/m?% RN 535 1TH %,

136 ¢

VET -
138

7E9 -

YELL :

12

1#13 : - R, CD20B 1 JE N

15 ¢

116

L7 -



(BREXTHEMEOV T AMKRE B >/ IE)

17.1.6 ERE I HEERRRER (20170025KE6%)

FREE TR D O F AMESHBBRI BRI ) > 7 X B8 2 5

KA, RHNE ) Y R T REHERE L, B KFENIEL

R A TG-S iz,

FEEHLIE H CTd 5 Z5R1276.3% (29/3861, 95%EHEX [ :

59.8~88.6%) TdH - 7217,

F 72 AREEERT S 5138B1 i 3761 (97 . 4%) \ZFINEF 2578 &

N7z EREWERIZ. U > SERERA (89.5%) . I Bk s A

(81.6%) . HIMERERA (81.6%). CD41) > /3EkiKA> (65.8%)

MR A (60.5%) FETdh o 72, [5.2 ]

118 - OENAEEA 2. 2 DHIR LR K OV Rk s i
PAATE N S 7z, QOFIGHEED2, A0 B K I
RO WIG & 7 & THARALF LD AU X B iHHEDTE
Sz, E@FTHRBREA L. 2o, et ek
TEOFMIZ LY 2% DL o HE I o fF I X
5 RBACEERE O E AR EE & TS iz, owvg e
i TERESHRE SN,

193 A 1Y A 7 vk LT, AAILA120mg/m2% Day2 &
U*Day3. KOV Y * ¥~ 7375mg/m?% DayliZZ L&
BRIR N G- L 720 K6 A 7 VAR5 L7z,

17.1.7 #8585 1 b/ 1 HHERFRKER (GO29365585%)
GO29365: kD E T T » & 2 b/ S— MZB VT, HEEIZE
IR OB & 72 5 2 WIS I ERTEO OV F AR
Bl Y ¥ fEERE # ot R & L7 IR B E A AL e o pl
EMZEIILUToOEBY) Thotzo KA. VY F I TROIKRT
VAT REF 2 EDOPEHEO(BR + Pola ; 4061) & AKIE )
XU 7O HEO(BR 5 4000) & R L 720 B ARFNLTEEH
MF TG E N,

EEEFFIIE B & SN2 Z B &R I2 X A Primary

Response Assessment (PRA. ARA|HA% 546 ~8:8) FET12 B

T APET-CT# v 7252 &%xhE 41X, BR+ Polalf T1340.0%

(16/40%1) (95%fZWEIX M : 24.9~56.7%) . BREETIZ17.5%

(7/4061) (95%IEHEIX M : 7.3~32.8%) TdH - 72 (201844 H30H

F=FHy NF T,

F 72, ZeaMEEHbR 5] (BR + Pola®) 3951 #1361 (92.3%) 12 El

TER SRR BTz FARBITERIE. IR ERRAMESS . 8%, I/

M AEAL . 0%, T K OB IMAE33.3%. JE57 K LAY &

23.1%. B ORI 2 — a8 F —H%20.5%TdH - 720

(5.2 ]

120 1 BEHEE LY A v & L. A ZRKET A 7 VG T b

< A#F(90mg/m?) : &1 A 7 )V TldDay2 M U’ Day3. #2~6%
A 27 )V CldDayl & U'Day2

< Vv ¥ <7 (375mg/m?) : %A 27 VDayl

s KTV AT NFF 2 (1.8mg/ke) : #1477 VDay2. 552
~6% 4 7 WIE&H A 7 VDayl

17.1.8 ERE I HHERRAER (JO40762:5%)

H % & eI AL O #I5 & 7 & 2 WSS EREEO U E A

PRI BAIE ) > /S BERE % xf 512, BR+Pola™0% 5L

T2o B KANIVEEHI 22T T G- &7z,

FEFHIE H TdH 2 IGBRETE MR X 2 PRAFETIZEIT 2

PET-CT % M\ 7258 =4 E 41334 .3% (12/3561. 95%1Z i IX

] 1 19.1~52.2%) T -7z (20194F12H24H T =5 1 v M4+ 7),

F 7o AR S A5135%0 T 3341 (94 . 3%) |2 BIVE I 2S8R0 &
nize EREMWERIZ. &IM37.1%. FE31.4%. M/ NGH A E
K OB ERIRAME DS 4525 . 7% R, I/INRELR A K OV ER
BR A 3422 9%, EREIE N CEFKIRED%20.0%TH - 72,
(5.2 28]

(RAEOEEMEBHBEMIERS XU NERVY > MUK

U2 NEE, BEIHESMOVE AMKHIREBHEY >/ E)

17.1.9 EAEE 1/ 1 EERHRAER (2018001 55R)
REBEOBIEEEBMPEIER D F ) VS E RN~ >~ F VAN
fa ) »oSERE (7 )V — 7D LIS TR O F AN
FHENATIBAING ) > RIERE (7L — 72) 2 /RIS, RFIE ) v
F U T REHELEZEE 72, By AR, 10500 TG
ENTzo HOMEHIIEE Th HEFRIE, VIV — T1IRU2TE
NZN93.1% (27/29%1, 95%IEHHIXH © 77.2~99.2%) J% O
66.7% (4/601, 95%EHEIX R 1 22.3~95.7%) TdH > 722,
F 72, v — 71O R 5513041 H 3041 (100%) (2 FEIE
MARD S NTzo ERBIETIE. VU ¥ SEREGHA (86.7%) . 1T
FERELIR A (83.3%) . FIIERELIR A (83.3%) . CD4') ¥ 7Bk,
A (73.3%) AL (73.3%) . I/ EIE A (46.7%) . R
(46.7%) . BEIK(43.3%)ETH o720 T2 I NV—T20%4
P ERA S B1661 Fr 651 (100%) (2 RIVEF 5386 7z, F 2 B

—6-

FE. U Yo ERBuE A (100%) « HIMEREIR A (100%) « L

(83.3%) « HFHERE A (83.3%) « IM/IMEELH A (83.3%) . 1

BIK(66.7%) . BAGRAE (66.7%) . &l (50.0%). CD41) > 738k

A (50.0%) & TH o720 [65.1. 5.2, 7.3 Z&]

21 0 REEOBREREBMRMEIER Y X ) VSR~ ~
MVEIAE Y o BEEE I, AR R 1A 2 v E LT,
AHI90mg/m2% Dayl & U'Day 22 IR NH 5. V) Y F &
~ 7'375mg/m?% #1494 7 VixDay0 (5529 1 7 )V LIk
3 Dayl) IR S- L. fek6¥ 1 7 v F TG L7z,

22 PSR EO U E AR BB ) > o S IE RS
iE, 3 EIY A 7 v e LT, A#I120mg/m?% Day?2
K UDay3l 2B IRMNFE G-, V) Y F < 7375mg/m?% Dayl
IR S- Ly k61 7 v E TG L7,

18. EERpEEIR

18.1 1EARF
N T RNAF YRR, TVFIVLERIC X Y DNAZHEE L.
DSSMEAFVE ] OFEARAELED 7R b — 2 AFFE, I O A5 5
MWOF v 7R A4 2 PHEIC X A5EERESE L o 72
OWFxE N LT BMBEH 2 RT3,

18.2 HEEEIEA
N BAF VIEEREE. o vitroiRERIZBWT, b MEEMEE
Bififa IR ¥ ¥ ) voxEH kMg (DOHH-2), ~ >~ b
M) o SR Sk R (Z-138. REC-1) B OSUNF AMEAHE
TIBHMIE Y > 7SI F AR (Toledo) 12AF LT, MR BT ]
VERZR L. T2 Ny ¥ ARAF CHERREIE, RERE~ Y
Z DR T2, DOHH-2 %\ 1 Toledofll Btk & SARFEHL L 72in
vivoBRIZ B VT, IEEREIIGIER 2 R L7220 %)

19. BER S ICEAT B EILZHER
— & T N2 TN AT IR
(Bendamustine Hydrochloride Hydrate)
1544 © 4- {5-[Bis (2-chloroethyl) amino]-1-methyl-1H-
benzimidazol-2-yl} butanoic acid monohydrochloride

monohydrate
g
CHs
/
N
o />—\_\ HCl - H20
\/\ N N
X COz2H
Cl

313 1 CieHuClNsO: - HCI - H20

rf s 412.74

TR ARRIEHO~IKEHBOR K TH S, Kz x4y 2 —)v
IZHEITR T, 28 7 =) (99 5) I2RREITRd <,
FIZRRFEIFIZ v

20. BURWLEDEE
WREREHB LN T VERICANTRIET S 2 L,

22. ‘ai

(NG LRF 2 IEEIE = ER & 25mg/ImL[ 1 &1 )
125720 1N TV (HF AN, T V)

(N2 H LRF 2 ERIE SRR E A 100mg/dmL] 1 & 1 )
VEZEEDH T2V IS TV (H T AN, TIV)

23. EEX#

1) SEWEhRE (BN S T HMERRHER) (b L7 % > v i
20104F10 A 27 H KRR, HIGHERHEE2.7.6.1)

2) ENE T/ AR RER (1800153E%) (~ L 7 F 3 ¥ sikEE:
Wi : 20224E2 F 25 HAKGR. s Av s &)

3) HELES T HAER RSB (130158008%) (b L 7 ¥ o v s s ¢
20224E2 H 25 H A e fr i)

4) SEWEhRE [y IR R R (KLG/063E%) ] (b L 7 & 2 > i
PR 20104E10 27 H KRR, RSB RS2 .6.4.4.5)

5) W EYRE Gy R R D) (M L7 % > v aTilEEA © 2010
AE10H 27 HIKRE, B ag BRI 2E2.6.4.5.5)

6) Teichert J. et al. : Drug Metab. Dispos. 2005; 33: 984-992

7) Teichert J. et al. : Drug Metab.Dispos.2009; 37: 292-301

8) HEM (N L7 %2 v i A - 20104510 H 27 H KRR, HEEE
FHEZE2.6.4.6)



9) SEWpEhRE Mg R UER (98B037#ER) 1 (b L 7 & o v ik &t

F 0 2010410 H 27 HAKGE, RS RHEZE2.7.6.8)

10) AFBRRERE E LB BRI S B 2 P R & L 72y o 1 AHRER
(98BO35AER) (b L 7% 2 > siliEE M © 20104E10 A 27 H K
7R, A

11) Ohmachi K. et al. : Cancer Sci.2010; 101: 2059-2064

12) PN A T AH B AR 5B (2007002788%) (b L 7 F ¥ Tl s
FH 0 20164F 123 19H A G2, I E G RHIEEE2.7.6.8)

13) Ogura M. et al. : Int.]J.Hematol.2017; 105: 470-477

14) #EH4aE ARG AR #ER (NHL 1-200330058%) (M L 7 F 2 & piE
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