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16.1 IMmAERE

16.1.1 BRI AR ABMMEE R }
T3S ST G VE BB M 5 B 12 4 7 Vv F = 7 140mg ) ~
560mg % Hiln A AR G- L7z & &, Mg A 7V F = 73
FEIGH RIS L 53, 551~ 200 (P oefif) IS m i B I E L,
A~9FE [ CEHME) O S T de Lz, dgh s 7V F=7
D Comax X NAUCIHEAAR I ZE B AR Vs, Hm O8I -> T
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B H bk 0 Crnax tmax ¥ AUCast tuz
VAR (mg) (ng/mL) (h) (ng - h/mL) (h)
140 3 42.53 2.02 203.64 3.90

+ 23.74 | (1.98, 3.95) + 128.60 + 1.67

230 3 68.47 1.82 339.21 5.64

\HE + 14.09 | (1.00, 1.97) + 72.42 + 1.50
420 9 87.33 1.97 381.73 6.99 "

+ 62.15 (1.00, 3.98) + 265.26 + 3.34

560 6 94.57 1.48 419.09 7.35,

+ 65.43 (0.98, 3.92) + 238.74 5.33¢

420 3 77.50 2.00 383.17 4.60"

SHE + 58.11 | (0.95, 3.97) + 189.61 + 1.86
560 6 105.47 2.00 638.96 6.39,

+ 68.60 | (0.97, 4.00) + 476.16 4.23¢
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12/ L D 25 0 4 NARFELE SAZARBTLE D H A A2 MRS % 1
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W Jizhd N Crnax tmax @ AUCust trz?
g (mg) (ng/mL) (h) (ng - h/mL) (h)
PRI | Weekl | 0 || 3 2.08 1843 486
MUEo | 1HH + 166 | (178, 4.50) | =+ 1146 | (4.42, 5.15)"
o | Weel? 275 408 2102
FREHIpE | Wee . o
meL |18 | 2T s | ass 508 | =03 | 83102
| Weelt 399 383 4003
93 | B0 V41 206 | (178, 575 |+ 1586 4.88
o
W | Week2 432 387 270
e | B0 1Y) s | 4543 | = 200 N/A
Weekl 628 3.91 5131
%7 | n 20181 w6 | (o7 42) | = 4173 NA
02
Ve | Week2 678 3% 623
e | 2018 s | sz 51 | = |43 4%

AT = RS, N/A  WETREAL 754 L
a) @ L GEPH) . b) =3, ¢) : fEIE
127% DL E o> HAR A B OV E NS PR AR R0 18 T 2 A 7V T
= 7140 ~420mg % 1 H 1A AR I3 G- L 72 & & g 1 7
WFZTRERITROEBY) TH o720 ?
BMEEENEEREEICAI TIVFoJeREEOBRELEEZXZD
EMBIREINT X — &

R Jith3 N Conax tmax ¥ AUCust ti2 ¥
" (mg) (ng/mL) (h) (ng - h/mL) (h)
R | Week2| 4 | gq] 235 2.00 1313 4.10
Ylo | 1HH = 261 | (0880, 6.05) | * 10177 | (134, 10.1)©
CYP3A
AT 5 . .
mﬂ;ﬁ’gﬁ ‘Yﬁelﬁd oY | 1| 158 100 388 5.51
£
) Week2 | oo | 5| 436 2.00 2034 4.04
j&‘{ﬂ 1HH £ 292 | (0930, 5.00 | + 1805 | (2.47, 9.04)¢
.
VEHH | Week2 322 2.2 1610,
mE | M0 3] <oss | oo 4000 | 10107 ND
Week2 N 98.4, ; B
[t a0 | 2| L 302175 | 1060 ND
jjf Week2 | po | 5| 289 2.00 1979 470
7~ | 1am + 996 | (1.8, 6.00) | + 12057 | (4.02 5.70)7
VAR
Weekz| o [0 140 283 915 4.97
1HH £ 124 | (187,539 | =617 | (495 589 ¥
Week2| o0 | o | 629 2.05 3662 1.9
;’Ej 1HH + 480 | (112, 4.08) | = 2392 | (4.46, 5.39)¥
o
W | Week %2 2.99 1638 .,
nE | 20 (4] s30 | a9 509 | = 819 549

FIREEIME £ S, ND A Sy

a) @ HE (HF) . b) =20, ¢) :n=10, d) 1 4 TNF =T OREEEET B

FSEDENE % A 5 72 AT 140mgll i S 7z, e) n=7, f) 1n=2, g) : 1 7

F=TEBE SN G- 72, h) in=1. i) :n=12, j) :n=5. k) : n=4

TEDCYPSAMEIEM 2§ 4 K1) a4 — VIUIRS a3+ — VIR O

BRSBTS 5 2 & & Shn,

16.2 DRIR

16.2.1 XWINS AT XA FEY T4 RUBEOHE
TERER NN A 7V F = 7560mg % # A2 OR300 12 #8135
5L, #5028/ $#125C-4 7 VT =7 (100ug) % Bk N %
L7z EOMANAFTRAFTEY T4 1ZZ N, 2.9%
(909%CT : 2.1~3.9%) . U7.6%(90%CI : 6.4~9.0%) TH - 72 &
fEHER A A 7V F = 7420mg % RS- L 72 & & DCnax K
AUCustlE. ERHI305. A0S T BB IS Lz &L ]E
i L CHEAIE 1213 2 2 30 ~40% M USFI60% T L 720 &
PRSI HEER MR ) v S G /N ) v oSERYE ) v oNBE R
WA 7T =7 420mg % #1455 L 72 & & D Cumax L NAUCo-2nld
D305 LU wT AL 205 DL B2 IR 9% S (modified fasting#%
) L7z & & &g L CHEARF 1213 2 2 940% K 0SH60~
T0%IZIKT LY o EAT—%)

16.3 27
A 7NVF =T O MIFEHKEZHIL7.3%TH D) . BEtshi:
WEEES Gn vitron 50~1000ng/mL) THERA—E Th - 729 . fitHE
B NIZEC-A 7TV F =7 (100ug) & RN G- L 72 & & o5 i kg
2B 25 A RIE683LY . FoE ST AR ) S I/
AN UOSEREEY Y OSIERE 2 A TV T = 7 420mg & H al e -
L7z EDARDTOGHi%FE (Vdz/F)1Z10837LTH - 72Y o (4F
EANT—%)

16.4 X5
L 7NF =7 FIZCYP3AL/SBIZ X W B E NS (n vitro)? ¥
FaREYwTHrTe Fayt— ki, 7V b BlFoy sk
F = BTK) I LTA 7IVF =7 D1/ 150 HEHEZ R T o
e POVt = VEOEFREBICBI ABERIE. AT VF =T
LREETH -7



16.5 it
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A HEREORG L& & BETRED#90% 431685 [ LLALZ Y &
. FTPTIE80%, MHTIRIONFTH o720 4 TNF =7 D
INERIE, FEPTL%, RIPIIZERD SN LD 7210 o BHES A
BC-A4 7V F =7 (100ug) * HIRNIZG L2k &G ) 7T~
A (CL) &, #Efs K 0SB RI305312 BV CE N EN62 K T6L/h T
BHo72Y o BERAICA T IVF = 7560mgw RIS Lz &0
AT OEE )T T v A(CL/F)id. AR &S0 128 W
TENZFNIST2 R URTSL/hTdh 729 o BEANT—%)
16.6 HENEREH T IEHE
16.6.1 FFipepE=s
R O JFHEAERE & (Child-Pugh 43 3HA) BE 661, W o JFHkkE
i % (Child-Pugh 43 B) & 1061 K OV H ) o fF & ERE 55 (Child-
Pugh%33EC) #8612 4 7V F = 7 140mg™ % HIal#E 4% 5. L 72
& & O AUChs D AT T3 12 1E 7 s s Bl & e L C2.7.
8.2W V9.8 o Tze Tz, IEAEA T D IHERERE DRI 12
B ThEricEimL., EEAI A 7V F = 7 DAUCITF N2
4.1, 9.8 N I3ME NS 2 LHfEE s b o (BHEATF—%)
[2.2. 9.3.1, 9.3.2&H]
16.6.2 12mEL LD/
CEmEilfaigEgOBEBEAMEER (X701 FEIORE T
BER+9558))
127 L L o8 R H xh 1 B AR 2 R L L 72 BN o B
BB A MR A 7V = 7R (16260, 1, 28117 ki) 123
O & RHEMBEM BT 2 FHE L 720 4 7 VT = 7420mgx 1H1
OGS L2k &, SEWERE ST A — 7 OEEMIZ. PR LK
ANCRBETH > 72,
16.7 EYHEEIER
16.7.1 #haFv—Jv
RSN (1861 IZCYP3ADEME 2 A5 57 F a3+ — v (&
%)« EPIRIE5E) 400mg (4~9H HI2#k5) & 4 7 Vv F =7120mg
B Ut 40mg™V (N1 H B R OTH HIZ#5) = 5t RS Gl &
) L2k &, 4 TIVF =7 DCrmax L WAUCIE Z N Z Y29 O
24fEWIML 722 o (JHEAT—%) [2.3. 10.151]
16.7.2 KUarvJ—J
B IE 55 % (2661) ICCYPSADMERM /T 5K a+
—L200mg 1H2[ & 4 7V F = 7140mg 1H 1A & R H#5 L
72l & A TNTF =T DCuak AUCIE Z N Z 6.7 U5 THs
BN 72® o WEAT—%) (7.2, 10.22H]
16.7.3 TYROYA >
B P E s B (2560) (ICCYPSADHEREM 2 A+ 5 1) 20~
43 »500mg 1H3MEE £ 7)VvF =7140mg 1H 1A % Hi% 5
L2k &, 4 7V F =T DCmaxL FAUCIEZ N E N3, 4/ 1U83.0
R L7z s GMEAT—%) [10.2201]
16.7.4 Y772 EY Y
EFERN (18B1) ICCYP3ADFEEM 2 /T 50 77 v EL v
600mg(4~13H Hi2#45.) £ 4 7V F =7560mg(1H H % 11 H
HIcH5) # BEH#% S GEERE) L2 2 & 4 7V F = 7 OCra 2 O
AUCIZZNZFNHL/13 R OL/10LL T2 LY o BEAT —
%) [10.22H]
16.7.5 JL—F7I—YY 1—2R
TEHERR A (8B1) ICCYP3ADBIENEH A BT 57 L —T T v—r T a
— AL A TNF = 7140me™V # PR G GEf ) Lz 2 &, 4
TWF =T DComax S FAUCIZZF N ZNHIZ. 6 L U2 15N L 729
FHEANT— %) [10.2Z]
16.7.6 XTI —I
RSN 20B0) 1270 » Ry THEHTH D4 AT TV — ) 40mg
(B~T7HHIZH#E) & 4 7V F = 7560mg(1H B R O7TH BI2#5) %
BRI S (ARE) L2 2, 4 7V F =7 DCmaxl3H938% I IHA L
72h%, AUCICEE R ZLIEO 5N a2 o (FHEANT—%)
16.7.7 EIBFHEYEHREETIICESE S IaL—2a>
A4 7IVF = 7140mg™ L CYPSAMEEM 2§54 b a+
—, o) raxA4 vy, BYFaFVy— VROV VFTELE
BEHIF G- GEMLERE) L7238, 4 7V F =7 DAUCIEZF N,
15, 11, 8.3 U4 MEBIINS 5 2 L HHE S N/20 4 THVF =
7560mg & CYPSAMEMEHZ2E T 2 7 VARXH I v RUT7T Y A0
<A Y RIS GEHER) LA, 1 7V F =7 DAUCIE
e, LTRSS 5 2 L osfftg s iz, 4 7T
= 7560mg & CYPSAFHENEM A /T IV XEL KDL T 7
CL oy RS GEEER) LA, 4 7V T = 7DOAUCIK
e, HU/6ROL/3ICHAT 5 2 el sz, 19 [2.3,
7.2, 10.1. 10.2&MR]
D AF ORE S NP EE. [420mg X IE560mg % 1 H 1R 1#5-3
21CTho,
HE2) BRI A TN F 2 T ARG L. Z ORI,

17. ERPRRZEE

17.1 FIHRORESMICET 255

(I8 > SHEIRS (N B D SEEERD))

17.1.1 BHERREABRAIE (55 MHEEER - PCYC-1112-CAER)
1LY A Y P EOBNERIEZ A 5 B IIEBER M) >k
IS/ /N 2 SERPE) SR EEANRE L, A 77V AT
GEfE TR 2) 23 & L CAHFI420mg = 1H 1A, AFED305 L
S 2ME R DL R 12 % S (modified fasting$%5-) L7z. Hxblk

DIFILUTOLBY) Tholzo b, BEHABICHAANLL N
7o BHEOAFITERME ) > /XM M B 2518561, /N >/ BRI
) SIEREDLOBITH 5 7z, 1

ARHN A S 721956117761 (90.8%) (ZEIE SRR iz,
ZREWERIE, THIT0%1(35.9%) . L3561 (17.9%) B HhERI A E
3141(15.9%)  BHEIR28%61 (14.4%) . F&952411(12.3%) % THh - 72,

100 — ATWFZT
ey, N we ATPVLRT
90
80
70
]
Al
2 60 4 i,
97
g 50
t
40 1 |€
30 [
Fett
_ el
21 sremm HITYLT e :
jo 1 NE-Ri 0215 v
(95%CI) 0.146-0.317) [
0 L "® <.0001
0 3 6 9 12 15 (1h8)
B
ATWFZT: 195 183 116 38 7
ATPYLYT 196 161 83 15 1 0

NE : Not Estimable

EEEA I (PFS) MOKaplan-MeierhiR

17.1.2 EINERAREBRRE (55 1 1855 - PCI-32765-JPN-101515%)
PSR RSB IE S B 2 i R & L. ARA & RO
5 L720 209 bAF420mgZx1H 1A G- L7z &) > kA
SN CoSERVEY o SEEE (8B1) Tk, TEIASE v b A T ERTE
TRAN OG- % fkfe L T\ 7z ZBRhEE1362.5% (5/8%)) TdHh - 7=
(95%CI : 24.5~91.5%),

AH) 3 G- S 72861451 (100%) [ ZFITEM 25780 Sz, £74R
e T BRI AEAR] (50.0%) « B 14l (50.0%) . 5595361
(37.5%) TN 4300 (37.5%) % Tdr o 72,

) B B4R BB AT5 H B O 5 % 56 T L 72 Witts

17.1.3 B ERPREAERR 5 (55 L #H5EAER : PCYC-1115-CARER)
REEDOWEYEY ¥/ EEHIAG/ /N > 8ERYE Y > SBEE T % 5
% L L. chlorambucil®™ % %18 & L TAHI420mg# 1 H 1A% 5 L
2o HAMEDOBGEIIUTOEBY Th o7z B, UHHERICH
AAN S N BFE ONFRITENEY > /L L5 AT1236],
U VONERMEY COSERE DI TH - 72
AFH D5 G- S 7213560 11461 (84 .4%) |2 BIVE R 25588 & 172,
FAREMIE. THI4401(32.6%) . HEL1861(13.3%) « - Eki
AHEL6HI(11.9%) . 5951411 (10.4%) % Tdh - 72, [5.15H]
FEDINFTFTEL Y VBRI AT IV, Y7 UERAT 7 I FARAPR ) v ¥

<7 GRIZT-HIE ) OO S OBEIE L 74 53, »o17H et kK
Kal S VEE,
) AFE TR, KSR TVA,

100 — ATWF=T
””” Chlorambucil
90
80 =y
-,
70 Theay
“
~ 60 el -
g 4,
2 504 i -"I.
a [} +
40 4 o
w0 H- -1
Chlorambucil 1 ZJF=7
20 1 REHNA 18.9 NE
NF—FH 0.161
101 (95%CD (0.091-0.283)
P8 <.0001
0 3 6 H 12 15 18 21 2 2 hm)
ks
ATWF=T: 136 133 130 126 122 98 66 21 2 0
Chlorambucil : 133 121 95 85 74 49 34 10 0 0

NE : Not Estimable
B4 Z I (PFS) MDKaplan-MeieriR

17.1.4 EINERPREBRRE (55 I #H585% : 54179060LEU10015K5%)

RIBFEDIBNE) >/ SPEH IR //NY) > 7 SERYEY > SR EED % oh R

L L. AF420mgZ 1H ARG L72. Z3ER1375.0% (6/861) Td

572(95% CI : 34.9~96.8%), ¥

KRENDH G- S 72861415 (100%) (2 EIEH ASFED H 1L 7z. 3272 F

PERNE . I/ MREGEA651 (75.0%) 1) > 7 SEREE 4510 (50.0%) «

Jili 9531 (37.5%) « i i R B 2450 (25.0%) « A 1261 (25.0%)

T2 (25.0%) . BAEE261(25.0%) % Th > 72, [5.15H]

W) TN TE ) VBT AT VS OMIG Y 7 5B,
(BEx~sOJO7) CMERVGY 2 NREMY > /N E)
17.1.5 BHERREABRALIE (BB MAHEBR : PCYC-1127-CARER. T

S L{b/N— )

KIGEHFE R TR I ERE ORI~ 7 a7 a 7)) v IiES#E

R &I, )Y XU T (EETMIEZ)YE T T 2K (Pho+R

B 2R e LTU Y v~ 7 GEE I Z) ™ & A#420mg 1

H1E %8S (Ibr + REE) L7z FEEFHIEH & S /245600

International Workshop of Waldenstrom’s Macroglobulinemia

(IWWM) H3 (B ETH) 2012 0 AT EMT R B S HEIC X 5



AT 2 D A T A AE T ] (PFS) o i fiid . Tbr + REETARE

3 (95%CI : 35.0~NE). Pbo+R#T20.3% H (95%CI : 13.7~

27.6)TH Y Ibr + REECHATAMICAH B R IEENTRD St/ (N

H— F10.202(95%CI : 0.107~0.380). p<0.0001 (}&5lllog-rank

ME) . 20174E10A17TH T =45 B v b+ 7)%,

) v F U7 Gl fETHIRZ) 375meg/m? % 651~ 43 [ U 4517~20A 0 51
H HIZFI8IEFIR N5 L 720

100 4

— ATWFZT+IVEITT (Ior+R)
T T3RATUVEIRT (Phot+R)

90 4

804 -
L
704 ek
.-,
G 601 e bt
st T
£ 50 Al L1
404 ;_ .
L]
304 H
Pbo+R  Ibr+R $oee
20| PRE A 203 NE ei
NF—Fi 0202
(95%CD) (0.107-0.380)
101 PE <.0001

0+ T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 A
B
lbr+R: 76 73 69 67 66 60 60 54 40 24 14 9 2 0
Pbo+R: 76 65 55 49 44 40 34 27 16 7 4 1 0 0

NE : Not Estimable

EIEEA FHIME (PFS) MKaplan-Meier#hfg

KREI D% G- & 7756116441 (85.3%) (ZEITEM A58 Sz, £
ZEIERE. PRE551450 (18.7%) THI13HI(17.3%) . L HEHEh12
B1(16.0%) . BSILE1260(16.0%)  FHEAH11E(14.7%) « i EkiK
HE1061 (13.3%) & Td - 720
17.1.6 EINESPRERRTE (55 I #85K5%  54179060WAL200255%)
RIGRN ORI GO FE S~ a0 7)) v EBEE %
wHEE L. ) E T~ 7 (EE TR )Y & ARF420mg 1H 1%
BEF%G- L 7zo EEFHMEEH & & 726 TWWMILHE (25T
2 HED T EEZE B A E IS & B RRFR (B R LR
PR AR D EIE) 1387 .5% (14/1661) T - 72 (95%CT -
61.7~98.4%)% o
AHEN D G- 72166141260 (75.0%) IZBIE A3 80 5 iz, 3
ZEIWERIE. F695661(37.5%) « WP ERE A 461(25.0%) . 29
FERESHI (18.8%) « KLFE3MH (18.8%) ML/ IR EIK 4361 (18.8%)
FERIESE (18.8%) % Tdh - 72,
)Y Y ¥ =7 GRIE TR 2) 375me/m? % 451 ~48 K 04517~ 2038 D 451
H H R8RS L7,
(T MIVHREY >/ NEE)
17.1.7 BHMERRRBRAL 4 (35 M #A5LBR © PCI-32765-MCL30015K5%)
1LY A YU EORIESE* A3 5 B LR~ ~ P Vil
Jo ) voSEEEE NG E L, TAYTY AXABEFEE LTA
#¥1560mg % 1 H 15 L 720 EEFFMEHE & & N7z 7572
B&HEIC L EEEATIE ORI, AREETI4.64 H
(95%CI : 10.4~NE), 7430 LA AFET6.2% H (95%CI : 4.2
~7.9TH Y. RFBFECHEIENIAE L IERDRO SRz (O
— F10.43(95%CI : 0.32~0.58) . p<0.0001 (f&Fllog-ranktisE) .
2015442207 =% A1y b4 7)P
RFN D G- S N 7213961 H 11561 (82.7%) W2 BITEH %780 &
7oo EREMWERIE. FHI27H0(19.4%) . 92572261 (15.8%) . 1L
IR A RE2061 (14.4%) 3 FR R AE 181 (12.9%) « & L1561
(10.8%) . F&951461(10.1%) . AHEEHR1AB](10.1%) % Td - 7.
VR TIE, 730 ARE~ Y MVHITEY > 28E 2B 2 55 THRER
ERTVRV,
17.1.8 EINERRABRAIE (55 T 858R : PCI-32765-MCL2002:K5%)
1LI AV PLESL U 2 Y DI ORNGEIE 2 4 3 % 58 U3 G T
< MV voSERE RS E L, AFI560mex 1 H1EHS L
720 ZRNEIE87.5% (14/1661) Td - 72 (90%CI : 65.6~97.7%)* -
RANDH G & 2166171561 (93.8%) IEIEHI A0 S iz, &
ZEIEME. FHISHEI(31.3%) . P94 (25.0%) « £ 1m4)
(25.0%) . I/ A HESH (18.8%) . FEakimaBE351 (18.8%) . 5895
350 (18.8%) . #5735 (18.8%) % TH - 72,
17.1.9 ERFHEFEERARRERARE (55 M HH5KER : PCI-32765MCL30025%
E&%)
Ann ArborZ I, MIIIIVEIT, 658U EOREHD < > ML
MY v SEBEFES23F(H RN 2 EE) ZfREL, N5
NAF HEEEE ) Y X v~ 7 GRIE TR Z) o g F#E: (BR™Y)
T, A#I560mg (Ibr + BRE) X1d 75 + K (Pbo+BRE) #1H 1A
THRIOG- L7z, EEFMEE H T3 S Revised Response Criteria
for Malignant Lymphoma (Revised RC) (235D < iR BR{H 21 [ fifi )
SENS K 2 TSR R 1 0 RS S A AR I o0 Jefif 1. Thr + BRAE
T80.6% H (95%CI : 61.9~NE). Pbo+BRET52.9% H (95%CI :
43.7~71.0) T V| Ibr+BREFCHFHFIICH ZTRIEENRD S
N[ — FH0.75(95%CI : 0.59~0.96) . p=0.011 (J&5llog-
rank#5E) 1% o
)NV ARAF CIEEEEIOmE/mPE 1 ~6T A4 7 VOEIRUO2HH, )Y
¥V~ 7 GRIZTFHIR 2)375me/m?% 451 ~6% 1 7 VOHIH BIZEhZ
NEIRINIES S5 2 b & SNty 72, 869 4 2 VT RICEEERD
(CR) A2 #8524 (PR) % 381 L 7o WiBRE 1213, MRS LTy v F
<7 GRIZT-H 2 ) 375mg/m*% 58~30% 4 2 VOHEIHE %A 7 12
EVSIRRI2IHIRNE S § 2 2 &k & Sh,

100 —O— ATNFZT+RUHLRFY-YYFITT(br+BR)
--A-- TSER+RVFLRFY-UYFIIT(Pbot+BR)
90
80 |
70
60 |
8
& 50
w
a
40 -
30
Pbo+BR Ibr+BR
07 hEhE) 529 80s
NF—FE 0.75
10 (95%CD (059-0.96)
PiE 0.011
o
T T T T T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96
LESI6Z))
B
Ibr+BR 261 228 207 191 182 167 152 139 130 120 115 106 95 78 39 11 0
Pbo+BR 262 226 199 177 166 158 148 136 119 109 103 98 90 78 41 11 0

EIEE A ZHAR (PFS) MKaplan-Meierghifg

ARHN DL S 7225961 (H AR N6 % & ) 237161 (91.5%) 12 FI
TEHASFED B 7z, FREWERIL. 56959661 (37.1%) . T 74451
(28.6%) . fili %6611 (25.5%) . M/ ECAB (24.7%) . 58
B(22.4%) %5 Th o7z, [7.65H]
EmEBMagEgOBEBERNEER (X704 FEIORS TH
ER T2 55HE))

17.1.10 BHIERPRERBRALHE (55 1 b/ I #H58BR 1 PCYC-1129-CAER)

185 DL Lo A 7 1 A4 FAKAE M SO AEPTE o 18 PR Al Ak g 329
B e L. AF420mgx 1H1RER G- L7z, EEFHIEE T
& HNIH Consensus Development Project Criteria(2014)% o
CLETHIH % 25 5L L 7NIH Consensus Development Project
Criteria (2005) %" 1230 { F EMHTIE 21 0 22551366 7%
(28/4281) T - 72 (95%CI : 50.5~80.4%)%
KREN D G- S 7242050 3541 (83.3%) ICEITEF 7RO Bz, &
ZEIERE. JES71961(45.2%) . FHITLEI(26.2%) . 4551141
(26.2%) ITN47HI(16.7%) . FHEEAMETHI(16.7%) . FAGEIEY6
B1(14.3%) ETH o720 [5.45H]

17.1.11 ERERARERRHE (55 M AH5ER  54179060GVH3001545%)

12@ U ED AT 0 4 FRAEVESOXIERTTE D B AR B 16
TIRBHEZ TG E L, AF420mgZ 1H 1M S L7z, 3 EFE
HT& A NIH Consensus Development Project Criteria(2014)
123D REBNTRE T O &R EILT73.7% (14/196)) TH - 72
(95%CT : 48.8~90.9%)% -
ARFN 3G E 72196101561 (78.9%) IRV 25380 Sz, £
ZEIWERIZ. Rl 25450 (21.1%) . EN &350 (15.8%) « #4531
(15.8%) . FA&GERG2H0(10.5%) « @IE260(10.5%)  H R
PE2B1(10.5%) . 3895261 (10.5%) & TH - 720 [5.428]

18. ZEhEIE

18.1 fEARF
Tk Ty v FF—B(BTK) &, BAIREREL O E, B
TS C 53 A BB 24K (BCR) . K UBMIED#EE, gk
WG T 27 ENA VEREOTRICUET LY 7 F Va1 Th
bo A TNVF=T1x. BTKOWEWIIZH B> AT 1 whkHk &It
HiEE L. BTKO ¥+ —Bifith% L7z,

18.2 HEEBsHE
In vitroBRBRIZB VT, 4 7N F = 71E, B ¥k I
(CLL) B HROCLLAE K S k~ >~ MVHIREY > 2 3fE (MCL)
FHSRA AR (Mino. Jeko-1%5) o35 & ] L 7220 %0 o F 72,
CLLHEF 2o CLLMNEIE O & MCLH 3l #k (Mino % OF
Jeko-1) DiEFE K OBz % [l L 7250 3D
In vivoRERIZBWT, 4 7IVF =7k, ~ 7 ACLLHKTCL1-
1925 % NERE IR I L 72 EAEME A 509 AR 4 (SCID) v 7 A2 B W
T, KR O TCL1-192H1 8 o385l 4 ¥l L 7229 o £ 72, Mino
HINARE % BRI IZ A L 72SCID~ 7 A 128 \WC, Minofilfa i %
W &2

18.3 EBMBEAMNEERICHT 21EH
In vivoRBEIZB W T, 4 7NV F = 71T K OB 23S IE 12
5§ 5~ BB *HE 2% € 7OV (LP/JO B B %
C57BL/6I2#Hi. IZC57BL/6D 4 4fisfifle % B10. BRI M) TD
TR HF A 78 AR R R E . S B OSHF OMAEL) % e
L. ESEAFE 2 LR LY

19. B SICEEY 2 EB(EZRIFR

— & - A4 7 I)vF =7 (Ibrutinib)

b4 : 1- {(3R) -3~ [4- Amino-3- (4-phenoxyphenyl) -1/-pyrazolo
[3,4-d]pyrimidin-1-yl] piperidin-1-ylf prop-2-en-1-one

4313 0 CosHaiN6O2

g3+ 440.50

IR Ao Bk



T -

Bl A 149~158C
SEAREL 0 3.97(Log P, 1-F4 27 %/ — )V/pHT#E 1)

BIREE - VATV ZANERY FIZETRT L AT — VIR RE
TR TP P VIZRRBEFICCL, KiZIFEA
EBT 2o

20. IRV EDEE
INBDOFOfEP R VEZAHIRET LI L,

21. AR
BESE ) A 7 B EENE & R E D L

22. AE
1475 7t V(147 7 & (PTP) x 1]

23. EEXWK

) MWGEE 4 7V F = 7o ENFEIHRE (PCI-32765-
JPN-101) (20164E3H 28 H &8, CTD2.7.6.2)

2) FPVER © A 7OV F = 7 O ENE T HIEER (54179060GVH3001)
(20214£9A 27 HAGE. CTD2.7.6.2)

3 MNER A TVFZTONALFTTRALFTEY 5714 f R
HoOFBEOWE (PCI-32765CLL1011) (201643 H 28 H K Z2.,
CTD2.7.6.9)

HHNER ATV FZTOREROEBEOKEH (PCL-
32765CLL1001) (20164E3H28H#&ER, CTD2.7.6.7)

5) HNER - 4TIV F =T O ETb/ TR ER (PCYC-1102-
CA) (20164E328 H7&z2. CTD2.7.6.3)

6) HNEEL : 4 T NVTF = T OMBEER A FEOMET (12-083-Hu-
X-PB) (20164£3H28H#z%, CTD2.7.2.1.1.3)

7 FANER e FCYPERARZREZH VA T VF =T O
HroMEf (12-013-Hu-X-MT) (20164E3 H 28 H A& X,
CTD2.6.4.5.1.3)

8) MWEE v MIFI 70y — A N UCYPHEAHEH = H v
7oA 7T =7 ORH O (12-014-Hu-X-MT) (201643 H
28H7FE, CTD2.6.4.5.1.3)

9) FNEEL A T T = T O BLEE O MR (13-047-Hu-

X-ENZ) (20164:3H28 H#&#2. CTD2.6.2.2.3)

HHENER ATV FZTDOTANT Y ZAOKE (PCI-
32765CLL1004) (201643 H 28 H AR, CTD2.7.6.6)
AR IR RERE SR E S BT A A TV F = T O3
WERE DA (PCI-32765CLL1006) (20164F3 H 28 H & 72,
CTD2.7.6.10)

NGR4TV F =T N ad = VoY E A O
7 (PCI-32765CLL1002) (20164328 H 7%, CTD2.7.6.5)
HWER A TNV F2TER)aF =V RPT) Aa< A
¥ v OFYAEAEH O (PCI-32765LYM1003)

PG A7V F =78 77 v ¥ OB O
#F (PCI-32765CLL1010) (20164E3)328H &%, CTD2.7.6.8)
HHNER A TNF =T eF AT T — L OEYMENEH O
Hiat (PCI-32765CLL1005)

APV R AR BIREE T VIC X B A TV F = T D
WM A OBt (20164:3 H 28 H KGR, CTD2.7.2.2)

Byrd JC, et al.: N Engl J Med. 2014; 371: 213-223
FEPVEEL © A TV F =7 Oifphh s MAHRER (PCYC-1115-CA)
FENERL © 4 7T = T OENE TR (54179060LEUL001)
Owen RG, et al. : Br J] Haematol. 2013; 160(2):171-176
B A 7V F = 7 Oy AHRER (PCYC-1127-CA)
(2022412 H23H #&Z8. CTD2.7.6.1)

HER A 7V F = T OEINE TARRER (54179060W AL2002)
(20224F12H 23 H &2, CTD2.7.6.2)

FPEE - 4 7 F =7 O A B (PCI-32765-
MCL3001) (20164E12H2H %2, CTD2.7.6.3)

MAEHR 4 7V F = 7O ENG T (PCI-32765-
MCL2002) (20164E122H %&F2. CTD2.7.6.1)

FIERL © A 7V F = 7 o BRI S AR (PCI-32765MCL
3002)

Lee SJ, Wolff D, Kitko C, et al.: Biol Blood Marrow
Transplant. 2015; 21: 984-999
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