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ARFN P G-I W) 2 L & ATV ARFNHE G- ARG IE O
S E | EET A L, [9.1.1, 11.1.35]
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15. ZOMDEE
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16.1 ImeiERE

16.1.1 BRI HEMRABMRMERRE

TS S M B B ERE 355 B (2 A 7V F = 7 140mg™ ~
560mg 7% Hiln 3 AR G- Lz & &, Mg A 7V F = 7
RIS O3, 5B~ 20 (b I fl) 1 i B & L
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BRXGEEERABMRMEEREICA TV F2 T BRI
REFEORS L7 & EOEYERE/ND A — & [FHiE (ELEFEE)]

W H Ha 0 Chnax tmax @ AUCuast tiz
o (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
280 3 68.47 1.82 339.21 5.64
16 E + 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 + 3.3
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"
SHH + 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 4.239

AP il = RS a) ¢ dREHB) . b) ©n=6. ¢ : fHIE(n=2)

160 o

—O— 420mg Day 1
---O--- 420mg Day 8
—@— 560mg Day 1
~--@--- 560msg Day 8

140 4

120 o

= (ng/mL)

100 +

-8

80 o

60 4

40 A

migp 7)IF

20 A

8578 (h)

BREXGHEAMRABMRMESEE A TILF ZJ7420mgR it
560mg% Bi[A (Day 1) X (3R (Day 8)#BO#H%E L 7z & & DMmIE
tha TIVF Z TIREH (FHE+EERE)
%16.1.2 BB EEOEBMBEREEERES
12 LD 2710 4 BRI ZIRPUNE O 0 A NS MR /) 15
FRREFEITA 7V F = 7140 ~420mg % 1 H 1A AR 155 L
el &, MR TNV T TIRERTEOEBY) THorz, ?
EEBHEAEEEREECA TV F o JEREROKS LEEED
EYENEE/INT A — 4

el Jifh n Crnax tomax @ AUCust tie®
PR (mg) | | (ng/mL) (h) (ng - h/mL) (n)
R | Weekl | o0 | | 386 2.08 1843 486
Pto | 1HE + 166 | (1.78, 4.50) | + 1146 | (4.42, 515 Y
ez 275 408 2102
AL | Wee -
maL |18 | 2T s | ass 508 | x93 | 083102
| Weekl 399 383 1003
SRUL B0 6 | 078, 575) |+ 15% 4.88
g
VR | Week 432 387 270
e | B0 s3m | a5y | = 200 N/A
Weekl 628 391 5134
743 | n 20081 2sae | o7 425) | = 4173 N/A
o2
VHE | Week? 678 3.9 623
e | 2|8 s | sz 51n | =osers |43 456

SN0 £ RS, N/A  SiSIREBR DT R L
a) @ HOLE (HFH) . b) ©n=3. ¢) : fEBIMHE
12 L E o AR N OFFE N R R g IR E A 7T
= 7140 ~420mg % 1 H 1A AR G- L7z & & IdEp 1 7
WFZTEEIITEDEB) TH ol ?
BUBHEAREERBECA TV F o JEaREROKSLEEED
HEYEIRE/INT X — &

WeEn H& N Cruax tomax ¥ AUCast tr2?
" (mg) (ng/mL) (h) (ng - h/mL) (h)
PR | Week2 420 |23 235 2.00 1313 4.10
Ytko | 1HH + 261 |(0.880, 6.05) | = 1017" | (1.34, 10.1) ¢
CYP3A [
A | WeekZ | 00 | 1 | 158 100 388 5.51
ML | 1HH

Week2 436 2.00 2934 4.04

i,}‘\j e | B0 2] 200 | 0030, 5.000 | = 1805 | (247, 9.04) ¢
g

VPR | Week2 322 2.22 1610,

140 | 3 ND

1HH + 258 | (1.00, 4.00) 1010 ©

W i N Crmax tmax @ AUCust trz
add (mg) (ng/mL) (h) (ng - h/mL) (h)
Week? 98 4, )
Tk oo | 2| %41 302175 | 1080 ND
BT [ weekz| gy [ 15| 220 2.00 1979 4.70
i) )
i | 108 + 296 | (1.8, 6.00) | + 12057 | (4.02, 5.70)
Weekz | o1 0 283 915 4.97
10H £ 124 | (187,53 | =617 | (4.9 5897
Weekz| o0 | o | 629 205 362 4.9
7%2 | o8 £ 480 | (112, 4.08) | * 2302 | (446, 539
o
VR | Week2 42 2.99 1638 .
mE | 20 4] £ 939|192 509 | =819 5.49

AT = R, ND @ S ST
a) : PEEEF) . b) n=20. ¢) :n=10. d) : 1 TIVF =T OWREET S bk
FSE OB 7 225 72 55140mg 2 S 72, e) tn=7, f) 1n=2, @) 1 4 7L
F T REE SN o7, h) in=1. i) :n=12. j) :n=5. k) : n=4
ED CYP3AMHEEH 2 AT 5K a5 — )V IUERY I — VBB O
BIVE SRR T 5 2 & & Shue,
16.2 TRIR
16.2.1 #HEINA A TPANASEY F 1 RUBEOHE
HEHER NS A 7V T = 7'560mg % i A IE ) K OSETRT 3045 12 #6113
5L, BO%G 028 #%I25C-1 7V F = 7 (100ug) % BHIRN
B LEEZDOMRINAFTRL S F 1 13ZENFN, 2.9%
(909CT : 2.1~3.9%) J. U7.6% (90%CI : 6.4~9.0%) TH - 72
BRI 7V F = 7420mg & K% 5 L 72 & & D Crmaxc i OF
AUCustd. ERT305:. 305 LT AR IS Lz &L 1t
2 ORI 21 2 L2 U 30~ 40% S ONFI60% LA T L7227
RIS AT EE R YRR L) > /XML /N ) 2 2SER D) o oS E B
1A TNV F = 7420mg % FE PG L7z & & D Crac X NAUCo2mm13
FHF D305 LA 205 DR 1R 1% 5- (modified fasting?%
H)L7zk & & i LTI 1213 2 2 1 840% K U960~
70% AR T LY o BEAT—%)
16.3 2%
A7V F 7O MMIEEAKAHRIZ7.3%THY) . Bt shz
BN (in vitro. 50~1000ng/mL) CTHEARA—ETH - 729 o faH
BANZEC~A 7V T =7 (100ug) & BRI S- L 72 & & O R IRE
2B B ARG L6831 . PR SUSEEA T > Sk F I/
AN SERIEY) VOSIERFEICA TIVF = 7420mg & H R 5
L7z & EDAPTOHAEM (Vdz/F)I1Z10837LCTH » 727 o (bt
EANT—%)
16.4 X5
A 7T =7 I1ZFIZCYP3A4/BIC X W R &SN B (n vitro)™ ¥ &
Fa#wThsr e FaTr—ikiE, 7o BTl s
F =¥ BTKIZR LTA 7 NF =7 D1/ 15DHEH % 732
e RuYd = EOEFIREICBIT IBERIX, A TIVF =T
LlREETH 72V
16.5 ittt
TR A MC-A 7 )V F = 71480kBq % & ir 4 7 VF = 7140mg'™
ZHEFECHRG Lz & HSFRED#990% A 1688 [ LA L2 [l
. EHTIRE0%. R TIXIONU T TH o720 £ 7NF =7 Dl
IERIZ, FEPT1%, RPICIERDO SN o720 o EHERAC
BC-A 7VF =7 (100ug) % i#RNIZ G- Lz &y s ) 75~
Z(CL) &, e fiy i VT30 12 BV T E N EN62 ) UT6L/h T
BHo72Y o BHERAICA 7NVF = 7560mgE RIS L2 &0
BT OLEL )T 5 v A(CL/F)IE, MEERE AR5 ICBE
TENEFNIST2 N USTSL/hTHh 728 o BEAT—%)
16.6 FENEREH T HHBE
16.6.1 FTiREREE
IR O FFH AR £ (Child-Pugh 0 3HA) BE 661, W% o I EE
%42 (Child-Pugh 2 $B) B 1061 fz OV H i o JF#% ikl 5 (Child-
Pugh%#HC) HESHINZ A 7V F = 7140mg™ % B[l #5135 L 72
& & O AUCus DA M8 13 17 T RE A B & bl L 2.7,
8. 2K V9 8w o720 F 72, FEAEA I b AT A HER E ORI
IBLTHEPIHML., EHETA 7V F = T DAUCHITENZ
N4.1, 9. 8K U1I3fEHINT A L#ESNLY o WEAT—5)
(2.2, 9.3.1, 9.3.2&MH]
*16.6.2 12U EDNE
EMm#MEBEEOBUBEANEER (X704 FEORETH
ER+9558))
125 L E OB MRS Foock i 0 B 2 ot R & L 72 NS O B R
KEIZBUT D IAER A 7OV = 7R (162610, 1,281 5E K 1) 12 2
O & RHEM BB REENT 2 FEhE L 720 4 7V F = 7420mgF 1H 1
R G Lz ke &, SEMBIRE ST X — & OHEEMIL, N L
ANTHEETH - 72,
16.7 EYHEEER
16.7.1 haFJy—iv
RN (1861 ICCYP3ADMIEMEA BT A7 M3+ — v (&
CI#) - EIPIR%E5E) 400mg (4~9H HI2#5) & 4 7V F = 7120mg
T 0 40mg™ (FRFN1H H K OTH HIH#S) 2 oS G &
) L7zE &, 4 7V F =7 DCrmax e FAUCIE Z NZ 29K O
241N L 722 o (WHEIAT—%) [2.3. 10.1Z51]



16.7.2 KUaAF+vJ -
B IS 55 % (26610) ICCYPSADHERME /T A K1) a+
—1200mg 1H2[E & 4 7)VF =7140mg 1 H1E™ 2§ FH#k 5 L
72k A TNT =T DCua L NAUCIE Z NZNH6. T U5 TH
LY o WHEAT—%) [7.2, 10.224]

16.7.3 TYZRAYA >
B % (2561) ICCYPSADHEEH /4 5 1) 2Au~
43 »500mg 1H3E & A 75 =7140mg 1 H 1A % 3% 5-
L7z &, A 7NVF =T DCua e FAUCIZ Z L ZNHIS. 4. 13,0
ML o GHEAT—%) [10.220]

16.7.4 U7 7EY Y
fEER A (1861 ICCYP3ADFENERAHT L) 77 v ET ¥
600mg (4~13H HI2#5) £ 4 7V F = 7560mg(1 H H % U111 H
FICH5) 2 BEHIS GERRE) L2k &, 4 7V F =7 DCra 2 O
AUCIZZENZENHL/13R OT/10L T LY o BEAT —
%) [10.220K]

16.7.5 JL—FT 7=V 21—
FERERR A (8B ICCYPSADIEAAZ BT A7 L—T 7= a
— AL A TNF = 7140mg™ Y Z PRI G GEfi ) Lz &, o
TIVF =T DCrac 2 FAUCIEE N Z RIS 6% U2 158N L 729 &
FHEANT— %) [10.2%]

16.7.6 A X 75J—I
HERER A 2060) 1270 b v Ry FHERITH 5+ 2 75V —)L40mg
(3~7THHIZ#S) & 4 7V F =7560mg(1H H L O7H HIZHx5) %
BEF# G- (R U728 &L 4 7 F =7 DCnaxl#938%12 154 L
72h%, AUCICEZE L ZLIZEO SN o720 o (FHEIANT— %)

*16.7.7 £IBZFNEYFHEETNVICEE S I2L—TY 3>

4 7)VF = 7140mg™ L CYPSAMHEEMZH T 54 bsa+
—, o) AavA4 vy, K aFV— VROV LVFTELE
BRI S GEME ) L-8ie. 4 7V F =T DAUCIEZFNZN,
#9915, 11, 83K U4 MEWINT 5 Z LD HEE ENTze 4 TIF =
7560mg & CYPSAMHENEH A H T 2 7 VARFH I Y ROT IV A0
<A TV RS GEER) L2Ee. 4 7V F =7 DAUCIE
ZNEN. WL TR SEENT 2 2 LR SN 4 T UTF
=7560mg & CYPSAFHENEH A H T AWM ELE Y KL T 7
YLy 2GS G ER) L2GE. 1 7V F =7 OAUCKE
e, HU/6RVL/SICEPT 52 e s/, 19 [2.3,
7.2, 10.1. 10.2Z:H]

FED AR OB S N7 - e, [420mg X 13560mg % 1 H 1A #1353

51TH 5D,
VE2) WG A TV F 2T R RS Ly Z ORI,
17. BRIRRIR

17.1 B3RO LRLMICET 3558
B /RIS (N N D NEEED))
* %1711 BHERARKERR & (B M 48585% - PCYC-1112-CAHER)

1LY A v P EORIHREE % 43 2 FREOIEEERE ) v
FIIG/ /N 282k BB AR RE L. AT 7V AvT
GEfE T2 ) #30R & L CAAFI420mgz 1H 1A, EFD305 L
RT3 20E T DL R 21288 5 (modified fasting5-) L7z Axhik
OBMEIUTOLEBY THho72o b, BEABRIHAANS N
7o BB OWNERIZEM Y » o AR EE 18561, /Ny v SERME
) Y NFEEBENLOFCTH > 7z 17
KRANAHEG S 72195651 17761 (90.8%) ICRIEF 2558 B iz &
ZEIERNE. THI7060(35.9%) . HE03560(17.9%) U rhERIKAE
3161(15.9%) . BIfiR2851(14.4%) . 58952411 (12.3%) 5 Tdh - 720

100 — AT
e AIFYLIT

%0 A

80 A

70 l‘

j
s,
& 60 o,
g 50 b1
40 A "|s
30 A L
Feeta,
D pony #77va37 AT 4
10 ] A= 808 0215 .,
(95%Ch (0.146-0.317) T
o L °® <0001
0 3 6 9 12 15 (hA)

B
1IVF=F: 195 183 116 38 7
FIPYLRT L 196 161 83 15 1 0

NE : Not Estimable

EIEEL 7 HIME (PFS) MKaplan-Meier#hfg

17.1.2 ENERRERE G (55 1 #855% - PCI-32765-JPN-1013K8%)
RS THER TEABA AR 5 B 2 b e & L. AH & RO
HL7e 209 BARF420mgx 1 H 1A G- L7208 0) > 2Pk A
SN oNERYE D) Vo STEEE (8B TIE. RIS v N A TR
TAFN OB & #kiw L Tz, BREI362.5% (5/861) TH - 72
(95%CI : 24.5~91.5%) . V
AFN D G- S 728614451 (100%) (ZEIVEH 5580 H L7z, F 22 Fl
PERE, AP RIS iE4BT (50.0%) . &4l (50.0%) .« 3895361
(37.5%) « I1199£361(37.5%) % Td - 72,

) B ST T5 H O3 5% 58 T L 725,

% % 17.1.3 BHERERABRAIE (55 M AHEER - PCYC-1115-CAER)

RIBROMEE D) ¥ VR /N > 7S8Rk o I & 5
%k L. chlorambucil™ % % & & L CTA#|420mg# 1 H 1A% 5 L
720 BRMMEOBGEIEDTOEBY) Tholzo B, UrkalbrizH
AHRANS N7 BEONFULMEME) > 3B IS E 251236, 7
D SERMEY L OSEEESITH o721,
AN G- S 721358 114450 (84 . 49%) \ZRIVEF A58 & 7z,
FEREIWERIZ. THI4461(32.6%) « HE1861(13.3%) « If H BRI
AEL6H1 (11.9%) . 58951461(10.4%) % TH > 720 [5. 12 H]
FEDINVTTEL) VBT ATV, Y70k AT7 7 I FARHBRDTY) Y F>
~ 7 GRIZ AR 2) OSRGOS & %2 5, o 17E J bR EHiK
KrfFEHRWEE,
H2)ARF T, ARREN TV,

100 | IVF=T
Chlorambucil
9 |
80 | -y
-
70 Thee
-,
~ 60 el
g R"
2 w0 Mty
a ] +H‘
40 4 --
ol H- -1
Chlorambucil A ZWF=7
20 1 PRECHA) 18.9 NE
NF—RH 0.161
101 ©%cH (0091-0283)
P <0001
0 3 6 4 12 15 18 21 2 2 hA)
B
ATWF=F: 136 133 130 126 122 98 66 21 2 0
Chlorambucil : 133 121 95 85 74 49 34 10 0 0

NE : Not Estimable

B FHIE (PFS) OKaplan-MeierBhfz

% % 17.1.4 ERERHRKERR & (55 1 #5858 : 54179060LEU10015X5%)

RIEIEDWEIEY ML IR//NY > xERMEY) o SEEES 2 5 f R

L L. ARH420megx 1 H IS L 720 ZEIE75.0% (6/861) TH

©72(95% CI : 34.9~96.8%)o ¥

ARF) D G- & N8B &1 (100%) W2 BIEI AT Stz 72 E

PERNE . I/ MREGR A6 (75.0%) 1) > 7 SEREE 14510 (50.0%) |

fili 45381 (37 .5%) « - A BRELI A 2490 (25.0%) « A 1261 (25.0%)

THI261(25.0%) . BAEE261(25.0%) % CTdh > 720 [5.15H]

W) TNY T VBT AT VS OMIS E % S v B,
(BRE~<sO 070 CIERVY > A\REMREY > /\E)

* % 17.1.5 BHERRRBRAIE (55 M4H5KBR - PCYC-1127-CARBR. Z>

A LAb/N— 1)

R R I TR EORFEE~ 7 a7y 7)) Vil B E
AR, VYR T (EEFHRZ)P L T T 2R (Pho+R
B AR E LTy v~ 7 GRIE TR Z )™ & ARA1420mg 1
H1M % pE$%S (Tbr + REF) L7z EEFFMIAE & S 7265600
International Workshop of Waldenstrom’s Macroglobulinemia
(IWWM) 5 i (S ETH) 212 360 < MarFFZR B SR L B
AT I i o0 S FE A AP ] (PFS) 0 v e fitiid . Thr + REECTAEH)
3% (95%CI : 35.0~NE). Pbo+RH#T20.3% A (95%CI : 13.7~
27.6)CTd 1), Ibr + REFCRETFIICH B R ERED S & iz (N
F— FH0.202(95%CI : 0.107~0.380). p<0.0001 (& Hllog-rank
BsE) . 20174E10A17TH =4 A1y M4 7)),

)Y XU~ 7GR TR 2 ) 375me/m? % 551 ~ 48 Tt N 4517~ 2038 D 551

H B FH8EEHIR NS L 720

100 + — ATWFZT+IYVEIRIT (Ibr+R)
S- - FSERFIVESTT (Poot+R)
90
80
70
& 601 .
sy S
@ 50 Pty
40 ;..
.
i .
% Pbo+R  Ibr+R $ees,
g (hA) 203 NE
09 Ng-p 0.202 hed
(95%C1) (0.107-0.380)
109 P <0001
0+
0 3 6 9 12 15 18 21 24 27 30 33 36 39 A
S
b+R: 75 73 63 67 66 60 60 54 40 24 14 g 2 0
PbotR: 75 65 55 43 44 40 34 27 16 7 4 1 0 0

NE : Not Estimable

i I 77 HARY (PFS) M Kaplan-Meierfiig
KREN 3% G- S 72756164451 (85.3%) IZBIERAFRD S 7z, £
ZEWERIE, $451460(18.7%) . FHIL3BI(17.3%) . L AlEN12
B1(16.0%) . FIIE1280(16.0%) « FheiiE1 160 (14.7%) « 4 H BRI
HELOBI (13.3%) 5 TdH - 72,



% %17.1.6 ENERRZBRRIE (55 I 158 © 54179060WAL20025K5%)

% 3k
*

KIGFE L OHRE LTGRO RS~ 7 a0 ra 7)) VeSS %
WL L, VY F U7 GEETHELZ)™ & AH1420me 1H1E%
PP G L7zo EEFFMIEE & SN2 56RTWWMEHRE (S2EThR)
WZHED MR B & EIC X B RWE RO REM I EDOFER)
WD S N ERE DEIE) 1287 .5% (14/1661) Td - 72 (95%CI -
61.7~98.4%)% .
AHN D G- S 72166141261 (75.0%) ICEIEASFRD /e, 3
ZEIWERIE. 3892601(37.5%) « WF T ERER 461 (25.0%) . Z 9
FEAESB (18.8%) « ALBE3BI (18.8%) + I/ IMRELINA 361 (18.8%)
ERILESE (18.8%) % T - 72,
E) Y YV~ 7 GRIE TR 2 ) 375meg/m? % 551~ 438 [t 05517~ 20 0 451
H H R8I IRNAE S L 7=,
(BRTHRMD~Y > NVIEIEY >/ E)

17.1.7 BHMERRRBR A #E (35 M AAELBR - PCI-32765-MCL30015K58)

IV XU EORGEEREEZ AT 5 BT EEE~ >~ bV
Jo ) oS EENGE L, T4V T AP EREE LTA
#560mgx 1 H 1% G L/ze FEFHMIEE & S LA 3HI &R
B&HEIC X 2 mIEATFHB ORI EIEX, AFFETL4.67 A
(95%CI : 10.4~NE), 7430 LA AFET6.2% H (95%CI : 4.2
~7.9)THY ., KFFECHETFIIEERIEREDTRD S/ (0
— F10.43(95%CI : 0.32~0.58) . p<0.0001 (J&Fllog-ranktisE) .
20154F4AH2AF =8 Ay b+ 7)D

RHN D G- E 7213961 H 11561 (82.7%) W2 FIVEH SR80 &
7oo ERBIMERIEZ, FHI27TH0(19.4%) . 52260 (15.8%) . Ifi
IR A RE2061 (14.4%) 3 FRERiS A AE 181 (12.9%) & 111561
(10.8%) . 56351460 (10.1%) . FHEEAE14450 (10.1%) % TH > 720
H)ARITIR, 7o 0) ARG~ MVHILY) > /3RS % 585 TRGE

SNTWARV,

17.1.8 ENERFRRERREE (55 1 fA55% : PCI-32765-MCL200255%)

1LI AV PLESL V2 Y DIT ORHGRIE 2 43 5 B4 L3R T
< v MVHIRRY) VoSSR RS E L, ARAI560mgZ 1 H 1S L
720 ZREIE87.5% (14/1661) Td - 72 (90%CI : 65.6~97.7%)* -
KA DH G & 216611561 (93.8%) IZEIE A0 Sz, &
ZEIVEHIE. FHISH(31.3%) . I 4461(25.0%) . £ 145
(25.0%) I/ RESH] (18.8%) . ELBRIBIE3H] (18.8%) . %45
350 (18.8%) . 957301 (18.8%) % TH - 72,
GEMmzpMpaEEEOBMBEAMEER (X704 KEOHRS TH
ERt+a%558)

17.1.9 BHERREABREE (55 1 b/ T 4H5KBR : PCYC-1129-CAKER)

18 L oo 2 7 1 A WARLEME SR 0 18 A Al Bood 1 3299
BEEZNRE L, AH420meZ 1 H 1A L7z, FEFFHMEE T
# A NIH Consensus Development Project Criteria(2014)%" o
CETHIE % 25 )M L 72NIH Consensus Development Project
Criteria(2005) 2 1280 < FEFATIE 17O L ZE8) 3 1L66.7%
(28/4281) T& - 72 (95%CI : 50.5~80.4%)*" .

KRHN e G- & 7242050 7R 3561 (83.3%) (ZEIMER 3580 S 7z, £
ZEIWERNE, 98971960 (45.2%) . THITIH(26.2%) . #5116
(26.2%) ITNTHI(16.7%) « FHEEMETHI (16.7%) « F5E Y6
1(14.3%) % Tdh - 72, [6.221]

17.1.10 EPIERAR XA HE (55 I AHEER : 54179060GVH30015{8%)

12 Db 250 A4 MR SUTRETE O B AR B o fa
ERBZEEZ NG E L, KF420mg% 1 H 1M L7z, 3 EEFlE
H & ANIH Consensus Development Project Criteria(2014)
V23D ETERHTIRE R O 2R ERITT73.7% (14/1961) TH - 7-
(95%CT : 48.8~90.9%)% -

KRHN e G- S 721961 R 1561 (78 .9%) (ZBIER 25580 S 7z, &
ZEIWERIE. B 25460(21.1%) . ETAN %361 (15.8%) . #4531
(15.8%) . _LSGEREGL2 (10.5%) « B2/ (10.5%) [ 2PN
B0 (10.5%) . 3892260 (10.5%) %5 TH - 72, [5.22]]

18. ZERHZEIE

*18.1 fERARRF

TN BFOY rFF—Y(BTK) E. BRSO %E, #
SRS 2 Bilie 754k (BCR) . K UBMifu sk, #2%%
5T 55BN A VEREOTRICMBS 2 7 FVHFThH
%o ATNF=T1E, BTROIFHEEALICH B> AT A4 L FRHE L3k
fifia L, BTKOF F— Vit & i L.

18.2 HUEBAMR

In vitroRERIZBWT, A4 7T =7 d, B oS M
(CLL) B H£OCLLMMAE K Ut b~ > M VML Y > 2 3fE (MCL)
ARk (Mino. Jeko-1%8) o Ba%l 2 ] L 7229 2 £ 7=,
CLLEE MO CLLMIE 0812 & b MCLH MR (Mino & O
Jeko-1) Dl Jr OFz5 % [ L 722 %0

In vivosRERIZ BT, 4 7IVF =71k, ¥ ACLLHETCL1-
192 % BERE S AR L 72 B M A S0 AN 45 (SCID) v 7 A2 B
T, KA O TCLI-192M i o H8%# & $ifl L 722 o £ 72, Mino
PR & BRI R2HE L 72SCID~ 7 2125\ C, Minoflifa i %
WA &R,

*18.3 @M BEAMEERICH T 21EA

In vivoiBRIZB VT, A 7 NVF = 71T I OBMIE A FEAE 12
BIG-§ %~ ZABPER AR ) 1 96 E 7V (LP/Jo B e %
C57BL/6I2 /4, JIECH7BL/60 il 2 B10. BRIZF4Hi#H) TD
TR PEREHE T o0h i EARAEIR GREZEE ., SLI M OVIF R 1L) % 2
L. EEEAAHREIER L2

19. FEIRSCET 2 EBLEHHE

—xH%H 1 A4 7V F =7 (Ibrutinib)

b5244 - 1- {(3R) -3-[4- Amino-3- (4-phenoxyphenyl) -17-pyrazolo
[3,4-d]pyrimidin-1-yl] piperidin-1-ylf prop-2-en-1-one

453 0 CosHauN6O2

o f= 1 440.50

IR o

[l&= v

Bl A5 : 149~158T

kR EL - 3.97(Log P, 1-4 27 % 7 — )V/pHT7#% 1)

WIRYE © S ATV ZANEF Y FICEITR T, A8 = VIIRRH
FRd . TP FYLICRPEITIZC ., KICIZE A
EET v,

20. IRV EDEFE
INBDTFDJRP RV E A IRET L L,

® %21, AFIRM
BEdan ) A 7 EHEIZ HOED L. BYNIEET 5T Lo

22. @
14% 7 )V [14% 7tV (PTP) x1]

23. EENH

1) HANER A 7V F =7 ENEIHRER (PCI-32765-
JPN-101) (20164E3H 28 H#%&F2, CTD2.7.6.2)

*2) HNER A TVF =T OEINEE T AHRER (54179060GVH3001)
(202149 H 27 H #&FE. CTD2.7.6.2)

3) HWNEE A TV FZTDONAFTRA YY) 74 R UE
HOEBEOWME (PCI-32765CLL1011) (201643 H 28 H KA.,
CTD2.7.6.9)

4H HHER ATV F2TOEFROEEDOHRE (PCI-
32765CLL1001) (20164E3H 28 H AR, CTD2.7.6.7)

5) FNEE A4 TV F = T OWIEIb/ T R ER (PCYC-1102-
CA) (20164E3/128H7&:2, CTD2.7.6.3)

6) MG 1 A 7T =T DB RS EOKE (12-083-Hu-
X-PB) (20164328 H#GE. CTD2.7.2.1.1.3)

7) MNEER e FCYPEHAZTH VA T VF =70/
At oME (12-013-Hu-X-MT) (201643 H 28 H &2,
CTD2.6.4.5.1.3)

8) HWEH v MFI 7 a Y — A K UCYPHFEAYIHER % H v
724 7T = 7 ORH OMET (12-014-Hu-X-MT) (20164E3H
28H 2, CTD2.6.4.5.1.3)

9) R A TV F = TR O HEEEOBET (13-047-Hu-
X-ENZ) (20164:3H28H &7, CTD2.6.2.2.3)

100 HHER : A T VF=TD<ANT v ZADOHE (PCI-
32765CLL1004) (20164E3/28 H#&E2, CTD2.7.6.6)

11) N ER - IFRERERBREICBT 24 7 VF =T 03
WERE DO ME (PCI-32765CLL1006) (20164E3 A 28 H A& 72,
CTD2.7.6.10)

12) #ANEHR A TN F =T e b aF = VYA EAEH O
#F (PCI-32765CLL1002) (20164E3) 28 H #& &%, CTD2.7.6.5)

13) #NEE A TNV F =T ER)aF V=V RTT) 20< A
v DI EAEFH O (PCI-32765LYM1003)

14) #HAEH A TNF =T 77 Y QWA ENEH O
71 (PCI-32765CLL1010) (201643 H 28 H &G4, CTD2.7.6.8)

15) #WNEE A TN F =T EF AT T = VORI BT O
Mt (PCI-32765CLL1005)

16) *ENERL AW EYBEETVICL L TV F =T 03k
WA E A O (20164E3 H 28 HA&GRE. CTD2.7.2.2)

17) Byrd JC, et al.: N Engl J Med. 2014; 371: 213-223

18) *LNEH - A 7V T = T O s A ER (PCYC-1115-CA)

19) #EAERL © 4 T F = T OENE T HIFER (54179060LEU1001)

% % 20) Owen RG, et al. : Br J Haematol. 2013; 160(2):171-176

% k21) HWEHR A 7T = 7 O T EER (PCYC-1127-CA)
(20224F12H23H 4, CTD2.7.6.1)

% % 22) FEPEE A 7OV F = 7 ORI T RER (54179060W AL2002)
(20224E12 A 23 H 772, CTD2.7.6.2)

23) HWEER 4 TNV F = 7 OHEsEE A R ER (PCI-32765-
MCL3001) (20164£12H2H &z, CTD2.7.6.3)

24) HLNER A TV F =T OEMNE T MR (PCI-32765-
MCL2002) (20164£12H2H &%, CTD2.7.6.1)

*%25) Lee SJ, Wolff D, Kitko C, et al.: Biol Blood Marrow
Transplant. 2015; 21: 984-999
%26) Pavletic SZ, Martin P, Lee SJ, et al.: Biol Blood Marrow
Transplant. 2006; 12: 252-266
*27) HNEE A 7T =T OUEIE Th/ THEER (PCYC-1129-CA)
(202149 27H R, CTD2.7.6.1)
28) Ponader S, et al.: Blood. 2012; 119: 1182-1189



29) #AEE e b= MVHIR Y > SHE R RATR R IS T 5 A
TIVF =T OV (20164£12H2H A&GE. CTD2.6.2.2.1.4)

30) de Rooij MFM, et al.: Blood. 2012; 119: 2590-2594

31) #EWNEE D v v v MVATRE Y > STE AT R R 0 SEAE RS Al
T AETIVICHT B A TNVF =T OVEH (20164E12H 2 H A&
2. CTD2.6.2.2.2.2)

%*32) Dubovsky JA, Flynn R, Du J, et al.: J Clin Invest. 2014;

124(11): 4867-4876

24, XHEBEKERUVBEWEDESE
Yoy 77 —<BAEH ATAINVA VT AT a s —
T101-0065  HLRHTHST-ACH X P4 FH3-5-2
7)) =A%)V 0120-183-275
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