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. BR5ER
(1) 4
TNF e J1 7L 80mg

(2) *4%

Brukinsa® capsules

(3) BFDHEE
Bruton’s tyrosine kinase inhibitor (7 /L k> BF 1 oo —VHEAD) o4 BT,

2. —f%4&
(1) 0% (&%%)
HFXTILF=7 (JAN)

(2) #4 (f%)
Zanubrutinib (JAN)
zanubrutinib (INN)

(3) RTLs
Fu o —FEH ; -tinib

3. BEARIFRHER

4 HFRARUDFE
233 ¢ C27H29N50;3
T 471,55

5. t%%& (@%iE) XIEFXE

(75)-2-(4-Phenoxyphenyl)-7-[ 1-(prop-2-enoyl)piperidin-4-yl]-4,5,6,7-tetrahydropyrazolo[ 1,5-a]pyrimidine-3-
carboxamide (IUPAC)

6. ER%A. A4, BE, BE&E
BH¥#E 5 : BGB-3111
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1. YMEFHHEE
(1) 548 - eI
HE~KABROMERTH D,

(2) BEMN
AR —ILRUIZ/—)LITAFHOTL, ZERFZRYIILIZOOBITOT ., KIZIFEAEBTE

LYo
RIER DYARREE
JERENPAILS WRE (mg/mL)
7K 0.057
AR ) =) > 438.26
TH =) 143.12
A VAT ILa—L 32.31
TR 128.35
VAR N = = v g > 406.89
TEh=hUw 79.83
viaua AR > 487.68
PAFNLANKRFY R >440.16
AF ) tert-7 F/LT—T )b 0.59
HEle 5 /L 27.80
pH (KBS AR
LD et (mg/mL)
pH 1.2 SERARR TR 0.193
pH 2.0 HERARE TR 0.066
pH 3.0 7 # VERYE AR ETIR 0.051
pH 4.0 7 & NVEESEAEET R 0.066
pH 4.5 BERASEAZ BT IR 0.051
pH 5.0 7 # VERYEAEEIR 0.054
pH 6.0 U > FRYE R EIK 0.045
pH 6.8 U > FRYEREIK 0.044
pH 8.0 U > FRYE iR EIK 0.042
(3) KT

DO FNTRIRME (25°C/80%RH T 0.4787% D EEHIN) #4795,

(4) BhEm (RS, Fm. EES
141°C  (Ffi BRAGIEEE)

(5) BRREMRBETE
pKa : 3.33

(6) HERM
LogP : 421 (1-427 % 7 —/V/pH 8 kEfEHK)
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EeERE [a]? : 743

2. BB OBEEHTICETSREN
kR TRATFS:1 RAFIEHE PRAT IR ERES
R ETEAR 25°C£2°C/60%+5%RH %%ggfg 60 » A Bk
W+E MO
hmdize PR BR 40°C+2°C /75%+ 5%RH 24/*—F5 6 % A Bk
W BBA R LA 0.lmol/L¥gf—7 & h=1 U
| (AR VKR (12 1), 70°C,
E i
B g e 0.1mol/L AKE#{LF + U 7 h—
(VaR) TE b= UK EEN
(1:1), 70°C, — HIASELLT
i (Vi)
b A h LA 0.3% 1 L KB AK—7 & h=
(VaR) RUVOKER (1:1), =
i, LN
PR YE A b 7 b= b U IKIRIE 2 A
LA (W) (1: 1), 250w/m?, =&
PRI A b
LA 250w/m?, =R
([ 4) HUEAN
B FL o L —
(Il ) 105°C, 2k (Il )
EAYVEONITHPZ S
LA 60°C/75%RH. M
([ 4)
HEE H
M2 AR S QN2 R« AMB, BRI, S, X TUMIE. KA, WM. KRS, R

WA - SR

BT DHERABRE. EES

TeRd e BRIE « RN A7 FVIEIEE, Wik v~ 77 4 —
ERIE RE v~ N TT 4 —




V. &AICEE9 51EH

1. &R
(1) FR DX A
84 72 LA

(2) HFOHER TR

ned TF WA T L 80mg
& - FE HE~IKHBRERD 0 560 7 &L
A - Rx S { ZANUBOD
F& :22mm, B 7.6mm, HE : 460mg
(3) #AI—F

FoREANE - 'L, PTP O — |

FRNE : ZANU 80

(4) WE DM
AR L

(5) Tt
L

2. HHEIDHK
(1) BB GEHESD) OEERUVHRMHF
ned TF WA T L 80mg
R % | A7 FRXTILF =7 80mg
(NEW) fidero—2 Zaxgria—2F M) oa BE
VI KT AT, ZUINERT N UL ATT U VBR~Y 7RV T A
(h7eN) EFF 0, BIbF &

(2) EMBEFDRE
BAR/NA

(3) BE

BARNA

3. MTBMRDHEBRRUVRE
M L

4. A
L




. BAY DRTREMED B HRHY
BN T, FUERIZ B 2 8 - B E 3R STy,

. BFOEEEETICETSREN

ABR PRAFSRAF LRTFIERE PRAFHAR g IR
. 25°C+2°C,/ . o
F R 0%+ SURH 7Y AKX —algk 48 » A BN
o 40°C+2°C,/ . \
e gk 5
JnssER R 759 5%RH 7 A H—pldE 65 H BN
60°C EEERY) ZF LR L 30 H BN
. 40°C MR Y = F LR b 30 A BRI
HT R — - 8
! 92.5%RH EEER) TF LR b 30 H R
75%RH EEER) ZF LR ML 30 H BN
FRHREE - 1.2x10°Lux/hr VL F PR T LT =T h T
SRR | SRS | gome A B IR — s
CEZTERE) 200w/hr/m? UL £ L. BRECHENICE <
25°C. 60%RH
HpE A

FIAGRAFRBR, IR - VBl SR BRmE. KoY. BRAEMIREL, YEHME
B Koy, IEHIE, ¥ T UM

WEEARER ¢ SMBL. &

. REERVBEBRRORER

L7

. fuFlEDEREEE (HELEFHEL)

Rk L

. AHtE

REBRE - EHRBE (BHEEANR 7> ME)
BRI 0 03%7 7 U VEEET R U 7 @ 0.1mol/L HEFETA#E 900mL
[RIEREL @ 4545 100 [A]H5

FER RS 30 43O QEIX 80%TH 5,




10.

11.

12.

BEE A
() FENRELGER - AR, SEIRKRGESR - QECHET H1FH
L

(2) 8%
56 17 [14 772/ (PTP) X4]

() FiEE=
BAR/NA

(4) BHROME
T Y AK— . RY (L =)L /PCTFE FEHR Y <v—
ERAN B/ T NI =LA/ BE—F—b

A@ift S h S EMEE
L7

Z Ntk
BA=RPYA



V. BEICEHY 5IHE

1.

MEEX (TR

4. BhEEXIIZHE

O B v/\tEamE (N DRBREY VREEED)

O REM<IRQI/OITYVIMERVY o/ \RsEMARY /8

(fifEs)
OBHEY 3[R N o 8ERMEY A& de) (CLL/SLL)
CLL/SLLIZ DWW T, TNHE Z x4 & L7- BGB-3111-304 ikBr K ORTERERIE D & 5 & 2 %145 & L7- BGB-
3111-305 ABR OSN3 FHRER 2 RBRICEB W T, KAIOF MR LI OV THRF L7z, TN
CLL/SLL 3 TIX PFS IZ2WW T, BR IZx 3 2 AFOEEMEN R 4 (BGB-3111-304 #k) . R/R
CLL/SLL & TlX ORR IZ2WT, A T IVF =TIk T 2 RHN O IEL M OBEEHES R S 7z (BGB-
3111-305 #BR) . £72. del(17p) RO/ UL TPS3 EREZHT %7 7 N—TFIZB N TAFDOFNED R E
iz, Flo, REOZEVECONWT ORIz, S HIT, EY B MilatEEEEE 23 & LZENE
1/2 ¥3kBR (BGB-3111-111 #&BR) <. HAAN CLL/SLL & IZEBIT D2 HINER NZEMENRENZZ &)
Oy MY o MERIE UNY oSERIE Y L OoEEET) | A ARKIORE U BRI E LTz,
O~ v r7a7 ) VIER Y Lo EEMIEY > 3fE (WM/LPL)
WMBELZHGRE L, A TV F =T Xt e U7oipshes 3 /5 (BGB-3111-302 36k) T. MYD8S 28 5
WEBIZ )b B PARBNOFE N NZ B RSN, &SI B Mot aE 255 & L-EN
%12 fRRABR (BGB-3111-111 &BR) <. HAA WM BE THLAAOGNMER O LZE2EN RSN, Zh
DOFER., ROMOBEHEORR 2 EOFERNG, TR~ n a7 ) VfER Y B Y
VoRIE e ARBONREX T FITERE Lz,
(V. 5. (4) WEEARER] DOIESHR)

DX EHRICEET HEE

5 MEEXIIHRICEET IR

(MY VAR IE (N DRBREY VREESD))

5.1 RIGEDIEMY Ml Imm UhY o oRERMED VoNER ETe) OFE ., BRRBRICHAAN G
BEOFER, DHMARBOREZEIZONT, TERREGRR OHEONEZBFI L, AREIOFH MR L4
a0 BR L7- B, WS ERE OBIREITHY 2 &, [17.1.1, 17.1.2 ]

5.2 F3EUTHEEEMHOBMEY oMET T ONY oSERMEY oNEAEETr) OBES . TR OEO
NEZ AL, RAIOF MR R EWE +3I B Uiz LT, MINEEORREZITH Z L,
[17.1.1, 17.1.3 ]

(EHFME</7OI70TY VMERTY) /R EMRY >/ &)

5.3 TERIKEAE) OHEONEZI L, KEIOAF R VL2V %2 o8 fE LTz BT, REILSOTE
JEDERIZDOWT HHEEICHEF L, BIEE OEIREZITS 2 &, [17.1.1, 17.1.4 2]

(fiFw)
AANOBRNC DT~ T, ENADIRIREARE O REE 22 U AR O NE R O el 2157 [
L7c BT, it @Rz +ofatd 5 L oBE L7,

,10,



3. RERUHAE
(1) RZERUVAEDRES

6. RZERUVAE
WHE, RAZIE X7 AF=7L LT 1E 160mg 2 1 H 2 BRO#&KS5T 5, ok, BEDIREE v i

&I 5,

(2) BERUVHAEOHRTRE - RN

B s 6 5 & LTSNS 1288788 (BGB-3111-AU-003748%) T. 40mg, 80mg. 160mg.

KOV320mg 2 1 H 1[EFEF LT 160mg 2 1 H 2[BIOE LG LT 2 28\ T, XMHE (MTD)

iz ;ti%bfk‘%?“‘ AR O H S I B W CHERIREME (DLT) IR bhkenot, &6
L TRTOHEIZBWT, MM (PBMC) ([Z81F 5 BTK 5AFEN 100%THY, U o

%ﬁ% B DEFIRE N7 7 ToO BTK SAEFRAEIL 160mg 1 H 2 [8]0 H &iX 100%, 320mg 1

A 1[EEE T 94% Th o7z, BEAHIKICIH T HHENRDERK TH -7 160mg 1 H 2 [AlF 5 2541

L7z BRI (Ak2h B AR MRS S R & kg & L2 [ENEE 12 #8588k (BGB-3111-111 7:5%) . ¥ESE

3 MEEER (WM BFI2k4 2 BGB-3111-302 3R, CLL/SLL & 12xf79 %5 BGB-3111-304 55k & O

BGB-3111-305 &%) ] 128\ T, AFIOFRMER LN RSN 225, 1[E 160mg 1 H 2 [H]

52 ARRORE - AHRICRE LT,

k. BEOAOHE, JFHE, BERRBRNELZE L, MERET D L,

(TV. 5. (2) BRARIKHEEER, (3) HERCHEFERR, (4) BEErRER) OHESHR)

4. BAERUAZEICEEYT HEE

1. RERUVAEICEET SFE

1.1 HOPUEMIERE A & ORI DWW T, AR V22T L TUV7en,

7.2 Mi#EtE (Grade 3™ LL EOFREELF HERU/DAE, B2 I % £ 5 Grade 3 Lh Eod ifiL/ M
AE. 10 H 288 2 THc 3 % Grade 4 OAFHERUE, 33 10 H 288 X THifEd 5 Grade 4 O1fi/Mi
WE) . XU Grade 3 A EOIEMEFEMES L L2 HE 11X, ~N—R2 T A L Grade 1 LLFIZ[EIE
THETRBERIEST S &, BHEBRIIUTOBL =SB ICHERGSTHZ L,

ENRNFOEER

FHL B (115 7% 0O 7 BRIP4 G- &
EIE 116 160mg % 1 A 2 |0]
2[=1H 1[0 80mg % 1 H 2 [A]
3[ElH 1[5 80mg % 1 A 114
4151H FH-k

7) Grade I CTCAE ICHEL 5,

7.3 FRELLED CYP3A HEAIZ AT 25810, FREIIEC RO LY ICHEREST 2 &,
[10.2. 16.7.1-16.7.5, 16.7.9 ]
CYP3AHERI L OGtRAFORAERETESE

I &
FRUY CYP3A PHEH 18] 80mg % 1 H 1[a]
HRELEE D CYP3A BHLEHA 1[5 80mg % 1 H 2 [A]
(fR0)
1.1 KAl %ﬂﬁ@#ﬁﬁ@fﬁl EOFR L7ZBR 0 BARNIZEI T D A 9ME K OV 2 T BLR AU TN L T
WRUWTe D, T IEEHOBLE N BEE LT,

1.2 il 1’Eﬁﬁ§%’<fﬁﬁ%§ (. j&%’%ﬁﬁﬁﬁu’mﬁ% L. JER M O EAE DS U@ bl xS A T 5 Z &
G ENSMERRERER ORI « R E R T T — 22— (CCDS) IZHESERE LT,

,11,



1.3 RANIOREH, HWrEAAEHRBRAE R L AR EREEE T VI LDV I 2 b— a Y ORER
FIZBWT, AFNEFRREL EO CYP3A BEAIZ AT 25612, AAIOREE R (Conx X TN AUC)
DENFENINIRAD 5 & PRISNZZ &b, CCDSIZHADEHE LT,

(IVIL 1. (4) &% - JFHEORE] 0ESR)

,12,



5. ERPRAKHR
BRRT—2 /v r—o

(M

BT &
RBRE 5 B e Gt G
RER% | Phase %;_4 y AT BB CLL/ | wM M- A& H¥
T bk SLL
BGB- |5 1240 FER, B | S—=1 1 17 | 21 | %=} 1 Ak
3111-111 —®E, 2%F | RRRMCL, WM, MZL 1 A BHAAI 160mg AR
(=P W | UL FL O 6 QD. 24Dy + | EEE
v a T Mg, g
160mg BID
)%— k2 /S—1h2
RRMCL, TN# L < Z<#1| 160mg BID
R/R CLL/SLL X% TN #
L < 1Z R/R WM D% A
B 47 B
BGB-3111- |55 12 #H| JEBM. B | RRELIZTNMCL, | 123 | 74 | /S—} 1 4k
AU-003 —#. 2% | CLL/SLL, WM X/% RT AF 40mg QD. S B
(5 - 6 fpk, AR | O AEH, RRHCL, 80mg QD. 160mg
7 ) Wit )% O | DLBCL, FL Xi% MZL QD. 320mg QD,
BILK, W | ORABH 160mg BID
PANE S—h1 N— k2
17 51 AF) 320mg QD X%
X— k2 160mg BID
368 14l
BGB- | Z24H | Hi—#E, 9E | RRCLL/SLLOEAEE | 91 — | A#l 160mg BID BEE
3111-205 B 91 ek
QA4
BGB- | 240 | H—HE, JFE | RRWMORABE 4461 | — | 44 | A%l 160mg BID A
3111-210 SHatER M
QA4
BGB- | %340 | #/E%fk. | INCLL/SLL O A& | 656 | — | Al 160mg BID A EhE
3111-304 EHEHR, | 670 41 RULBAF R | =AM
(E5h - 14 FEH. % NEEG s 691 2
7 [E) TR AL, YRS Y
oL RBR ThAIo 2 A
90mg/m?/ H % #%5-
Uk T RN
BhH A7 01D
BEOHHBIZ
375mg/m?, A 7 v
2~6 DL 1 A
500mg/m?
BGB- | %34 | #/F%ft., | RRCLL/SLLOEARE | 648 | — | Al 160mg BID B EhE
3111-305 IR, | 652 ATNF =T 420mg | Lotk
(5% - 15 FEH. % QD
» [H) eI
IZANERT
BGB- | #5340 | EEAIL. | RAR UL TN WM DA | — | 227 | A%l 160mg BID A
3111-302 FEHERHR, | B 229 f41) A TNF =7 020mg | Lotk
sk - 12 FERH. % QD
» [H) eI
IZANERT

,13,




SEEH

IR S B3t 4
B4, | Phase %:j-% S MAANTEEE | oLy | wMm M- A& H Y
S it ik SLL
BGB- | 10| IEE M. M| AR BME 6 4 — — | A%l 320mg QD IREhfE
3111-105 fE%ik, 2Rk
(iEsh) P
BGB- | 1#H|EEMHR. I | S—F A — — |23~} A S A
3111-104 FTHE, [EE | fERERA 20 61 B5 1 AAKOI0A 1R
(HEst) VA B : A#l 320mg QD S BRE
B BE3~11BH: V7 etk
7 L E' Y 600mg QD
S—L B S— KB
R 18 5 1HBEKD6H
H : &%l 20mg QD
®53~7THH : A +7
=15~ —/L 200mg QD
BGB- |1 | ER. 2| HEEOHDLRAL| — | — | A%I80mgQD SR EhRE
3111-107 BefE . H[E] | OMERERA 29 4 etk
(HE5H) e 5B
BGB- |F 10| EEMH. TR S5 1% 18 15 — — | ®&ET7~19 HH : £A| WA
3111-108 Y —r v 160mg BID VEF
(54 A, K HE1THAKWD 14 H LAk
G H:IFYZ7ALLTU0L | siydhie
a4
BHE3IRAHEKWQI6 A
H:Vax o bnox
INAHF v
L5 5 BEHLED 18 A
H:FAATSF7—
BGB- | % 14| EERK. R AR A 5514 13 43l — | — |&HE1BELWCILA S A
3111-112 By —r v H : A%l 320mg QD Z& (=
(ThE5+) 2R s el
BE3~11BH: U7 7>
7F > 300mg QD ZHE A
B (3~10 HH) ROz
fERE (11 H B)
BGB- | % 1fH | E M. # | R/R WM, CLL/SLL, 3 16 |¥#A2711 (30H S A
3111-113 TEAALRER | MCL X3 MZL Dk A ) : CYP3A LA fEH
Sty B 26 i HATICAH 320mg QD, | Zedk
HPFREE D CYP3A FHZEH
+ A% 80mg BID, 987)
7 CYP3A BLFEH] -+ AH|
80mg QD
YA 2~6 (1A
7V 28 HIE) @ AAl
160mg BID /% 320mg
QD
BGB- |55 1fH | FEE M. M | AR 18 4 — — | A#Al 320mg QD (Z2fE IEhfE
3111-103 E&iL, 7 e, ARG B8 By, fraeXus
(HfE5+) oA A IR A )
—RER
BGB- |4 14| 2 MM, |S—haA — | — [~=ra 724k
3111-106 MAEAL, | AR A 8 {5 AF 480mg QD XL~ HRYE)HE
(HEst) 75 & Rkt R TQT

,14,




BYiiex|—FB /S— |k B
7w | R 32 4 AF 160mg QD K N
ook M 480mg QD, 77 AR X
TQT Bk ITEXR 7aXHi v
400mg
BGB- | Z1fH| 8, | S—F1 9 2 | 2s—=Fh1 Erec ks
3111- R, 2 ¥ | RR BRSO R A 320mg QD X it SRy ENHE
1002 HEpk. A | A 21 0 160mg BID
(HESH) 2 A PEREAR | 2S— R I S I
K O &34 | R/REL XUE MZL O AFl 160mg BID
Kikbh NEFE 2341
BGB- | %248 | B—#E, FE|RR MCL O AHB#E | — | — | A%l 160mg BID HEhE
3111-206 B 86 131 ek
(st
BGB- | %248 | BE—#E, FE|RR MZL O ABE | — | — | A%l 160mg BID Bk
3111-214 B, WS | 68 4 gradeus
(T51 - R SR HE
9 7 [E)
BGB- | E# | FFEM. K | BeiGene tEOARFICE | 140 | 140 | AHAl 160mg BID X 7z
3111- Beh | BEGRER | 92 BIERBRICH A A 320mg QD AR
e I NI E#ins B O
(BRI W R 55 00 e A B2
[ : 16 412 {3
=)

MCL : ~ > MUVHIIE Y > S8, MZL : 088 Y o 5@, FL : 380t > %8, RT : U b ¥ —JEfERE, HCL : ~7 U —Hila A
fif, DLBCL : OVE AMEIKMIOE B Hifat: U > SfE, TN @ RIGH., R/R : R UIHEHNAME, BID : 1 H 2EES, QD: 1 H 1
B$¢5-. TQT : Thorough QT

(2) BRPREZEIEEAER

1) FEHFMGHER

@OiEsE 1/2 ¥858Ek  (BGB-3111-AU-003 B, B85 T—%) V
B M A (CAA] 320mg 1 B 1B 160mg 1 B 2[5 L, H5A7, 5% 4 FFE & ON024
BeR, #5453 B B oG, WO 8 H H 05812 PBMC #iE 28 H L Q74]), &5 1 H
HEOWE 3 A BOBRSANCY R FiOXT ARz 85 L (3041) ., PBMCiEH LY 3
i E R IR R OAANC X 5 BTK A REHE LT,
FHF R I T D PBMCIIAF O BTK (A RO FRAEIIFHE T 90%E TH Y | MRV TR
RBTK HHH (100%) 2SRRS4z (U o GRS O BTK A FEOHP REIL, 320mg 1 H
1 [ 5HE 12 51T 94%. 160mg 1 H 2 [A1$ 5-8f 18 451 T 100% T - 7= (p=0.0189, Mann Whitney .
PERE)

,15,



KA M BWAERRIZISIT 5 BIK A=

125 4 320mg [H =] 160mg 1H2[=]
N=9 N=18
100 - ray ay ray iy A A A A
A A A ﬁ A
ow}
; A
75
rl%‘
A
R
g/; 50 -
A
254
0 A ‘ A
Felipi RS H BGHE OBRUSHA BRYSHA el #SH B BH3HR #RY8HA
4T H] 24WE[H] OFGET O 4IFE[H] Q4[] OFEGAT OB
Y U RERICET D BTK HHEE
120 320mg 1A 1[a] 160mg 1A2[=]
N=I2 N=18
100 - A:e JAVVAN W
A
A aB A
W 80
—
~
5
1 60-
é"._:‘
- 40
20+
0 A . A ;
5T #53A H O 5 e 5-mif #53R HO®Ghi

@By E 1 fA5RER (BGB-3111-1002 3XB&. @ T—4) 2
B e NS AR LA 160mg & 1 H 2[8] (6 41]) KON320mg % 1 H 1[E] (74]) &5L, &5 1
AH. #5288 AKROHES 8 H B HHEEL7Z PBMC BfEh 54K D BTK EA Rt L2 =
A, EFRED N7 7REIZET S BTK AL 80%# Th - 7=,

,16,



SR I BAZHIRIZ 81T 5 BTK A=

120 - 320mg 1A 1= 160mg 1A2[=]
N=7 N=6

- A A % “ A A
w 80~
= A
-~
]
ﬁ 60 -
.‘44_“;
%

40

20+

A A
0 T T T T
b Peli-t% Pelite FH58UAD b el 1% et 5 8UAD
4IF[H] 24 5[] 54 41 ] 24057 51

2) BAMHER - 0T/QTc FHMEER - /B4 5 1 #B5ER (BGB-3111-106 FER. BHT—4) ¥

R N &2 )G & LIz ARERIZ, 2S—F A KO B O S, 2S— K A Tk, 6 FlizAHA
480mg. 2BIC 7T v R I SN EHEE L, 23— b B TIEAK 160mg (28 1) K 1*480mg (30 1)
77vR Q8% A _EHEMRFTRLEL, X7 ox¥ T 400mg Q761 EIEEMH T TERE
Lz, &5 MIL 72 A TH - 77,

AH 160mg KON 480mg DF% 1 HE 512 K 0 BRI Iz, B, EEARAEFS UIEEOFESR
LITHBLL 20 o7, AEFELPIFER CARBRA HIE LIZBF IO b hoTz,

Fridericia & AW COABCCTHIE L7= QT (QTeF) MWD 7 7R THIE LIZ_—Z T A D
DEAE (AAQTCF) X, AHIOWTHOREICENTH/NE L, EHHEITEEZ DT X TOR
AT-1.6~-4.5msec DI TH Y, FEEK OB 5% OBERM & OMIZBEEIZED Lo T,
F7o. KHID AAQTCF D 90%Cl D EfRIT, HZEDOWTHORRIZIBW TS 1.2msec & X 727>
-7,

TITRERTHIELIZ_N—Z T4 b 00AZE{LE (AAHR) OFEEIZOT I H+5bpm L Y
INE L ARH) 160mg BETIE-0.4~-3.6bpm, AHK| 480mg BE Tl 0.7~-2.9bpm T, 77 &R THIE L
Te_X—2F 4 )b O PR [ERZE{LE (AAPR) OFEMEIL, AFHE 5% DT X TOREA T Smsec
E0/hEL, I RRTHIELERN—=2T A b D QRS MEZE(LE (AAQRS) D FHIMEIL,
AANE B GO 5% TR TOREA TE1.0msec AN TH > 72,

feds, Ml x OAFIPERE L AAQTCF DRDBRE . MIHIRAMETT Y v 7 ika AT
L7=& 2 A, KA 160mg K X 480mg % A% 1 4% 5 L 7= & & OARK i @ O R EAEIC BT
% AAQTCF TR IXZ L E 41-3.16msec }2 (8-3.38msec & S 4L7,

HKAFIDEDINIZNEER LR
O &y o\tEAmE (N UNERE) VREEED)
O EHME~/nsoJY ViERVY U/ \EMRY /&
AFIDOARBESNE-RERVER
WE, RACEYXIAF=7L LT 1E160mg% 1 B 2[ERAOKEGT 5, 28, BEOREICL Y BEHHET S,

,17,



() RERNERKAR

%; 9*0)Fﬁ/£&UFﬁ30)ﬁJZfE§E¢,T 9/3‘&)") ij—h\ nluﬁ#n:l:"ﬁg*-l'o)f*&)%ﬂjr Liﬁ'o

MEESLE
BIVE 1/2 FHEER

(BGB-3111-AU-003 &5&. @5 7—%) ¥

FGRRFEME R LT L7z 8— b 1 HOVS— R 2 (WM, CLL/SLL ® =i7k— ) OREEE & B2 Hi

T—4hv AT H

1202143 H 31 H

HHY

2N— K 1 EKHD BEMZRETDHZ L, MO X T VF =7 % HFIH
5Lta%®%2m% mi%ﬁiﬁé

oN— 2 KRED BMIRRMEIESBFICAKZ 1 R 1RSI 1A 2ERELZE X
DEAEVEE AR E & BIZFHET 5

T 1

WAV 12 F8, FEER., KERS., ZhaxdtE, AEEE (=K 1) KOJEKR
(73— b 2) B

PIES

B AMfuEEE S 38561 (VS— 1 1: 1761, 73—k 2 : 368 f3l])
+ CLL/SLL (855 125 % (R/R : 103 1, TN : 22 §i)
- WM HBE 78451 (R/R : 54 15|, TN : 24 )

TR AL

18wl ED B (3— K1 KT2)

- HEAURGERERS (WHO) DOEFEIZ X 5 BiifarEERHAE (S— k1 &LOV2)
I EB 1 TA VU EORRFREZZ T2 ERH 5 RIREE (S— K1)
* ECOG X7 4 —< > AAT—X A (ECOGPS) M 0~2DHEH (VS—h2)
s o lEaREE A FF o (X —F2)

« WHO OERHEIZHE -T2 RIRWM BE KON TN BE (X— 1 2)
 BEUEVRRTE DN S 220 TN WM B (08— b 2, #[E)

TrpRAM AL TE

« XA RIS 2 RO B

-ﬁ%amxmii%&ﬁént%%

c FRRMNCE R DEE, RFREEEVE LT DIEEMEEYYE, HIV, JEEiE B
ﬂXic”ﬁ*%ﬁ¢é$%
RBRIEOY)EIER 5006 4 BEUINICK IR 22 7o B

BT 1%

SN— k1 AEMWHHE)  AFIOWEHAEL YA X 40mg 1 B 1 [EREAHES-T,
R AT oD ] & E;@%@151@%%%&151@%%%@152@%&&%
18 1)

sN— 12 KHI160mg & 1 H 2 [FI X1 320mg 2 1 B 1 [FREA&ES

TPRTCE ettt HAEET, [FEREL BREEEMOAE, kO HE
L7a\u 72 28 H UL EDOIRIEERIENE U 2 el & Thike S v,

A H

/N—Dh1:

FERMIEE - AEFES, BEELAEFS. FERE, BAREE, EKyaikE,
PBMC (Z351) % BTK [, ZaMER OBAN, T2 a2

A

fjJFlb:H: i

FEFMER - AEFES, EERAEFER, JINRE. BERMRAEM

CLL/SLL

FHEFMEE : ORR URBRELEMMHE) [V o REREINE 2 £ 2 3555 222
(PR-L) LA E]

BIKFEHIE B : #8242 (PR) UL EDOFELR, CR/IRZEREHENIEZ1E ) 2a
%ﬂ(am%ﬁpm[w?M%%%fﬁzﬁﬂml

WM

TESHMIEE &R BEZESN (VGPR) /CR R (JRERE (LA E)
BIREEMIEE - KZ8%h% (MRR) [PRELE], ORR [/E%) (MR) L k], PFS
(W b IR E T EATHE)

FEAT R

p={1l

AKHF D &b 1 ERE LT X TOBREZE ORI SRER 2T
DLEEVERAT O FEMNTRISEER & LTz, AFlofe 5% 1810 B2 1) 7= CLL/SLL
BF 125 % CLL/SLL A WMEMNT I G4 & UTe, RNt REM O 9 5
NR—=2F7 A VEEOMFEFRRE a7 Y (Ig M (XXM 72AH) 2 SgL ULk
T. BTK [HEKA~DIRBERED 2T XTO WM BEZ2 WM A Zh AT i G4 M

,18,




E L7,

CLL/SLL {28\ T, 2R L OGS D TS ARIZ D < IERE 72 mi{l E 2
X5 95%CI (Clopper-Pearson %) 1%, TN X R/R B} O del(17p) DA HEBI | B
L7z, BEHBAEDFEONT TV —O5AHEN LT, WM 2BV T, VGPR/CR
#_ MRR, ORR X O FNZEND 95%1EME “IE CI # K L1z, &EBRAEIEN
CR., VGPR, PR, MR, %/ (SD). #HHEIT (PD) ILFHlAREE TH - 7o B
B (%) ZEHR LT, PFS O (Wahrfk, Rl &) 1%, 95%CI & iz
E LT, TR EORSIZOWT PFS K2 7T « v~ Y —ETHEL.
95%CI 1% Greenwood DA A L CHIH LT,

A L e
(P.52-54 ZHR)

BRI, CLL TlE, iwCLL H A K74 > 2008 FEekaThi (JRIEESE Y o /REk
HEIMEIC B4 5 ET) . SLL Tl NHL Lugano 23829t > TRl L 7=, WM T
X, IWWM-6 120t > TR L 7=,

(LTS 10 3] (58.8%) 2NERAMEATICE V&G 2HIEL, 16 (5.9%) WHEFRIZLY

N— 1 BhHAEZRIE LT, 74 —T7 v IR IEIT 42.81 » A G : 1.1~74.0 »
H) Tholz, 320mg/H (Gt L7-m&mAE) £ TDLTIFHEINT, 2Dz
W, MID IZIZEIZE L7 0»o 7=,

(LTS CLL/SLL (#R#r55xR)

< B> B ORR (EREFEEMYEE) (FEFEEE)

IR— 12 ORR (%, R/REMTIE94.2% (103 5l 97 f5i], 95%CI : 87.8,97.8%) . TN L]

T 100.0% (22 . 95%CI : 84.6,100.0%) T&H 7=,

FeH LY A BID ORR X, 320mg 1 H 1 [E4% 5T 100.0% (40 5], 95%CI :
91.2,100.0%) TdH->7=, 160mg 1 H 2 [F#5-T 92.8% (83 {5+ 77 31,
95%CI : 84.9,97.3%) T -7,

REREZIR (EBREEEAHE]

TN 4£[H] R/R 4EH] EXIN

(N=22) (N=103) (N=125)

CR 5 (22.7) 15 (14.6) 20 (16.0)
CRi 0 (0.0 1 (1.0) 1 (0.8)
nPR 0 (0.0 2 (1.9) 2 (1.6)
PR 17 (77.3) 75 (72.8) 92 (73.6)
PR-L 0 (0.0 4 (3.9) 4 (3.2)
SD 0 (0.0 4 (3.9) 4 (3.2)
PD 0 (0.0 0 (0.0) 0 (0.0)
BERTIZH IR 0 (0.0 1 (1.0) 1 (0.8)
FFAGE 0 (0.0) 1 (1.0) 1 (0.8)
. 100.0 94.2 95.2

ORR (PR-L LA I) (84.6, 100.0) (87.8,97.8) (89.8,98.2)

n (%) XIi3I% (95%CI)

B PFS (RRE(LEMAIE) (BIRFEGEE)
Zxr—7 v 7B OFRIEIT RRIERT 394 » H, TNEEHT494 » HTh
572, PFS (FfE) IZ RREMTO61.4 5 H (95%CI: 504 » H,NE), TN %
M TREIE (95%CI: 414 # A,NE) ThH-o7=,

WM

B VGPR/CR £ (JEBRE(EEAEE) (FEHMBEEE)
VGPR/CR L, KT 46.6% (95%CI : 34.8, 58.6%) . R/R [T 51.0%
(95%CI : 36.3, 65.6%) . TN M T 37.5% (95%CI : 18.8,59.4%) T o7,

B MRR, ORR (FBREMLEMMAEIE] (RIKFHMEEE)
MRR %, KT 82.2% (95%CI : 71.5,90.2%) . R/REMT 79.6% (95%CI :
65.7,89.8%) . TN 4T 87.5% (95%CI : 67.6,97.3%) Th o7z,
ORR (%, 2T 95.9% (73 5+ 70 3], 95%CI : 88.5,99.1%) ., R/REE[T
93.9% (95%CI : 83.1,98.7%) . TNZ4E[HT 100.0% (95%CI : 85.8,100.0%) T
-7,

,19,




B PFS ((RRFAEAMAIE) EIRFAMEE)

BIRT, 740 —7 v 7B O T RAE 48.10 » A FF 8T PFS O frfil i AR 2
ThoTo, RREMTIH, 74 —7 v 7HIMOHRIAEIX 53.52 » H T, A5
BEATLEEETHELZ L 25 PFS HfE1E 57.95 7 A (95%CI : 42.81 % H,NE) T -
720 36 H ARERCOMMEATRII LR T 75.5%, R/REM T 72.9% & HEE S
nic,

(RO B, ThEs (3

TS N—blﬁwﬂ—bz
<> « CLL/SLL TliX. BIVEAIX 125 #4105 %1 (84.0%)
(MedDRA 3%$v“10%gkt) TIPS 48 1] (38.4%) .

Version 23.0)

T 16 61 (12.8%) . filidk 15 45
(12.0%) . 4FHERBUE 14 61 (11.2%) . FEZ R ONETT4 1361 (10.4%) % T
Bl
« WM TiE. BWERIE 78 %l 61 %1 (78.2%)
10%L4 ) 13355 1961 (24.4%) . I ERIBZE 9 6l (11.5%) .
(10.3%) ZHTh-o7-,
< FETCL ﬁotﬁ*$%iaL&Lfsm(ﬁ%&ﬁﬁﬁmmﬁ\ameQ
A TN PR, SlEesthE F@#%M@ WM T 9% (COVID-
19, ﬁ-ﬁ%m% ﬁ%iﬁ%mr B ARRIE ., AWEEBEE MR, BEER
%mﬁ A, %%E\X#bXTJWA@m%lm)f%oto
ﬁﬁi$%iBﬁ@ﬁ@F A& 208 7l [CLL/SLL 3 : 75 5], WM H
% 2B 1RO IV, ERRESIE, M 336, MR K O 13 i,
RIS 12 BT - 7=,

- IRICE S A EESRIL,. B MEIES AT 53 %) [CLL/SLL & : 13

ICHRH B, ThEs GEHES
&£ 8

B, WM B Bm]umw%ﬂ FRFTELIIMAR 4 H]. COVID-19, 2R
fesE, MR, Mk, Zligasrce2s 26 ThoT,
- BRI &H#«%ﬁi%&@o%%< O b, BRIAMEREE ST, ik
YuiE 299 B (77.7%) . HF5 236 fi (61.3%) . —IRJFIETEM:EE 83 14
(21.6%) . HFHERIE 78 Bl (20.3%) ETh -7z,

prrgss (V. 5. (2) HERIEILRER] OESMR

<FEJ)E>

TS VIL 1. (2) HSRARBR CHER SN -] DR

< FEHEhEE >

1) AR OAGBE NI hEE - R K OMIE - HET TV,

1. ZheX

FRER) KO TV, 30 HEROITE] OHSHR

xxﬁuwﬁ;ﬁam_ ERUAZ
WE, RAZFY XTI AF=T L LC LR 160mg % 1 A 2[E#&EA#EET 5, 72

,20,
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(4) HREEAIEHER

1) BAEIREEAER

MEESLE

ERNE 1/2 HHEERAER (BGB-3111-111 RER) ¥
FGREREIMER e LA L7Z/S— 2 (WM 22— h RN CLL/SLL = AR — k) OMESE b 5558 2 18 #
T—XHv AT H:202295H 10 A

HHY

CLL/SLL, K" WM 28T B ARHNOFZNE, et B L OEEYEIEE % R
RS

RRT A

5128, FFER. HRBE 2 SERGARR

PIES

R ER B AR L R 53 1)
(CLL/SLL 17 5. WM 21 ffl. R/R MCL 12 fl. R/R FL2 . R/R MZL 1 )

TR AL

<20 LL EDO HAN B 4

+ TN XX R/R (CLL/SLL X% WM |Z%} L C 1 fFi¥ELL EORNAER A 5T 7o D36
# U< VTEEMEZ R LT & EF) D CLL/SLL X% WM 3

WML, IWWM-7D 2 >t o AFEUEIZHE N, IRIENRKE L SN EHED H b
Drel b 1 HEHEIZEY L, AIEFTRERZA (IgM i 0.5g/dL #8 L EFR) =F
ERAY e

- ECOG X7 —~< 1 AAT—HZ (ECOGPS) /8 0~2 ThoHHEHE

c Hor R liEAe R RE A R o B

- BEWMMRBEORZIZHIE LI2GE, B2 G 3 5 ALLESEGE LTV 5 B

TrpRoM AL TE

- AR R A & RO BE

< BEIC BTK HEEAZ G S B

B E I FRES IR & 2 T R

- BRRAICE R 70 DR, BB I TVEREME O R, EIEO B R A, 2R
Ea MR LI AIRENERYYE, HIV, JR8E B AT CRF R 24 B
< BZE 6 H HUPNICEEEN I I A 2 e = L7z B

RBRIEOYIEE 5006 4 WELINIZ K PIT 25200 72, B L <ITEWRR 351 &
WY X A o 5-% % 1 1= B

BT 1%

A 160mg 1 H 2 [F% [ 5

PRIBHETT, PR CE eVl BT, FEREL BURRE, RBRE T, IGBREMT
PERTIZ & 2 ko, SUITEBIEHIEE I L 25 T 0 ) b b RV E T
fikfoe L 7=,

A 3

CLL/SLL

TESHMIEE : ORR MNZFHMIEES (IRC) H)iE)

BIREEMISE H © CR/CRi # [(IRC &), PR Ll LB EIE IRC HE),. PFS
(IRCH]E], ORR [HEBAETEERNHE)

WM

FEFMMEE : ORR (IRCHIE) [RAEHy e figrE A ]

EIRFHIEE E : ORR JRBRE(LEEMHIE) . PFS [(IRC &)

hEEILA

et AEFRZR L

FEAT R

p={1l

BN R VR EVERNTIZ I, AAFIZ 1 RIS LT R CoERE % & g E iR
IBSE £ Nik:g:: LAY

AT B OTEERNFRIT 21T - 72,

ZERhIT B OMERCE & L CTHEE L. Clopper-Pearson {12 X 2 Ml 90% 5 O°
95%CI %7~ L7z, CLL/SLL HEFIZHWTIL, TN M & R/R EMBNA »h MR
DY T I N—Tfr 4T -7, WM BE T, JRENGL % Ho : ORR=52%. %37
{K#i% Hi: ORR>52% & L, BEEOBEEIEFEZHWTASIE e A N Hray
Fr—/L (52%) *® ORR % th#g L7z, REREIX, 7 TN ELHIZHO>NWT, &
DB EEEIRIZONT, FEEKLE 0.05 THEM L7z, EHURE CTIXIEmM 1H
WEEIT o772,

6. 9 K12 » A7e EOFFEDIERIZISIT D PFS, PFS @ Q1 KUY Q3, kg
GFHRENT T« <A Y —IETHEE LTz, PFS OFRAE K ONE DAt UL D

,21,




95%CI (%, Brookmeyer and Crowley £ CH H L. M EALFRD 95%CI IX
Greenwood DARZHWTHEE L7z, PFS O 7+ u—7 v 7ML, Wh 77
Voo wAVY—IETHEE LT,

* WM ZRRE L2 Y Y 3~ 7 O% a5 2 ot - K E i SR E R R BR 7 v — 7 1Fse ©

A L e
(P.52-54 ZHR)

WHBZENIE, CLL Tlid, iwCLL H A R J A > 2018 H-ekGThi (JRIRESE U o RER

HIMEIC B4 5 2ET) . SLL Tl NHL Lugano 238206 - TRkl L7=, WM T,

IWWM-6 [Z5E > TEHE L 72,

ORR (%. CLL TiX PR-L Ll I [CR+CRi+PR+PR-L]. SLL TIZ PR I
[CR+CRi+PR]. WM TIZ MR LL | [CR+& B #B45Z%) (VGPR) +PR+MR] &

T LT,

CLL/SLL #%
- TERIEERIIT TN 4R[S 14 61, R/RZEMIAS 3 6T, ZRAERNT CLL B 13
(TN £ : 1161, RAREEM : 241) & SLL & 441 (TNAEM : 34, RREE
S 1p) THoT,

ARIRHULEIE 71.0 5% (TN : 67.55%. R/RERM : 76.05%) T, 75 Ll B2
4 (23.5%) THo7=,

« BEIL 70.6% (TN : 71.4%., R/REM : 66.7%) TH-o7-,

- FRIRIR T Cdo o 72 B E 13, CLL T Rai 2D EGIRIE 1 111 23 2 51 K O
IV 28 36, Binet 33HDOIHRM C A 56, SLL CAT—Y N 1B XIFAT—
IVA3FITH-T,

<66 (35.3%) 2% Bulky i (ERESem Ll E) #H L. 661 (35.3%) 23EE
MR RG R 7 a7 ) CEEAEE (IGHY) ##89T-,

« RAREM 3l 2 Flix 2 LA EORHERT A VIR B - 7=,

WM A&

« TN 728 13 51, R/R HEH2 8B TH - 7=,

< ARIRHULEIE 69.0 5% (TN ZEH] : 71.0 5%, R/REFM : 67.55%) T, 75 Ll ER
561 (23.8%) ThHoiz,

« BEIL52.4% (TN : 46.2%., R/REM : 62.5%) TH-o7-,

WM T#HAa7 L, Y 27 761 (333%) KUY A7 104 (47.6%) T
ol

<6 (28.6%) MNN—AT A D IgMED 40g/L L ETH - 72,

- 81 (38.1%) DIHAMEZE. 1761 (81.0%) NEHEWRAZA L T\,

« RAR M 8 il 5 Flix 2 LA LORHEHRT A VIR H - 7=,

<HE>

CLL/SLL 4

B ORR [(IRC¥E]) (FEFMEE)
IRCHIZEIZ L 5D ORR (PR-LLLE) &, 4K T 100.0% (90%CI : 83.8,
100.0%) TH-7z,

ORR [IRC ¥)E]

ORR:100.0%
(90%C1:83.8, 100.0)

100.0

80.0
7=
i) 600
5/; 40.0
20.0 CR/CRi
PR
EH PR-L

0.0

,22,




<BHME>

B CR/CRi 2, PRULDAZEEIES (IRCHE) BIRFMER)
CRIZERD LT, IRCHITEIZX A PR EOBEFESIZ. BT 82.4%
(90%CI : 60.4,95.0%) T o7,

REBREHR URCHIE] (77 N—TfEH)

TN 4E] R/R 4£H] KN
(N=14) (N=3) (N=17)
CR/CRi 0 (0.0) 0 0 (0.0)
PR 11 (78.6) 3 14 (82.4)
PR-L 3 (21.4) 0 3 (17.6)
SD 0 (0.0) 0 0 (0.0)
PD 0 (0.0) 0 0 (0.0)
. 0 (0.0) 0 (0.0)
CR/CR = (0.0, 19.3) 0 (0.0, 16.2)
11 (78.6) 14 (82.4)
> H S| A
PR UL EOBAEG (53.4,93.9) 3 (60.4, 95.0)
. 14 (100.0) 17 (100.0)
ORR (PR-LLLE) (30.7. 100.0) 3 (83.8. 100.0)

n, n (%). XiZ% (90%CI)

B PFS (IRCHE) (RBIRFEERB) (377 NV—FHEHT)
PFS O 7 +u—7 v FHifd i 112 » H (TN %M : 112 » H. R/R #EH :
16.6 » H) FRRIZIHWT, TN £EH 1 fIZETARO B/, IRC HEIZED
PFS O HRAEIIRBE TH - 7=,

PFS (IRC ¥|E)

100 ©
1
€0

4 80 1
o0
iR 60
fF 507
40+
o 30+
o204 | = TN#H
/R
10 R/RHEH
0 i : : T
0 3 6 9 12 15 18
I B il s B
Number At Risk Be5 Dk t> 5 o3 O1)
TN 14 14 1 10 5 5 0

R/RTEH 3 3 2 2 2 2 0

WM &

B ORR (IRC¥IE) (FEEEEB) [HRIEM 2N R]
TN ® ORR (MR LA E) 1£92.3% (90%CI : 68.4,99.6%). WM £{K?D ORR
1% 94.7% (90%CI : 77.4,99.7%) ToH->7-, INEMK R WM KL HIT,
ORRIZE A FU Har hra—b (52%) LHA_XTHEEEND D Z & 0FRGE
Shiz (ERENHAM p=0.0026. F I p<0.0001, FErE "IEMRE) (G E
KHE0.05), LA ETHIEDOFIEZ KT L,

,23,




) Bk B

<

(

100.0

ORR [IRC ¥)E]

ORR:94.7%
(90%C1:77.4, 99.7)

0'0 vvvvvvvvvvv
80.0 36—
00— E T S
368
40.0 i
: 7 cr
20.0 ‘ r—o VGPR
263 B PR
0.0 D:H L
ARHITE
(N=19)

REBREHR URCHIE] (77 N—TfEH)

TN ££H] R/R £ EXUN

(N=13) (N=6) (N=19)
CR 0 (0.0) 0 0 (0.0)
VGPR 2 (15.4) 4 6 (31.6)
PR 6 (46.2) 1 7 (36.8)
MR 4 (30.8) 1 5 (26.3)
SD 0 (0.0) 0 0 (0.0)
PD 0 (0.0) 0 0 (0.0)
HEARHE 1 (7.7) 0 1 (53)
N 15.4 31.6

VGPR/CR = (2.8, 41.0) 4 (14.7, 53.0)
. 61.5 68.4

MRR (PR LA 1) (35.5,83.4) > (47.0, 85.3)
. 92.3 94.7

ORR (MR LA 1) (68.4, 99.6) 6 (77.4,99.7)

n, n (%). XiZ% (90%CI)

B PFS (IRCHIE]) (RIRFHMEEEB) (37 7 —7#EHT)
T a—7 v 7B ORRAE 13.8 » HERSIZB W T, IRCHEIZ LD PFS D
HFIEIZ DTN OBRE L REGETH -7, 12 5 A KA O B A {73 132K

T 93.8% & HEE iz,

100 ©

PFS (IRC ¥|E)

90
80 -
70
‘,[‘ 60 -

504
;40

~ 304 |
— TN
% 204 R/RHFH
10

b
b

0
0

Number of Subjects
TN 13 12
5 5

R/RY (

9 12 15
FeE-Bilta DO W (H)

11 7 4

5 4 2
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(LTS

< aetE>
(MedDRA Version

24.0. NCI-CTCAE

v5.0)

- BIWERIX. CLL/SLL #BE T 1767 9] (52.9%). WM £33 T 21 #7413 41

(61.9%) 25D Bz, E/eHEg CG8BLIEIE 10%LL ) 1%, CLL/SLL % T
IHFHPERED 341 (17.6%) . I/ MED . BRR M, i 246 (11.8%) .
WM EBE T/ MR 341 (14.3%) THoi,

- L — R3LLEOFIEMIL, CLL/SLL B& T4 (23.5%). WM H£E T 3 )

(14.3%) ZEBD AL, ERFEGX, CLL/SLL £ TR EREED 3 1]
(17.6%) . I/ IMEEIED 2 61 (11.8%) . GFHERBUE 161 (5.9%), WM B3
THHEREGRD 2 61 (9.5%) . I/INCERS . FIERESR D A BRI E
FEEWEIF P ERIDE, 7V 77 3 0 AVEMRAE 1] (4.8%) ThoTz,

-+ CLL/SLL E I WM BE CHIEICE S -EIERIZERD e no 1=,
- EHEZBWERITI WM BET1H] EEWEFHEREE, 7V 7 h 2w 1 AVERG

R) RO BN,

B IRICE S EWEA T CLL/SLL B3 14 (RIEMMER) ThoT-,
IR T REAEFELD ) LELBEOONIOE, HfL 21 B (39.6%) . &

YE 1761 (32.1%) . /IMRIEAME 1161 (20.8%) & TH -7z,

TS
< SEMpEhRE >

MVIL 1. (2) FRARRUBR CHERR S Uiz hi e | DIESM

) ARIOARSIIZEIRE - SR KO - R TV, 1 BT KO TV, 3. HIEROHE] OESH#

KAEFKIDERBEN-HREXEIHRE
O Bty v/ MEammm (N DBk VREEST)
O REH</I/OI/nIJY vIERVY v/ \REMRE ) /&

,25,




Bk oo MEamE (M) o/ Bk L EEEEE) (CLL/SLL)

556 3 MHEABR (BGB-3111-304 iXBX. SEQUOIA XE®) 7
F—5Jy hATH 2021457 7 A, 2022410 A 31 A

HH RIEHD CLL MULX SLL OBREZRHRLE LT, AFERVELAF L+ TV T~
7 (BR) DOFEZM: I 0% 40 % Ll n 4 5
BT A | WA FEEMR. AEAILE 3 FHERRER
P
A
ITTAE AT Xt G 241
sk — 1 TpR KA L TAEH (L REMMITHBMED 2408
4791 oame BREE
KA L Trae g 2386
CLL/\SEI;).LR# R RN R RN 2276
; 1B e 1 ) A7 B
TR b2 ATpRREY P
1 LA AR LI 111
a) AA— b 1 OB« Flin (65 ok vs. 65 5Ll 1), Binet 3% (C vs. AL B), IGHV 250K
B (5 vs/e L), ROHERAOHE (LK vs. BN vs. 7 7 AERE)
b) BREEDEEIL, IRCHIE THRAEAEITHNHERSNTZEAICIIRD T A & LTAFNZ Y B A4 —R—
5 L BAHETH T,
¢) A= R 2~DMBANI, TEMRE (O 1005]) 05 LME TR b, 1Tp KEEH
T 5 BE L FRIEIEICR LRGSR RN ME SN TBY . ZOBRFEMOMBI L LT3 mEs
VEILEIG L AR DT B, aR— k2 RIS T DT IO AR A HAE S LT,
EEVASE 2P <18 LD B
- CD20 B1E CLL X% SLL O T2 a =T - hE
CUTDI D7 EH 12D ERINZIREL T HIRED B
- EITHEERA S
— JRERPH, HEFTVE, SOTSEEE R E
— JRFEPH, EITE. SUIEGENE Y o oREE
- BUHRZAEHERERT A O AT Y v ERBEINSE
- anFaRrTaA RAOSREO B E S i & O i/ M s iE
- SRR
cFERFAT 65 Wl ETH DD, 65 WMAMDLGEIZLLTD 1 SLLEOHERNG
FCR IZ X AP fRiE IO S 7 & e S B
- BREEFHMORNER =T >6
- JVT7F=27UT7FA (CrCL) <70mL/%
- LLRT OO BEEERYYIE O B} OV T 2 2 A LA OB 5 O JBYLIE DR JE
cHERRERRE AR L CWDHEE
EEVAN ST\ < BFEIZ CLLSLL D2 FHELSZ T TWARE (BE5 S 2 @8MAm . HIE
LA O/ 4 BB LR E M SIS TV D TFEEORTL Y A 3R
C BTV o WWEE IR XY b — i OB N B B R
« FIIE ST Y o oRBEIC KD BER O FARARRR (CNS) TRAEN S D B
VGBI DRI E R DREEA L TWHHBRE
c REPRIE VT LT OIEEMERYYE GREEME B B O0E C BUATR. UT HIV 25
Tp) ITHEELTCWHHEE
BT 1R AFIRE « AF 160mg 2 1 H 2 [AlE 0 5

BR#E : 6 A 7 VDEYA 7 VDHRYID 2 BRIV 2 L AT 90mg/m?/ H % &
RN G-, )Y F <=7 13V A 70 112 375mg/m?, YA 7 )b 2~6 (2 500mg/m> %
RN S (R 6 A 7 L)

TR TEXRVWEENRRD BN DM, UL IRC 12XV EEETHHEE SND £ T,
TR DSk S Tz,
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A H

FEIMBEE : AR — bk 1123805 PFS (IRCHE) [MErm /e irE | )
BV EEAR A B

- aR— b 1ICBIT D PFS [IRBREAT-E AT &)

- aR— b 212815 PFS (IRC HIE. 1RBRETEAHE)

cak— b 1B 2 eEFHE (0S)

-ORR [IRC &, IRBRE(TEAEE) 2L
et AEFRG, FICEETANSAEERR (B, i, K, OEMSE) &
OV EHE), @il e, RIBURS MRS, S AR B RE, JE, 47 TP ek
e M/ REAE) 72 &

FRAT e

p={1l

ITT fRMT et REMITIT, BAEALEIG > 2T A L > TN OR SREZEIM 1T
SN T _NTOREBRENEG T, abm— b 1 O YRR O T BT S 4E ]
L LT, RAEMEMITRIRERICIL, BRERGEZZTETXTOHRENE £
. T _XCTOLEVERRITICHEH L,

FTEMEE TH D IRCHIEICL D PFS Zadk— bk 1 0 2 B CHE L, EES
{LEFDJERIR T (FEln [65 MR vs. 65 Ll L], Binet 7338 [C vs. A X% B].
IGHVERRRE [HY vs.7eL]) 12X Ehlfk L7ce 77 7 iExfEH LT, BR
R RS 2 RFIBEOEEUE 2 WRGE LT, EBEMEREIZISIT 5 PFS OF BEKUEL,
Fri 0.025 & L7z, HR M ONHR Ofifi] 95%CI 1%, 4 (65 ARl vs. 65 LA E) |
Binet 7748 (Cvs.A XX B). IGHVZAFIRIE (VY vs.72 L) MK & L7-kE5]
{t. Cox [HIFETFT /N THIE LT-, KBED PFS OSFIL. h T T « A ¥ —1ETHE
E L.

PFS OF B ZMNRD b HE. OS DMEZIT 72, OSILPFS & U HIET, ¥
HREM i U, AR 0.0249 & L7z,

ORR [, & GHT PR (PR-L #5Tp) L&A LB OMEME L LTHE
E L7z, B934 25 95% Clopper-Pearson CI Z &% 58ERNICHEH L7z, 4 v X (KW
95%CI) (FEXHAEIERIR DO REE) 1%, Filin (65wl vs.65 mlh 1) . Binet 7741 (C
vs. A XX B). IGHVEEIREE (HV vs. 72 L) ZEBIKTE LIZE ks 5 -
LTI e N 2 VETHETE LT,

PFS {2 DWW (CLL vs. SLL) BIDY 7 7 N — 7T 1T > 1=,

FRICHER T _EFEES (i, Wi, Kif, LEME ROV EHE), i
JE. ZWRIFSE RS . PR AR BE R, JE . AR ERPAEE /MR A
JE) IZOWT, BT I — & EARTEINCERN LI,

A L e
(P.52-54 %)

KRBT, CLL TiXiwCLL Z A R Z A > 2008 FEeiThit (JRERBEE U o/ ERHY
IEIZBEF 5 &5ET) . SLL TiX NHL Lugano 233820 > TREM L 7=,

ORR (I PR (PR-L & de) LLE [CR+CRi+FEHE PR (nPR) +E432%) (PR) +
U U REREEINE 2 14 5 553285 (PR-L)] EEFK LT,

<N EREFH AR E R O BB (ITT bt REEM]) >

aR— k1 aiR— k2
(17p R L) (U7p REHY)

AFIHE BR B AFIEE

(N=241) (N =238) (N=110)

PRI, Bk 154 (63.9) 144 (60.5) 78 (70.9)
n (%) Lok 87 (36.1) 94 (39.5) 32 (29.1)

AFE, n (%)

N 4 (1.7) 9 (3.8) 1 (0.9
HA 221 (91.7) 206 (86.6) 104 (94.5)
BANXIIT 7V HRT AU HAN 4 (1.7) 1 (0.4) 0 (0.0)
gé%fﬂf&mi%@ﬂﬁ@j@é 1 (0.4) 0 (0.0) 0 (0.0)
WERL 9 (3.7) 21 (8.8) 4 (3.6)
N 2 (0.8) 1 (0.4) 1 (0.9

iy (%) . HHE (FPH) 70.0 (40-86) | 70.0 (35-87) 70.0 (42-86)
65 T A il 45 (18.7) 46 (19.3) 16 (14.5)

T@%ﬁ 65 e Lh B 75 AR | 133 (55.2) 139 (58.4) 67 (60.9)
75l b 63 (26.1) 53 (22.3) 27 (24.5)
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HEAYHIR, n (%)

TIOT 3 (1.2) 6 (2.5) 1 (0.9)
F—=ZARNF VT /=a——F K | 30 (124) 32 (13.4) 46 (41.8)
g—na N 174 (72.2) 172 (72.3) 51 (46.4)
ek 34 (14.1) 28 (11.8) 12 (10.9)
e 76.00 74.60 75.90
PRI (kg) . TR (aDH) (42.5-147.0) | (43.0-155.9) (44.7-124.0)
0 110 (45.6) 101 (42.4) 44 (40.0)
EC(?/SP S 1 116 (48.1) 117 (49.2) 52 (47.3)
2 15 (6.2) 20 (8.4) 14 (12.7)
W(Ef “fzf;(ﬁgﬁ%mifmwﬁﬁ 2.6 (0-19) 24 (0-19) 1.8 (0-27)
- . CLL 221 (91.7) 218 (91.6) 99 (90.0)
AL 0 (%) SLL 20 (83) 20 (8.4) 11 (10.0)
\ o Ky 27 33 (13.7) 31 (13.0) 18 (16.4)
f%ﬁb)‘ PRy R 138 (57.3) 137 (57.6) 53 (48.2)
Y2y 70 (29.0) 70 (29.4) 39 (35.5)
Bulky 7%, n (%)
FERIRE O B S5em L 69 (28.6) 73 (30.7) 43 (39.1)
BERIRE O E 10cm UL E 14 (5.8) 10 (4.2) 12 (10.9)
JERE, n (%) 146 (60.6) 143 (60.1) 75 (68.2)
JFEXR, n (%) 60 (24.9) 50 (21.0) 36 (32.7)
R—=Z2 T A DY L RERH S 63.43 60.98 63.16
(X10%L) . "RfiE (EPH) (0.9-715.8) (0.5-300.0) (1.3-345.3)
NR—AF A L HEDO~T 7 1 v Al 120.00 120.00 121.00
(g/L), "Poefifl (ipH) (58.0-181.0) (63.0-159.0) (75.0-166.0)
NR—R T A RO MR 150.0 149.0 155.0
(X10%L) . "hfii (HEFH) (23-577) (49-355) (38-358)
NR—R T A VRO I BRI 4.68 4.95 458
(X10%L) . "hfii (HEFH) (0.5-30.8) (0.7-21.1) (0.2-20.2)
WD I ER HY 102 (42.3) 109 (45.8) 61 (55.5)
ek /I ©)
fzi/j)ﬁ X 72l 139 (57.7) 129 (54.2) 49 (44.5)
EHER, HY 100 (41.5) 97 (40.8) 45 (40.9)
n (%) 7oL 141 (58.5) 141 (59.2) 65 (59.1)
del(17p). HY 2 (0.8) 0 (0.0 110 (100.0)
n (%) 7oL 239 (99.2) 238 (100.0) 0 (0.0)
del(11q), HY 43 (17.8) 46 (19.3) 37 (33.6)
n (%) 7oL 198 (82.2) 192 (80.7) 73 (66.4)
del(13q)?, HY 151 (62.7) 142 (59.7) 80 (72.7)
n (%) 2L 90 (37.3) 96 (40.3) 30 (27.3)
HY 15 (6.2) 13 (5.5) 47 (42.7)
ITP (5;);‘{:@ 7oL 217 (90.0) 210 (88.2) 62 (56.4)
K 9 (3.7) 15 (6.3) 1 (0.9)
del(17p) X1 HY 17 (7.1) 13 (5.5) 110 (100.0)
TP53 78 % 7oL 215 (89.2) 210 (88.2) 0 (0.0)
n (%) K 9 (3.7) 15 (6.3) 0 (0.0)
e HY 109 (45.2) 110 (46.2) 36 (32.7)
flGl(%zﬁ‘ 7oL 125 (51.9) 121 (50.8) 66 (60.0)
K 7 (2.9) 7 (2.9) 8 (7.3)
2K ) YI— HY 45 (18.7) 49 (20.6) 20 (18.2)
n (%) 7oL 196 (81.3) 189 (79.4) 90 (81.8)

%‘Fé?fw FA7H 120214 5H 7H

a) 17p RKEH SROVEBEE 1HIZFRL

b) Binet 73380 X% Rai 3% HW 7= (IK U X7 : Binet 7738 A, Rai 435 0 2" Ann Arbor 7738 /I, H i
U A7 : Binet 27%8 B. Rai 7038 I/II. & Y A7 : Binet 2048 C. Rai 20%8 II/IV } ' Ann Arbor 5538
/1)

o) MERBAELZ, ~E7 17 B fE=110g/L. M/ MrE=100X10%L Xitixi4F HERE =1.5X10°/L D
Thnek LTER

d) del(13Q)EE / ¥ I — K OFERAKRMEICHES<
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< W@ IR >

cak—hF 1 (I7p RK72L) OREVEMITRISEN TIX, AHl, XU FXLAT
V. UYR U T EEREG LEEREE T, 2 5o RERZNEN 26.07
H. 552 »H. 55 » H T, HXHE®BEOFRIEDZIZ I 98.00%,
96.46%. 98.74% T -7z,

- FHERE U BEET, AKIEE 33 i (13.8%). BR #f 85 f5l (37.4%) T, &5
T L7 BRI, ARAIREE G-I 135 61 (56.3%) . U Y ¥~ TR HIZ 67
(29.5%), XU HZ LAFUFEEHIT 8 B 3.5%) Thot-, HEEE IS
RO R IIEEES THo T2,

cak—h 2 (17p R&EH V) TOREMMITHGRER OARFIRETIT, 2F5HM
DOHYAE 30.00 1 H . FHRHHETRE O FIAEN 97.85% Th > 7=,

S
<HE>

B aR— b 1IZBIF5 PFS (IRCHIE] (FEFMEH) [MRFES 2B ER]
T (F—4% B> b4 7H 20215 A 7H) BT 74u—7 v 7H#
M (PJfE) (IAFIET 251 4 A, BREET24.6 % H Tdh-o7=, PFS (Hihfi)
X, AAIRECTREE, BREET 337 3 A THY, AKIEEL BR B4 il L7z HR
1% 0.42 (95%CI : 0.28, 0.63) . J{ll p<0.0001* (JBHIv 77 > 7 E**) Th
0. AHIEED BRBEICKS 2 EEE A BGE S Tz,

AFIEE & BREEOMEIEIALTERIT . 12 5 ARFRCTENEI 94.5% & 90.2%, 24 %
H W8T 85.5% & 69.5%., 36 & AR T81.5%E 40.8% CdH -7,

akR— b 1128IF 5 PFS (IRC ¥|E)

90: ‘QM_‘_

— AR

BRI
01+ e

) R HEEE

HR:0.42(95% C1:0.28, 0.63)
10| Jilip<0.0001* (REHIE 2 7 22 KiiE**)

X
>
(=]

(

0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
B
No. of Subjects at Risk 3R (A)
AFITE 241 237 230 224 222 214 208 195 123 79 31 17 2 1 0
BREF 238 218 210 200 187 176 164 150 89 54 20 8 1 0

* A B KYE ©0.025
ko JBRNKT - £l (65 BT vs. 655 LL 1) . Binet 2908 (Cvs. A XL B). IGHV ZERAKTE (H Y vs.
7el)

B oR— b 212815 PFS (IRC¥)E) (BIKRFLHIEE)
YT (T —% Y NAT7H 202145 7 H) IZBWT, aadm—h2 (17
REHY) ORFFL 7 o —7 v 7HH (FRAE) 2 279 » A THY | PFS
() 1XRBIFETH 72, 125 H, 24 5 HKRU36 » HIZH1 25 AL
L, ZTNTI 93.6%, 88.9%% 1N 84.9% Th -7z,

ad— h 2128F % PFS (IRC HIE] (BEMEMHTIREM)

L
10 :[;_ -,
80
b
70
60|
50|
40
30|
2
200 1+ e
10|
0 3 6 9 215 18 21 24 27 30 33 36 39
8
No. of Subjects at Risk Al (1)

AHIEE 110 109 104 103 102 98 96 96 86 74 37 19 2 0

(R) HRAHFE
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WaFk— b 1iZBIF5 0S8 (BIRFHEER)

F—&Hy AT (20224 10 A 31 H) T, AHIEE 26 61, BR #E 27 BlOFET
NEEE ST,

OS (Foefi) 1, MiAEE HITKRBZETHY . HR 1L 0.87 (95%CI : 0.50, 1.48), JT
il p=0.2998* (@Hllv 7'Z > 7 E**) Tholz, YLETREDTFIAZKT Lz,

akx—h1ITBIT S 0S

100 =
80 -
2 704
A
60 -
7| | A
#5041 BRI
~ 404 | + B
%
Z 304

HR:0.87(95%C1:0.50, 1.48)
20 Jrfllp=0.2998* (52 ' 7 BriE**)
10 4
T T TR S S
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
1% 2t H )
No. of Subjects at Risk eI (1)

AFIEE 241 238 238 235 233 231 230 228 222 218 216 215 212 210 158 85 36 14 5 1 0

* A EKYE ©0.0249
% sk JBRIRF i (65 AT vs. 65 LA ). Binet 233 (Cvs. A XX B). IGHVZEFREE (H 1 vs.
7eL)

B=3— b 1B A%WEB PFS (IRC¥IE) (U7 7NV —7fEHT)
FT—H Ay MA TS (202145 H 7H) T, PFS (FFRfE) 1X, CLL A& Tl
AFIBECTREE, BREET33.7 # AT, SLLEETIIVWTHORETHLRIEETH

ST,

arR— b 11281F 2REG] PFS (IRC HE)

100 H B s T
90 7 LSty *"'*M e
fHE 80 - —— —
# 70 A
ik
i 60 —
# 50 — CLL Al
B 40 - CLL BRE¥
o 30 4 | === SLLAIRE
22 20 4 SLL BRE¥
- + fIHEe
10 4
0 : : T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 2
LR 9k
No. of Subjects at Risk et ()
CLL A#ARE 221 218 211 207 205 198 193 181 117 74 29 15 2 1 0
CLL BREf 218 199 191 181 168 158 148 135 83 19 19 7 | 0
SLL A#I#E 20 19 19 17 17 16 15 14 6 5 2 2 0
SLLBREf 20 19 19 19 19 18 16 15 6 5 1 1 0

HORR [(IRC ¥E]) (BIKFAHEE)
T—H 7y NATRER Q021 5H 7H) T, 2dm— bk 1IZB175H ORRIE, A
HIHET 94.6% (95%CI : 91.0,97.1%) . BREET 85.3% (95%CI : 80.1,89.5%) Td
0. A XL 3.162 (95%CI : 1.608, 6.220) . p=0.0006 (BHl{b=2 F> « <>
T e~V 2 VIEN LB ED p ) Thote, £/o, adk—h 212BT5
ORR (%, AAIFET 90.0% (95%CI : 82.8,94.9%) Th -7z,
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ORR [IRC ¥)7E]

2 XL 03,162 (95%C1:1.608, 6.220)
p=0.0006 (G312 T =2 T e~ Yz Lik* A4 H O pfE)

ORR:94.6% ORR:85.3% ORR:90.0%
(95%C1:91.0, 97.1)  (95%C1:80.1, 89.5) (95%C1:82.8, 94.9)
100.0 100.0
1.8
80.0 80.0
s 600 i 600
% 400 % 400
N — I cr
20.0 20.0 nPR
: Ei PR
0o L G 00 1.8 it = [ PR-L
ak—h (17pKRERL) a7k — F2(17p}\+3’7ﬂ))
AFHE BR# AAIHE
(N=241) (N=238) (N=110)

* @RIA S : s (65 AT vs. 65 LA E) . Binet 2338 (Cvs.A XiEB). IGHVESIREE (H Y vs.
L)

BERESE URCHE) (TT T NRER)

ar— k1 apR— k2
(17p K&Kz L) (17p R&EH V)
AKE BR AFHIRE
(N=241) (N =238) (N=110)
CR 16 (6.6) 36 (15.1) 7 (6.4)
nPR 3 (1.2) 14 (5.9) 2 (1.8)
PR 206 (85.5) 153 (64.3) 88 (80.0)
PR-L 3 (1.2) 0 (0.0) 2 (1.8)
SD 7 (2.9) 14 (5.9) 11 (10.0)
PD 2 (0.8) 1 (04) 0 (0.0)
HEARHE 1 (0.4) 1 (04) 0 (0.0)
HIERTZ Ak 3 (1.2) 19 (8.0) 0 (0.0)
. 94.6 85.3 90.0
ORR (PR-LLLE) (91.0,97.1) (30.1,89.5) (32.8.94.9)
n (%) XZ% (95%CI)
KARTERAIN-PEINE. BERUAS
YR LT TORBTERREIN-PEITHE (R
O CD20 IS8 ) o/t [ M s
RUSLRF DR VM EENRKEICTT 2ABTERRSN-AERVAE

WE. AT, N F ARTF UHERRE L LT 100mg/m?
THRMEET 2, 5% 2 HEBERITV,
o 7B, BEDIREIC
RS LRAFUOEEY v/ AANRICKHT AR TERBSIN-A

€752

D HLENERETIA] & D HF I

KV EERET D,

26 HREMAFET %,

(AEFmERE) & 1B 1A 1047 0% 1 BT
ZhE 1LY A7LELT, HEEHVIR

DOWT, ARER O VRIS L THRW,

ERUVAEICEHET 58

< B>
(MedDRA
Version 24.0.
NCI-CTCAE
v4.03)

cak— b 1 ARFIBEORIVER I 240 Bl 178 1 (74.2%) |

5 40 B3] (16.7%) .
OFEIVER 1 227 B9 202 51 (89.0%) |
(43.2%) . HE.L 66 B (29.1%) .
(17.6%) . 21304 (13.2%) .
W57 26 51 (11.5%) .

HF BRI IE 24 51 (10.0%)

M 24 61 (10.6%)

IZRD B, ERERIT

BThHol-, akR—h 1BREE
WZRR® B, ERFGULL F ERBE 98 5
FEAIZPE D BUG 43 B (18.9%) . FBEL 40 31
MR E, A R BB 45 27 61 (11.9%) |
LThHoTz, ar— bk 2 RKABEORIE

AL 111 Bl 82 1 (73.9%) 2RO Hiv, TR 1961 (17.1%). THl

1041 (9.0%) .

TP ERIBUVDIE 9 B3] (8.1%) 4

ECThHolz,

- JL—R3LULEOBWERAIE, adh— bt 1ARKREL 69 5] (28.8%) (28D Hiv, &
TR BT TP BRI E 18 B (7.5%) 4
(65.2%) TR B, ERTFRITLPEREAE 88 1] (38.8%). IFHHEREIED

ETholz, adk— bk 1 BR BT 148 Hi
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2361 (10.1%) . FEEELF P ERBAE 17 61 (7.5%) . M/ INOBAE 15 611 (6.6%)
HThoTo, adm— F2ARAIBHI306] (27.0%) (ZRD IV, F/o BG4 HER
WDIE 8 51l (7.2%) &Tdh o7,

CHEICE S RIERIZ AR — b I AARET 45 (i, MRR4E, Eigisk & F
I B, COVID-19, o i fEZ8 k), =248— bk 1 BR #£T 4 ] (15
K. BUME, MilEd. Mgk, ¥ a— Fer ARBUE) . =R— 2 AFIRE 16
(Miz) (TR bz,

- EERBIERIL. R — b 1 AKIRE 34 61 (OEHIED 5B, gk 4 B, 2 ERDE
DIE 3B, DMHAEZE, I RA 2 B14E) . ad— b 1 BRAE 66 Il (GEEN 13 f3i], FEEA
PGP ERIAE 11 B, EACEE D 5O 7 Bl BuisE 4 6, s, ek
JE. B 3F. Wi, REEY, ¥ a— REF AMRUIGE, KOERY:, &,
T, EL, TEEREE R, EYRBUES 2 1%) . adk— b 2 ARHKIRET 14 41
(ftige 4 B, D EARED 3 B1%) 1258 Bz,

B EPIRICE S EWERIL, ak— & 1 AFIEE 16 4] (G ERIBAE 2 6, Bt
T, e, BRRHEE . FECR4, &, COVID-19, fifidk. ALF9R bRz,
EREZ 2L R EEE, 2holimtEZ i, < bR FHm, MR, K
JE. DEME, FEEEEAEMERER., IR EEES 1), adk— - 1 BREE
26 5l (B ERICE 4 B, M/ MRIBAE, 295, A D SOG4 3 Bl Y
WECE 2 B, Affigse. &, FEEELFHEREOE, U ooREREBUME, gk, v
=2— REF AMRUNAE, AMERYL, FLARSRMERRIE, OFpAEZE, e, M, M
JHE, FE, A NI A CHHEGERE, RS, P T AT IF—E |k
o RIRE., (RIMES 16]), ai— bk 2 A58 76 (iilgse. MiZe., COVID-19
fitige, ¥ a— REFAERBULAE, Joaf, DEME), DEMERREENR, BEERS 1
) \ZERD v,

CBBRICERTRNEAEFERD ) BLE RO LNT-OITEYYE [ah— b 1 AKHIRE
175 51 (72.9%). =27— b 1 BREE 142 61 (62.6%) KO =d— b 2 AAI#E 89 4
(80.2%) ], Hiff [=a— T 1 AKIRE 117 1 (48.8%). =tA— ~ 1 BR £f 28 f7i
(12.3%) KO'=md— k2 RKHIEE 64 il (57.7%) . IRIFSHEMERE (24— F
| AFIRE 45 5] (18.8%), =xA— b 1 BREE28 I (12.3%) MK ON=dk— b 2 AFIRE
2761 (243%)] HEThoT-,

ERBER (&7 L —F, WO TREEE 5% 1)

ak—h1 amR—h2
(17p XK72 L) UTp X&)
AR BR #% AFRE
(N =240) (N=227) (N=111)
e AT T e A E Y R
BlEH 012 | 089 | ®0 | 2 | ;e | @0
A5 40 (16.7) | 0 (0.0) 1 (04) 0 (0.0) |19 (17.1) | 0 (0.0)
FHRERBDE |24 (10.0) | 18 (7.5) |98 (43.2) |88 (38.8) | 9 (8.1) 8 (7.2)
57 20 (8.3) 1 (04) (26 (11.5) | 1 (0.4) 6 (5.4) 2 (1.8)
SR H 18 (7.5) 1 (0.4) 0 (0.0) 0 (0.0) 5 (4.5) 0 (0.0)
T 15 (6.3) 0 (0.0) 10 (4.4) 1 (0.4) 10 (9.0) 1 (0.9)
B E 15 (6.3) 8 (3.3) 2 (0.9) 1 (0.4) 5 (4.5) 0 (0.0)
5 14 (5.8) 0 (0.0) 21 (9.3) 6 (2.6) 3 (2.7 0 (0.0)
BA & 12 (5.0) 1 (0.4) 3 (1.3) 0 (0.0) 4 (3.6) 1 (0.9)
1 A 11 (4.6) 0 (0.0) 0 (0.0) 0 (0.0) 7 (6.3) 0 (0.0)
HEL 10 (4.2) 0 (0.0) |66 (29.1) | 3 (1.3) 5 (4.5) 0 (0.0)
RGBSR 10 (4.2) 0 (0.0) 4 (1.8) 0 (0.0) 6 (5.4) 0 (0.0)
Dy D 10 (42) | 2 (0.8) 0 (0.0) 0 (0.0) 6 (5.4) 4 (3.6)
Jifi 2 9 (3.8) 4 (1.7) 7 (3.1) 5 (22) 7 (6.3) 4 (3.6)




M/ RAE | 7 (2.9) 2 (0.8) |27 (11.9) | 15 (6.6) 2 (1.8) 0 (0.0)
e | 7 (2.9) 5 (2.1) |27 (11.9) |23 (10.1) | 7 (6.3) 5 (4.5)
2 i 6 (2.5) 1 (04) (30 (132) | 1 (0.4) 4 (3.6) 0 (0.0)
(&S 5 (2.1) 0 (0.0) 13 (5.7) 0 (0.0) 3 (2.7) 0 (0.0)
FEEN 3 (1.3) 0 (0.0) [40 (17.6) | 8 (3.5) 1 (0.9) 0 (0.0)
) E 3 (1.3) 0 (0.0) 13 (5.7) 2 (0.9) 2 (1.8) 0 (0.0)
g - 2 (0.8) 0 (0.0) (24 (10.6) | 1 (0.4) 2 (1.8) 0 (0.0)
BAIEHE 2 (0.8) 0 (0.0) 13 (5.7) 1 (04) 0 (0.0) 0 (0.0)
TN I ER
b 1 (0.4) 1 (0.4) 17 (7.5) 17 (7.5) 1 (0.9) 1 (0.9)
s 1 (04) 0 (0.0) 14 (6.2) 1 (04) 1 (0.9) 0 (0.0)
MRS 0 00 | 0 00) |43 189) | 6 @6 | 0 00) | 0 (00)
e ) ) : : ) }
n (%)
F—%Jy AT H 2022410 H 31 H
BT REFEES
aR—h1 aiR— k2
(17p K&K L) (7p KKB V)
AFKIE BR % A
(N =240) (N=227) (N=111)
N 7 e o | ZLV—F3 N I P
A7 L—R ok A7 L—R ok A7 L—R ok
E=qin 17 (7.1) 1 (04) |47 07) | 5 (2.2) 7 (6.3) 0 (0.0)
HA i 117 (488) | 14 (5.8) |28 (123) | 4 (1.8) |64 (57.7) 6 (5.4)
R H I, 19 (7.9) 14 (5.8) 4 (1.8) 4 (1.8) 9 (8.1) 6 (5.4)
(LA ARED K Y
G 12 (5.0) 3 (1.3) 6 (2.6) 3 (1.3) 7 (6.3) 5 (4.5)
=il 42 (17.5) | 22 (9.2) |31 (13.7) | 15 (6.6) |15 (13.5) 7 (6.3)
*?ﬂ‘}%ﬁ%ﬁz 45 (18.8) | 22 (9.2) |28 (12.3) | 11 (4.8) |27 (24.3) 8 (7.2)
JiE 15
2 &I 26 (10.8) | 3 (1.3) 17 (7.5) 5 (2) |20 (18.0) | 2 (1.8)
eSS EE RS 0 (0.0) 0 (0.0) 3 (1.3) 2 (0.9) 1 (0.9) 0 (0.0)
JEYE 175 (72.9) |57 (23.8) |142 (62.6) | 50 (22.0) |89 (80.2) |30 (27.0)
A Fn FUBYSREl 6 (2.5) 1 (0.4) 4 (1.8) 3 (1.3) 1 (0.9) 1 (0.9)
IFHERBAE | 40 (16.7) |30 (12.5) [129 (56.8) |116 (51.1) |21 (18.9) | 18 (16.2)
FEENEAT P ER
b 2 (0.8) 2 (0.8) 17 (7.5) 17 (7.5) 1 (0.9) 1 (0.9)
M/ E | 15 (6.3) 5 (2.1) |41 (18.1) | 18 (7.9) 9 (8.1) 2 (1.8)
n (%)

F—XH -y FATH 2022410 H 31 H
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Bk oo MEamE UM o/ Bk D EEEEL) (CLL/SLL)

55 3 HHEABR (BGB-3111-305 5XB&. ALPINE 5{E&%) ®10
F—%Jy AT H 120204 12 4 31 A, 20214 12 4 1 A, 2022428 8 A

HHY

R/RCLL/SLL BEZ%I%R L LT, KKl& A TINTF =T Oa%ME R VLM% gt 5

BT A

ok, e, BAERT 3 AR

PSE S

ARFHIBE
ITTHEHT * G 4E 32745
TR R SR 3241

I—P

M2

38/ IR PECLLUESLL
65213

A INF =T

(1:1) »
|—> ITTAET X G245 32543
AT RER 32401

a) JERIRF : 4l (65 AT vs. 65 LA 1) HERAGMIR (WPE vs. PEDIAS) . BEHAMEORIE (H Y vs. 72
L), del(17py/TP53 =5 4KHE (H Y vs. 72 L)

T
EERILE

<18 ED B &

< iwCLL EEHEZG L, 2B DORO I b Ed 1 DICX W ERINTIEEE
P4 % CLL X% SLL O EZWr &2 1T - B

- TR A

- JRFAPH, HEFTE. SUTE M EE

- JRFEPH, AT, SUTIEMENEY > EE

- e F IR A 2 O TR Y O SEREEINE

- EEER

b7l b Y T FHEOREFEEZ S RR Th 5 B

s BER OGNS BIEALETO RN 14 B2 B2 TV D HEE

< BIEATREZR R (BN 1.5em 2B 25 ) 3808 1AL LS Y | 2 7B D EARE
Z I ATRE TR A 10mm Z A 2 D EIMRAE L EFR) 2H LTV DHHEE

< BTY o PEEIME XY b 2 — OB RN S D B

« B XX Y B K DBERI D CNSTHREN S 5 BE

AREMEDO R E R DEREREAE LTS HEE

- HIV @, 1REhE BRI, R OVREIE CUFR DO WTIINICRBE L TV A EE

BT 1%

AFIEE - AFK 160mg 2 1 H 2 [HRE O 5
ATNVF=TRE AT NF =7 20mg % 1 B 1 [BRRO#ES

IRC IZ XV RBETVPHEE SNDE T, AL ILEEORME, Eik, FATERN
HEEG, IBRE(TER OUXIRBRIKES OHIWr, #5E OIS 2 ET 5
PFFRE, ZRIEIER OB, REPUBIRIE O, XX 28 B &2 % H1GRER -
O T E TGk S Tz,

A 3

TEHMMIEE : ORR (JRBRE(EEARHIE) [MEEA 2 f@trE A ]
EERRARGHEEE : PFS URBRELEMEIE) [MEEn /e i g ]

BIREHMIE A : PFS (IRC /). ORR (IRC ¥|&). PR-L LA EoHBEEEIS (IRC ¥
E. {RBRELEHE) 7oL

et AEEL, FICEETREAERES (A, OEMEN L OO ERSE,
i, R, @SmE, BYE, FPERBUDRE, RIS iR E
S AR EEERE) 70 L

FEAT R

p={1l

ITT fRNT X GEENC 1, BEA L SN2 T R TCOBENEG i, AT O E3
TRFRMTX SRR & Ule, RN REMICIL, 1EBRER 522 T -3 X ToH
BRENEG TN, T _XCOLEMEMATIER Sz,

THEIMAEE Th HIERELIERATEIZ L D ORRIZHOWT, LM~ —T v 2%
A r—v (KE/ A TVF=7) 08558 & LT, AFIFEDA T NF = TRk
5L M A REET D FERGHME 21T > 72, ORR ORI IX. #RBRA 415 ()3
TEAIE I T ORI 12 H ATRIC 1[B15E05E L, FRAEHRITIZ, #EBRE 600 61203 EAE AL
SNTHHHR 12 » ARRIZHE- LT,

FR IR SR HEFRAT DOV CTIEL MEDRGE S N5 A8, 4l (65 R vs. 65

,34,




A ) HIERA M (TP v REDL) . EEEMEOREE (B Y vs. 72 L) del(17p)/TP53
ZEARRE (B vs/2 L) ZREBIRT-& LIk s T« =T 0 « AN o )URRGE
ZHWT, REBEDA 7 VT =T FEIET DEIEIC OV CRGRE L, R EREICE
i+ % ORR OF EAKUET, HREIARATIRERIH] 0.0099, HA&ARATIREA-{H] 0.0235 & L7,
ORR (24 2 AAFIRED IELVE R OEE DN 72 SN2 B A1, PESICHOWTCIERRE
fEEERTHIEIZ X 2D PFS 544 205 B FEAE L72FE T, HR (K& A 7 vF=7)
D~—> 13319 TIHLMERKFE LT,
PFS OIELMEN R ST A 13F0 (65 AT vs.65 mklh b)) . HuEEfgHhlsgk (H[E vs.
RELAL) . EHEMEOREE (B Y vs. 72 L), del(17p)/TP53 ZEEIRAE (HV vs. 72 L)
ZIERIK T & Lic@hile 72 v 7 e 2 AW, milAEKYE 0.04996 & L CHERBME
RE LT,
BRED PFS O3AIE, BT T v « ~A Y —IETHIE LT,
ORRIZOUVNTHG (655ATitivs.65m% LA ) | PRI, HIEEA R (77 v A —Z ~FZ U
7 /=a2——7 2 RvsBdvs. ALK) . BITEREL (1-3vs.>3) . X—R T A VEFOECOG
PS (Ovs. 1LLE), =2 T A U HFDdel(17p)/TPS3ZEFLRIE (HVvs. 72 L), Bulky/iZs
(ERPREDREEZZ5cmvs. /2 L), X—AT7 A UKD B2 raru7l v
(3.5mg/LLL Fvs. 3.5mg/Lil) , N—R T A VEFEOIGHVAEFIKEE (B Vvs 72 L), #
I AIVEEDIFEHISE  (BinetsF8A/B X 13 Ann Arbor2y 38 1 /11 vs. Binet53J8C X 13 Ann
Arbor3HENL/IV) BIOH T 7 N—TfHr 24TV, 74 LA R 7'y FT95%ClE FR
L7,
BRI REFEFESR AL ER L, 7 2V —ROEAGER (&L, OEME &
OB, i, RH L, @i, EYYE, R ERBAE, R EMEES,
IINBRIBZE TS AR (22K LT,

AL A UE HHZELNIL, CLL TIZiwCLL A KF A 2 2008 HECEThR (JRIREEE VU o SEREE N
(P52-54 JE(CRE 5 e4ET) . SLL Ti& NHL Lugano 774810t » TRHM L 72,

ZHR) ORR (% PR UL | [CR+CRi+#&EHi: PR (nPR) +PR] L EF L7z,

e AL, <N E R FH AR E B OV BB >

AKIHE A TNF =T
(N=327) (N=325)
PeLis 213 (65.1) 232 (71.4)
PERL 0 001 114 (34.9) 93 (28.6)
VPN 47 (14.4) 44 (13.5)
HA 261 (79.8) 270 (83.1)
BAIT 7V ART AV AN 4 (1.2) 2 (0.6)
SR n (%) N A S AER T Z O KPR S R 3 (0.9 0 (0.0)
’ YR, 1 (0.3) 0 (0.0)
D 2 (0.6) 2 (0.6)
WER L 6 (1.8) 6 (1.8)
A 3 (0.9 1 (0.3)
Pl ). FIE PR 67.0 (35-90) | 68.0 (35-89)
65 T ATl 126 (38.5) 125 (38.5)
T@%ﬁj\ 65 LA b 75 sk 127 (38.8) 131 (40.3)
75 LA B 74 (22.6) 69 (21.2)
TOT 49 (15.0) 45 (13.8)
HOER A bk F—RA NSV TP/ =a—V—F R 28 (8.6) 30 (9.2)
n (%) KN 198 (60.6) 191 (58.8)
ek 52 (15.9) 59 (18.2)
N =326 N =325
WRE (kg), HHRE (HEFH) 76.25 77.80
(41.0-149.0) (46.5-133.0)
ECOG PS 0 128 (39.1) 122 (37.5)
n (%) : 1 192 (58.7) 190 (58.5)
2 7 (2.1) 13 (4.0)
SRIOZWEOREBRSINE COMM (), HovE @) | 7.0 (0-29) 6.8 (0-27)
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o . CLL 314 (96.0) 309 (95.1)
R 0 (%) SLL 13 (4.0) 16 (4.9)
Ky =7 34 (10.4) 35 (10.8)
JREI Y Y 2o 148 (45.3) 154 (47.4)
n (%) Y 145 (44.3) 135 (41.5)
il 0 (0.0) 1 (0.3)
Bulky % IEHPRA DR Sem B 1 145 (44.3) 149 (45.8)
n (%) BERIRE O E 10cm L E 30 (9.2) 29 (8.9)
HY 195 (59.6) 214 (65.8)
JEIE, n (%) 2L 130 (39.8) 107 (32.9)
il 2 (0.6) 4 (1.2)
HY 109 (33.3) 124 (38.2)
FFIER, n (%) | 72l 214 (65.4) 200 (61.5)
il 4 (1.2) 1 (0.3)
N—2F A DY L oSEREREE (X1090) . 36.11 35.01
HhefE (BEPH) (0.5-392.0) (0.5-364.1)
R—=RAF A UBEO~NEZ BB (g/L). 122.00 123.00
HRfE (EPH) (57.0-183.0) (58.0-177.0)
R—2 T A CEEO M/ (X10%L) 126.0 125.0
HRufE (PH) (21-413) (35-339)
R—2 T A OGBS (X10%/1) | 3.58 3.51
HhefE (BEPH) (0.5-13.7) (0.0-71.0)
WEROMER | HY 172 (52.6) 170 (52.3)
WY n (%) | AL 155 (47.4) 155 (47.7)
. HY 188 (57.5) 194 (59.7)
fiff% 2L 138 (42.2) 128 (39.4)
R 1 (0.3) 3 (0.9)
del(17p). HY 45 (13.8) 50 (15.4)
n (%) 2L 282 (86.2) 275 (84.6)
HY 91 (27.8) 88 (27.1)
;dlel((ol/j)q)\ 2L 236 (722) 236 (72.6)
il 0 (0.0) 1 (0.3)
del(13q)? . HY 197 (60.2) 200 (61.5)
n (%) 2L 130 (39.8) 125 (38.5)
H b 50 (15.3) 45 (13.8)
zpﬁfﬁ‘ 2L 276 (84.4) 280 (86.2)
il 1 (0.3) 0 (0.0)
del(17p)ZE R x| HY 75 (22.9) 75 (23.1)
TP53 28 5 72 L 251 (76.8) 250 (76.9)
n (%) il 1 (0.3) 0 (0.0)
H D 79 (24.2) 70 (21.5)
flGI;/V)EE 72 L 239 (73.1) 239 (73.5)
il 9 (2.8) 16 (4.9)
12 R0 Y3—, HY 60 (18.3) 44 (13.5)
n (%) 2L 267 (81.7) 281 (86.5)

F—=HHy FATH 2021 12H 1 H
a) Binet /0¥ XX Rai 0¥ & W= (XY 227 : Binet 2948 A. Rai%3#H 0 & O Ann Arbor 4338 VL, Hf U

A7 : Binet %338 B, Rai 23 VII, & Y A2 : Binet 734 C, Rai 233 III/IV } OY Ann Arbor 4338 1I/IV)
b) MERGAIE, ~EF B E Y =110g/L, M/MUEL=100X 1071, UM FHERE <1.5X 10L O\ T

Ne LTESR

¢) del(13Q)ITE / Y I —ROFEREEMNE, Iz Ey—h (87 Y I —ROFEROEERZ2VES) 12

#5<
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< EHHUEIGRIE >

AFHE A TNF =T
(N=327) (N =325)
PHPUEIRERE, n (%) 327 (100.0) 325 (100.0)
AN N=v4 178 (54.4) 168 (51.7)
TIFIALH] (R B AF LS 274 (83.8) 259 (79.7)
Ry B BNAF 84 (25.7) 95 (29.2)
$1 CD20 Hifk 274 (83.8) 269 (82.8)
TULLAY AT 2 (0.6) 1 (0.3)
PI3K/SYK [FH 2 5% 11 (3.4) 19 (5.8)
BCL2 fH#3E 7 (2.1) 8 (2.5)
VAT RS S 6 (1.8) 1 (0.3)
(bR s 260 (79.5) 247 (76.0)
Z D, 4 (1.2) 6 (1.8)
1 192 (58.7) 190 (58.5)
2 87 (26.6) 68 (20.9)
EEEIEDO G 3 26 (8.0) 39 (12.0)
T4 8 n (%) 4 13 (4.0) 17 (5.2)
5 7 (2.1) 7 (2.2)
6Ll E 2 (0.6) 4 (1.2)

%ﬁ?éﬁi@ﬁ%ﬁ%ﬁm£f@%% 2520 (0.4-245.7) | 26.15 (0.6-200.4)
T RRIRRIE Y, | HY 3 (0.9) 0 (0.0)
n (%) 2L 324 (99.1) 325 (100.0)
HY 1 (0.3) 0 (0.0)
BHEY . n (%) 2L 326 (99.7) 325 (100.0)
R 0 (0.0) 0 (0.0)

F—=HHy NATH 20214 12H 1 H

a) NA (472 L) =&t
b) BUEHIARIE & BRI, IR0 —HOIBREO—H & R EN D500 E 5 PR < BRI LT,

AT AR

<BREFEARIL >

- VTR SAE R To 2 G ORI EIX, AFIFET23.82 1 H, A 7 TF=
THT1172 9 HTHoT,

o FE FHRAREE O PRl L, AFIRET 99.23%., A TLF =T HET 98.98% T o 7=,

- FHERE LB, AFIRET40 6] (123%) . A 7T =TRET 5661 (17.3%) .
B 72 BB HUE, ABIBET 15561 (47.8%) . A 7 /VF =T RET 188 44
(58.0%) ThY ., WmtE b HERE IEG WO ERBHITAEEESTH -7,
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it
<BHME>

B ORR (ERREFAEMAEIE) (FEEEE) [RIENRMEHTRER] *
YT (F—% > b4 7 H 2020412 A 31 H) TOIRBRE(TEREIEIC X
% ORR (PR UL B3R LT BFE) 15, ARAIEE78.3%, A 7 VTFT=T7H 62.5%Th
ST, FEIE 1.25 (95%CI : 1.10, 1.41) TH Y. 95%CI O FRRAHELME~—
> (0.8558) % kllo7-Z &t REBEOA T NF =T RECKTT D IELMED B
RES Iz, Fo, EEERE BV I p=0.0006* (Ehl{ib=7 Z> - <~ T
Jbe N 2 URRTER) TH Y | IS OW T B RREE SN, PRSI BN
T, FFEBMEDRRGEES NI T2, EAEMITIZIIT 2 pEITELRRI TH > 72,
BASRNT (T —2 Ay bAT7H 202112 4 1 H) TOBEBREEEMEEICL D
ORR (%, AFIFET 79.5% (95%CI : 74.7,83.8%), A 7 /VF=THET 71.1%
(95%CI : 65.8,75.9%) ToH V., 2FOZENIT 1.12 (95% CI : 1.02, 1.22, [H{]
p=0.0133, @Hllb= 7 T « =TI« AUV 2 VRRER, 4B LD pfl) ThH
-7,

FRMRATICIIT 5 ORR [EBREAEERTHIE] 2
Wl p=0.0006* (JEHIL= 7 T2 o= T~ L RRIEY*)
ZZ3N b 1 1.25(95%CT: 1.10, 1.41)
ORR:78.3% ORR:62.5%

(95%C1:72.0, 83.7) (95%C1:55.5, 69.1)

100.0
1.9+
80.0 E
1.4
?’\ 60.0
)]
2
B
% 40.0 63 i
20.0
] CRICRi
00 [ PR+nPR
AT B {1 TN F =T
(N =207) N )

9) Hillmen P. et al. J Clin Oncol. 2023,41(5).1035-45. % ¥ {E[X

kA EKYE £ 0.0099

ok JBRIIK T - e (65 A vs. 65 L ) . HERAY Mg (FPE vs.PELSL) . EEREOREE (H Y
vs.Z2 L), del(17p)/TP53 ZEFLIRHRE (H Y vs. 72 L)

TR D RBREDIR (EREEEMAE]

AFIRE A TNF=THE

(N =207) (N =208)
CR 3 (14) 3 (1.4)
CRi 1 (0.5) 0 (0.0)
nPR 1 (0.5) 0 (0.0)
PR 157 (75.8) 127 (61.1)
PR-L 21 (10.1) 39 (18.8)
SD 17 (8.2) 28 (13.5)
PD 1 (0.5 2 (1.0)
BIEATIZH IR 6 (2.9) 8 (3.8)
AL 0 (0.0) 1 (0.5)
ORR (PRLLFE) 78.3 (72.0,83.7) 62.5 (55.5,69.1)

n (%) XiI% (95%CI)

KR TEAE ~FREO L R RS G O R E IS ENC BT 2 T A BT A > 3WOEH iR B o
AL (1) @& T L, U 51 & U TRER R OVEBLEY R ARBLIC B < ARRBR O 1 Wik 21T

STEYET,

,38,




B ORR (EREBEEMAEIE] (V7 7 N— T
F—HHy bAT7H (202248 H 8 H) Wi COBBREEEMAECIZEL DY 77
N—""BID ORRIZLLFD L0 TH Y | del(17p) XX TPS3 AR A2 H T HBHFITE
WT, AFBER A TNF =T RO 27T 173% Th o7,

ORRD7 # VA b Fuy b EBRREEMHE]

I K AT ek S K

e - (020/¢1) o
GRA AR KA AT 72 (95%C1), %
A fif

<65i% 113/126 99/125 —o— 10.5(1.6, 19.4)

Z65i% 160/201 142/200 e— 8.6(0.2, 17.0)
Ll

FBik 179/213 168/232 o 11.6(4.1, 19.2)

ik 94/114 73/93 —— 4.0(-6.9, 14.8)
Hi A HiE

7T 40/49 33/45 —— 8.3(-8.6,25.2)

F—ALT VT ma— =T R 21/28 24/30 —e— -5.0(-26.5, 16.5)

R 164/198 146/191 ro— 6.4(-1.6, 14.4)

B[S 48/52 38/59 —— 27.9(13.7,42.1)
CIREY 2

13 252/303 219/295 - 8.9(2.4,15.5)

>3 21/24 22/30 +—— 14.2(-6.5,34.8)
R—=ATA EEDOECOG PS

0 111/129 88/122 —— 13.9(4.0, 23.9)

=1 162/198 153/203 Lo 6.4(-1.6, 14.4)
N2 T A WD del(17p)/ TP5IE B ARTE

HY 61/75 48/75 —— 17.3(3.3,31.3)

2L 211/251 193/250 re— 6.9(0.0, 13.8)
Bulkyf# %

HY 125/145 114/149 —o— 9.7(0.9, 18.5)

L 148/182 127/176 —o— 9.2(0.4, 17.9)
R—AFA VD B2~ asaT )

=3.5mg/L 82/105 63/92 —— 9.6(-2.7,22.0)

>3.5 mg/L 152/176 138/183 —e— 11.0(2.9, 19.0)
N=ATA EDIGHV S RARTE

7L 205/239 180/239 - 10.5(3.4, 17.5)

HY 60/79 48/70 —+o— 7.4(-7.0,21.8)
i)

Binet/7¥HA/BX L Ann ArborZ3¥E /11 151/182 142/189 e— 7.8(-0.4, 16.1)

Binet/yfC L Ann Arbor S HRII/ IV 122/145 99/135 —e— 10.8(1.3, 20.3)

71‘00 r;s 75‘0 —2‘5 0 2‘5 5‘0 75 H‘JU
A TN T =T AFH AL

B PFS (BRRBAEEMEIE) (BEERBIKRIMED) [RIENRMBHTRER] X

PES DHMMT (F—Z B> hAT7H 20248 H 8 H) TOZ +u—7 v FHiH
(FPOAE) 1 IAFIRE L4 » AROA TNF=TRE278 » AT, PFS (hofii) 1%, A

KIFECTITRENLZE (95%Cl : 343 % A,NE), A 7 NVTF=T7HETIE342 5 A (95%CI : 333

# A,NE) T&h-o7z, HRI1Z0.65 (95%CI : 049,0.86) T&H V. 95%CI D_ERAFELM:~

—Vv (13319) & FlElo72Z Lipb, AAREDA T AT = TRAK S DIFHEDRGE

Sz, Fio, EEREIZIBWO T p=0.002* (&hlv 77 v 7 E**) Th

D, EREICOWT B IRRES N, PLETREDTIREIE T Lz, 24 » AR O

HAFRIIAFIFET 784%., A TNVF=TRET659% ThH o7z,

PFS (ABREEEMHEE] 1V

100 =——
w90
80
i
=0
S
4 — AR
15 30 A TNF =T R
AT+ ey
~ 30
% 504 HR:0.65(95% CI:0.49, 0.86)
= ol mip=0.002F GERIn 5 )
0 3 6 9 12 15 18 21 24 27 30 33 36 39 4 45
A A L N
No. of Subjects at Risk e oM ()
AFIEE 327 316 303 297 290 274 260 221 165 IS8 122 1l 12 2 0
L TNF =7 325 306 293 273 259 241 227 186 128 121 97 87 9 1 1 0

10) Brown JR. et al. N Engl J Med. 2023,388(4).319-32.
Adapted with permission from N Engl J Med. Brown JR. et al. Zanubrutinib or Ibrutinib in Relapsed or Refractory Chronic Lymphocytic Leukemia,
388(4).319-32. Copyright ©2023 Massachusetts Medical Society.

* A E KT © 0.04996
ok JEBIK A E# (65 mARTE vs.65 B 1) | HUERAOMIE (P E vs. R ELSL) . BEHATEORTE (H Y vs.
72 L), del(17p)/TP53 ZELRAE (HV vs.72 L)
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B del(17p) XX TPS3 ER %2 AT 5 BEICRIT 5 PFS JRBREMLERHIE)
(- F ) — TR
PFS DiAMNT (T —4 B> bA T H 1202248 A 8 H) TO del(17p) X I% TP53
ERAEFTHEEFICBIT D7+ 0—7 v 7RO FIAEIX, AFIEE27.7 5 AR O
ATNT=THE222 5 AT, IBBRE(LEMEEICL D PFS OFRflIL, AFIEET
IERENE, A TNV F=THETIE263 5 H THo72, 24 » AR OMEB AR
1T, AFIBET 72.6%. 4 TNVF=THET 54.6% CTh o7,

del(17p) X% TPS3 ER 2 H T 2 BEITEIT 5 PFS UABRHLEMHE) 10

100 ==y
w0
Yj’ 80
g 70
’,T: 60|
- 504 —
72 — A
= U [ Qe
— 304 -
’ THE9
% 20- + ’
10 HR:0.53(95% CI1:0.31, 0.88)
0 . : . . . . ! . ; - ; e
0 3 6 9 12 15 18 21 24 27 30 33 36 39
A 2 AL D> B D RS
No. of Subjects at Risk Ml LR ()
AFNRE 75 71 68 66 64 61 56 47 32 30 21 18 3 0
4 75 70 68 59 55 18 45 34 19 17 10 9 2 0

10) Brown JR. et al. N Engl J Med. 2023,388(4).319-32.
Adapted with permission from N Engl J Med. Brown JR. et al. Zanubrutinib or Ibrutinib in Relapsed or Refractory Chronic Lymphocytic Leukemia,
388(4).319-32. Copyright ©2023 Massachusetts Medical Society.

IR T B ~AHRR D E%ﬁﬁi%nn@ﬁ’imfﬁ?&ﬁ{ﬂ-/ﬁ@] T LHA RTA 2 3R ERIR IS E O
JAL (1) @B L, #ZM4iC& 8 A E U TR LK OF B 7RI LS < ARRBR O IE R 217
S>THEY ET,

B>
(MedDRA
Version
24.0, NCI-
CTCAE
v4.03)

- RFRIBEDORIWERE 324 il 243 1] (75.0%) (232D Hav, T2 ER I3 h R E
605 (18.5%). rlL/E 384 (11.7%) % Th-o7-, £ INF =7 HOREIERIL 324
B 267 B (82.4%) IZFB& HiL, FERFERIFHFHERBE 50 B (15.4%). THi
46 5l (14.2%) HTh o7z,
« ZL— R 3L EORIWERIZ. AFIFET 117 6] (36.1%) (2D B, TRFESRITLH
FRERIBVMEE 45 11 (13.9%) . &l 21 B (6.5%) ZETHY, A T NVF=TRETIE
138 Bl (42.6%) 2788 bl ERFGILFHERPEAE 38 ] (11.7%) . Afidk 19 fi
(5.9%) . EIE 17 6 (52%) HThoT-,
c RIS E > 2 BWERIIAKIRET 5] (COVID-19 fitige 2 5l Mige. MIEMEMZ%. AR
MSE, KRB, REIRBRZAS 16, 4 7 VF =TT 76 (COVID-19 fitizk, fifi
KA 21, /(/7/1/i/4ﬁ 9 o M DFFIE, IMFEZES 16 123D BT,
- HERRIERNIAKIRET 37 6 (M 4 6, JRESEG:, A 3 4§, COVID-19 Jifi
%%, COVID-19, MM MEBISEIE, i/ IMEBasD . BUES 2 §1%) . A 7V F =7 R
T 5761 (B 17 i, LEHEE) 6 51, COVID-19 ffidk 3 i, JRIERG:, EEK J]']l
Ky A 7o REAERE, ERGERGE, DEMENS 2 615 12D
ni-,

s BEEHIRICE S TRIWERIX. AFIEET 14 ] (COVID-19 Jitigg 2 fil%8) . A 7T =
TRET 3061 (OEMEL S FL g 3B, DARE, FHRA 2615 IR b,
CRRICEETREFEERD Y B £L mm’)%m‘_ DI GE [ARHIRE 231 4
(71.3%) KOA TNF=T8E 23761 (73.1%) 1. I [ARFIEE 137 61 (42.3%) K
A TNTF =T R 13461 (41.4%) ], GFRERBUDIE [ARAIRE 95 61 (29.3%) KO

TNF=TEET9B (24.4%)] %ThH o7,

FRBIER (WTFhhroBETREEE 5% L)

AFBE A TNF =T Rk
(N=324) (N=324)
£ 1—F |ZL—FR3PE £71L—F |[ZL—F3LE
ERIVEH 243 (75.0) 117 (36.1) 267 (82.4) 138 (42.6)
T R ERIS SiE 60 (18.5) 45 (13.9) 50 (15.4) 38 (11.7)
IR 38 (11.7) 21 (6.5) 29 (9.0) 17 (5.2)
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Zif. 29 (9.0) 1 (0.3) 29 (9.0) 3 (0.9)
P15 29 (9.0) 0 (0.0) 25 (7.7) 0 (0.0)
T 26 (8.0) 4 (1.2) 46 (14.2) 2 (0.6)
RGE Y 24 (7.4) 1 (0.3) 13 (4.0) 1 (0.3)
IR ERER D 23 (7.1) 14 (4.3) 19 (5.9) 13 (4.0)
FUPR H 22 (6.8) 0 (0.0) 13 (4.0) 0 (0.0)
1/ B E 17 (5.2) 6 (1.9) 20 (6.2) 8 (2.5)
fifide 16 (4.9) 6 (1.9) 23 (7.1) 19 (5.9)
KI5 16 (4.9) 3 (0.9) 24 (7.4) 0 (0.0)
G 13 (4.0) 0 (0.0) 17 (5.2) 0 (0.0)
A 8 (2.5) 3 (0.9) 32 (9.9 10 (3.1)
B 8 (2.5) 0 (0.0) 22 (6.8) 1 (0.3)
5 R 4 (1.2) 1 (03) 26 (8.0) 0 (0.0)
;ggﬁy%ﬁ7azmmigﬂsa
BICEEIREFEES
AFBE A TNF =T R
(N=324) (N=324)
£ —F |ZL—FR3PE £71L—F |[ZL—F3LUE

E=iil 50 (15.4) 7 (2.2) 53 (16.4) 8 (2.5)
N G=3 B YA ONTING=S i T 17 (5.2) 8 (2.5) 43 (13.3) 13 (4.0)
HH 1. 137 (42.3) 11 (3.4) 134 (41.4) 12 (3.7)
pNastiill 12 (3.7) 11 (3.4) 14 (4.3) 12 (3.7)
e 76 (23.5) 49 (15.1) 74 (22.8) 44 (13.6)
JEYYE 231 (71.3) 86 (26.5) 237 (73.1) 91 (28.1)

H Fn R Y E 7 (2.2) 5 (1.5) 10 (3.1) 5 (1.5)
I HRERIS i 95 (29.3) 68 (21.0) 79 (24.4) 59 (18.2)

FEEMAE LT H R E 4 (1.2) 4 (1.2) 3 (0.9) 3 (0.9)
TRFR R N 40 (12.3) 22 (6.8) 43 (13.3) 17 (5.2)

Fe T 21 (6.5) 7 (2.2) 28 (8.6) 4 (1.2)
M RIS i 42 (13.0) 11 (3.4) 50 (15.4) 17 (5.2)
e 55 Ry S A 1 (0.3) 1 (0.3) 0 (0.0) 0 (0.0)

n (%)

F—HHy NATH 202248 H 8 H
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Extt<wononJYy VinfERD) v/ \RERR Y 2/ \E

#B5MeE 3 MRERER (BGB-3111-302 SXE&. ASPEN S#Ex) 'V
FT—HHy hATH 201948 A 31 H (EEMAT) . 2022456 A 21 B (EfRTLISL)

B WM BEZ %5 L LT, AKElE A TIVF =T OFME RO e %2 i+ 5
PIRTTA st wefenie, HERR SHRSER 3 R
k5
AF
—> ITTHRAT S SR 102451
ask— N : MYDSSZE R Y mWAEB I REAERITARRE 10161
20145 T amne FEE——
L3 iTrmektRsE oopl
WM E#H LA VERRAT T SR 984
TR P2 MYDSSE R o rowssm o
28631 AT G 280
a) JBRINT : CXCR4ZEFRAE (H VY vs. 72 L vs. KA . W@EIZZ T IFET A 88 (0vs. 1~3 vs. >3)
b) MYDS8S 75 @&m$%fi47w% FIH LRUSTFBAWE 12 SR THnDZehnb, ARORDMEE
Pl D DHE—REE LT,
T <18 ED B
HRRULUE « R/R WM DGR K ORI W 3 8 5 7>, T TN TERNC MEAED (L5t
BV AUPNES R EHIEr STV DR
cIWWM-7 O 22 2 o A HHEZHED, IRIERME L SNHEMED S B/ b 1
N A e Y3
< BIEARERZ (Mg IgM A2 0.5g/dL B & EF%) =T 5HRE
- TN BEDOHE, IHFEHEEERNY 27 W2 kS&, ERIC HEEOLFRRERIEL
DAUNHEE ) SR STV D BRE
T7 < BEIC BTK HEEAZ G S B
Rl uE IRBRIEOYIEIER 5006 4 BRELINICK IR 22 7o B
IREMEDRERAICE R DEBEAG L TV HEE
< HIV @, JREE B AT, R OVEEME CRUFROWTICRE L TWHEBRE
M7 v a7 ) CEIC KA BEMO AR R (CNS) WA RS b EBE
AR 715 AAIFE « AK 160mg (80mg 1 7L 2 @) % SHEMILL EORE T 1 H 2 [FIR O£ 5-
ATNF=TRE : A TNAVTF =7 420mg (140mg H 7 &/ 3 E UM OfEH T & 418)
Z1H 1 ERO#&S
ABNINIA TNVF =TI A 70 1 oFE 1 BENS, KBRET, FFRTE R0V EMEX
IZFET, [REREL BEARRE, SUTTRBRIKIEE IZ L 23RO T £ T £ 0 ITHke
iz,
A TE B FEIBEE : AR — bk 112817 %5 VGPR/CR % (IRCHIE] [#Mirr 2 i@t g )
AR FHmE E
- IR — b 112381F 5 VGPR/CR R (1R ST E RN E)
- a2 — bk 1123815 MRR (IRC ¥J7&] (CR, VGPR X[ PR)
- 2R — b 11ZBIF 5 PFS URC HE, RRE(LEAMEE) 2L
PRBRNFEMGE A -
- ak— bk 1ICBIT D CXCR4 2 FREER D MRR
c ak—h1 :kﬁéammﬁﬁh?%@Tm
- ak— 2B AT (VGPR/CR %, MRR, PFS) 72 &
Zel  AEFER, FICERITNEAEFESR (Wi, Ktif, GBS &Y A0 E
B, S, CREREEVEEE, ARG, BYYE, P EREAE, MR
DIE, &) 7ed
FEATE ITT fRATRISAERIL, R — b | CHEEL(LINBEGHECEH O F T 723X ToRE T,

TRTOFIPEDRITIAEH Uiz, ITT ST REM OV 7 & » T, RR FENTRIEE
X, BEAEAALEIST S 2T MIHEASNT, 1 1BETA VU EEZITTCWHEE T, A%
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PEFRMT O E BT R RER & Uz, R RISER X, AFUIA TVF =T %0
2L 1 EEEGLETRTOBRET, akh—F1 & 20T _XTOREMMTIHEHL
T2o TR— N 2 DE NN R REMIT, MYDSSZEF 72 LT 5 Z & S h R AR <
B S, AAZ D7 &b 1EEREG LT _XTOBENEG TN,

TR N PFS IZOWTC, adh— b 1 IFE GBI OFia#S] (R/R M, TN £MH) .,
a7 — b 2 IEXRNER BN ER Lz,

TERMHIEEH TH D VGPR/CR HiL, MEEMIMELMHH L CEEMLEZFTE L., KA
R/R AT R SAE M CHEEBME 2 MGE L. & D% ITT AT R SRER T & B 2 WRGE LT,
CXCR4 ZZFLIRAE (U vs. 72 LUK WEITZTI2IET A 4 (0 vs. 1~3 vs
>3) . Ffin (65 LA T vs. 65 i) ZJERHIA & Lc@hliba s 7 - =27 -~
Y JVIEOME p L, — kR & LT 0.05 & el L=, M p fE2Y 0.05 Kiili T, 1A%
R A EBALT A7 OIER ENT 2~ T e A~ 2 )LDIE Y R 7 ZEZENRIEDGEAIT
TEHMNER SN L,

12, 18, 24 # A7 EORFEDRESIZE T 5 PES RO %E, DT T2 « <A ¥ —ET
HEE LT=, B DOEFSICEBIT D PFS KD 95%CI % Greenwood DA THEE L7=, PFS
RBOT7Fu—T v THIE, $h 7T s~ A —IETHE LT,
BRCHEHTAREAFERS (B, KHM., DEMEI R O UL EHE, @iinE, —K
S TENE S NS AR e, JEYME AR ERIBAE i/ MRIBAE . Eifn) 12D
T, A7 3V — & HARFERNCER LT,

AL A UE FEEBZRNEL, IWWM-6 IZHE - TR L 7=,

(P54 & MRRIZPRLL | (CR+VGPR+PR). ORRIIMR UL |- (CR+VGPR+PR+MR) & EFE L 7=,
)

BEER < N DR FRIRENE K OV BRI >

aR— k1 aR— K2
(MYDS8 ZEH. % 1) (MYD88 227 1)
AFHIHE A TNF=THE AFHIE
(N=102) (N=99) (N=28)
, . Bk 69 (67.6) 65 (65.7) 14 (50.0)
MR o (%) IR 33 (32.4) 34 (343) 14 (50.0)
TIT N 4 (3.9) 0 (0.0 0 (0.0)
ANFE, n (%) HA 88 (86.3) 94 (94.9) 27 (96.4)
WER LA 10 (9.8) 5 (5.1) 1 (3.6)
i (0, TIE (i) (gﬁn GQ&) GZ&)
65 LA T 41 (40.2) 29 (29.3) 9 (32.1)
IR PN 65 R 61 (59.8) 70 (70.7) 19 (67.9)
n (%) 75 LA T 68 (66.7) 77 (77.8) 16 (57.1)
75 WG 34 (33.3) 22 (22.2) 12 (42.9)
ECOG PS 0 46 (45.1) 42 (42.4) 9 (32.1)
n (%) X 1 50 (49.0) 50 (50.5) 15 (53.6)
° 2 6 (5.9) 7 (7.1) 4 (14.3)
BAOZE DIRFREEOWIER G- F 425 4.94 3.65
TOHE (F) ¥, PRl &) (0.1-23.2) (0.1-24.9) (0.1-20.3)
R 0 19 (18.6) 18 (18.2) 5 (17.9)
NI
E”i@f?i&‘ 1~3 76 (74.5) 74 (74.7) 20 (71.4)
° >3 7 (6.9) 7 (7.1) 3 (10.7)
Rt DT B HBIEO P % 52 == R
ORI ()RR () (0.8-18.1) (0.3-65.3) (0.0-10.4)
= s N=102 N =98 N=27
;wxﬁgﬁﬁﬂig@h&mm 31.75 34.15 28.50
ol S (5.8-86.9) (2.4-108.0) (5.6-73.4)
N—2 54 U EED | 240 g/L 36 (35.3) 38 (38.4) 8 (28.6)
IgM X453 (Central | <40 g/L 66 (64.7) 60 (60.6) 19 (67.9)
Lab). n (%) el 0 (0.0) 1 (1.0) 1 (3.6)
B ERA (Yo H—3%)  (Central Lab) . n (%)
MyD88~*" jcxcra”” [ o1 892) | 90 90.9) [ 23 (82.1) V
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myDpss” " icxcra™™ 11 (10.8) 8 (8.1) 1 (3.6) ¥
MmyD88~*" 1cxcr4a™ (0.0) 0 (0.0) 2 (7.1) ¥
MmyD88”"* jcxcr4™™ 0 (0.0) 1 (1.0) 2 (7.1)
CXCR4/NGS, CXCR4WHIM 33 (32.4) 20 (20.2) 1 (3.6)
n (%) FS 19 (18.6) 7 (7.1) 1 (3.6)
NS 14 (13.7) 13 (13.1) 0 (0.0)
CXCR4WT 65 (63.7) 72 (72.7) 19 (67.9)
KB 4 (3.9) 7 (7.1) 8 (28.6)
BESNER (RBRE | Y 63 (61.8) 66 (66.7) 16 (57.1)
LERIHE) 9. U ooNfiE | 61 (59.8) 62 (62.6) 15 (53.6)
n (%) S
JiHE 16 (15.7) 16 (16.2) 4 (14.3)
Z D 1 (1.0) 0 (0.0) 1 (3.6)
7oL 39 (38.2) 33 (33.3) 12 (42.9)
AL (%) I\6Io: 0906 1\610: 0809 I\212: 5206
HheiE (D) . ) .
(0.0-90.0) (0.0-90.0) (0.0-90.0)
WM IPSS/SPEP K’y = 17 (16.7) 13 (13.1) 5 (17.9)
(Derived) ¢, BISPEY 38 (37.3) 42 (42.4) 11 (39.3)
n (%) Y 2Ry 47 (46.1) 44 (44.4) 12 (42.9)
R—AF A4 VHEO~NET O UE 102.50 109.00 108.00
(g/L), "Pefifl (ipH) (53.0-152.0) (72.0-159.0) (65.0-140.0)
R— 2T A HED MR 236.85 236.00 191.50
(X10°/L), ol (FipH) (34.0-564.0) (43.0-542.0) (64.0-470.0)
N2 T A CROM Bk, L o= n=28
(X10°7L) . iRl i) (0.6-8.5) (0.4-7.6) (1.4-7.4)
MEREVE © | HY 71 (69.6) 57 (57.6) 16 (57.1)
n (%) el 31 (30.4) 42 (42.4) 12 (42.9)
VA TaTY | Bk 5 (4.9) 7 (7.1) 3 (10.7)
MfE (Central et 91 (89.2) 83 (83.8) 25 (89.3)
Lab), n (%) HEARA] 6 (5.9) 9 (9.1) 0 (0.0)
A BIBREE, | HY 3 (29 7 (7.1) 0 (0.0)
n (%) 2L 99 (97.1) 92 (92.9) 28 (100.0)
BHIE, n (%) HY 3 (29 1 (1.0) 1 (3.6)
el 99 (97.1) 98 (99.0) 27 (96.4)
F—=HHy NATH 202246 A 21 H
R—=A 5 A A, BREDEIZ GO KE L TOARVREDETH S

Bl SN o e B IR L £ TORR 2R T

CT A%y
THADT VYT AT A

c
d

a)

b) MYD8SVT
)
)
)

e) MERBAIEIL, ~EZ v E L =110g/L, f/MREE=100X10%L, XITHaxtfPERF=1.5X10L & L CEH
UNK : unknown (7). NGS : Next generation sequencing (K t{t > — 74 > v 2 7) | WHIM : Warts,
Hypogammaglobulinemia, Immunodeficiency, and Myelokathexis syndrome (JE#, K4 >~/ a7 U UiifE, @&
R, ROVE B PERIFRRIEMERE) . WT : wild-type (BF4E7Y) . FS : Frameshift, NS : Nonsense
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< EHHUEIGRE >

ak— k1 ak—h2
(MYDSS 280 ) (MYDSS ZE 572 L)
ASF A TNF=THE AFHE
(N=102) (N=99) (N=28)
SHPUEREE, n (%) 83 (81.4) 81 (81.8) 23 (82.1)
I e 75 (73.5) 74 (74.7) 22 (78.6)
7 A VAL 74 (72.5) 66 (66.7) 22 (78.6)
alFazrrTof RN 61 (59.8) 50 (50.5) 17 (60.7)
vreh T R 24 (23.5) 18 (18.2) 4 (14.3)
X7 VvAY RT7Fus 21 (20.6) 18 (18.2) 3 (10.7)
FuT T — ALEK 10 (9.8) 10 (10.1) 5 (17.9)
TYRTYVA T R 9 (8.8) 9 (9.1) 2 (7.1)
X — PR 2 (2.0) 3 (3.0) 0 (0.0)
AR AR 3 (29 1 (1.0) 1 (3.6)
Z D 3 (29 0 (0.0) 0 (0.0)
hRA VAT —PRLELR 2 (2.0) 1 (1.0) 1 (3.6)
UATIEES 1 (1.0) 1 (1.0) 0 (0.0)
Uk~ 7P 1 (1.0) 0 (0.0) 0 (0.0)
1 47 (46.1) 46 (46.5) 14 (50.0)
2 15 (14.7) 15 (15.2) 4 (14.3)
BHREEORNE | 3 14 (13.7) 13 (13.1) 2 (7.1)
B n (%) 4 4 (3.9) 2 (2.0) 1 (3.6)
5 0 (0.0) 3 (3.0) 2 (7.1)
6 L 3 (29 2 (2.0) 0 (0.0)
CR 8 (7.8) 3 (3.0 1 (3.6)
VGPR 4 (3.9) 5 (5.1) 3 (10.7)
BB | PR 31 (30.4) 39 (39.4) 7 (25.0)
ERAE 2R MR 6 (5.9) 6 (6.1) 1 (3.6)
n (%) SD 16 (15.7) 11 (11.1) 5 (17.9)
PD 4 (3.9) 6 (6.1) 2 (7.1)
KB 14 (13.7) 11 (11.1) 4 (14.3)
etk DIRIERE T BRI O F N =76 N=77 N =21
HBETo#E (A). FRfE 14.24 30.55 11.96
(#iFH) (0.9-130.9) (1.1-167.9) (0.9-132.7)

T—=XHy "ATH 20226 H 21 H

<BREFEARIL >
apR— k1

o L E IR O B RAE I IARFIRE 4675 5 AR, TN F =78 4465 v A TH Y . FERH
IR DO IL, AFIEE 98.16% KL A 7 VF =T /£ 97.08% CTdH -7,

ak— b2

- B I O R IAEIX 30.03 » . A3 ETRE O IRE T 96.52% Th - 7,

<BHME>

B aFk— b 1IZBIT 5 VGPR/ICRE (IRCHE]) (EEFMHEE) [MRIENZRMBEITREER]

TN (F—2 Dy bAT7H 201998 A 31 H) T, a2dh—h 1 (MYDSS ZERH
D) @ RR TR REMIZE T D VGPR/ICR RIIAFIFE 28.9% (95%CI : 19.5,
39.9%) . A 7ILF=TRE19.8% (95%CI : 11.7,30.1%) TH V. 28MD Y 273 (K
FIRE-A 7T F =7FE) 1 10.7% (95%CI : -2.5, 23.9%. Wifil p=0.1160, J@RHt=27 Z
Ve T e AN 2 VER) Thott, UETREDOFIEEAKT LT,
ITT FfEMNT XG4 VGPR/CR 1%, AAIRET 28.4% (95%CI : 19.9, 38.2%) . A 7 /v
F=THET 19.2% (95%CI : 12.0, 28.3%) TH V., 2 B DY A7 72 (OREIEE-1 7 v
F=TH) X 102% (95%CI : -1.5, 22.0%. Mifi] p=0.0921, EHlHt=2s Z > -~ 7
e~z ViE* 4 H EOpfE) Thoto,
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VGPR/CR # [IRC 7€)
U757 :10.2% (95% CI-1.5,22.0)

#ifllp=0.0921 (HUL =2 T e~ TN e~V = ViE* 4 EOplit)
VGPR/CR#:28.4% VGPR/CRZ:19.2% VGPR/CRZ:26.9%
(95%C1:19.9, 38.2) (95%C1:12.0, 28.3) (95%C1:11.6, 47.8)
100.0 100.0
80.0 80.0
. 60.0 T 60.0
h %h
% 40.0 % 400
20.0 ,,,,,,,,, 20.0
N ‘2‘8j'4j - 192 L2 [ varR
0.0 |« v s 1 00 00| * v cr
0.0 : - - 0.0 - I
aR—h (MYDSSERHY ) akR—h2(MYDSSZER L)
AHI B VF =T AT B
(N=102) (N=99) (N=26)
*JERIA A © CXCR4 ZEHIRHE (B Y vs. 70 LI . BEICZITIZRIET A V8 (RIR: 1~3 vs. >3,

ITT : Ovs. 1~3vs.>3) . £ (65RLLT vs. 65 55iA)

B agk— b 1128175 MRR (IRC¥E]) (BIXRFMER)

T—H T

47 H

(20194 8 A 31 H) Wi T, adh—F 1 (MYDSS EHRH V) I

BT 5 IRCHITIZ LD MRR IZAFIEE 77.5%. A T NVF =T RET7I8% TH -7,

2 — h1IZBTIHREREHR UIRCHE) (77— )

AFIEE A TNF =T Rk
XA R/R 4EH] TN 45 EIN R/R 4] TN £
(N=102) (N=283) (N=19) (N=99) (N=281) (N=18)
CR 0 (0.0 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
VGPR 29 (28.4) | 24 (28.9) 5 (26.3) 19 (19.2) | 16 (19.8) 3 (16.7)
PR 50 (49.0) | 41 (49.4) 9 (47.4) 58 (58.6) | 49 (60.5) 9 (50.0)
MR 17 (16.7) 13 (15.7) 4 (21.1) 15 (15.2) 11 (13.6) 4 (22.2)
SD 3 (2.9) 3 (3.6) 0 (0.0) 3 (3.0 2 (25) 1 (5.6)
PD 2 (2.0) 1 (1.2) 1 (53) 2 (2.0) 2 (25) 0 (0.0)
HIERRE 0 (0.0) 0 (0.0) 0 (0.0) 2 (2.0) 1 (1.2) 1 (5.6)
HIERTICHIE | 1 (1.0) 1 (1.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
VGPR/CR % (19.29?;‘8.2) (19425?’399.9) . 12,6531.2> (123228.3) (1 1417?50.1) (3.61,62171 4)
MRR 77.5 78.3 73.7 77.8 80.2 66.7
(68.1,85.1) | (67.9,86.6) | (48.8,90.9) | (68.3,85.5) | (69.9,88.3) | (41.0,86.7)
ORR 94.1 94.0 94.7 92.9 93.8 88.9
(87.6,97.8) | (86.5,98.0) [ (74.0,99.9) | (86.0,97.1) | (86.2,98.0) | (65.3,98.6)

n (%) XiI% (95%CI)

B aR— k2128175 VGPR/ICR 2R (IRCHIE) (FHRAOFEMER)
F—&Fy "A7H (01948 A 31 H) BEET, 22— F 2 (MYD8S ZEH/ L) I
BT 5 IRC HIEIZ XD VGPR/CR FiX 26.9% (26 fIth 7 5], 95%CI : 11.6, 47.8%) T
HoT,
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ad— b 2IZBTIHEREHR UIRCHE) (77N —T )

AFRE

XA R/R4EHA TN £

(N =26) (N=21) (N=5)
CR 0 (0.0) 0(0.0) 0
VGPR 7 (26.9) 6 (28.6) 1
PR 6 (23.1) 5(23.8) 1
MR 8 (30.8) 6 (28.6) 2
SD 4 (15.4) 3(14.3) 1
PD 1 (3.8) 1(4.8) 0
HIERRE 0 (0.0) 0 (0.0) 0
RERTZH IR 0 (0.0) 0 (0.0) 0
VGPR/CR = ( 1.26?27.8) ¢! 1.23?452.2) )
MRR (29.59(,)30.1) (29.?3?;‘4.3) )
ORR (60.86(,)33.4) (58.%}84.6) )

n (%) XiI% (95%CI)

B akR— b 1IZBIT 5 CXCR4EERER] MRR (TEBREMLEMYIE)
(BRFEWFAGEE)
IRBREEERTHEIZ X D MRR X, CXCR4 A5 0 BE BT, AAIEE 78.8% LN
ATNF=TRE 65.0%ThH V. CXCR4 ZEHI LIEHIZIHNT, KAIRE 83.1% K VA 7
NF=THE86.1% TH - 7=,

ar— b 1128I1T 5 CXCR4 B RIRBRIEHE (7 7L —T#T)

CXCR4EHRH Y 2 CXCR4EH 72 LY
AARE A TNF =T AHRE A TNF =T
(N=33) (N=20) (N=65) (N=72)
21.2 10.0 477 30.6
%2 b)
VGPR/CR (9.0,38.9) (12,31.7) (35.1,60.5) (202, 42.5)
MRR ¥ 78.8 65.0 83.1 86.1
(FERHEEE B ) (61.1,91.0) (40.8, 84.6) (71.7,91.2) (75.9,93.1)
ORRY 90.9 95.0 96.9 94.4
(75.7,98.1) (75.1,99.9) (89.3,99.6) (86.4,98.5)

% (95%CI)

T—XJy NATH 202246 A 21 H

a) NGS

b) =t r T =L, ®ET D CXCRY EmF R 2R BE DIz H-S<

B agk— b 112815 PFS (IRC HE) (BIRFAMHER)
T—X7y hAT7H (20194 8 A 31 H) W TO7 +a—7 » 7O I E AR
FIRETI80 A, A 7NF=TRETI85» HTHY ., IRCHIEIZ LS PFS O HfElE
WPFNOEL RBFETH 72, AFIBEROA TIAF=TRCBIT D 24 5 AR H O
WA AERIT TN T 79.4% K Y 81.5% Th - 7=,
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B ok — b 1IZBIT 5 PFS URREBAEERMAE) BIRFFHGEEE)
Txu—7 v 7 (PIfE) IIARIEET 489 v A, A TNV F=TRET 493 AT
HV . PFS (HFIfE) 1TV THORLREETH -T2, 4 T NTF =T HEITKHT D AHA
BED PFS (2B99 2 @BIME HR 1% 0.63 (95%CT : 0.36, 1.10, [fifH] p=0.1063, J&@HI7 77
YIRE*. 4B EDpfE) Thoto, AFIBEROA T NVF =T FIZIT 5 48 # AR
RO AR RIIZNEN 7183% K TN 673% Th - 72,

R — b 11285 PFS HEBRE(LERHE)

100 +
90
80

B g0

&

g

fF 0 | — A
40 A TNF =T
~ 304 | + frH8m

”()

~ 20

HR (95% CI) :0.63(0.36, 1.10)

1 Wiflp=0.1063, K52 7 Z o 7 BiE* 4 H EOpfi

0

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 SI 54 ST 60
B R (F
No. of Subjects at Risk #EE I ()

AAEE 102 96 93 90 89 88 82 81 80 78 76 74 68 67 62 59 46 27 I3 7 0
4 99 92 88 8 8 79 78 74 7l 69 68 64 64 58 53 48 12 20 6 3 0

T—=HHy NATH 202256 A 21 A

K JFBIK T : CXCR4 EFRAE (B Y vs. 72 LIUIKRMD . WEINTZ T T2FIET A 8 (0 vs. 1~3 vs.>3) |
i (65 MLAT vs. 65 BRitf)

B aR— bk 2285 PFS URREALEMHEIE) (FRREROFEMER)
PFS (HFfif) 1% 44.8 # H TH o7z, 48 » HE S COMEREAIFERIT 449% ThH -
7=,

aR— b 21285 PFS HEBRE(EERHE)

100
90 -
80 -
70+
60 -

50+

404
o 304 ——m———
Z — A

20 -
FTHE0
ol | T e

0 T T T T T T T T T T T T T T

—
0 3 6 9 12 15 I8 21 24 27 30 33 36 39 42 45 48 51 54 57 60
402 St 4 I
No. of Subjects at Risk it 1)
AHIEE 26 23 23 20 19 18 17 16 16 16 14 14 14 14 14 11 6 3 0
F—H%7 v NAT7H 20224 6H 21 H

) ERFEES
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B aR— b 1IZBIT 5 CXCR4ERRER] PFS ((RBRELEMHAIE)
(- F Z)— TR
PFS (P fil) 1%, CXCRAERZHTHA TNF =T HET398 » H. FOfITARE
EThoT,

aFk— b 11281F % CXCR4 B RIRER PFS [IEREF(LEMHEIE] (V7 7 —FHT)

100

T = = e ]

90 ik TR

......

| J.
e

80
70 4
60
501

40

— KKIBE CXCRIZER 51

307 | =— A TINF=TBE CXCRAER BV

204 AABE CXCRIZZR L
ATNF =Tt CXCRAERE2 L

10 4 + 54819

(R) HRHFEEE

0 T T T T T T T T T T T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
oz S

No. of Subjects at Risk % 3 300 (H )

AHHE CXCRIZER DY 33 31 31 30 30 30 26 26 26 24 24 23 20 20 20 19 19 9 6 2 O
ATNF =T HE CXCRAZEREDHY 20 18 18 16 16 15 14 13 11 11 11 11 11 9 &8 7 7 2 0
AFIHE CXCRAZRIRL 65 61 58 56 55 54 52 51 50 50 48 48 45 44 39 37 27 18 7 5 0

T—=HHy NATH 202256 A 21 A

< B>
(MedDRA
Version
24.0, NCI-
CTCAE
v4.03)

cak— k1 (MYD88 EREH V) AFFEORITERIX. 101 FilH 83 ] (82.2%) IZ#EHH

. ERERIIHPERBAE 23 6 (22.8%). #4 14 # (13.9%). F% 12 F

(11.9%) . T, M/ MRBAES 116 (109%) % ThoTz, adm—F 1 A TF=
THEEORWER I 98 5+ 88 5] (89.8%) ZFRD HAL, FZRFHGULTHI 27 61 (27.6%) .
Petls 24 5 (24.5%) . OEHRE 19 B (19.4%) . &IE 17 6] (17.3%) . FAGERG,
B 16 # (16.3%) . fhRcHE 15 61 (15.3%) . &FPEREAE 14 61 (14.3%) . 1/
*ﬁ?@‘wﬁa B4 126 (12.2%) . B9 1161 (11.2%) . i, MR 1041 (10.2%)
HThoTo, adm— 2 (MYDSSZEHT2 L) ARFIFEOEIVEAIZ 28 il 23 1] (82.1%)

WERO B AL, ERFRIT TR S B (17.9%) . #5461 (14.3%), HEARE, - HER
DE, WIS, BEG 3H (10.7%) % ThHo7z,
- JL— R 3L EORIWERIZ., ad—h 1 AFEET 41 6] (40.6%) IZ@EHHIL, EoTE
GUTHF P ERDE 15 B (14.9%) & THV ., aadh—h 1| 4 TILF=TFET 49
(50.0%) (ZFBDH BV, ERFEGUIFEME 14 F] (143%) HThoT-, aF— bk 2K
FIEET 14 B (50.0%) TR BV, ERERIIFTERBAE 3 6] (10.7%) HTh-o
7=,

LTI ESZRWER X, dh— b 1 ABRET 364 (RIS A L B RAE, DR
KEOEEE T IAES 16, adR—h 1 A 7AF=TRET 16 (k) THY, ok
— N 2ARHIEE LG (Vo ERERAE) 2RO b,

C EELBERIZ. ads— b 1 ARFIEE 21 B GERWELF P ERBE, AR ERIBDE, O
g, A TN K265 ak— k1A TAF=TEE 284 (iidk 645, O
TEAED 4 B, D EAHE, femmikse. MR 2 B8 ThY., adm—F 2 KHIHEE 9 4

(Htige 2 B15%) (25RO HivTe,

cBEHEHIRICE S TRWERIX, 2R — N 1 RAIRE S B GRIREEE &2 0F 5 B RalE, &
BERIEAUEGERE, A TPERIBE, (MR, MR ES 1 6), 28— 1 471
F=78E 13 6] (OEMEY, ks 2 Bl &I, Eiisg ., OEN I, KT
B Tk, MR, FVEMERZEER, 2. MigEs 16) <hHv., ahk— k2 KA
FE3 (] (R, BAUAFZ, M FHIMA 1)) 1258 b7z,

- I /£Hﬁ‘f\%ﬁ£$%@9%%’7< AHSNT-DIE, am— bk 12BN T, JERYE
[AFIRE 81 5l (80.2%) KN 7 /LF =T 80 il (81.6%)]. Hilf [AKIEE 57
(56.4%) KOA TINF=TRE61 6] (622%)] & THY, ar— |k 212BWT, &K

HECIRYYIE 24 ] (85.7%) . Hiifn 11 %1 (39.3%) ZThHh -7z,
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ERBIER (WTFhroRETREEE 5% L)

aR—h1 ak— b2
(MYD8S 2B 5 1)) (MYD88 225752 1)
AFIRE A TNF =T AFHE
(N=101) (N=98) (N=28)

L 7;;3 Sy 7E¢” Sy 731“

2RIEH 83 (82.2) | 41 (40.6) | 88 (89.8) | 49 (50.0) | 23 (82.1) 14 (50.0)
I ERVE | 23 (22.8) 15 (149) | 14 (14.3) 7 (7.1) 3 (10.7) 3 (10.7)
5 14 (13.9) 0 (0.0) 24 (24.5) 0 (0.0) 4 (14.3) 0 (0.0)
I 57 12 (11.9) 1 (1.0) 11 (11.2) 1 (1.0) 2 (7.1) 0 (0.0)
T 11 (10.9) 2 (2.0 27 (27.6) 2 (2.0) 5 (17.9) 2 (7.1)
o/ NIsE | 11 (10.9) 6 (5.9) 12 (12.2) 5 (5.1) 2 (7.1) 1 (3.6)
it 10 (9.9) 0 (0.0) 12 (12.2) 0 (0.0) 2 (7.1) 1 (3.6)
g 10 (9.9) 1 (1.0) 16 (16.3) 0 (0.0) 1 (3.6) 0 (0.0)
8 I 10 (9.9) 6 (5.9 17 (17.3) 14 (14.3) 2 (7.1) 2 (7.1)
LT 8 (7.9) 0 (0.0) 7 (7.1) 1 (1.0) 0 (0.0) 0 (0.0)
I RGE Y 8 (7.9) 0 (0.0) 16 (16.3) 0 (0.0) 1 (3.6) 0 (0.0)
T RGE Y 7 (6.9) 1 (1.0) 6 (6.1) 0 (0.0) 0 (0.0) 0 (0.0)
A 7 (6.9) 0 (0.0) 9 (9.2) 0 (0.0) 1 (3.6) 0 (0.0)
FEMEDEW | 7 (6.9) 0 (0.0) 2 (2.0) 0 (0.0) 0 (0.0) 0 (0.0)
eI | 7 (6.9) 5 (5.0) 2 (2.0) 0 (0.0) 1 (3.6) 0 (0.0)
5K 7 (6.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
DR Y 6 (5.9) 0 (0.0) 6 (6.1) 0 (0.0) 0 (0.0) 0 (0.0)
RS 6 (5.9) 0 (0.0) 15 (15.3) 1 (1.0) 2 (7.1) 0 (0.0)
iR 6 (5.9) 1 (1.0) 10 (10.2) 2 (2.0) 1 (3.6) 0 (0.0)
JaRINsshi 5 (5.0) 0 (0.0) 5 (5.1) 0 (0.0) 0 (0.0) 0 (0.0)
Ik 5 (5.0) 0 (0.0) 4 (4.1) 0 (0.0) 0 (0.0) 0 (0.0)
SRR 5 (5.0) 1 (1.0) 7 (7.1) 1 (1.0) 0 (0.0) 0 (0.0)
iﬁ”%‘m’f@ sGO | 100 | 20 | 000 | 166 | 166
FEEL 4 (4.0) 1 (1.0) 1 (1.0) 0 (0.0) 3 (10.7) 0 (0.0)

’3
Z@é%ﬁﬁf@ 360 | 000 | sGD | 000 | 2a10 | 000
HRIEE 3 (3.0) 1 (1.0) 2 (2.0) 1 (1.0) 3 (10.7) 0 (0.0)
I JE 3 (3.0) 0 (0.0) 5 (5.1) 0 (0.0) 1 (3.6) 0 (0.0)
L) 3 (3.0) 2 (2.0) 19 (19.4) 5 (5.1) 0 (0.0) 0 (0.0)
Jitie 2 (2.0) 0 (0.0) 10 (10.2) 4 (4.1) 2 (7.1) 1 (3.6)
EollEs 2 (2.0) 0 (0.0) 4 (4.1) 0 (0.0) 2 (7.1) 0 (0.0)
P i 2 (2.0) 0 (0.0) 5 (5.1) 0 (0.0) 0 (0.0) 0 (0.0)
HIER R 0 (0.0) 0 (0.0) 3 3.1) 0 (0.0) 3 (10.7) 0 (0.0)
JTVi 8 0 (0.0) 0 (0.0) 6 (6.1) 0 (0.0) 0 (0.0) 0 (0.0)
AR 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2 (7.1) 0 (0.0)
n (%)

F—=HHy FATH 202246 A 21 H
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HICEETREFEER

aR—h1 ak— b2
(MYD8S 2B 1)) (MYD8S =572 1)
AHIHE A TNF =T AFNHE
(N=101) (N=098) (N=128)
wrv—r| 7 | TR e TEE S
Hifn 57 (56.4) 9 (8.9) 61 (62.2) | 10 (10.2) | 11 (39.3) 2 (7.1)
R Hif. 9 (8.9) 9 (8.9) 12 (12.2) | 10 (10.2) 2 (7.1) 2 (7.1)
:E:;zgg&wmi 8 (79) | 20 [23(035 | 8@®82 | 27D 1 (3.6)
5 1M 16 (15.8) 10 (9.9) | 25 (25.5) | 20 (20.4) | 3 (10.7) 3 (10.7)
TWRIFCREMEER | 17 (16.8) 6 (5.9 17 (17.3) 3 3.1 6 (21.4) 2 (7.1)
B 12 (11.9) 2 (2.0) 12 (12.2) 0 (0.0) 4 (14.3) 0 (0.0
JEEIES A S E (B 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
JEYUIE 81 (80.2) | 24 (23.8) | 80 (81.6) | 29 (29.6) | 24 (85.7) |11 (39.3)
H Fn LY E 2 (2.0) 2 (2.0) 4 (4.1) 1 (1.0) 0 (0.0) 0 (0.0
I F BRI E 36 (35.6) | 25 (24.8) | 20 (20.4) | 10 (10.2) | 6 (21.4) 4 (14.3)
f;?j}%ﬂ%* 440 | 4640 | 100 | 100 | 000 | 0 ©0
1IN 17 (16.8) | 11 (10.9) | 17 (17.3) 6 (6.1) 3 (10.7) 2 (7.1)
i 18 (17.8) | 12 (11.9) | 22 (22.4) 6 (6.1) 6 (21.4) 3 (10.7)
n (%)

F—=HHy FATH 202246 A 21 H
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<HE>HRBBOGEYE

CLL
<International Workshop on Chronic Lymphocytic Leukemia (iwCLL) 2008>1¥
TN—"7 INT A—H CR PR PD
VU SEIEET | 1.5em 2825 6 DR 50%LL_FAfE /) 50%LL R
S L 50%LA_EAfE/ I 50%LL_EHER
JlELfiE 2L 50%L4 /)N 50%LL R
KM P DY | 4,000/uL A5 TRIERIDN D 50%EL B | 1RHRIN D 50%LL 1
A e
BRI 2% BN
R ERRAE, VU 2 7RER 30%A | BHEREXIEB Y oo SER
fili. B U L oNEKERIZR L K| REETD 50%iE
TERMEEBEIZ LV CRI & B
[Nt 100,000/pL #2 100,000/uL #8 S IFIG%EHT | CLL 12 X 2 IRERTD
M5 50%LL EOREN 5 50%LL_ B
~NEZBEY | 11.0g/dL # 11.0g/dL #8XATIRFERIAY | CLL 12 X B IRER TN
B B 50%LL o 5 2.0g/dL 2z 5
kb
IR 1,500/uL i# 1,500/uL #8 S UXIRHERTD
5 50%% 8 % D U

IN—T AFESGEEZHEL, 7 —7 BididEmg CUTEHE) OMiEEHE LT,

CR (complete remission : 5E2ZE%)) : RHHE AW/ L, REICEE L2 2HERER S,

PR (partial remission : ¥4 %8%h) : ZV—7 ADHEA DL/ &b 22CMMA T, ZA—7BOEAD | &7,
SD (stable disease : ZZ/E) : JWHREITN 72 <, 22O PR EZEK TE 221,

PD (progressive disease : #1T) : Z/V—7 AF/ZI7NV—TBOEADOD L &b 1 2% T,

TR O U L SEREIR R ORI (BB T CT A% v >, —IRERHR TIEB 41T X U ),

PO RGN T Y =B LR,

< International Workshop on Chronic Lymphocytic Leukemia (iwCLL) 2018 >'¥

TN—"T | IRNT RA—H CR* PR PD SD
U o i 1.5cm BAED Y > | WA T 50% | 1GHRTUIZED | K& E0Ln
AHi7R L IRy N BRI EET 50% | —49%~49%
IDERPN
A oKX | BoKE En PRI IR T 50% | IRFRISUIRED | K& S O
S 13cm Aifi Lo/ BRIC T 50% | —49%~49%
FFORKE SBIEH LA R
ERRE 2L CE ke A ikekn A ihkekn
AWMLY > | EH TBFERNIZ IR T 50% | IRFERIICH T | BUEOZELR
PRERER LUz )N 50%LL EIZEEI | —49%~49%
MRS 100x10%L LAk 100x10%/L LA EXIi%iE | CLL 12X 0 iBiR | EllE oz (ks
AT D 50%LL B3 | BCEERT 50% | —49%~49%
i LTIz
~EZ b | 11.0g/dL Bk 11.0g/dL PA 721305 | CLL (2 & v i | 11.0g/dL i &
g (@172 L, EPO | JEATICHE T 50%LL | BT 12 e ~ T | 723G ®anck
B WE OB GH22 1) 4 2.0g/dL UL BB | =T 50%AR 35 O
N, 2.0g/dL R
it DJk
B ERR. CLL #ifa | CLL AR it B | B4 < CLL | B8 I 21t
ORMEAEL, BY | U NHidHY ., X | MES 50%L | 722l
VSHiZR L RIRTE BN

*EERRBR F 7T — R OBE DL LIZ CT CHIE L7 6 UL T D U VR Fi DY XOFEFI,

DA XY 13em RN OSEIEIER & 5, P A XICB 2 EERICE B S BT R0z, BRARER Tl

b LIHEBICE Y | ED DRI L - TRHiT 5,

CR (complete remission : 5E4228%)) : M H #1727,

PR (partial remission : ¥{5378%0) : BRI IER ChRNpo7T 7NV —F AO 2HA KR V—7"BO 1 HA 277, BRI

N—T ABLOIN—T B EHIZTHANER TRO-TGE1T, 1HEE 22T,

PD (progressive disease : #17) : Z/V—7 AE/Z 7/ V—7BO 1 HBAL L& 7,

SD (stable disease : Z27F) : R H Ziifil= 7, BHIEIRDOHFBD L5EILPD LT LR,

MCR DTN TOFEAEZGT- L, CLL &3 S S BN 22O FEA R BT 2 Rt e, /MRS E,  SI34s HER s>
JEA 27 5 HEF % CRi (CR with incomplete marrow recovery) & L CHET 5,
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<iwCLL /&¥# R U o/ ERBENE 2 BE 9 % ST > 19
PR-L (partial remission with lymphocytosis : U > /SERESINZ£E 5 085 - Fr i v —8lREEKT

DRI Y > EEARCHTIRAE, B AER, Mg PT R Ik L7228,

SLL

<NHL Lugano %8 >'¢

U RN O BT S,

BRI R | PET-CT (RAHOIEHNE) CT (BN F RN T
5 BRPEEEAE (5-PS) @ TR=T 1, 2, 3
B GRS OA IR D7)
Waldeyer 8 & 72 1 2 AEFRAGERE O B\ OVER
g osq | PHERRL, MR EERBENIEIE Y | D FOF TSRS
B0 (@J z&}’r!{ b 1:/G-CSF L:ﬁé 5). | =Y ‘/5%;11 7213V yxﬁﬁﬂiﬁ DR
gz | ERZRRERNTIL O LIRS 22 | (LDD) A5 1.Sem BT & T/
HIENHD, TOMEIE AT | HiSMRE ZRD RN
N SRR TR B I, TBRERTICER
TR 5 LT IS OIS B 0D TE AL
V&< 720U CR EHERIS B,
SHI == ALk
| L L
TR | %47 L ERE ORI
Bk | 7L L
B | BHIC FDG ARREL L i@;%kE%,ﬂmﬁ%%m\%Eﬁﬁ%é
0 v L gt | A FOT ST RS
e R | e i Lo KOt
s | TR 20 ?Hi’j( 6 ﬂﬁlz » st;D i1 2 8 Sgo//o\uji
KO | e, chbopiEkses | O CWET SIS S TE S BEI.
WAL | LTWD & mEd 5, omm < Smm &7 74 PR T D,
RK TR, TR D OB REARAEE | P ROBGIL, Omm X 0mm
B L C U Smm X Smm % 2 % P IEH L OSN3
° iZid, ERNEE IO TENET B,
SHI| == ALk
ggm% FM 7 L 7o UIER 5B, 7272 LEIZe L
WAZD | o WD I IE & B X TN D S, 50%7% 8 %
WL | i L B AN 1= 5
Bk | 7L L
EREHE & BT 5 & SRR AT
LTWBHAS, FRIERT & Ll 5 &
FIL TS (LIRIER O RS
e | AGITFIE LR ONE AR EF o
TR | ) s sam L C s | e L
VR RE D PR 7T 285G 15, MRI
A, BRI & s
7= PET FaHli &2 B9 5,
a7 4, 5 59, ORI R | ERRAE GHETREZR U o ik & O AR A
FERRE | I THRO FDG ERICIBRERTND | 09 BIK 6 f8) OWIERITH S D SPD fi/NEIA
DIE TR ZRBOIRN, 23 50%AH T, AT OAEIZELY Le
L SHI == A sk
ig;g ﬁ;*% WL HEAT & — 5 BRI AR 720
TR | %47 L T & BT B HINE BB
Bk | 7L L
EROET | FREI AL L 7L
X7 4, 559 5o FDG RN | R0 ) B4R L6 1 AR &7
SRR B HETR DD/ X PPD 4K :
e | XD RBTSUTIRRE TRAC, VoS |1 OBLED Y LS RORSTE T T O R
BT mpisgs) | (o80T 281778 FDG BMERMAZR | %2R0 5
EiNRE | D, LDi>1.5cm, 72 PPD 2N AKAED B 50%LL 1

DK, 7> LDi XiE SDi DS AKAED HEE K
R (Z=2cm) Tl 0.5cm
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R (>2em) TiE 1.0cm

IR 2R HEATICER O DAL, TRFERT OB KNS
D 50%% B2 BN Z/RT, 15cm Offi7e
IE 16ecm i DOHE K

BT BIEZ B 2561, 1IN D 2em 2L
oK

BT 7o O, O3 O

HIERRE AL B2 BEARRERZA, UTHIEREEREDH 5
T2 PTRIER

oK (F 2 TG, RIAE) 12X | R LIZHEOFHER

LRV, U U R T AH7-7 | 1.5em 22 587272V V]38 (Faiod)

FDG REEMERD D, FHRENW | 1.0ecm B2 2H/- /ML i d),

RN RAARHOLG AT, ARSI —EHM | 1.0ecm KiFDOLGEIL. ZOFENRHS DY

%33\ 2 PET Bl = Z 83 5, VSR &R T E At e B,

U Lo BENSZE & BRI BT X A R R BRI A

(K& SR

R 772 FDG BE4EME, I FDG 2% | #iic g, Ul LT g iEiRiE
EHOFHE DGR

CT: avVa—XWEiRkY,. FDG: 7V A uFA4x /L a—A LDi: WEOKER. MRI: RKILBHE 4, PET : Rk

o R WTE RS . PPD @ LDi & FHICE AT RO, SDi : LDi ICTEE 22 i, SPD : DRI % EERDRM

a) PET 5-PS A2 7 : 1 : E£MN0, 2 EFESHERLLT, 3 RS XL 0 & AFIRULT ., 4 £EBIFRE 0 00|,

5 EREDPIRE D @, o/ EIHTE R ER S S, X FiT BRI O Y 3 E & DORIFRO ATREMEDMER W,

b) Aa7 3 8%, L OBE TEESRICL DI PENBEF TH D 2 L 2R BHCIHBIATEHE) . PET 2 MW 7G5 E

DIFF & WFTT DEARRR TIX, 227 3 JUINREARTo LT 2003 E Ly GRIREEZERET 5720),

WM
< International Workshop on Waldenstrom’s Macroglobulinemia (IWWM) -6>'7
GeE EERIC L D IRE CH Y v — M E AT

= AN 75
e | MO M S
R%m&f@ee R— R T A URHTAFE L7250 E . BIAVER (U L SEilEAR, IR oseinidk
P LRI 77 13RI & 2 TR C IR
Y Y ya=d eyl
A W o— o VE 1gM /& [ % R T AE

MIE [gM BN R—Z T A D35 90%LL_FAEK T

N2 T A URHTHAE LA, BEIMEE (U R EiER, MAE) ok
PRBOTEEMWE 2 7R T35 72 72 R SPIE B 2 3R D 72

B2 m— Pk 1gM & A & # H ATRE

(VGPR : Very Good
Partial Response)

SELN 7
DEI?R%)imal MYE [gM A3 R— 2 T A 2715 50~90%(K T
Respoﬁse) N_ATA VRHSAE LA, BOMRIE (U 2 EER, M) o)
YRR OIGEIE 2R3 91 72 7 RO A 3R 720
INZE3) B a— M 1gM & [ & i AThE
(MR : Minor MIE [gMEDSR— R T A D25 25~50%{K
Response) PR OIEEMWE 2 7R3 1 72 2 RO E R A 5B D 7a
oz 7 o — M IgM & H % 1 H T RE '
(SD : Stable M35 IgMABEDR— 2 F A 2B ORI 25%AT
Diseasé) BEsMGR (U o SRR, ) OMEFTI L
YRR OIGEIE 2R3 072 Z RO £ 3R 720
HEAT 1MV IgM B3 B ARAE D B 25%LL BRI (SR E)
(PD : Progressive BIOWETIX
Disease) BT R 7 2 BRIRP AT B OEST

KIgM HEDOFRIFAIZAL L, densitometry (2 &5 MERE &R, F723mFHEBEIC L 2RMTE IgM E&% V25,
2) REMHER

PMER R L
(EH1E 535 (BGB-3111-LTE1 #%8%) MNELIEEITH)
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(5) BE - RERIHER

AR L
(R REREE B . ITHREIEE B E 1T 2 BB Ic >\ CiE TVIL 10, e RE2HFTHH
FH OEEMR)

(6) ;AEMER
1) ERABRERE (—REAKERE. FEERARERE. FRARBLERAR). HERTET 4R
—XAE. HERFTRERABROAE

By o WEFR M (CLL) (UNY »o8eRkiEY o8 E (SLL) 25T, FREME~Z7n /a7 ) om
JE (WM) . Vo B Y o E (LPL) DHEE 24 & LB ei HacERa GHEd)
Ao B AR OREMET a7 7 A4 MZOWTER I N #IGAE OFFAN TO B H B2 T
TOWRME R 5,

ATk gL gk =K

B EE G 160 5l (Z2EfffTxge & LT 145 fi)

AT FRAHAM - 60 » A BEHIM 18 » A, BIZHI 24 » A

FRFHEEE | etk

2) RBEHELTERFTEOARIIIEREL-AE - HBOME
BEARSANA

(7) =it
B o\tEamE (N Bk D REEEL) (CLL/SLL)
#BHLE 2 B5KER (BGB-3111-205 &XER) (IEZEMIEER) 1©
T—H Ay NAT7H :20204-9 A 11 A

HH R/R CLL/SLL f8EF & %5 & LT, ARHIOL MR ONEIMEE T 5,
BT A | B—BE FEEMR. SHisk LR 2 MR AR ER
P R CHESR S 7= R/AR CLL/SLL 34 (1 |l EoRiEE L ¥ A o Eiifk)

TP UE <18 ED B &
-WRaﬂﬂL®%m WA s T T B
(THEHE LSRR 2 B L U A /e &b L FEZ T2 (2 BILL o
ﬂ“fﬁ?*f% INEFET L) ZenbbdEE
“iwCLL A KT A VEGETHUCHEIL U 7218 2 59 5 B
cEHIEDOWER L VA T PRUEOERAG ORI -T-Z & ISR ITER
HETHRO LI Z EDN LRI I LTV D B
- ECOGPS 78 0~2 TH HHE
- o el tgne, EhERSRE. ONEEEE. R OTIEREREZ FF D, GEENT A —X
ﬁ@@ﬁvmw b o EE
EEVAN ST\ < AR R Y L oNIE A RO BRE
< BEIC BTK HEEAZ G S B
Y e H—ELOTEF L ADH D R
CmETHLURNICHIEERM T L F=Y 2 10mg/B XIREE B2 5a/LFa
AT uaA NEEEYZ I BE
<2 3 M LANITAL TR TE, AL, TR L& % T2 B
< BZE 4B LA BT T PR — 2R E A W T PUEE SR &5 ) - B
< 4 BB KR FEMNT 22 ) 72
BRI AH) 160mg 1 H 2 [l 15
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28 HOW A 7 Tk IC iR 3 F. & L IERBAHEIT, FFE T RnaEtk,
T, REOHEL, IXRBREKEE IC L 2K T %2, R5HEITIRE
T414 H ATH T,

A H

FEEBEE : ORR (IRCHE] (PR-LLLLE)

BIRFEEE : ORR RBAE(LEANEE),. PFS URCHIE) 72 &
eVt AERG, BFICEETAREAFESES (B, Hifn, K,
DB, T, TRIFSEEIE R, A R
e, M/ REAE) 72 &

L ATE) X
JRYYIE, 4f P BRI

FEAT R

p={1l

HMEX, REMMT I GERNC SO THT S i, ZaEMEMT st GEM/ 21X
RO 5207 &b 1 AIZIT722 91 BloBENEENT-, ZOREEHT
%, Fa ORER ﬁéob\ftx MU Avary ha—*ZEiF 5 ORR IIHK) 32%&
ME S, IEfE HEBREIC RIS Ho @ Rt GBI BN THE
KUE 0.025 () & Lfé‘%‘??ﬁ% =032 OEZFEH L7, BET %5 ORR D]
18 95%Clopper-Pearson CI & 5 H U, Z82h=3 - HEEME O NG 2 55 L 7=,

CR Z Rk L 72 iR OFIE L OIS T % Clopper-Pearson 95% CL A #2271 L |
PRU EZFER LIZEBEOEG LHE M LT,

IRCHITEIZ L D PFS 1L, 1RBREE 5DV 1 7/1/1Day 106, BEBET IR %
M WETOWNT NN RS ETOWM EER L, PFS OOfIL. 177
Voo A Y —EE AW CEERMICER LTz, PES O H Il K& OV Dl od IU 53z D
95%CI | Brookmeyer V5% W TCHM L, FEDK D PFS F D 95%CI X
Greenwood DA A FAWTEH L=,

KIRREDH D CLL BE ARG L LIEAT IV T LI YR~ T O OEEAL _EEHMT I
AR O ESEAAIZERT (NCD) 12X 5 704 T ol X A EHANE CLL RBR:5 425804 20

A L vE
(P.52-54 ZHR)

PERRZEIX, CLL TIXiwCLL # A K7 A 2008 FLkiEThR. SLL ¢l NHL Lugano
SYFEICHE > CTHEh L7,

A

< N OB AR R OV -ERRME >
« CLL /X 82 . SLLIZ 9B TH -7,
< FEIR UL 61.0 B C. 65 AT DY 60 51 (65.9%) . BHED 5241 (57.1%) T
BT,
+ CLL/SLL O 2 Hrs 6 O R i1 39.43 » H Th o7,
c AT LIZERARE T - 72 BB X, CLL Tl Binet 53R C 2% 67.1%.
BRI I T IV 28 67.1%., SLL TIIRH IV 23 77.8% Td - 7=,
B R T HRARNT-& LT, IGHV AR L 516 (56.0%) . 17p K%K
D176 (18.7%) . 11qKRKHV 204 (22.0%) . TP53ZE%EH D 20
(22.0%) 72 ENERD BT,
<4506 (49.5%) 32T A LU EOFIRAARFRENR SV . 79.1%ET O 2 H L
iZxt L CIRBitEch o 72,
<BREFEARIL >
- B GWE O R YR 33.35 » H T, FEXHHEIRE O F RAEIX 99.75% ThH >
Yl
- FHERE L7 BEEIL 8 (8.8%) .
HEESPHERE IR G Mo FE2BEThH -7,

Rai 73

Be G rhllr U7- BB 0L 48 4 (52.7%) T,

<BHME>

B ORR (IRC¥JE) (EEFHEE)
IRCH|7EIZ L % ORR 1L 87.9% (95%CI : 79.40, 93.81%. 32%DIFHHE(FIZEI L T
p<0.0001 [FBRBMEEEOE 2 MU Hray bo—LOEBHRITESL]) T
b, RREROFEFMER 22k LT,

B PFS (IRCHIE) (BIRFHMEEE)
T xu—7 v 7 ORIEL 345 » A THY . IRC HEIZ LD PFS O HRE
IIREGETH o7, FEEDET L I L LIZEBE LA 26 6] (28.6%)
T, 24 5 A KON 36 » AFSOEBEAFRIIZNLI 80.5%M 1 68.1% Tl -
7=,

,56,




(LTS

< B>
(MedDRA

Version 23.0)

- ARFIEEORIWERA X o1 7 90 1] (98.9%) 2RO B, T7eEE GEHEIES 20%

PLE) 1R EREE D 69 il (75.8%) . I/ IMREIRVD 37 B (40.7%) . IR 35 5

(38.5%) . ZRBE 31 B (34.1%). B SIIHRE 25 61 (27.5%). EXGERE 24
Bl (26.4%) . —FR biRFERN 22 ] (24.2%) . MAIMEREED 21 F (23.1%) 2T
Hotl,

C LI ESTAEERILS B (R 3B, DA, A, OfifRe, i~

=74 16 2O BT,

- EERAEFELIL AT ik 2261, EXGERYYE 4 6, KUE K, BRTRA

361, BBk, BERYYE,. BE, R4S 260 I bhi,

- FTHHIRCESTAESRGIT 14 B (Hik 4 #1. B BUTR 2 6155) (280 L

7=,

CFRCIERT RS AFFRE LTI, DFEEEMERE 561, K 2 615 TH -

77
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FEHEE< OS5 O0TY DIMERVY U/ \REHREY 2/ &

dBYVE 2 tBEKER (BGB-3111-210 5XE&. w4 T—4) 20
F—HHy bAT7H 201945 8 H (M), 202141 11 H

HHY

RR WM BH 2 x5 & LT, AFNOANE L ZRIEE R 5

R 1

B, JEERR, SR 2 AR

ES

R/R WM D H[E A\ & 44 15

TR AL

<18 ED B &

* R/R WM DFGFRI L ORI 2N H D . IWWM-7 O 22 & oY A FAEDTE
FHYE VA DL RIS YT A B

AEHEDOALFIIEE G LU A Y (R A 7 VB T2 A 7 VL EET L
TW3) ICXD1REEZ 174 VU EZITTCDNDHEE

CEITOIEF LT A T MR BLERSEERR S 30T 72 WD XU R0 7R BT T 3 HERR
INTWVDI ERLEICTHH I TWDEE

TrpRAM AL E

RV~ v a7 ) CIEIC X D BER O AR (CNS) RENRS D BHE
< BEIC BTK HEE A G S B

< VRS 4B LANIC K T 252 ) 7 B

< HIV JE&Ys, TREME BRUATAR ., K OVEEIE CTRAF RO WT IR L TV 5 A
#

BT 1%

AFH 160mg % 1 B 2 [lF% 1 #5

PERBMEAT, FFRCE0EE, B, RIEME, BERRE, SULRMEMET D 7=
DIRBRIKAHE I X 2RBOK T E Tk S e, 1 BH A 701 28 HRETE L
77

A H

TEEMEIEE : MRR (IRC /&) (CR+VGPR+PR)

BIREEMIEH : PFS. ORR, VGPR/CR 3 (W HIARE(TEAHITE) 72 &
et AERL, FICEE TS EERS (i, Hin, Kb, OEE &
LS, miiE, CRIFSENENEE ., SRR RE, Y, 4R ek
e, M/ REAE) 72 &

et

T R P REFRAT IS X, KM RER D> H WM TH D Z & AH
MR SN, RN—A T A VO IgM UM 7ZAHE) 28 5g/L LLETH
HREERE (MEEEMEMNT I RER) 43 Bla iz, ZEMERENT O T E T %
GEEME LT, ¥XTALF=T 2R &b 1 HRE LT XTOHERE (e
PEMENT X REER]) 44 Fla iz, 2 OERIK, ZerEfinT o 3BT T R LM
E L7,

K ERAZIEN CR, VGPR, PR, MR, SD, PD, XI|& NE Th - 7= HEE DK
(%) ZER LIz, TEIHEE THD MRR ICOWT, R % Ho: MRR =
0.30, AEAK%E 0025 (Jrfl) & LT, IEfE _HMRELIT>7, MRR, ORR,
VGPR, CR (ZDW T, mHEEfE & [l Clopper-Pearson 95%Cl Z 42/~ L7, 55
NTCNDET—2D7 ru—7 v 7L, IBRE(LEMOT —X% OF R IRCT —
2 L0 HEWED, IBRELEMEEIC L OBROLEHEHT 5,

PES O34 (MUofrk, R E) 13, B 7T « ~A Y —ILTHEE L7,
PFS O H1Yuflf & OV DD TU A 5D 95%CT %, —#%{k L 7= Brookmeyer and
Crowley % (Brookmeyer and Crowley 1982; Klein and Moeschberger 1997) THLH L
72 WFEOKF N CTOMMBEAGZRE N T T « A ¥ —1ETHE L. Greenwood
DT (Greenwood 1926) Z LT 95%CI R L7, Z=&hHAR (L AR
=) ROEAEGFHMIZ, PFSIZOWCREH L Fik &R U HIE T Lz, L
AR F—=IZOWTERNE TOREM A, S, HRfi, 7 O &T
TR T,

A L e
(P.54 2 1R)

VEERZNT, IWWM-6 IZ7E-> TEHIE L7-,
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< AR UL 65.0 5. BYEN 2741 (61.4%) TH o7z,

<44 B 30 61 (68.2%) X, HITDOEHEET MR LA EZER L7Rh -7,

c RFN OGN A 7 VO T RAE T 3336 (#iPH : 0.7~394 1 7 L) Tho
7o BRI O IEIX 934.0 B (#EFH : 19~1104 H) Th o7,

o AT EFRE X 99.20% T o 72,

< W OBWI D OFE (R IE) 1T 158 FTh o7z,

<2015 (45.5%) &, BRBORGEIFIC WM P A a7 ) o 7 AT HMIHED, &Y
A7 LRI S Tz,

« R—=RT A URRC, BRFEITR BN S, ~ET v RAET 98g/L,
T2.T7%DYEERE 1 IREAMREDR SV . 76 (15.9%) (£ MYDSS 22572 LD WM &
P ni-,

(LTS B MRR (IRC &) (FEFMERB). KEJEZHE (RELEMAIE)
<H 2> T—HXHy hAT7H (201945 H 8 H) KT, EEFMHEE TH D IRCHE
IZ X% MRR Z##ER LT,
F—&Jy A7 H (021 £ 1 H 11 B) BpA T, IBREFEMAUEICLS
MRR 7% 69.8% (95%CI : 53.9, 82.8%) T&H >7-,
B PFS (JRREFE(EERHEE) (RIRFEMEE)
F—2Hy bAT7H Q02141 H 11 H) AT, 74n—7 v 7#E o fgk
E1X 33.18 » A T, IRBRE(FENHEIC XD PFS O Rl REZETH -7,
12 % A KO 24 5 A REUT OB EA TR 68.1% & T 60.5% & HEE vz,
(LTS < BIVERI 44 Bt 41 11 (93.2%) IR B, T2HER GEHEIS 10%L2L 1)
< B> VLA ERED 25 651 (56.8%) . FIMEREI D 1361 (29.5%) . M/ IMREGH D 12
(F—%7 > b Bl (27.3%) . SRBE ] (18.2%). F95 K OBHEIM4 6 B (13.6%) . (REEHEN,
F7H ;2021 4F fitige, BAREGE, Bl 56 (11.4%) S ThoT-,
1A 11H) « L — R 3LLEORIWERIZ 27 6] (61.4%) (23D B, F72 w830t J ERE
(MedDRA D13H (29.5%) . I/ IMEEIRAD 961 (20.5%) . Jitige K ONE HMLES 361 (6.8%)
Version 23.0. EETHoT,
NCI-CTCAE CHECESTHERELIIIN (VAT A bn—Lb -~ Zn7 ) MfE,
v4.03) B, AE BRIATFR, ZIRAHERE RN RIEMERES 1)) IR LT,

- A ERLIT 25 6 ik 10 B, EAROERG: 3 6, B M O K45 2
Fl4E) IR BTz,

c W PIRICE SR ERERITSH (B BARATR, Mide, MEEHRE, VLT R
fa—LA~w27ursuar ) iE, ZIRaaEIE R SIEMRE, BHENEREA 1
) \ZERD v,

CRRCEFEETAREAEFEFRIL 97.7% THE S, Z<RONT T T Y —1TRK
YudE (79.5%) . IfF PERPEAGE (59.1%) . H i (50.0%) . I /s B A gE
(29.5%) . mILE (20.5%) ZThH-o7=,
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\¢

VI. BHEEICEI HIEE

 EBRZICAEH LHILEYMXITILEME

TV kAT L — B RHEA|

—L A TNTF =T FIITNF=TEBRE, T T TINT =T

HE  BEOH G ONRE NI REIL, OB TR EZRT L L,

. EEEHR
(1) YERERLL - 1EAHRE
WX T NF =71, B AIRMERSE OIS ICE 595 B MilaBIED Ny 77 vm 7 Th b BTK
T A EEREZ AT 2K LEMTH 5, FXTLF =71, BTK OIEESALICH D AT
A VR ARG A L, BTK OX F—BEHAHET S Z L1k, B HilaMIEE O R5HE %
MR+ s EELZLNTND 2,

B #BEIZ IS8T B BTK 241 L= 7 F I GiEREK 23

BCR CXCR4 W\ f TLR
D

@@@
1ll

DODODT* = v
£
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CLL 2B T 37X v FoVERBERE 2420
TF UV BTK #fET 5 2 Lk 0, CLL Ml &2 M35, £z, U v EiROVERED
WNBREEIZHB W T, BCR KOV T DA VHRRIC E DA 7 7Y %4 Uiz CLL #8252 3] L
CLL #HfaZ U > _Ei b KM ~IEREST 2 & & b, K6 U o EisoR— I v 72 HET
B ZHUCKY ., PEERMIKIZHEAT L= CLL MiflRiL Y o REiORUINREE TR CW AR Y 7oK
ZIREEIC LV A B E R S D,

> 810
CLL¥HBR D FAYII~D
EF}IIlﬁIJ BERHEE
iﬁ;E\ Er JQ -ﬁ_ =
d-)bd)illlﬁﬁll BE%

UVINER

WM IZ3B1T B A% F o ERFE 242730
WM B T, MYDSS J2 TF CXCR4 DIEMEALIZ L 0 . WM R OE5E, EFIC BT B2 60T
VN3 M0 L L BTK ABLET 5 2 212 L D NFB OTFPEL A K T &4, WM Mo M
M A LRIE XL TN G 2830

CXCR4 TLR

Sy

i

4

fHAaSE
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(2) EZERMTHHBRAME

1)

2)

3)

BTK B2 R;EBMHEDBEICT B5FME (/n vitro) 3V

b7 v A T, Mtz BTK ¥ T —E K OXTF REE A HW T, BTK (X3 26L& D
S0%FHLERE (ICs) ZEITELZE Z A, BIK BERICHTHFXTLF =T ICs 1% 030+
0.06nmol/L (n=3), A 7/VF=71Z%FF % ICs0 1% 0.18+0.04nmol/L. (n=3) Th~>7=,
BTK % VX7 'E &P X7 NF =7 it BGB-1903 (w[#itk BTK FLEAD) &4 FaX—F L,
BTK b & AR &R LTz, BTK & > /X0 B %2 ﬁéﬁi@ﬁj\%ﬁ WX DR sk, RiE
o LTz & 2 A, BGB-1903 i B bt S hvi-oloxt L, Ruafiin) BTK [HEAITH 5
XTI NF =T IE EENGERITIER LT,

BTK ZiRMIPRE (/n vitro) *?

342 FEE DX F—B R NIKT DX TN F =T OB EZ KRG LIcER, X7 LvF=70
329 FFHD % —BITkH D HERIT 70% A0 Th H—F5 T, BTK & RFEHEO X F—BIZxd 5
FHESRIX 70% %2 B2 T\ e, Ziuh 13 FEO ST —18 & BTK ~OY X 7 VF =7 HHRESENL

(ATP FEBEMIAHED S AT A 0 481) L RBEDAEIC S AT A VAT 5% F—BDhn
OBBINLIZLLTFTOXFF—RIZKT 2 XTNVF =7 D 1Cs ZRIE L. BTK &Aoo FF—E~DFH
BERLBLIRE, UTOLBY Thots,

X —EBIRWEE (ICso)
XTI NF =7 ATNF =T PXTNVF= | fTNF=T
ICso (nmol/L) ICso (nmol/L) 7 DB ¥ DIEIRE Y

BTK ¥ —+ (2-end) 0.30=20.06* 0.1820.04* / /

ITK %7 —F full length 56+ 12% 3.00.7* 187 17

TEC %7 — full length 2.0+0.8% 0.57-0.18* 6.7 3.2

1‘233 *F -2 0 580+21%* 10£2% 1933 56

Egza 9%12%0% *T-F 2.61.0% 0.75+0.14* 8.7 42

HER2 530+273* 19+£7* 1767 106

BLK 1.13 0.23 12 0.5

BMX/ETK 0.62 0.50 0.7 1.1

BRK 33 18 36 39

ERBB4/HER4 1.58 0.25 1.7 0.5

FGR 155 1.82 168 4.0

FRK/PTKS 379 79 412 172

LCK 187 2.85 203 6.2

TXK 2.95 2.89 3.2 6.3
* N=3 (ZOMITN=1), FEJE+EEfR7E

a) XTI NLF=7DICs (0.92nmol/L) (253 5 MH
b) A 7 NF=TDICs (0.46nmol/L) 1Z5%t3 B

BTK > #RattEDRE (/n vitro) >

REC-1, Mino } U" JeKo-1 M@K % FTE DIRE DY X 7 /L F =7 C 2 RHALEE L 7=, 80pg/mL O
PLIgMBUEATHIR L& 2 A, XTI AT =T3P [gM HUIR L W FHE S 7z BTK XU PLCy: D
U U b E A EERFEMICEET A Z &Rk &N, £72. Ramos M ZFTEDEEDOY X T LT
:7“1“ BRI L=, AR L7- & 2 A, BTK Tyr223 KON PLCy: Tyrl217 @ U »fg{b OB E A
R HiL, BTK Tyr223 © VU UERfbicxt3 2 BHEREZ HTRF 7 v & A THIE L7ofE R, F X7
=7 M ICsi% 1.8+0.2nmol/L (n=3) TH o7,
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4) BTK SHDFEME (/n vitro) 3
Z-138 v hVHIRR Y SR A . FTE DOIREDOY X T LF =7 & 37°C T 2 KFfih5#E L2,
#lZ PBS T 2 MV U, IAMRARENR CIRiE L=, MR s 7o —7a—hk 96 7= /LT v
A 7 L— FNT4°C CTHaksaE L=, HRA BTK HiiA %2 AW CIELA BTK # v R0 B % HIE
LizE A, PXTINF=TORERFEN: BTK 5N RIN., SAT v EAIIBTH2FXT
JILF =T D ICs01E 2.2+1.0nmol/L (n=3) TH o 7=,

Y XTI NF =T BERND BTK FE S5 HROHER

120 -
100 -
IE
=}
H 80
ov
-
A 60
|
= 40
%
20
0 \ © T

Log¥'X 7/VF =72 (nM)

5) MEFEMR RSO (/n vitro) 23

23 T DML MIIARR SR L 2 VDT X TV F =7 OHUHEHE ICso ZE LTz, XTI NF =7
(ICso : 0.36, 3.8 } (X 20nmol/L) } ¥ ABC o
0.54nmol/L) HI R DMIBREE 1 Z 5k LT, HREMHEIER 27 L.
3D ICsolTLL FTDERY TH-T,

IZ. MCL (REC-1. Mino &} JeKo-1 HHfaiE)
DLBCL (TMDS #ifiakk) (ICso :
Z OO R SR

1 % RE B I oD S i REL
il S e el ICso(nmol/L)
REC-1 MCL 0.36 £0.03*
Mino MCL 3.8+£1.8%
JeKo-1 MCL 20
Z-138 MCL >10000
JVvM2 MCL >10000
Maver-1 MCL >10000
TMD8 DLBCL(ABC) 0.54+0.3*
Karpas299 ALCL >10000
HEL AML >10000
MV4,11 AML 1054 +499.5*
Daudi Burkitt's >10000
Namalwa Burkitt's >10000
Ramos Burkitt's >10000
K562 CML >10000
MM1 MM >3000
RPMI-8226 MM >10000
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U266 MM >10000
U937 AML >10000
HuT78 T cell Lymphoma >10000
HPB-ALL ALL >10000
CCRF-CEM ALL >10000
Jurkat ALL >10000
MOLT4 ALL >3000

*N=3 (ZOMITN=1), FIMREHATE R

6) FEEEEIHEIER (/n vivo) ¥

Dt b REC-1 MCL EfEAE FE5 /v

ME D FENETETRRE R IF, EAEE AR50 R4 (NOD/SCID) ~ 7 A2 REC-1 EEME (1x107) %
KB LTz, Btk 3 HEIC, ~ U7X 100L/EE%E 6 BEICEAEAICHID (1T, X7 LF=7 25,
7.5 X1%249mg/kg & 1 H 2B, A 7VF =7 147 X% 489mg/kg % 1 H 1[n], &A1 H 11820
&S U-fE R, HEEREN R EEFENFE S N, #5 20 A BIZB W CEERD
BREAHEE L, EEZARICEIRR L, EREZRE Lz, PKRNTCIX, #4519 HOMmEH3EYy
BEZATEL, PK XTA—XZHH LT,

X TNF =7 AR DOESEEOHEY

4000
VI 1R
3500 - A T IF =T 14, Tmg/kg 1 A 1[7]
T —— A 7T =748 9mg/kg 1 H 1]7]
3000 WX T NTF =72 5mg/kg 1 H2[|
7‘ l —m— Y XT)LF=775mgkg | A2[A
2500 - 1 —— FX T LT =724.9mg/kg | [12[A]
N=10
2000 . e s
| WAl + R R
1500 . T j\t
1 L
1000 T
z 4
500
0 |
0 5 10 15 20 25

G-I (H)
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HeEEEGRE (5208 B) RUCMLETRMEE S A —F (#E19R)

SEYHEIS AR SEHEEE R | EEE T A—% (&E19HA)
BHRE N #5208 H) (#H5-20HH) Cinax AUC.8n
(mm?) (mg) (umol/L) (umol/L * h)
VA 10 | 2981.4+382.2 1157.8+240.1
14.7mg/kg n n +
g |1 h | 10| 152602810 4282+128.5 0.85+0.09 0.7
=R ‘1‘8;“11%1[@ 10 | 959.1+126.4 308.4+53 1.28+0.19 25
23mglhke 01100441796 302.8+63.6 0.360.16 02
1 H2[H
PFX T | 7.5mglkg . . N
w1 haE | 10| s27aE1376 174.0+43 2 1.93+0.26 0.9
24.9mg/kg n n +
Ao | 10 39234955 90.117.9 5.93--0.49 57

PEIE AR TERR

@t b TMD-8 DLBCL SFEfAl €5 /L
it NOD/SCID ~ ¥ A2 TMD-8 &Sl (5X10°) %R TR L=, BiE#% 3 BEIC, v U R 9~
10 L/t 2 REICIS UC 7 BIICIEAICEID 10, X7 AF=7 24, 72, 24.1 Xi¥ 483mg/kg
Z1H2ME, A7V F=7489mgkg % 1 A 1[EIX 1 H 20, &2 1 H 239 AMEES L7,

JEEAFE A 2 EIE L 2 A, WX T AF =7 HERNOEMEHEERITILL TO L350 T

HoT,

i

-
SF3m

(.}UW) o

3500 1

P X INF =7 AR DESBEEOHS

3000 7

2500+

2000+

& EEE 1A20E

A A T7NVF =748 9me/kg 1HI1[A]
X A 7NF =748 9mg/kg 1 H2[]
@ FHTNT=72.4mg/kg 1H2[H]
O FXT7NF=772mg/kg 1H2[0]
B PR F =724 Img/kg 1H204]
O X7 F =748 3mg/kg 112[1]

N=10 (X 7L F=724.Img/kgl B2[EDFHN=9)
VR il g HE R

1500

1000

5007

53018 (F)
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)

HEEGEAHE (BE539H)

BB 58 (mgkg) N JESARFE (mm?)
AL 10 2528 +691
. . 489mg/kg 1 H 1[A] 10 297489
A TNF=TRE mexe
48.9mg/kg 1 [ 2] 10 99427
2.4mg/kg 1 A 2 [ 10 482+192
L | 72mgke 1 H 21[A] 10 3474137
PRI NF =T Rt e
24.1mg/kg 1 A 2] 9 11+8
48.3mg/kg 1 A 2] 10 45+15

TR AR

@ICR~ TV AZBITHELLIHEL L TOYFX T NLF =7 D PK KO PD OEAF%

ICR~ U AAPUFECY X T VF =7 0.7, 1.4, 2.9, 5.8mgkg KO T/VF =722, 44, 89,
17.7mg/kg % #e5- L, 5% 4 FFIC LS50 S, PBMC K OV 2 BB L BTK 545 % 5Ff L
oo WXTNF =T RS, TNF =7 OMSETREIL. 514 0.5 FRICHIE L=,

PXTNNF =T HFHEIZLE Y, PBMC kOB B W CHEKRFNZ: BTK SEDEO B, X
TNTF =7 OHEN PBMC Tl L4mg/kg ., P& Tl 2.9mg/kg # T 70%% #8 2 2 EERIBHEE D3 e
AE Tz, PBMC K OVHigC 70%% 8 2 HAEMIBHE 2 k3 5121, XTI LVF =T DHET,
ZNZH 0.11umol/L K& T 0.32umol/L % #8 2. 2 MAEH Crax BB TH D Z E DR ST,

{ERZIRBSRT - SRS
LR L
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VI. EYEhkelcB8d 5IEH

1. MPREOHS
(1) sAf AR Mo
LR L

(2) BRERHBRCTHRE SN IPRE
1) BEEEOKRE
<HARA BfifatEEEA (BGB-3111-111 38k) >3
HARA® R/R BHfaEIEREBE 6 HlICAA] 160mg 2 HEfRAK G Lzt &0 X 7 LF =7 DM
HEHR R FERERS K OSSR BN RE X T A — X ZLLF D LB Tho T,

HAA Bl EERE CHERABE L oMb FX IV F =7 BEHE E1HAB)

800
Jg% @ 160mg (N=6)
j'*; A+ (2
600
R\
v
JL
?‘i 400 1
~
=
B
E\ 200 1
o
=
)
0 T T T T T T T T T T T ;
0 2 4 6 8 10 12 14 16 18 20 22 24
R HA R (Fp)
BAA BAIRMEESFCHEERAOBRE L X0EYEHB AT A—F% FE1ER)
N Cumax (ng/mL) Tmax (h) AUCq.12n: (ng-h/mL) Tz (h)
6 4599 (52.2) 2.5 (1.0,4.0) ® 1424.1 (914) ® 1.7 (26.3) ©®

ReMTE (M TR %) a: FRAE (/M ORAE) . b @ n=5
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<AMEA BffatEiEg EE (UMEAT —# . BGB-3111-AU-003 iBx) >V
B MatEEEBE Y X 7T =7 40mg 3H)). 80mg (4%, 160mg (561 KT 320 mg
(19%1) Z1H 1, 25N 160mg % 1 H 200 (76 ) AL LIzt EDOFXTLF =7
DO IMHEF IR EEHERS e OFEPBNRE R T A — X [FLL T D LBV Tholz,

SMEA B M EEBREF ICHEIROKERNEE Lz EOMBFFXTINVF =T REHESE FE1HAFE1BR)

1000

e ]

B 800 ® 40mg IH1[E] (n=3)
}[E’Lr B 80mg 1H1[E (n=4)
EE & 160mg A1 (n=5)
A 500 A 320mg 1H1[E] (n=19)
; ¥ 160mg 1H2[A (n=76)
;,E A+ Y 3

Z 400

e

B

)

@

8

T 2004

T
12

et I ()

SMEA BHRAEEEEE CHEIRORERARE LI TORMBEAS A —% FE1HEFE1HR)

a5 & n Crmax (ng/mL) Tmax (h) 2 AUCos, (ng-h/mL) Tin (h)
40mgQD 3 86.0 (46.6) 1.00 (0.50-1.98) 274.9 (47.7) 1.94 (28.5)
80mgQD 4 125 (77.6) 2.00 (1.17-2.00) 420.6 (94.7) 1.97 (29.8)
160mgBID 76 304 (63.8) 2.00 (0.83-8.00) 1001 (58.1) 2.73 (60.2) ®
160mgQD 5 397 (76.1) 1.92 (0.93-2.08) 1220 (55.5) 3.87 (24.9)
320mgQD 19 566 (65.6) 2.00 (0.72-3.08) 1878 (62.0) 3.30 (61.2) ©

KMV (T ZEERERY) . Tunae DB BT (R E(R )

,68,

a: PRE (FEPH) . b :n=59. c:n=18




<AMEA BfatEEREE UMEAT —% . BGB-3111-1002 k) >3
B Afa IR B 44 BIICAA] 320mgl H 1 B0 160mgl H 2 RIZHEREO#E Lz & & DPF X
TNTF =T OMFEFREHES K OB ST A —F I TFO LB ThoT,

SEA BAREEREREICHERORS L S0P F X7V F=7RE#RE FE1EFE18B)

600

500

B+

]

400 A

W 160mg 1H2[1] (n=34)
@® 320mg 1111[E (n=10)

NG E

~
T
|
T

100 ‘ I+ AR Y 2

NN

(Tw/3u) &

T 8
0 4 8 12 16 20 24
PRI ] (RF)
SEA BAlRtEEREICERRORSES Lt X0EDERAAT A—% (F1AE1R0H)
#a& n Ciax  (ng/mL) Toax (h) @ AUCqg (ng-h/mL) Tiz (h)
160mgBID 34 256 (77.8) 2.00 (0.42-5.98) 737.6 (79.5) 2.03 (49.7) ®
320mgQD 10 387 (35.0) 2.50 (1.00-4.00) 1160 (45.3) 2.81 (76.8) ©

MV (T2 22 BhR 5 %) a: PORME (FEFE) . b:n=32, c¢:n=9

HAFIORBIN-RERTTHE
O B v/\tEaIE UM DNEREY VNEESD)
O BEM~I/OI/0nJY VIERVY V/ABEMKB) >/ E
AEOERBIN-RAERVASE
WH . AR IAF =7 L LT 1 160mg % 1 H 2 O#E54%, ok, BEOREICL WV EERET S,
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2)

< HAA BfifattiEz s (BGB-3111-111

(Twy/Bu) s, |1 b &

REZOKE

SRER)  >39)

HAA® R/R B HIfRMEIEE £ 6 Bl ARl 160mg 2 1 H 28] 28 AR O# 5Lz E D29 HH
DY X TNF =7 OMBEFREHERS K OFEDERE T A —Z I TFTO L BY ThoT,

BAA BAlfaEERE CREZRARE L2 ST X IANF =T BE#S (FE2988)

800

._“-,;; E\

600

N, WO F %

400

200 A

@ 160mg 1H2[1] (N=6)

P EH AR E 2

6 8 10 12

14 16 18

it B ()

BAAN BMEMEEEFICRERORE L EORMHB N Z A—~% (F29HE)

N Cmax (ng/mL)

Timax (h)

AUCo.i2nr (ng-h/mL)

Tin (h)

6 294.2 (53.0)

2.0 (1.0,4.0) @

1027.8 (53.6) °

1.5 (29.5) ©®

o

TIE CRATZETR S %)

a: PRAE (/M BORAE) . b @ N=5

<AMEA BffatEiEg EE (UMEAT —4# . BGB-3111-AU-003 iBx) >V
B MERR MRS B 1 40mg (3 61) . 80mg (4 ), 160mg (5%1) K U*320mg (72f1) %1 H 1
[, Z25NC 160mg 2 1 H 208 (77 41) 8 HREIRRAHE G Lz & & OFX T VF =7 O3EyEhHE
FA=RIZUTDOELEBY ThoTz,

SAEA BHMEEEREICRERARE LI L EOFXTNF =T OEYEE NS A —% (FE2HRFE1RBE)

55 n Crax  (ng/mL) Tmax (h) 2 AUCo.gn (ng-h/mL)
40mgQD 3 75.7 (36.2) 2.00 (2.00-2.00) 305.2 (37.6)
80mgQD 4 169 (50.0) 2.50 (1.08-3.00) 3945 (39.9) ®
160mgBID 77 299 (56.1) 2.00 (0.53-6.00) 994.4 (43.6) ©
160mgQD 5 387 (60.7) 2.00 (1.00-3.17) 1337 (35.0) ¢
320mgQD 72 533 (55.0) 2.00 (0.33-6.00) 1706 (54.2) ©

ey
n=28

IE CGRATIAZE TR %) |

Tomax D HFHET-) - (IR )

,70,

a: HOAE (). b:n=3, c:n=60, d:n=4, e:




<HMEA Bt EE RS (OME AT —4 ., BGB-3111-1002 i6x) >3¢

B MR MRS B 1T AA] 160mgl H 28] (33 41) K U8320mgl H 18] (1041) 7 HE&O#&S L

T2 EDYFXTNTF =T DHEMERENT A—ZFTLUTD LI Tholz,

SAEA BMMEEEREICRERARE LI L EOFXTNF =T OEYEHE NS A —% (FE2HRFE1RBE)

)

(4)

Kh= n Cmax (ng/mL) Tinae (h) 2 AUCosn (ng'h/mL)
160mg BID 33 222 (59.7) 2.00 (0.43-2.93) 631.3 (63.2)
320mg QD 10 354 (47.0) 2.0 (1.00-3.27) 1148 (55.5) ©®

eV (R 22 BhRE %) a: TRAE (FEH) . b: n=8

KAEAKIDEBENT-HREXEIHER
O Bty v/ MEgmim (N ok VREEET)
O REH</OI/nJY vIERVY v/ \REMRE) /&
AEDERBESN-HERUVAE

WH, AR IAF =7 LT 1 160mg % 1 H 2 O#E515, ok, BEOREIC

e
LR L
a% - IAEORS

1) BEDOEE WEAT—4S. BEB-3111-103 HHER) 7

K OWEHEBET D,

fREER 1412, K 320mg 2 AR & & RIRFE 5. (59 388keal, #7112 U — 30%XAEN;HI ) |

BRI L RS (K9 1000keal, B2 U —0 50%IIAENGHR) . #aarre s (10 BERILL L)
L7z & & O EHES N OERMEIE T A — X2 I TFTDO LB Thoto, KRR & DORIF
FEIZEY . AENOD Comax 15 51%IE00, AUColE 12%H00, EIENTE & DRI L0 . AH)

@ Crnax 1E 3%, AUColE 7% L 7=,

BEORENOMIETF X T LF =T BEHE

1000

—o— mlEifE (N=14)
-—-@— {KIENf (N=14)

800

600 -

TR AR {22
400

200

(Tw/3u) BFEEN 1B S U S HHESH

-200 T T T T T T

051 2 3 4 6 8 12
i ] ()

,71,
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BREORBH OEMEIRR T A —F

ML ML
IRT A=K I . (el R fr i) RSN & (&N Rt f ) ayEing
(HA7) (90%CT) (90%CI)
N=14 N=14 N=14
Cinax® 455 1.03 672 1.51 444
(ng/mL) (59.46) (0.845, 1.258) (43.61) (1.239, 1.846) (54.99)
AUCo.o4n 2160 1.14 2568 137 1851
(ng-h/mL) (62.23) (0.938, 1.379) (36.94) (1.140, 1.658) (62.14)
AUCq 1ot > 2167 1.17 2550 137 1851
(ng-h/mL) (60.40) (0.967,1.421) (37.55) (1.129, 1.660) (62.14)
AUCp * 2174 0.93 2572 1.12 2503
(ng-h/mL) (62.50) (0.726, 1.178) (37.04) (0.885, 1.416) (41.76)
e () 3.02 B 2.00 B 2.00
max (1.00-6.00) (2.00-4.00) (1.00-4.00)
. 251 2.14 5.63
tin® () (1.17-4.89) NE (133-3.22) NE (2.72-7.33)

a: RATEHME (ZERE) . b 0 RA b R R ORE RTRE 28 E CoMm g EER R dh AR TimfE, o« PORME ()

2) HRAEICLIEE
OA T ary—EOMEER GMEAT—% ., BGB-3111-104 i5x) ¥
fEEER A (18 ) (A kT =) —/b (R CYP3A PHEA]) 200mg 1 H 1 [AIKEHRE 3~7
HH) EAHF 20mg 1 HEXRO6HE) Z0fHEEG L-E &, RFIBEMBEGRCHT 514 N7
aF = VPEHE GREOF XTI T =T D Cmax LY AUCins D&M FEHEOITENZE T 2.57
K378 ThHoT-,

Q@QARY ary— L OMEEMR GHMEAT—4, BGB-3111-113 #ER)
B MRS BE (13 41) (2AH] 320mg 2 1 H 18] 3 B 5%ICAK] 8omg 1 H 1 [E# 5 &
AU aF— (8 CYP3A FLEAD 200mg 1 B 2 B G2 0FH#S5 4~10 BH) L&
&, ARFIEMBEGRICT 2R Y a Y — BRSO X TV F =T OHEMMIE LT
Crnax X OHEAHIE L 72 AUCo.2a0 DEAEEMED LI Z I ZE I 3.29 TN 3.30 Th o7z,

@77V Ar~A v EOMEER GUMNEAT—%, BGB-3111-113 3Ek)
B MRS BE (13 41) (2AH] 320mg 2 1 H 11819 B 5% A% 8omg 1 H 1 B85 &
7 ) 2~ A vy (V> CYP3A BRER]) 250mg 1 H 2 [m#5- 205 (10~16 HH) L
7ol &, AREMBEERICHT 27 T ) An~A Y UoERABREROY X T LF =7 O EM
1E L72 Conax L OV AR IE L 72 AUCo2an DT EIED HITE L EIL 2.01 KV 1.92 Th o7z,

@7 natry— L eoMEER GMEAT—4, BGB-3111-113 )
B MRS EE (13 41) (2AH] 320mg 2 1 H 18] 3 B 5% KK 80mg 1 H 2 [E# 5 &
Tty =)L (hFEED CYP3A FLEA]) 400mg1 H 1 B 52 0FH#S 4~10HH) Lz
L& AFIEMBEERICHT S 7 v a S Y =V ERBR SO X TV F =T O A EMHIE LT
Conax X OHEAHIE L 72 AUCo.2a0 DEAEEME D LLIZZNZE I 1.81 LTV 1.88 Th o7z,

OVILFTELEOHMAEEH GMEANT—%, BGB-3111-113 #&5R) *
B AfatERE S R (13 1) 2RI 320mg % 1 A 18] 9 B 5% ICAA] Somg 1 H 2 A& 5 &
PNFT YL (TEED CYP3A FLEA]) 180mg 1 H 1 B 52 0FH#S (10~16 HA) L=
X AKIEMBEERFICRTAOALF T LB EROFX T VF =T O HEMIE LT
Crnax X OV EAHIE L 72 AUCo24n DA EHMEDLLITNT NS 1.62 TH o 72,
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®V 77 v EOMEIER GMNEAT—4, BGB-3111-104 iEH) ¥
fEEERR A 2041]) 2V 77 (3 CYP3AFEEAI) 600mg1 H 1R E (3~11HEH)
WZAA 320mg (1 HEKO 10 HEICEE) Z0FHEE L& & AFIFEMEGRICHT 5 Y
T o U EREOY X TN F =T D Coa LY AUCine D ST EHEOHITZEN T
0.0791 K& TX 0.0740 T - 7=,

@V 77 7F L OMEER GMEAT—4, BGB-3111-112 #Bk) 4
R A (13 1) 2V 77 7F > (FRED CYP3A #FEA]) 300mg 1 H 1 [[#E5 3~11 H
H) &AA 320mg (1 HALOD 11 HH) Z0fHKES Lice &, AFIFME SRS 7
7 7 F OB GREO Y X TV TF =7 D Coax S O AUCint DR EEIE D LLIXZ 240 0.518 K
0.560 TH o7,

@IFVTL, FATFT)—)L, PAXT L ULTr U, BANRREZF U LOMEEN Uk
E A7 —% . BGB-3111-108 #Ex) *V
R (17 651) (2AHKI 160mg 1 H 2B 5 (7~19 HH) &I T4 (CYP3AFRHE) 2mg
(1IHBEOCI14BH), #AFF Y=L (CYP2C19#E) 20mg G HAKWI8HH), ¥=%
v (Pgp AH) 025mg BHAKLW 16 HA), U7 7 U (CYP2CY A£H) 10mg (1 HH
K14 HH), kUa A2 ZF > (BCRP #£H) 10mg 3 HEHEKW16 HE) =X 770
BHELUTHHAERSG L&, b7 7 A FME 5RO 2 AR G5ROO &Y 5
L, QFATTV—L, @VIFTr, QUALT77 IV RUROERANZAEZF D Coax L
AUCint (FA T T =)L RO THT 03 AUC) OBMEMED I ZFHF1D0.702 J Y
0.526, 20.795 & 0.635, D1.34 L O* 1.11, @0.953 &} 1.00, W NZB1.08 LT 0.893 Th

<7,

@V rFEA, YRSy, DANRTPEE Y, =277 LY EOMEEH GMNEANT—
% . BGB-3111-CP-001 ) 42
AR BN EET T LIS WY 2 2 b — g LBV T, A (160mg % 1 H 2 B8
BO&s) BEMESEICHT200 b EL (V) CYP3A FHEAD ., @) An~A v
(FFEEE D CYP3A [LEAD . @A ~EE Y (U CYP3AFEA) RO@T=7 7L Y
(FPRREED CYP3A FHEH) JHHE GOV X T ILF =7 D Comax J N AUCraw D21 EHIE Dt
1L, ENED6.68 K TN8.32, @3.84 LTN4.17, (30.39 KTR0.42, WTNZ@0.42 K TN0.40 & H#E
E 3T,

0% DAt
1) AEFEAERYENRE T T LIS AA] (160mg % 1 B 2 B ERE D35 B G
THO7NRXFHI L, @7 rARY VROV ATV (T b0 CYP3A FLEH)
B GREOF X T NF =T D Cnax X X AUCw OEMEE O IX, £ n@1.12 KO
1.09, @1.19 KN .11, WNT@1.00 KTV 1.00 EHEE Sz (AHME AT —4 ., BGB-3111-CP-
001 #BR) 2,
2) PRI NF =T L P-gp DEETH Y, CYP2CS % [HLEI N CYP2B6 J (N 2C8 A5 L 7=
(in vitro) *¥,

(TVIl. 7. FHEAERH | OHESH)

KAFIDEBEINDEER TR
O &Y v/t EamE (N DREkE) VREEED)
O BEHEM~ ns/aJY  mERYY VT EMIY 2 /5E
AEDRESN-RAZERUVAE
WE . AKX IAF =7 LT 1 160mg % 1 H 2 O#54%, ok, BEOREICL VEERET S,

,73,



2. EYMRERNT A4S

M

(2)

)

(4)

)

(6)

R A E
Jva— kA Mg

IRARE
AR L

HEEEEH
LR L

2VT7SVRA

<HMEANT—# . BGB-3111-106 iR >4

TEFERR A 28 B X 7T =7 160mg Z HE OG- Lz L DR TFofkn 2 V75 A (CL/F)

DORATEEIE (ZERER) 1% 126L/Ah (29.0%) TH -7,

HKAFDOERBIN:-RAZERVAEE
W, EAIEFRTIAF =7 L LT 1 160mg % 1 H 2 A#%ET 5, ok, BREOREICEL WV EERET S,

<HEANF—# . BGB-3111-AU-003 35k >V

B MR B 76 BIIC X T LT =7 160mg % 1 H 2 [A# 5 L7z & & D CL/F O FEHHE (£
ERED 13 128L/h (61%) Th-o7-,

DR

<HEANF—% . BGB-3111-106 XEr >+

fRRERL A 28 BIIC X 7 /L F =7 160mg & B[R & 5 L7z & & ORERIZES < BT O FE
(VJF) Ol EEIE (LERED) 13X 966L (36.7%) ThH -7,

KAFORRSh-AZRUVAR
WE, RACEY X I AF=7L LT 1HE 160mg % 1 H2EREA#ESLT5, B, BEOREICK VETHET S,

<HEANF—# . BGB-3111-AU-003 35k >V

B S BE 76 Bl X 7T =7 160mg & 1 H 2 [H#&5 L7 & & D V,/F ORMEHHE ()
) 135220 (71%) THo7=,

Z0ft
LR L

3. BEMH GREaL—ar) i+
(1) fEFrAE

W72 0 Ik, FDHO—RRIN, WONZH R a L R—k 2 " O—REEE R = —
AL IS DESMNOD ., R ERREREET TV EET 2-a L /8= AV MET L

(2) /(5)‘—9 EEER

Ba (RN—RT A FEOFE, RE, . AR (77 AL BAL BAL Z0Ofl), CrCL, 7
7%/7\/ oo AT72T5—F (ALT), TAXRTFXUEET I F 7 A7 27 —F (AST)., v
Vv, fEEOFEEE (MCL\ CLL/SLL, WM, K% Oftho B AIIEMEIES) . fdEekeE (LR A
&U“B%ﬁiﬂarﬂ%ﬁ%%‘) A ONZ PPIL HzEEﬁ—‘i‘*?Lﬁ LOEOM) OFHNRFEXTVvF=7 (H
BHiPH : 20~320mg) | 7‘5;@@@3 (SR TEL TS 5720, BAIIRMEIER B M QMR Rk
N&Extge L Ltﬁunr“nftsﬁnnit%ﬁ (BGB-3111-103 #%5%, BGB-3111-104 A5k, BGB-3111-105 #Bx,
BGB-3111-106 4Bk, BGB-3111-AU-003 #ABk. BGB-3111-1002 7&B%, BGB-3111-205 #&%%, BGB-3111-
206 Rk, BGB-3111-302 35k, BGB-3111-304 55k} ) BGB-3111-305 5R) (28 &k S 7= 85 1,291
BlOT =2 EZHWTRER (Fal—va ) Tz,

RHEMEYENIE N T A — % (HEEMH) 1L, CL/F 28 155L/h, e r8— K X 2 b D@ OSARE

,74,



i (VJF) NT73.6L. TRl a s S— R AV M BERMa L = A hA~OBH 7 VT T
A (Q/F) 23155L/h, K= /3= kA FOENTOHAEFE (Vo/F) 25 4721, WIOEEEEE
(Ka) 2804770 K OFsfeHifE (D) 73 1.26h ThH o7z,

EFRIRFE, X=X T4 D ALT, KON, VX T NF =7 OHEYEREIC T?é NI = WA
R L L CRESNZ, WEBOKEST L . BB KT HEL, BRENICEEDD
L AREME MR Z L AVRIR S vz,

4. IR

<HEANT—%4 ., BGB-3111-103 7kBx >37

TR AN 1451, XTI NTF =T Z@mER L FRRFCEE Lz L & Con X NAUC IZERRIIICEBD &
HEITAEC e oTz, (IVIL 1. (4) BF - JFHEOFE] OEZH)
<HEANT—% . BGB-3111-105 7R >0

fERERR A 6 Bl “CHERR L 72 X 7 LF =7 320mg/200uCi Z HEF G Lzt &, X TILF =7 DI
RKIIH 60% THDH I ENREINT,

XAFIDRREIN-AERVAR

WE . AKX IAF =7 LT 1 160mg % 1 H2[EEO#E545, ok, BEOREICL VEERET S,

kil

M

(2)

)

(4)

)

- AP PT B
LR L

m;&z-FaREREFT & @t

BN R e L

<BESI - BRBEICET 2R (T v b, X)) 4

7w M2 30, 75 X% 150mg/kg/ H O & (EFIREZE RO 55, £ 12.5 5L 25 f5I2HY) ThIZ

D WL SOE =IO ABE O (0.3~1.5%) BA B, UHFIC 150mgke/ H  (FEARERE &
TH

D) 33 fHITHEY) THERBIERBROHEMPHE O vz, (1IX. 2. (5) A AEERE] O
Z M)

it ~DBITH

MER L

<BE> AR K OHAERORAICET 268 (v k) @

BEZ w M 30, 75 & 150mg/kg/ H O & (RRIRIREE RO 55, £ 125 5L 025 f5I2MY) TRk
OG- L X 77y MCBWTHHEEROEHE CTHAAOKERD, X TOHETIRKE
(AEE, Z2HIR%E) ooz, (TIX. 2. (5) AjmEAFERR] OEBR)

B~ DR ITHE
AR L

Z DDA~ DEITIE

<IMERFEATHE (in vitro) >3

b RO —Z NV ROMEZ TS L= X 7 F =7 Ok, iEEREkiE, & s ROY
A XTENEN 0804 KT 0.752 THY, FXTIF=71% 03~30umol/L DIEETE kKA XD
U F O M SEL T DM N 5 D Z & R S L7, Sprague-Dawley 7 v b DILK & O TREGG
L= X T F =7 OSFEIMR, /AR E X, 03umol/L, 3umol/L, K& TF 30umol/L (ZHWT, %
ALEI 0766, 1.03, KN 1.39 THY ., 7 v MBI HIER M~ 5Bl OB A T3 IR B LKA
T5Z EBRB T,

,75,



<Mk (T b)) >

« Sprague-Dawley 7 v MW X 7 VF =7 % 30mg/kg O FHETHERE Q&5 L, #514% 025K/, 2
REH R OY 8 EfH] COMBE A ZBE LTz, Fem PR SRS ook, M, O, AT,
o, A, . H R OVIGTTIEEG% 025 WM. M4, REEL. DRER. RENhG. AL MR, RS KX
O T U U EiCldR G54 2 B Th o7z, llashl Ofcm PRI, SV b onbIEIz, H,
ANRG . PR, MR, CoE. PREL. MHE. BRRG. M. AL AL BETR U oNEL RO, MR, R
BEOMTH -T2,

cEBENEFA— T UAF 7T 7 4 (QWBAYE) 2LV, I Long-Evans 7 » b & OF Sprague-Dawley
Z v M UCHEER L= X 7 v F =7 30mg/kg (100uCikg) % HL[AI5E AL 1 £ 5-1% O KB HE O FH Ak
N ERE LT E 2 A, REIAS AL TEY, 13 A EOMMB TR 5% 0.5 Rl R @R E
%/~ L72, 1 Long-Evans 7 v FCld, 48 FERRES CTIE & A EOMBSER&BAARM (BQL) ThHh
0. 336 IKffi F TIZaffE2 BQL & 72~ 7,

(6) MITFEAFKEEE
<in vitro 5 >
b, W=7 AP, =2 LK, Sprague-Dawley 7 v b KON ICR v ADMHEEZHWNT, ¥ X7
VT =7 0.5~15umol/L DR EFFH THELEHTIEIC L0 MEEAKEREFMELZE 2 A, WThZ
BOTHREKRMEEZ RIS RV EZZ O, EHMEEAEERIT, e b, L, AX, Ty MR
O~ 7 ADMBETEIEI 94.2%, 93.9%. 93.3%. 96.7%&% N 94.9% Th -7,

6. X
(1) BB R BB ER

<HEANTFT—# (BGB-3111-105 ikfER) >4
fARERR N 6 Bl “CHEFE L7 X 7V F =7 320mg ( 200uCi) ZHEHFG LA, FXT L
F=T7E N CIARICARE S, EKYBEY B X RIS EE R IR S e,
FARER IS ICITRR L., B b & 2R T ABRAE R OVE#E S AT A KR ENRH H Z LR
Enic, —Efb. Rk, BABR. BIKFE. KFELEOT 7 VLT I RIKGMORER, EEOF 148
RENRFE Sz, BEEOR 1N%NY AT A VKON N-TBF N AT A AHIMEE L CHEY
Mo ENY ST,
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E MZBF B3 X INF =T DEELREHEK

CysAc

X (o]
OOl
M473/

_______ Acrylic acid

MS67/1 R=SO;H 33/ M505/1
M503/1 M608/1 R=Cys
M663/1-2 R=Gluc

(2) REICBEST 58K CYPH) ORFE. F5F
<In vitro >55%
7 TR ORI 2 PAS0 B2 (1P450) W T, X7 LF =7 DORFHUZBE ST D b CYP450 7 A
T — LRt LIFERN D, X TV F =713 iCYP3A4 IZ L » TR anz, &6l, X
TNF =T %, TODOERH CYPPHLEH (CYPIA2 HEH] : a-F 7 h 7 TR, CYP2B6 [HEA : 7
ot R L)L, CYP2CS PHEH : T4 A k., CYP2CY [HEHK : 27 7 7 =F Y — )L
CYP2C19 FHEHA] : X— b4 b, CYP2D6 [LEH] : F= > CYP3AFHEH : 7 h=a) >y —n) &
HIZF— L L7 MFI 7Y —AfTA o FaX—F Ll A, CYP3A [HEHITHL Y FaF
V—=LiE, B MFI /Y —AICBIT A X TN F =T ORBERE L2 EnD, CYP3A BN X
TNF =T R 2 EHFERTHDH Z DRI N,
7= Lizk MFI 7 v Y —2E Wizl 7e CYP BLERER T, ' X7 F=71% CYPIA2 O
EHITIE22 <. CYP3A, CYP2B6., CYP2C8. CYP2C9 } (X CYP2C19 DFFWVFEEAITH 5 Z L AR
iz,
T, YXTINTF =T 2L UGT A v FaX— L2 E 2 A, FXTATF =T ONRHITMH
HENRhrsT-,
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3) NEBBHROERRVZOHE
LR L

4) REMOIEOERRVEML., FELE (invitro) >
PXTNF =T D IFEORHY TH D BGB-7941 (FX T NF =T O—f{t¥). 77 VIEEE
M417 (FXTNF =T ORT 7 U IAL®) ([ZHOWTHEILFES T —8T v A ZHW T, BTKIEMED
HEARF LIz 2 A, BIK ¥ —BIZxtd 29X 7 VvF =7 BGB-7941 KT M417 @ ICso 1,
ZZF 0.21nmol/L, 0.76nmol/L K X 3879nmol/L T, 7 7 U LEEIX 10pumol/L F TORE T BTK (2
KT DIEMEE RS Mo T,
M7 A ZHNT, 2D OREOIEEZRFT LT & 2 A, BGB-7941 X T LF =7 LD
FIWVIEMEAZ R L, MA17 L OT 7 U VRIS 2 R S 2o T2,

1. Bt
<HEANT—4 ., BGB-3111-105 7Bz >0
R 6 il [MC] - X 7T =7 320mg Z H[EE G L7z & &, HEREORG% 264 Rl £ TOJRT
K OFEAFE R ORBBUEE (TRA) ORI EHEIERIL 94.6% TH 0 . FE P HEM=RIT 87.1% CRELIK
& LT37.6%) . RHPHEIERIT 7.57% CRELIRE LT0.1%) Thotz, HEHED KHITEHRM D 72 B LA
PIZEIN S iz,

XAFORRSN-AZRUVAR
WE., RACEYPX 7 LF=7L LC1H 160mg %2 1 A 2EREA#EE5T S, B, BEOREICK VETHET S,

8. FSURKR—E—IZBET H1ER
<in vitro>*
P-gp (22U TlE Caco-2 #lifid & 8 MDCK-MDRI1 #Hfld ¥ €7 /L, BCRP 22\ CII/IEET &1 |
OATP1B1, OATPIB3., OCT2. OAT1 }2 T} OAT3 IZOWTII&tt R R T o AR —F —E {5 T DOREHR
BUMIRRAR &2 Nz in vitro OFElIT, X 7 /L5 =714, BCRP, OATP1B1, OATPIB3, OCT2, OATI X%
O OAT3 OIETIE72< | P-gp ODEETHLREMENRENZ EDRENT, o, XTI ALF =71,
10.0pumol/L F TORE TIL P-gp DIHEAITIE/2 <. 5.0umol/L F TOJRJE T BCRP, OATPIB1, OATPIB3,
OCT2, OATI K TR OAT3 DHEHRITRWZ LIRS T,

9. BHEIZLIREE
BB L

10, BEDERZEITHEE
1) BHEEZTRFICST2EYMEHE (BKEHA REaL—23Y) #if, fEAT—4%2) ¥

EWREREENYF X 7V F =7 ORI KT THEL fBEM (Aol —ray) ez HnT
PR L 7=,

1E% (CrCL : 90mL/4y LA k. 204 ) . #¢FE (CrCL : 60~89mL/4y. 200 f5]) . F14&# (CrCL : 30~
59mL/45y. 78 %), EE (CrCL : 15~29mL/%y, 4 %) OBHERERE ., KB A4 (ESRD, CrCL :
1SmL/ A, 1B 2BV T, EFIREOBREENESR ., BE, PEEOBMERTE T, K&Q%E
RO LN o7 (p>0.40, ANOVA), BHEREREENY X T VF =7 O3y BRI B Z KT S
RN LT, WX TAF =T OBPHN DN & LEEL TR Y, BN S & OB HRERE =
HT 5 EF T 5 HERAGIIHEE SNV, o, BEEONFESE 2/ T 585 CIIBEED 60%D
HINTH o722 Lnh, BEEOBAERE T ESRD BEICBW T X 7LF = TRENKE 8
BT D AREMEIRON S O EE OB RS BE X ESRD BE BT 2 EEiRET — X TR 5
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nTng, (VI 6. (2) BHEEEETEE] OHSH)

2) FFHEEREEEICHITHEYMEE WEANT—4 . BGB-3111-107 i8&)

A (Child-Pugh 7338 A) 6, H%EE (Child-Pugh 3% B) 6 {3, ILEE (Child-Pugh 735 C) 6
DOIFRERERS . R OWFREREIE R & 11 Bllc, AK| 80mg 2 ZEfERFC A& G- L7z & & # AUC 1XIE
WE LR LT, BE (11%) . TEE 21%). TE (60%) @V &R ENTz,

Fo, FEEMF X T NF =T ~OVggERE (P—7EEORE) 1L, BEEO—HTHEFRE L
T, R, PEE R OEEOAFERERES TIEENEI, ConlZOWT L1665, 1.81 %, KW
236 fiF. AUCoxlZDOWT 1.23 15, 1435, KU 2.94 58N L7,

Lo T, BEEDOESREREER B L, VXTIV F =T OREEZETHZ ERHEINS,
(Tvil. 6. (3) AFREREFEF BT OHESM)

XAFIORBREIN-AERVAR

W, EAIEFRIAF =7 L LT 1 160mg % 1 H 2 A#%ET 5, ok, BREOREICEL VEERET S,

T EEIE & R UM EE (BE, 12K, B KBI I TFXTINVF =T ORYEHRN T 1 —&

11.

JFRESE DR

E® (N=11) w’E (N=6) HEE (N=6) HE (N=6)
Ciax (ng/mL) 162.8 (41.1) 171.4 (41.4) 249.1 (25.9) 209.1 (19.2)
Timax () 1.50 (1.00, 6.00) 2.25 (1.00, 4.00) 1.25 (0.50,2.00) 1.50 (1.50,2.00)
AUCo.; (ng-h/mL) 663.0 (37.2) 749.5 (29.1) 806.4 (45.1) 1071 (19.9)
AUCo.» (ng'h/mL) 683.1 (36.2) 761.5 (28.2) 825.9 (43.9) 1095 (18.5)
Tz (h) 3.032 (64.5) 2.353 (34.5) 2.508 (24.3) 3.342 (36.2)
CL/F (L/h) 117.1 (36.2) 105.1 (28.2) 96.86 (43.9) 73.08 (18.5)
VJ/F (L) 512.3 (60.0) 356.6 (21.1) 350.4 (34.0) 352.3 (37.0)

B (BBAT%CV) . Tmax DA HPRAE (Fe/IME, e A ME)

FAERBIER & R OTHREEEE (BE, 1EE, BY) TBIIHFREEGHETFITANF =T OEMEERN T A —

&
JFRESE DR

E® (N=11) B’E (N=6) HEE (N=6) HE (N=6)

Cmax (ng/mL) 7.676 (45.8) 8.892 (51.0) 1391 (34.6) 18.10 (25.4)
AUCo.; (ng-h/mL) 31.26 (43.4) 38.89 (32.6) 45.04 (49.1) 92.64 (34.8)
AUCo.» (ng-h/mL) 32.20 (42.6) 39.51 (31.8) 46.13 (47.6) 94.72 (33.4)
CLy/F (L/h) 2484 (42.6) 2025 (31.8) 1734 (47.6) 844.6 (33.4)
V,/F (L) 10870 (62.9) 6872 (28.6) 6274 (35.4) 4072 (47.2)

BT (AT%CV)

Z Ot
AR L
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. &% (EFRLOIEF) (CETHEE

1. ZHERAREEDEH
s

1 . =4

AFF, REFICTTRICHETESIERERICENT, EMHFEBMEBEDEEICH L TH2 A
#H-RBRZEFOEMDD & T, AFORENET LHW SN HEFICOVTOARET S L, F
=, ARFKICELSL, BEXBZORKCAMWERVEREZTIHAL. AEZHFTHoRE
THZ &L

(fiFan)
AANOFHIZEE L, &M as SR D 0 Mk RSN CTH H -0, IO EICUEL T
PRE L,

2. ERABLZNDER

2. B2 (ROBHIZITHBELAEWLNI L)
RHFND RS xF LIBBE O BEERE D & 5 B35

5]
RENDAH %5y B ORI BBUE DEEFERED & 5 BE CILRBUEER AR T 2R BERZE 2 LD
ZEML, —MRHREEL L TCHREL.

3. MRERIFMEICEEYT HFE L TDEH
V. 2. BESUIIRICBET HEE) 22952 &,

4. BERUVRAEICEET IR LZTDER
V. 4. FEROHEICEETSEER) 220952 &,

5. EELEARMIE L TDEA

8. EELEXRMIE

8.1 A HobndZ BB, ARPNLEIZHE S TREHLAAECAAEERH D Z LD, KK
e 5.t TR A T A M9 5 B ISR L TR, FITORTE 3~7 BB IIAA OB S5
WraBZE+s2 L, [11.1.1 8]

8.2 YYE (AFFEYIEZ &Te) OFBE L ITE(L, X BARFR VA VA $BREZBE OGN
(b3 BN D Z e D DT, ARG > THFR T A NV R DY O FEA R T D L,
ARAN 5-HNC @ U) 2 E 21T\ ARFIR G, BYYEORBE OB+ EET D 2 L,
[9.1.1, 11.1.2 &#]

8.3 HREMFINH oD Z ENHDHDOT, ARAEEGIZE L X EMMICIEREZIT> 2 &, [11.1.3
Z ]

8.4 HENREBIRNEEIE(L TS Z LD DD T, AFEEGICE L CidEimic olERds (-
HELEXBRES) 2175 28, [9.1.2, 11.1.4 58]

8.5 MEMMEENHHLOND ZENH LD T, KROKEGIZHT-> T, BRARIER (FFRIAEE, 5k,
FEENVEE) ORI O K hESE, Blga ot o 2 &, [11.1.6 B3]
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8.1 lEERBRICB O THMEIESRNRE SN TS Z Enb, EERHMOREIRZ T4 57-9, CCDS
K OSEEE DU LEE S BITHRE LT,

8.2 YMEIXZ BIK [HEICL VI ZFREZENAEB AN TED, RRBRICBW TEEREFNGRD D
NTWDEZEND, EERBYYEDRBUIENZ T « BRI 5728, CCDS K USEIED IR
MUEESBITRE LT,

8.3 L HERIEAME, L/ ORAE, B I OB BEEH O B - EEB D720 CCDS 22 E|C
PRE LT,

8.4 LEAME), LFEHENE O EE R ANEIRO R - EEP LD CCDS kU DIRA CE %
BB IE LT,

8.5 MEEBRICB W CTRIEMMREENRE SN TEBY ., EEMEM GRO LN TS Z b, HED
N CEEZSBIHRE LT,

(TV. 5. (4) WEEARBR] DOIEHSHR)

- BEDEREEIHEBICHT IR
(1) AftE - BIERFOHLEE

9.1 AHHE - BIEEFDOHLHEE

9.1.1 BERFXKIAILAF+ ) 7OEERIERERRE (HBs fuRIEIE. 5 D HBe HifAX (L HBs Hulkl5
£
AN OF5-FAAR TG L TIEREERAESITR VANV A= —DF =2 Y 7275728 B
TURFR 7 A IV A DFHEHALDEESCIER DR BUTEET 5 Z &, AAOFKEGIZI Y BRITR Y A
NADFHEM LR H bbb D ZENnH 5, [82. 11.1.2EM]]

9.1.2 DRE (FERF) 2HII2BEXIEOBEROHSEE. SME. BREEZEHLTLDE

=
DEANEN S DO REEAR2 B Hb<ed v, [8.4, 11.1.4 5]
(fiF#)

9. 1.1 AFNOFEEIZ LY BEIFFR T A NV ADFIEHALR S HOND Z ERNHDHTZDRIE LTz,
AFNO B G- FG% 3k L TSR ESIFR VA NV A~— T —DF=2 ) T %7570, B
BT T A v A D FHEHAL DOBELIER DR BUFE R T HMERH 5,

9.1.2 EEOLEREA T HAHRE 255 L LTREBRZFZi L T RN 00, AFIOREIZLY
IS 72 NEENR DR BL UL T B AlRetE D3 b D T2 O E LT,
IO OBRFIIARKNZBG T HEICIT I BB OREZBIZ L, EMNICOEERE (27
HLENBRES) 21T 0ERH D,

(2) BHmpEEEEE
hT

BRE S AV
(3) FFieEfEEEE
9.3 FFeEfEE EE
9.3.1 EEDORFH#EEEZ (Child-Pugh 9%EC) OHHEHE

AENOWREEZEZEE ST DL L bIC, BEOREZ L HEEICBR L, AWEHORIRICTH2EET D
Z &, AAlOMPERER EA- L. BHEAZHR H bbb s BZnndb b, [16.6.1 2]

(fiFw)
BRPRARBRSE ORI A B E 2. CCDS IZHESERE Lz, (VL 10. 2) AFHEREREE A 11T 2 FmEhiE )
DIAZM)
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(4) £hEReZHY &

9.4 £JEREZHT HE

9.4.1 AR 2 FIREVED & D LePEICIE, AANB G R O 5% 1 BRIV TREE S 2 M2V
ONEY) 72 BEAEE I OWTEAT 5 2 & i MR SKIC & DBEETE DS G, #E MR LA
D EEIETHERT 2 L9852 &, (95, 1025MH]

9.4.2 HIEICIE, ARG DR OREKRGHR 1 BRI TANY TiE (22 F—20) 2 VTR
DU OWTHIIT 2 Z & 57, [9.5 5]

(fiFwt)
HRRARGBR O I HES & CCDS 22 & 1Tk iE Lz, (TIX. 2. (5) ABsgLmttalit) DHESM)

(5) 1E4m

9.5 147
TR SUTIFE LT DD ATHEMED & B I EICIT B G- LW E R E LV, BER (T v FROY
PX) T, ERE ORI ORI OV (THD UL =RE0) ORENRE S TG 4748
[9.4.1, 9.42 4]

(fiFwt)
HRRARGBR O I HES & CCDS 22 F 1Tk iE Lz, (TIX. 2. (5) AsgLmttalit) DHESM)

(6) ®RELIw

9.6 1ZZLIF
BHLBRNWZEREE LY, B M ~OBITIIRHETH 20, 8ER (T > ) IZBWTH
A IR EN C BERLRT ORI K OMRIR A (ARERZEH K OV ANBESE) NRD BTV D 49,

(fiFw)
HRARGBR O I HE S & CCDS 2 F 1 TikiE Lz, (NIX. 2. (5) AsgLmttali) DHESM)

(N MR

INR
/J\ xS & U RIRERER IS0 L CuZany,

(fiFwt)
N Z RS L U AR SEM L TR b7, ZaMR AR S TWRWEORGE LT,

(8) =rE
BE I TN

. HEER

10. ##E/ER
AFNEFIZ CYPIA4IZ X R SN D, £, AKFNLP-gp ZBHF L. CYP2C19 X UNCYP3A Z35iE
T2,

(1) StRZEELEZDER
BE I TN
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(2) HRFE L EDER

10.2 BHRER (HRAISEEIT H I L)

%

BRAERR - HE TR

BFe - fabRIA T

FR\U Y CYP3A [HZEH
A vTFaFy—n, R)ary—
N, IT VAR A T
[7.3. 16.7.1-16.7.3. 16.7.9 ZH&]

FFREE D CYP3A PR
TnaFS—)v. DILFTEL,
g} 7 Q= B G
[7.3. 16.7.4, 16.7.5, 16.7.9 ]

AANORIWERR R SN D BT
HoHDT, AflzBESTDHELD
o, BAEOIREBAHEEICHE L, Al
TEHOREBIC 3 ERT D Z &

TL—TTN—I 32—

AANORIWERA R SN D BT
HHTD, HERLRWESEET D
Ze,

Zhb oK% D
CYP3A BHEEH I
X0 KFIOE DA
T, AFOImH
REDN A3 5 "HE
PENR D B,

FRVY CYP3A #5357
HINNRwPE L, Txz= kA,
R A SR AZ- 3
[16.7.6, 16.7.9 Z1#]

FRLEE D CYP3A #5187

Vo593 TF, =77,
ANV

[16.7.7. 16.7.9 Z1&]

KRB OFZIED TGS S D BZn
HDHI=, B OIEIE DGR
AIRE R R U BET . CYP3A FHEEH
DI NTFIOIER~DRIEZ B &
TAHIE,

A I UL XY Y (St John's
Wort, T ke Vg —2 X TJ—

N AR

KA DA ZNIENES SN D BT
HOHTD, FERLRWESEET D
Ze,

Y OEAE TN
CYP3A %##E T 5
Ziizky, KAD
R EENME T35
HHEMEIN B D,

CYP2C19 M IVE & 7 5 HHl|
FATITS =, T ITT—
L. T BN
[16.7.8 1]

T DEFN OB NI T 5 B
FNNRH D,

AFI2 CYP2C19 %
FHETLH LKL

. ZhoOHEAD
AP RENME T 5
HHEMEIN B D,

CYP3A OIHE & 70 2 34|
IHY T A, ROBHEE (T
ARMLV e ZF=)VZRARNT UG
—J)b, JIVZFARATHr Y s ZF =
JWLTAKNTIOF =)V, LIRS
ARMLV e ZF =)V A RNT UG

D DEFN OB IMENETT 5 B
FNNRH D,

AHINS CYP3A 3%
W AZ LT,
o OFEH oI
BEME T35 fhE
PEN D B,

—VE) . MU TV T L

[9.4.1, 16.7.8 ]

P-gp DI L 72 D HEH B DOIEFIORIER N IS | AHFID P-gp & FHLE
VaAxyr, UN—aXHh ANy | BENANRDDLO, BREORREAE | THZ LIk, =
TeX VT2 F T EICBZE L, BHWEHOFBUZ531E | 7LD OFEF O i H i
[16.7.8 2] BETahz . FEDS E5-3 5 nlREME

N5,

(fiFEz)

ARFNONH, R EAERRBROME RN PBPK EF ML DY I 2 b—a VOFEREN S | KK &
CYP3A [HEAISL CYP3A 58X L AT 25512, AAIDOREER (Cox LY AUC) MZIZETUHEINIX
AT ETFRIENTZZ &G, CCDS IZHDSEHE L, 70, AFOEEIERNL, AH &
CYP2C19, CYP3A XL P-gp DIE & 72 23K Z DT 256 210 O3EA| O H R EE MK T X3 B
THHEMENSD Z e, FE L, (VL 1. 4) 8% - fFAKRORE] OEBH)
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8. ElfFM

1. BlfEA
ROBWERDNHDOND Z LD DHDOT, BELToIATV, RENRBO bNIHEIIT KRG L%
b4 %72 WY R AEZAT O 2 L,

(1) EXGEIER & HER
1.1 EXLEMER

11.1.1 Hm
B M BEERA) . R FIAE (0.1%) . MHIm BEERE) ERxH50ND 2 ERH D,
(8.1 /]

11.1.2 Ry
itize 3.9%)., 7 U7 b=y AM[ZK (0.1%), ==2—F VAT A « f aXFAfilik (0.3%)
LMBHEONDZENDHD, Fio, BRFRU AN ZAOFEMEL (0.6%) 23dLbd Z LM
»5bH, (8.2, 9.1.1 ]
11.1.3 E§aimH|
R ERIEAE  (15.4%) . ifi/MRIBAE (5.0%) . &l (6.3%) FOFfiIEIN e Hoid 2 &
N5, [835H]
11.1. 4 PR
LEME) (3.0%) ., LEMHEE (03%) EORNERRH b d Z &b b, [84, 9.1.25 ]
11.1.5 DigESE
ODAFEZE (0.3%) . Dk (0.1%) ., OAE (0.1%) HEOLREERH bbb Z Enbh 5,
11.1.6 EEMMEZ (0.1%)
BN SN HAITIE. M X, M CTEomE 2 i+ 2 Z &, RHEMMZEENEED
N7HEEITTEEZFRIE L, BIEERERVECHORSSEOBEY) RNEEZTTH 2 L, [8.5 BI]
(fgan)
FER B H1F DN - 2 EMEE A N CCDS IC RS RIER 2% E Lz, BIWEF OB IXLL T ORRKR
BRIZE SR L7oikBrE (701 1) oG ool (RRBERAEE T RVWAEFRRORBIEIG) 1L
=EeE L7,
[EIPNES 1/2 FB5B% : BGB-3111-111 (55 2 #8/3— b ® CLL/SLL & KO 2 F/ 38— b > WM ) | #Edh
%5 3 fHRABR : BGB-3111-302 (=24R— K 1), BGB-3111-304 (=x74x— k 1), BGB-3111-305
¥, ERROMHTRIGERIZB W TTRD T, ERUSORIKRR b & 7 11 RO AT
(1603 #i) IZFBWTERD SNT-EWERICOWTIE HEERE] & LTHERLE,
EINE 12 #8585 (BGB-3111-111) , 4455 3 fHaklR (BGB-3111-302, BGB-3111-304, BGB-3111-305) .
WAL 2 fHFRBR (BGB-3111-205, BGB-3111-206, BGB-3111-210, BGB-3111-214) . ¥4 4 1/2 fR#ABR
(BGB-3111-AU-003) . #4455 1 #R#BR (BGB-3111-1002) . EHifk#iatR (BGB-3111-LTE1)
(P.86-93 RIMFHAHE —E RS M)
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(2) ZDithDEIER

11.2 ZDHOEIER

10%Lh E | 5%LL E 10% A 5% A A
JEYYER L OV A BUE RGBT KB SR, IR IEG,
PR R FEMED F
1 A 8 If BEAR HH if
B G TR fiEAK
FERE ¥ & OV FRRRRE S | 405 %, R H I Z IFERE, SRR
T FE R E OV A kAR bR NN g 5]
aes
— % - BEEEERL LU 57 KRR PETEIE, M)
X INABYIN S
BB L ORI I pR
M, FERds KONt MK, S
aes
AR PR i .
(i)

FER B H1F DN 2 EMEE WL N CCDS IS RIER 2% 0E Lz, BIWEF OB IXLL T OREKR
BRIZB SR L7oikBrE (701 1) oG ool (KRBERAEE T RVWAEFRROBIEIG) 1TED
=EeE L7,

[EIPNES 1/2 FB5BR : BGB-3111-111 (55 2 #8/3— b ® CLL/SLL (& KO 2 f/ 38— b > WM ) | #Edh
%5 3 fHRABR : BGB-3111-302 (=248— K 1), BGB-3111-304 (=x74x— k 1), BGB-3111-305

728, ERROMBHTRIBRERCB W TERD 6T, A OBKRER L 5 D7z 11 RERO RS T
(1603 f) 1B WTERD LAILZEWERIZOWTIT THEERY] & LR LT,

EINE 12 #8585 (BGB-3111-111) , 4455 3 fHaklR (BGB-3111-302, BGB-3111-304, BGB-3111-305) .
WAL 2 fHFABR (BGB-3111-205, BGB-3111-206, BGB-3111-210, BGB-3111-214) . ¥4 4 1/2 fR#ABR
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H eI A AL 1 (0.1) 1 (0.1) PR PR I ER B4 0 (0.0) 9 (0.6)
SHIR 1 (0.1) 1 (0.1) AR ER E 5y ) 0 (0.0) 8 (0.5)
RSV ITNZF T A LA oD oD M7 4 7Y 7 A8 0 (0.0) 7 (0.4)
RUE SR ' ) PR R i ER 0 (0.0) 7 (0.4)
WL SERR 1 (0.1) 1 (0.1) A B R A R 0 (0.0) 6 (0.4)
H R 1 (0.1) 1 (0.1) 1 HE R R N 0 (0.0) 6 (0.4)
FRAEBIIR AR i 1 (0.1) 1 (0.1) IRHE U RE AR 0 (0.0) 6 (0.4)
A I 1 (0.1) 1 (0.1) 1/ MRS RE S 0 (0.0) 6 (0.4)
R ER) = = —a /3 F— 1 (0.1) 1 (0.1) i ER A AN 0 (0.0) 6 (0.4)
I/ MR S 1 (0.1) 1 (0.1) 7 R o AN 0 (0.0) 5 (0.3)
FliARAEE 1 (0.1) 1 (0.1) MRS 0 (0.0) 5 (0.3)
i3 1 (0.1) 1 (0.1) ~NEZ U 0 (0.0) 5 (0.3)
i) 1 (0.1) 1 (0.1) &Y v ifiE 0 (0.0) 5 (0.3)
B 1 (0.1) 1 (0.1) A 0 (0.0) 5 (0.3)
IR, S 4 1 (0.1) 1 (0.1) BEE UL E N 0 (0.0) 4 (0.2)
IR IR AR RESE R 1 (0.1) 1 (0.1) K7 47V )7 fE 0 (0.0) 4 (0.2)
RS 1 (0.1) 1 (0.1) J&Y 0 (0.0) 4 (0.2)
W 9% i e 1 (0.1) 1 (0.1) UARER (a) M 0 (0.0) 4 (0.2)
e e 1 (0.1) 1 (0.1) s 0 (0.0) 4 (0.2)
e A LIE 1 (0.1) 1 (0.1) LGRS 0 (0.0) 4 (0.2)
BuiEMES 3 v 7 1 (0.1) 1 (0.1) ELPERT S RRAE E 0 (0.0) 3 (0.2)
WE7ay 7 1 (0.1) 1 (0.1) M= 27 a—/LHE0 0 (0.0) 3 (0.2)
TRPEREEAR 1 (0.1) 1 (0.1) RS 0 (0.0) 3 (0.2)
IS aRIEN O 1 (0.1) 1 (0.1) IS 0 (0.0) 3 (0.2)
TRl g 1 (0.1) 1 (0.1) ELE U RE B 0 (0.0) 3 (0.2)
g DR 1 (0.1) 1 (0.1) IR B I E 0 (0.0) 3 (0.2)
Fe g 1 (0.1) 1 (0.1) UFSIEpE 0 (0.0) 3 (0.2)
B LA 1 (0.1) 1 (0.1) I EREE INSE 0 (0.0) 3 (0.2)
Fe & 1 (0.1) 1 (0.1) 1 B R 0 (0.0) 3 (0.2)
AR 1 (0.1) 1 (0.1) 707 a3y ) AR 0 (0.0) 3 (0.2)
2R\ b a— R 1 (0.1) 1 (0.1) B RekEE 0 (0.0) 3 (0.2)
Jiti @ - e g 1 (0.1) 1 (0.1) rF AT IF—E A 0 (0.0) 3 (0.2)
5 S THER 2 1 (0.1) 1 (0.1) Rk 275 —8EME | 0 (0.0) 3 (0.2)
T IER 1 (0.1) 1 (0.1) a bt N UEREEM K SR 0 (0.0) 2 1)
A By P A R 1 (0.1) 1 (0.1) Hahn ) )
B R 1 (0.1) 1 (0.1) = 0 (0.0) 2 (0.1)
HEE 1 (0.1) 1 (0.1) R P B ek e 0 (0.0) 2 (0.1)
L M 1 (0.1) 1 (0.1) i 5 0 (0.0) 2 (0.1)
PR 1 (0.1) 1 (0.1) HESE (P 1 IR 0 (0.0) 2 (0.1)
e R= 8 1 (0.1) 1 (0.1) B2Izuar a7 0 (0.0) 2 (0.1)
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Yy, T | A | =Tk prevnal IS
HAF Neton) | (N-1603) HAF Neton) | (N-1603)
M FEA e Y L e 88 0 (0.0) 2 (0.1) FIITJRES IR PR 0 (0.0) 1 (0.1)
L7 v F 8 0 (0.0) 2 (0.1) B2 1% BB AEY 0 (0.0) 1 (0.1)
i~ 72 A 0 (0.0) 2 (0.1) IR SR 5 0 (0.0) 1 (0.1)
R R B 0 (0.0) 2 (0.1) AR g 2% 0 (0.0) 1 (0.1)
H Pk 0 (0.0) 2 (0.1) 7L 3 R 0 (0.0) 1 (0.1)
JiobEd 0 (0.0) 2 (0.1) 7 a— e 0 (0.0) 1 (0.1)
18 2% 0 (0.0) 2 (0.1) M7 L7 F R ARFF— 0 (0.0) .0
AR 0 (0.0) 2 (0.1) B ‘ ‘
FEME TR il 0 (0.0) 2 (0.1) A7 R o7 0 (0.0) 1 (0.1)
A 0 (0.0) 2 (0.1) Mg 7 a7 U MBS 0 (0.0) 1 (0.1)
T LIVE — R S 0 (0.0) 2 (0.1) JEFEIA A T 0 (0.0) 1 (0.1)
75 i 0 (0.0) 2 (0.1) B ERE 0 (0.0) 1 (0.1)
NE T IV A SR 0 (0.0) 2 (0.1) AHAUE SR 0 (0.0) 1 (0.1)
BHUIT2¢ DNAE N 0 (0.0) 2 (0.1) 1B PR R 0 (0.0) 1 (0.1)
™7 A L APERTSS 0 (0.0) 2 (0.1) LT AL L R SE 0 (0.0) 1 (0.1)
FEELEE ) ARE AN 0 (0.0) 2 (0.1) JAENE 0 (0.0) 1 (0.1)
EiIER 0 (0.0) 2 (0.1) TR EIR 0 (0.0) 1 (0.1)
PRREN 0 (0.0) 2 (0.1) C— S PERR BN 0 (0.0) 1 (0.1)
SRS ReiR A SLH 0 (0.0) 2 (0.1) TR EWR 0 (0.0) 1 (0.1)
PR R 0 (0.0) 2 (0.1) P4 0 (0.0) 1 (0.1)
TRECER U AR E [N 0 (0.0) 2 (0.1) BPESMERIEESE 0 (0.0) 1 (0.1)
U i 0 (0.0) 2 (0.1) T 2L L A SE 0 (0.0) 1 (0.1)
i HORAE 0 (0.0) 2 (0.1) JI4 R 1. 0 (0.0) 1 (0.1)
LS 0 (0.0) 2 (0.1) JRGLENRFER 0 (0.0) 1 (0.1)
PR Hp R R S 0 (0.0) 2 (0.1) RBYt 5 o ¥ 0 (0.0) 1 (0.1)
BR 0 (0.0) 2 (0.1) 2R BkAR 0 (0.0) 1 (0.1)
LB X B IR 0 (0.0) 2 (0.1) i = o v o — 2 Wi g i i 0 (0.0) 1 o)
Jii gy 0 (0.0) 2 (0.1) " ) :
7 R0 BRI B 0 (0.0) 2 (0.1) R fEE 0 (0.0) 1 (0.1)
A B RRRAE 0 (0.0) 2 (0.1) EEAIT LLX— 0 (0.0) 1 (0.1)
JiEE 2% 0 (0.0) 2 (0.1) FEENRSRE B 0 (0.0) 1 (0.1)
FabkdE 0 (0.0) 2 (0.1) BoLTF=r e 2T T 0 (0.0) oD
LB REERRS 0 (0.0) 2 (0.1) AP : :
BB R 0 (0.0) 2 (0.1) I BRI E 0 (0.0) 1 (0.1)
e A PRegak 0 (0.0) 1 (0.1) VRED E R A2 0 (0.0) 1 (0.1)
L 0 (0.0) 1 (0.1) AR 0 (0.0) 1 (0.1)
EHEAEE Y he v RT T AT 0 (0.0) 1 o) el 0 (0.0) 1 (0.1)
R : ‘ Fe g 5EE 0 (0.0) 1 (0.1)
PR B RAE R 0 (0.0) 1 (0.1) RGN B2 S % 0 (0.0) 1 (0.1)
2B 0 (0.0) 1 (0.1) FEREMEAE FRIEE U A L R 0 (0.0) 1 o1
USTAEES 0 (0.0) 1 (0.1) JEY ‘ :
JRET VT X B 0 (0.0) 1 (0.1) P 0 (0.0) 1 (0.1)
TIAT IR 0 (0.0) 1 (0.1) FLH G 0 (0.0) 1 (0.1)
i WIS T 1L X— 0 (0.0) 1 (0.1) B B 0 (0.0) 1 (0.1)
NG 0 (0.0) 1 (0.1) e X S P 0 (0.0) 1 (0.1)
ENEL B 0 (0.0) 1 (0.1 U XIPRAE NG 0 (0.0) 1 (0.1)
7R RE AR 0 (0.0) 1 (0.1) DRI L E QI 0 (0.0) 1 (0.1)
RS 0 (0.0) 1 (0.1) LEXISTERSY T 0 (0.0) 1 (0.1)
TANGEUBT I ) NTA 0 (0.0) ! o) DERMST—TZEAL 0 (0.0) 1 (0.1)
7 =7 —Pd ‘ : D X T HR g8 0 (0.0) 1 (0.1)
NN 0 (0.0) 1 (0.1) FERRPER A 0 (0.0) 1 (0.1)
BET 0y 0 (0.0) 1 (0.1) BN 0 (0.0) 1 (0.1)
P E 0 (0.0) 1 (0.1) GG 2 0 (0.0) 1 (0.1)
AR B v ) 7 — 0 (0.0) 1 (0.1) TR ER S 0 (0.0) 1 (0.1)
R P E 0 (0.0) 1 (0.1) SIS 0 (0.0) 1 (0.1)
M RS ER AN 0 (0.0) 1 (0.1) P 0 (0.0) 1 (0.1)
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Yy, T | A | =Tk prevnal IS
oA (Ni'7§1> (N=1603) HoAEE (Ni'7§1> (N=1603)
NGRS 0 (0.0) 1 (0.1) 7 I 57 0 (0.0) 1 (0.1)
KNG M R S e 0 (0.0) 1 (0.1) ~A ATV TL - UAE 0 (0.0) 1 o1
AR R 0 (0.0) 1 (0.1) F v ARG ) )
AR R R 0 (0.0) 1 (0.1) BT 0 (0.0) 1 (0.1)
HTIEE 0 (0.0) 1 (0.1) JNEA 0 (0.0) 1 (0.1)
A L AVEE B 0 (0.0) 1 (0.1) S 0 (0.0) 1 (0.1)
BB D RAE 0 (0.0) 1 (0.1) FHB IR 0 (0.0) 1 (0.1)
FAPETRIRE 0 (0.0) 1 (0.1) s T 0 (0.0) 1 (0.1)
LA ELE 0 (0.0) 1 (0.1) PR L BE 0 (0.0) 1 (0.1)
HBV—DNAKRY A Z—FHM | 0 (0.0) 1 (0.1) KM= 22— S F— 0 (0.0) 1 (0.1)
i 0 (0.0) 1 (0.1) L R ER A 0 0 (0.0) 1 (0.1)
SRR 0 (0.0) 1 (0.1) T FRER M 8 AE 0 (0.0) 1 (0.1)
% 0 (0.0) 1 (0.1) IEERMER 1 0 (0.0) 1 (0.1)
AN 0 (0.0) 1 (0.1) AR A IS 0 (0.0) 1 (0.1)
ODABOREE 0 (0.0) 1 (0.1) K 0 (0.0) 1 (0.1)
A B H 0 (0.0) 1 (0.1) JNE 0 (0.0) 1 (0.1)
NSk e—r TV 0 (0.0) oD M e 4RBE 0 (0.0) 1 (0.1)
B ' ) JEE ST PR T 0 (0.0) 1 (0.1)
SRR 0 (0.0) 1 (0.1) PR 0 (0.0) 1 (0.1)
HORIE IS BRI 2 0 (0.0) 1 (0.1) N R PR 0 (0.0) 1 (0.1)
=R NI 0 (0.0) 1 (0.1) 1 OSEIR 0 (0.0) 1 (0.1)
FERiNE 0 (0.0) 1 (0.1) o E N 0 (0.0) 1 (0.1)
X 0 (0.0) 1 (0.1) TN 7S 0 (0.0) 1 (0.1)
JKBHAE 0 (0.0) 1 (0.1) AR 75 J& P AR 0 (0.0) 1 (0.1)
a7k e 0 (0.0) 1 (0.1) KA ENIRPAZEMEE B 0 (0.0) 1 (0.1)
ElSIEES 0 (0.0) 1 (0.1) ERiElEES 0 (0.0) 1 (0.1)
E~ 7 %Yy AE 0 (0.0) 1 (0.1) KSR = = — o /T — 0 (0.0) 1 (0.1)
B I A 2 0 (0.0) 1 (0.1) BRI REE 0 (0.0) 1 (0.1)
KT 0 (0.0) 1 (0.1) JEJEALEE 0 (0.0) 1 (0.1)
17 v — L ilE 0 (0.0) 1 (0.1) I/ MCEEEAR T 0 (0.0) 1 (0.1)
K2 L AT a— Ve 0 (0.0) 1 (0.1) M/ MRS REAR AL S5 0 (0.0) 1 (0.1)
K7 a7 iffE 0 (0.0) 1 (0.1) JfafE e 0 (0.0) 1 (0.1)
IR I I E 0 (0.0) 1 (0.1) MEAR O L T 0 (0.0) 1 (0.1)
e Shd 0 (0.0) 1 (0.1) AT RIS 0 (0.0) 1 (0.1)
AR i fE 0 (0.0) 1 (0.1) v a— RE AMiE 0 (0.0) 1 (0.1)
L L7 0 (0.0) 1 (0.1) QRS 5 0 (0.0) 1 (0.1)
JEGIC X D RV SRIRIE D 0 (0.0) 1 1) TR TR 0 (0.0) 1 (0.1)
HH . . = 5
i 7E 0 (0.0) 1 (0.1)
HERIARZEH 0 (0.0) 1 (0.1) W E 2% 0 (0.0) 1 (0.1)
W PAZE 0 (0.0) 1 (0.1) iEX(L 0 (0.0) 1 (0.1)
B R 0 (0.0) 1 (0.1) RS A /L A YL 0 (0.0) 1 (0.1)
KGR Y) —7 0 (0.0) 1 (0.1) B P S R 0 (0.0) 1 (0.1)
M3EEE D S AE 0 (0.0) 1 (0.1) A v APESE R 0 (0.0) 1 (0.1)
FEEIER 0 (0.0) 1 (0.1) AANEE 0 (0.0) 1 (0.1)
M e B BHE 0 (0.0) 1 (0.1) A BT 0 (0.0) 1 (0.1)
B HT D 0 (0.0) 1 (0.1) (B TS 0 (0.0) 1 (0.1)
B)=F 51 0 (0.0) 1 (0.1) R PR 0 (0.0) 1 (0.1)
U REE [N 0 (0.0) 1 (0.1) Bl eI T D T 0 (0.0) 1 (0.1)
Jitifs5 0 (0.0) 1 (0.1) F R 0 (0.0) 1 (0.1)
Jii il 0 (0.0) 1 (0.1) MR A 0 (0.0) 1 (0.1)
U L NER 0 (0.0) 1 (0.1) PR ELERHE N 0 (0.0) 1 (0.1)
U 2 ERE o S 0 (0.0) 1 (0.1) 5 ST e P e 0 (0.0) 1 (0.1)
U vl DER L 0 (0.0) 1 (0.1) 7 RO ERE N 0 (0.0) 1 (0.1)
kISR 0 (0.0) 1 (0.1) B2 RS 0 (0.0) 1 (0.1)
LIEREE 0 (0.0) 1 (0.1) VRS 0 (0.0) 1 (0.1)
ZIas R R IE R 0 00 | 1 (0.0 g 0 (00 | 1.
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Jp—T A, E%“ﬁﬁﬁ aaAEe | r—as E%“ﬁﬁﬁ LA
FEATE (N=701) | (N=1603) FEATE (N=701) | (N=1603)
MEEIE AR SRS 0 (0.0) 1 (0.1) PRI I 0 (0.0) 1 (0.1)
JEEB ERE 0 (0.0) 1 (0.1) R E U LB N 0 (0.0) 1 (0.1)
A Rk 0 (0.0) 1 (0.1) PR B AREG 0 (0.0) 1 (0.1)
S 0 (0.0) 1 (0.1) RSN E R 0 (0.0) 1 (0.1)
HR TR B SR RRE 0 (0.0) 1 (0.1) TKIE ™ A L AR B 0 (0.0) 1 (0.1)
KE R 0 (0.0) 1 (0.1) KB RIEIB U A L A kG 0 (0.0) 1 (0.1)
B ok LOREBIT LR 0 (0.0) 1 (0.1) PN 0 (0.0) 1 (0.1)
g7 LT 0 (0.0) 1 (0.1) HEE MBI 42 0 (0.0) 1 (0.1)
2RUHE PR P 0 (0.0) 1 (0.1) i T-IRIRE 0 (0.0) 1 (0.1)
FEGEDRIE 0 (0.0) 1 (0.1) BEPEA— 2 X — T — 0 (0.0) 1 (0.1)
JRIB Y 0 (0.0) 1 (0.1) HENRIE 0 (0.0) 1 (0.1)
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X. SFERPREBRICEII HIHE

1.

AR
(1) EhFEALR

VI HZIEERICRET DA ) OHSH

(2) REYEFEIHR

RERTE H AR T B R BRI R fEP S
EULY/E 8 Be 5951k
hERG F ¥ * | CHO Hifiaik R (FaPERtIR) . 57 =F 2 | 1Cs ¢ 9.11pmol/L
NT v A N=4/#F Yoo (B MR B 1L 3. 10,
30pmol/L
FRRZ AR R Sprague-Dawley 7 >~ & | ¥, 30, 100, 300mg/kg EENEE), fTEIE L. Wl
HERES 10 EE), RR S EE KOS
T OMKIROZEAR7 L
IR 5 Sprague-Dawley 7 > & | ¥, 30, 100, 300mg/kg REZ R, 1 R E R R
HERERS 5 HIZHE S HRRK & DL
b7 L
IR E—27 LK AP, 10, 30, 100mg/kg e, . ECG lZxtd
HEREA 4 e qn WL

Q) TothdFER

B&

ITK X% O EGFR ~ODE#ER I (in vitro) (BEEH) 5
ITK FHEEA %2 PLCy1 U B8 {bT v A (urkat fifg) M OVIL-2 EAT v A (HuT-78 i) THE

fiL7=& Z A, ICsoldA 7/VF=7"T259.7nmol/L, ¥ X7 /LF=7"T 2,536nmol/L T -7z, EGFR
FHEVER %2 EGFR VU (b HTRF 7 v & A L O A431 fBAEET v A TRHMliL7= & Z A, ICso i3 A
7 I)LF =7 T 10lnmol/L. ¥ X 7 /LF =7 T 606nmol/L T > 7=,

AR
(1) HEES5EERR O
Ehiyfh #e 58 (mgke) e Kt &2 BB
B P55 (mg/kg)
Sprague-Dawley 7 » b 0 (&) . 250, 500, 1,000 >1,000 T I /N (A i R
BERFEA S/BE &N 7
[N 100, 300, 1,000 >1,000 SN < &Y [ e A /A
MRS 2 Wi/ 0 720
(2) RIEEHZSEMEHR Y
iy FE HE58 (mg/kg/H) ¢ 51 i A=l FEePT A
EULE- ¥ 5 B 5071k Fe KM A &
(mg/kg/H)
Sprague-Dawley |0 (¥ 4E) . 25, |14 HM MR . | 250me/ke/ BAE - AIMEROEEEE O HE N
7k 75, 250 250 W) . 79=TI /) NTUART
WERERS 29 %N = F—YoHhn (ML)
Sprague-Dawley | VA# [0.5% (w/v) |28 AR RKMAR : | somgkg BEE : &, A, ABKUYX
) AF ¥ e —| (EHEHE 500 VR RS E T O K MERR I IER R OY
HEREA- 90 2] . 50, 150, 500 |28 HF) HHREROEEIN ()
s 150mg/kg/ HEE : &, A, ABRUY
LR G B B OJm R /MERE, A Bk &
OUFHREROHIN () | i & 0YX
IR IMEK % & e SR B IS B L 7
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PROZEAY (1)
500mg/kg/ A i - BEFERD & b7
VWMAREHINZE O, BV e
() . & 1. BEMOYITIRRE
JEPH O R /MERR . P K OK{E, [
Bk, A HER & OB IR M Bk oo
o, WONZIRMER, ~Er/ne sk
O~ h 7 Uy SO (ke |
PRI ) OY 3R IMER % & T o g SR &
B U7z JROZEAE ()
Sprague-Dawley | #F4, 30, 100, 300 | 13 M 4HE T FEDOHATIIZRD Do T2,
7> b o ([EIE I 300
HERELS 110 28 HH)
Sprague-Dawley | ¥& 4. 30, 100, |26iEfH TR 1,000mg/kg/ H#f : {HILE OOND A/
AR 300, 1,000 ([EIE I 300 WABRBIER, ZEME, AP EIRE, I
MERERS 136 &0 6 I8 ) RO Y L SERFGIS, BB B
L7-3EE
E—27 LK B [05% (wiv) |14 H TR B BB TR S nZehotz,
HEREA: 2 AF LB — 100
A1 . 10, 30, 100
|
E—27 K B [05% (wiv) |28 HH TR 10mg/kg/ B EELL b+ SR8
HERESS 6 A F L rna—| (BEESRH: 100 JEfigeD U 2 Bk
2] . 10, 30, 100 |28 A 30mg/kg/ H R - BRI TR EE o ik
e qn DY 2 ERALTE
100mg/kg/ H B : BEER ORI, 7 ¢
7'V =4 (FIB) #n () .
—iEPE R OB RO g R, R
PEOUITIRE O gD U o SEREL Y
E—Z7 VK . 10, 30, 100 | 13 3 TR L & B kiT e o Tz,
HERESS 6 e qn ([EIE I 100
28 HH)
E—Z7 VK . 10, 30, 100 | 39 @[ TR L BN N (A=A oY
HERESS 6 e qn ([EIE I 100
6 )
(3) Ef=F MR ¥
ARER D I € UL/ Ve LAE Bh& JEE S
FREH B 5051k
828K | Salmonella typhimurium (TA98. 100, 250, 500, 1,000, 2,500 KO (e
IEFEGRER | TA100, TA1535 } T TA1537) 5,000ug
Escherichia coli (WP2 uvr A) (—S9 K TX+S9 : 15 BFfE)
BUEEREN F v A == AL AZ =PI 10, 20, 50, 60, 70, 80, 90ug/mL Ra:
LB (CHO-WBL) #ifi (—S9 JTR+S9 : 3 BEEfE)
2. 5. 10, 20, 30, 40. 50pg/mL
(—S9 : 22 )
HHE/MZ | B Sprague-Dawley 7 v 500. 1,000, 2,000mg/kg (35
R WAtk 5 DT/RE BRI % 5

—S9 : REHEMALRIEFIE T, +89 : REHEMALRFET

(4) BRARIEER
BB L
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(5) HIEFEESMRER Y

(6)

)

AEROFEIH ghiyfh e 511 #ehE (mgke/ H) Bisz}
EULYE~o B 5515
ZMRHE ] UVHE | Sprague- M Z3ELAT 4 & | 30, 100, 300 ZHRHEICRT 2 BT
FiT@f@J,ﬂ;ﬁ Dawley 7 > b | Ul ~# 54T | #%0 ﬁ%hr‘mwto
R A 1 B4 | MEREAS 96 DT W - AZEART 2 A & 300mg/kg/ A : 1D
5k ONAZ BEHA R o ~ IR BRI | HIR%IRE
7 H JD N
MR - 300mg/kg/
HT Me W% 4 | Sprague- T4z 6 B~17 A I [0.5% (wiv) A FEhy - HEER O
2B 3R E | Dawley 7 > b Firvra—=x] | o=,
It 25 PU/RE 30, 75, 150 BEIR : 30mg/kg/ H AT
s =Re 14, 75mg/kg/
BRE . e 16,
150 mg/kg/ H# : =%
i 5 4l
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4.6 Fertility, pregnancy and lactation

Women of childbearing potential/Contraception in females
Based on findings in animals, BRUKINSA may cause foetal harm when administered to pregnant women (see
section 5.3). Women should avoid becoming pregnant while taking BRUKINSA and for up to 1 month after
ending treatment. Therefore, women of childbearing potential must use highly effective contraceptive measures
while taking BRUKINSA and for up to 1 month after stopping treatment. It is currently unknown whether
zanubrutinib may reduce the effectiveness of hormonal contraceptives, and therefore women using hormonal
contraceptives should add a barrier method. Pregnancy testing is recommended for women of reproductive
potential prior to initiating therapy.

Pregnancy
BRUKINSA should not be used during pregnancy. There are no data from the use of BRUKINSA in pregnant

women. Studies in animals have shown reproductive toxicity (see section 5.3).

Breast-feeding
It is not known whether zanubrutinib or its metabolites are excreted in human milk and no non-clinical studies

were conducted. A risk to breast-fed children cannot be excluded. Breast-feeding should be discontinued during
treatment with BRUKINSA.

Fertility
No effect on male or female fertility was noted in rats but morphological abnormalities in sperm and
increased post-implantation loss were noted at 300 mg/kg/day (see section 5.3).
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8.1 Pregnancy

Risk Summary

Based on findings in animals, BRUKINSA can cause fetal harm when administered to pregnant women. There
are no available data on BRUKINSA use in pregnant women to evaluate for a drug-associated risk of major
birth defects, miscarriage, or adverse maternal or fetal outcomes. In animal reproduction studies, oral
administration of zanubrutinib to pregnant rats during the period of organogenesis was associated with fetal
heart malformation at approximately 5-fold human exposures (see Data). Women should be advised to avoid
pregnancy while taking BRUKINSA. If BRUKINSA is used during pregnancy, or if the patient becomes
pregnant while taking BRUKINSA, the patient should be apprised of the potential hazard to the fetus.

The estimated background risk of major birth defects and miscarriage for the indicated population is unknown.
All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the U.S. general
population, the estimated background risk of major birth defects and miscarriage in clinically recognized
pregnancies is 2% to 4% and 15% to 20%, respectively.

Data
Animal Data

Embryo-fetal development toxicity studies were conducted in both rats and rabbits. Zanubrutinib was
administered orally to pregnant rats during the period of organogenesis at doses of 30, 75, and 150 mg/kg/day.
Malformations in the heart (2 or 3-chambered hearts) were noted at all dose levels in the absence of maternal
toxicity. The dose of 30 mg/kg/day is approximately 5 times the exposure (AUC) in patients receiving the
recommended dose of 160 mg twice daily.

Administration of zanubrutinib to pregnant rabbits during the period of organogenesis at 30, 70, and 150
mg/kg/day resulted in postimplantation loss at the highest dose. The dose of 150 mg/kg is approximately 32
times the exposure (AUC) in patients at the recommended dose and was associated with maternal toxicity.

In a pre and postnatal developmental toxicity study, zanubrutinib was administered orally to rats at doses of 30,
75, and 150 mg/kg/day from implantation through weaning. The offspring from the middle and high dose groups
had decreased body weights preweaning, and all dose groups had adverse ocular findings (e.g., cataract,
protruding eye). The dose of 30 mg/kg/day is approximately 5 times the AUC in patients receiving the
recommended dose.

8.2 Lactation

Risk Summary
There are no data on the presence of zanubrutinib or its metabolites in human milk, the effects on the breastfed
child, or the effects on milk production. Because of the potential for serious adverse reactions from BRUKINSA
in a breastfed child, advise lactating women not to breastfeed during treatment with BRUKINSA and for two
weeks following the last dose.

8.3 Females and Males of Reproductive Potential
BRUKINSA can cause embryo-fetal harm when administered to pregnant women [see Use in Specific
Populations (8.1)].

Pregnancy Testing
Pregnancy testing is recommended for females of reproductive potential prior to initiating BRUKINSA therapy.

Contraception

Females
Advise female patients of reproductive potential to use effective contraception during treatment with
BRUKINSA and for 1 week following the last dose of BRUKINSA. If this drug is used during pregnancy, or if
the patient becomes pregnant while taking this drug, the patient should be informed of the potential hazard to a
fetus.

Males

Advise men to avoid fathering a child while receiving BRUKINSA and for 1 week following the last dose of
BRUKINSA.
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4.8 Undesirable effects (FY)

Paediatric population
The safety and efficacy of BRUKINSA in children and adolescents below 18 years of age have not been
established.

KE DTS SCE (202446 A)

8.4 Pediatric Use
Safety and effectiveness of BRUKINSA in pediatric patients have not been established.

- 105 -



XII. &5

1. B - REIEIH L CERHIRE1T 5 (ST > TOSEER
(1) #m#
TR L

(2) Filf - BEERURERST 21— T OBBH
PG L

2. TOMOEEER
CEFRERH TR IEM A A N
https://beigene.jp/medicines/

* ZOMDEHERTER
TNx YRR D5~ 18D SR/ N Y o SERMED ofiE
TNx B ERITDH~ FEHEE~sara7 ) e ) o STEEMd Y o3 E

- 106 -



0319-ZAN-PRC-041
202543 A tiT



	表紙
	医薬品インタビューフォーム利用の手引きの概要
	目次
	略語表
	Ⅰ．概要に関する項目
	1．開発の経緯
	2．製品の治療学的特性
	3．製品の製剤学的特性
	4．適正使用に関して周知すべき特性
	5．承認条件及び流通・使用上の制限事項
	6．RMPの概要

	Ⅱ．名称に関する項目
	1．販売名
	2．一般名
	3．構造式又は示性式
	4．分子式及び分子量
	5．化学名（命名法）又は本質
	6．慣用名、別名、略号、記号番号

	Ⅲ．有効成分に関する項目
	1．物理化学的性質
	2．有効成分の各種条件下における安定性
	3．有効成分の確認試験法、定量法

	Ⅳ．製剤に関する項目
	1．剤形
	2．製剤の組成
	3．添付溶解液の組成及び容量
	4．力価
	5．混入する可能性のある夾雑物
	6．製剤の各種条件下における安定性
	7．調製法及び溶解後の安定性
	8．他剤との配合変化（物理化学的変化）
	9．溶出性
	10．容器・包装
	11．別途提供される資材類
	12．その他

	Ⅴ．治療に関する項目
	1．効能又は効果
	2．効能又は効果に関連する注意
	3．用法及び用量
	4．用法及び用量に関連する注意
	5．臨床成績

	Ⅵ．薬効薬理に関する項目
	1．薬理学的に関連ある化合物又は化合物群
	2．薬理作用

	Ⅶ．薬物動態に関する項目
	1．血中濃度の推移
	2．薬物速度論的パラメータ
	3．母集団（ポピュレーション）解析
	4．吸収
	5．分布
	6．代謝
	7．排泄
	8．トランスポーターに関する情報
	9．透析等による除去率
	10．特定の背景を有する患者
	11．その他

	Ⅷ．安全性（使用上の注意等）に関する項目
	1．警告内容とその理由
	2．禁忌内容とその理由
	3．効能又は効果に関連する注意とその理由
	4．用法及び用量に関連する注意とその理由
	5．重要な基本的注意とその理由
	6．特定の背景を有する患者に関する注意
	7．相互作用
	8．副作用
	9．臨床検査結果に及ぼす影響
	10．過量投与
	11．適用上の注意
	12．その他の注意

	Ⅸ．非臨床試験に関する項目
	1．薬理試験
	2．毒性試験

	Ⅹ．管理的事項に関する項目
	1．規制区分
	2．有効期間
	3．包装状態での貯法
	4．取扱い上の注意
	5．患者向け資材
	6．同一成分・同効薬
	7．国際誕生年月日
	8．製造販売承認年月日及び承認番号、薬価基準収載年月日、販売開始年月日
	9．効能又は効果追加、用法及び用量変更追加等の年月日及びその内容
	10．再審査結果、再評価結果公表年月日及びその内容
	11．再審査期間
	12．投薬期間制限に関する情報
	13．各種コード
	14．保険給付上の注意

	Ⅺ．文献
	1．引用文献
	2．その他の参考文献

	Ⅻ．参考資料
	1．主な外国での発売状況
	2．海外における臨床支援情報

	ⅩⅢ．備考
	1．調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	2．その他の関連資料




