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M10megD 1 BIICERDHONeH. ZD. 50meg7z 1 36T/ SUIEBE THIRS528HB TDLTIFFRHHNIL
hofc. —7. 50mgZz28HBLMEDRFEIRSUIcEE. Grade 3/4DEBEINHEINHS. 126IHh25me(C
HEUL. INHOFEERNS. UVFURSROMTDIE 1H25megs iz, Fie. EWEIG (PR L) 1F24%
(6/258l) T ofz.

AR ARIOMBEN FHIRIE[SRESHIE]. [OBERBHAREEIRKRZH D SREMLMERE]. [BRNIGEEEORAT
ffRAmRY > /EIRUTBHREX (FEaMORIRED  /ERUDETY VI TH D,
SHRUBHECHT DFEDORENURER. [HONBRESHEOHACBNT, B8, BALELVFURI R
EUT. HATIMERESRIDRSYA I ZERLU T, UTOAEFIEBETROKST D, BH. BEDIK
BICKODBEERET D, AL 1H1E25mgZ21 HEERKRS Uick. 7HBRET S, INZ1Y01I)LELT
K’E5ZEDERY, BiE: 1H1E25mgZ 140BERKRS L&, 7TRBRET D, INZI1Y(I)LELTRSZ
BROIET .| THD,
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SERBARBERKRZH S BRI RS

<5E2%E O +8ERAHER (MDS-00 1 58%) >V

FROBRELWIERBEBREZNRICLUTU RS FOBMMEZEMZRET Ui, |RIIC 13PIICLFU R
= h25mgZ 1H1E28HEERROKRS UcER. FAIE DRRBEROEE CTTFEWVIFRIHMED
69.2%(9/134). M/IMREAMENS3.8%(7/13%)(CBH SN, FIAEL25mgLDHEAELT DD
DAl HENTz. 20D%. LFU RS RI0mgERKRS(26) LU R M1 0mgE#KRS (151
21HERS L. 7HBKRE | 206|) CztRst Ulc, TORR. AFIEDRARBROEE CEEWVFHIREAMNE
([F10MgEHEF50.0%(6/12641). 10mgRIfAEF45.0%(9/2081) . M/IWREAMEFZNZEN33.3%(4/12
Bl). 55.0%(11/206D(CEBHSN. LWFNH2EMERICUNTEWMER TH ofz. —75. BIEMR (R
MIRX Y v —2JE) (&, 25mg#*30.8%. 10mgiEHEF50.0%. 10mgREHAEF55.6% T olc. TNHSDIE
KNS, UFU R R10mgDEBREAEIRE T 2FAMHRE SN,

BRENGHAMORATHRZAMmEY >/ &

<EAS5E I 1EERAREEER (ATLL-00 1 588) >2224)

BENIIEROBARADRATHRAIMEY >/ ERESHIRORHEM TR ) (EREAF R E UCE
WE [ AERRARAER (ATLL-O01&lBR) Z=E L. LU RS PEBRRSEKEOMTDRUEYBREZRETT D&
B, Z2UNRUBEMMZFHE Uz, T DR, DLTIE35mgEH RS T4BIh26IICHER UTch (Grade 3
DEFH MU Grade 4DI/IMRERAHY 1 B, Grade SONEBEMQTIERN 14, 25mgEHRS TIEEHIH 1
BIDHTEBH SN (Grade 4DM/IMREEA) . 26megEHkRS5(1H1E21HEKRS L. 7HBARE) TIE
DLTEFREREUEN ofc. LD o T BEXIGFBROBRANDRATHRAMMRKD >/ EREROREMETH
RUVIERECDIID LT K= FOMTDIF20mgERRS EHis N,

IR FBIOMBEXSHMRII[SHIEEHE]. [SBRBUARMEIRKZH S BRELMERE]. BREXSELEDHAT
HiEEmMEY >/ BEIRUTERX FHAEORREY V/ERVIEEY VIEITH 2,
SELEARBIMRARZN S SRELBEREICHT DFFDORENTRAER. [BE. BALFLVFURIRELT
TE1@10mgZzZ21 HEERROKRS L. 7ERRET D, INZ1YCIILELTIRSZRDIRY . BH. &
BEOREICKDBERET 2.1 TH D,

BRENSH#AMOMATHIEEMEY V/EEICH T 2B ORERUAER. EBE. HACRKLFYRIRELT
1H1E25mgZ=EHEOIRS T D, BH. BEDREICIDBEERET 2.1 TH D,
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(4)1REERYEER
1) BN AR ER

<5 =% MAEEEREEER (MM-020545%) > 1617
RETFY AV | SHERER. SVFLE T—T2IN)b, 3B TERELEHEER
xit & | 65w LN (G EMEHRBEEERN CHEVRBEDSFH IS B6E
- 1 8 E
CRBBECIERDD DL R EEHE CADERZE CHlc T EE
SLFEERBODZRTESE
EREBKXEDMICKOMY VIO EDRIE AL EE
Bom X S EMFFRERAEEIL CIaWVEE
-ECOG PSXJ7 : 0~2
- BRREDREREN DD EE
- BEOREEEITDHEE(NYHA IEMU EDOAZ, BEUDTYF. SRUELELRE)
RPN (R OERE
ROV TFNHODRRIGEEBEREZE T 0EE
SFohERiEXTEY - <1,000/ul
M/\REL - <50,000/ulL
RN E S MBEAST. ALT : >IFRE RO
- BB SEREEN DN ELBEA A2 ZET oEBH
- SFRMERELUNDORHESDEFREN DS EE
- FUMIEEEDE N CIEWVEE
- Grade 2 EOFMEHEZ 1 —O/\F—%2ET2EE
- HIVEZ X (FEEMEA B CEIFFR ZE T 085
CFERUALYZOA R—VAZEITHEENET7 =04 R—I R ZEaHUICEE
<UFURZR+HEAETFFTIASVV(PDET : LdEH) >
194 2)L%Z28HBE L. FEUAU)LTLUF U RS R2omgZE1~21HBIC. TFUXIVY
40mg(>75m Cld20mg) =1, 8. 15, 22HBICTHT1EROKRS L. PDFETHREZ M.
<UFURZR+HEAETFUASVAO8TAT)L  Ld188) >
LBt ERRDIFSHET. BEREF 18T 0)L(7218),
<KW IT7SU+TU RZYV AT R A R(MPTEE) >
14 0)bZ42BEE L. BEYATILTXILT 7520.25mg/kg(>75m% Cl&0.20meg/ke)
RUOTU RZV2mg/kgZz 1 ~4HBIC. U RY 4 R200mg(>75/ Cld100mg) # 1~
42HB(C1H1@ROKS. AEAEE 1200 7)L(728),
LU R RERSINDETOEEICH LT, LFU RS ROBRSFHBIEN SHMEEN (&
TEEEZRS5TDHRECH DI,
-LdB¥. Ld 1 BEDBHEERESZEIDEECIF. AUV IRKDILU7ZFZooUrP Sy
ACHBRAE - AEZHREm U,
<BEDOBHEECIHUCLFTU RS ROBIBAL - AE>
U7 FZoUPSRAZ50mL/min g LU RZ R2BmgZ& T 1 7/)LD1~21HBEIC]
BH1o®RO&%s5
O UTPFZUOUTSURA30~<50mL/min : LU RZE R10megE&Y A 2/)LD1~21H
BC1H1ERO%RS
S OUFPFZUoUFPSAL30mL/min g LU RS R16mge&Y A 7)LD1~21HED
BT2HICTE(. 3. 5. 7. 9. 11, 13, 15, 17, 19, 21HEBIOROKS
B % % 5F M | EZFHHEE - PFS. BIREHEBER  0S. &=Ela. TTRRE
T2 MM R RKRGREELE

FHEREE
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B (T—57y b4 TH  2013F58240H) !

Ld&¥(n=535)

| Ld188(n=541)

MPT##(n=547)

PFS

ANV MREER(%)

278(52.0)

348(64.3)

334(61.1)

RRIE* (1 A) [95%{=FEXE]

25.5[20.7, 29.4]

20.7[19.4, 22.0]

21.2[19.3. 23.2]

J\Y'— REE T [95%{SFEXMA]

0.72[0.61. 0.85]

pfE(LdE¥ vs MPTE%.

Log-ranki&7%E) 0.00006
0S
FEBEH(%) 173(32.3) 192(35.5) 209(38.2)

RRIE* (1 B) [95%{=FEXAE]

55.1[565.1, NE]

53.6[47.0. NE]

48.2[44.3. NE]

J\Y— R T [95%(SHERR]

0.78[0.64. 0.96]

pfE(Ld3¥ vs MPTE.

Log-ranki&5E) 0.01685
ESIE =0
FTEH=M(CR) n(%) 81(15.1) 77(14.2) 51(9.3)
RREISEM(VGPR) n(%) 152(28.4) 154(28.5) 103(18.8)
EH=EHMPR) n(%) 169(31.6) 166(30.7) 187(34.2)
CR+VGPR+PR n(%) 402(75.1) 397(73.4) 341(62.3)
7w Xt [95%{EFEXR] 1.83[1.41, 2.37]

Ld&¥ vs MPT#%.
D e o) <0.00001

* B  Kaplan-Meieri(C KD HEEE

T MPTEHIH T DLAEED) \H— Rt

T MPTEHCH T DLABDA v DL

§  ERBEHED—F0J)L—T(IMWG) D:AEIREIEEE T
NE : #EART]

PFS®Kaplan-Meierfi#R (ITT) (HIIFHEZS S ¥IE)

(%) 100, PFSHAR(E. A (I5HERRE)
b Ldg¥(n=535) 25.5(20.7-29.4)
\\‘ Ld188#(n=541) 20.7(19.4-22.0)
80+ Ha == MPTE#(n=547) 21.2(19.3-23.2)
- \;‘ HR: LdEf vs MPT##
'ig oy 0.72(95%{=#Xf 0.61-0.85)
= 60+ TR p<0.00006 (Log-ranki®iE)
EE\ ‘x.\'
=
2 40
& DOLdB¥
204 ‘]‘H{.,y‘%
@Ld 188
@OMPTE#
O T T T T T T T T T 1
] 6 12 18 24 30 36 42 48 54  60(A)
PFS
URT#E
® 535 400 319 265 218 168 105 55 19 2 o]
® 541 391 319 265 167 108 56 30 7 2 o]
® 547 380 304 244 170 116 58 28 6 1 0]

ZeM(F—5hv b4 TH  2013F5H24R) !

LdBD L2 MEHBAESICBWT. 53261h48241(90.6%) [CEIER BERREBESE ZZ0) N
BHSNc. THFENERIE. IFRIRBAME 169%1(31.8%). AIM12561(23.5%). E119
B1(22.4%). THR11261(21.1%). &FH10761(20.1%). M/IMREMESEHI(16.2%). K
MR =21 —0/F—85%1(16.0%). FZ736I(13.7%). ESESOHI(11.3%). HHE#E
57%1(10.7%). BHIMIREAMESEHI(10.5%). EEED64I(10.5%) THof.

Ld1 8B DT EMEFHMESICSWNT. 54081048141(89.1%) [CEIER BBRGRBESZ=
DIDRDSNIc. FFEIERIE. FHBRBIAME 1 6561(30.6%). #E12761(23.5%). &H
12641(23.3%). &m118%1(21.9%). THIBAHI(15.6%). FZ814I(15.0%). R4t
RE—2—0)F—7661(14.1%). MVIMREAME 7561(13.9%) TH o fc.
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< B DBERAHER (MM-025558) > 1819

HERTFY 1Y

A—=T SNV

bS] 3

B5mL EX (FEMEFMRBBER CELREROLH S iEERE 266

- 65U ENISEMFHFREBEDEIL CHEVRGROLH L ESHERE
- REECLUFD3DDERZE Cifc I BE
BRPORE Y O— MR EMRIROBIED 1 0% L. NIFER TR E MinEZTER

o s
EGEREBRE | RRRICMS ) U R
BB RO RS EEEET S
-ECOG PSXO7 : 0~2
 BWEOEREDDEE
YRR R D
R ORFREERA ST BEE
FFERERHETEL - <1,000/uL
AT (/) REI 7 B H58) DI/ R © <50,000/ul
. MBASTRIZALT : > ES(E LRD3fE
EBBRARR | R A E AR
SR BRI OERBEONEED 55 EE
. Grade 21D 1—0)(F—EET HEE
LY RO URBHS S RREDEE
HIVERHEE. HBSEEMEE. HOVIAHEE
FEYXSVUBESTERL), N SRRDEE
U4 oL E2BAMEL. LU R= Rebmer& b1 20| ~2 1 BEIC1 B 1 BEOES
Ulc. BISEEEEETSBETE. 20 U—— Y IBOI TP F =2 PSR R
% - MEEFELI, &5ICFFY ATV A0me(>75ETIE20me) EEYA 21D 1. 8.
15. 2oEECT B EEOES Uiz,
LFU RS RERSENHLTOREICHUT. LI U RS ROESHMEN SHMSEY &
ARERER ST BEECH e,
B op
(R - R | <EEOBSECHUILFU RS ROBMAE - FE>

S OUFPFZUOUPSAZ60mML/mIin LU RS R2EmgE&Y A )LD 1~218EBIC]
H1E&RO®RS

- OUTPFZUoUP SV A30~<60mL/min : LU R R10mgZE&Y A Z)LD1~21H
BIC181ERO%S

COUTPFZUOUFPSVAL30mML/mIin LU R R15mgZE&E YA )LD 1~21HBEOD
@caBic1E(1. 3. 5. 7. 9. 11, 130 16, 17, 19, 21HE)ROKS

FEFMERA

BRBOEES

Bl XTI B

BWE COHIE. EofdE. PFS. 0S8, B2

B G —5Hy b4 TH 2013%F11826R) : Bx4sHRRaERI24610 5 52061H1PRIL
EO=EWZERL. ZOS5361(12.5%) FREEDZER (VGPR) Th ofc. =3WENEE83.3%
(O5%IEFEXMAE  68.423%~98.243%) CTH DT,

Z2M(F—5hv b4 TH 1 2014F7815R) !

ZEMEHIES266IR25%1(96.2%) [CBER FRIMREEERZZ0) 'EBD SMNic. TIFEIE
RlE. 521261(46.2%). SFRIKEAME 761(26.9%). EMW6HI(23.1%). M/IWREAMECH
(23.1%). &Mm5HI(19.2%). AMIKEAMESH](19.2%). REFZE3AEI(11.5%). TIEE
3HI(11.5%). BHREEIREZESHI(11.5%). OAR3HI(11.5%). KEEFEIHI(11.5%).
ERRE3A(11.5%) ThHolc,
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< EIFHESE M1H5R (EFC 1 252258%) >0

HEBTFY A Y | SHERER. SV ML A—TVSNI
ol R | BFEMEHMRBEOEL 1 SHEVAEEDS Ft 5 SHhE
- IMWGESE(C L D% R M B BESRE
susEEE | BIETRERE R E T EE
CHRRET. ABLEEETNELOEE | 65 L. N(E6omEKBIENSCTHEAS LS
DARBECBEEERFITTEEOBVERSHEEEEET DEE
- R SERB N (E80REER DEE
- Grade 2 EX([3EBEEMH D Grade 1DOFRMEMEZ 1 —0O/F—DEH
sHEnEE | ERUSHRMBEICT L. £5EN B REMEMIBBEORREN G D EE
- BET DS - B ERIEESEEDFV RS SR BE
- ECOG PSZ 7 : 3Lk
CHUFFZUIUTSUR - 30mL/min/1.73mekE
BARE(1 A 2)VEBR) AT A JITofctk. A PY+I < T-Ld(IsaBLdE) XIFLd(BLd
B CRDHEEEE (1 YA U)V4BR) BRBET. HFECEHRVEZTERNFZTDOMOFIEELE
([CZUTDETHRERS U,
BABEA TR TOEEFBLIEEEITolc. BLUEECHMILTYZT1.8me/m2% 1., 4.
8. 11, 22, 25. 29, 32ABICK T#KS. LFU RZ R25mg(eGFR : 30mL/
min/1.73m2L_E60mL/min/1.73m2E B TlE 10me) # 1~ 1488 & 22~3588 (0RO
5. FEUALY20megE]. 2. 4. 5, 8. 9. 11, 12, 15, 22, 23, 25, 26, 29.
S B 5 30. 32. 33EB(75LLETIE1. 4. 8. 11, 15,22, 25, 29, 32H8) [CHROX FEEHRA
= B 850Uk, MAT, 1saBLABDEEF 1 I ZILBICA P YFITT10me/kgZE1, 8. 15,
22. 29HHBI(C. 2~4Y 4 7 )VB(F2BEBECERNIRS U,
WL IR TOBERFLIEEETofc. LAEETIFLFU RS R25mg(eGFR : 30mL/
mink_EB0mML/minzk&BTld10me)) # 1 ~2 1 BEICROBS. T+ X4V 20me%E8IC
1E85 Ulc. MA T, IsaBLABETld+ B+ <D 10me/ke%z 2 BRIEICEERAEBS L. 18
YA 7V IS EREIRPIRS Ui,
BB, HEBEERICHITBLAEED SlsaldBEND I O A —/\—(&. £ ISERRAE
TERDIEEIC, RBRETEMOREBICIDHFEIN.
FEFMIER | PFS
BRI 0S. %ﬁ@f@fﬂg(cmsm)\ SELEWBE(CHITDMRDIEMEIE. REEHEW(VGPR)LE
DEREIEG. Z2HE
BOE(F—Hy M4 TH  2023F9826H) !
PFS
IsaBLd&¥(n=265) BLdE¥(n=181)
PFS*
AR NREE(%) 84(31.7) 78(43.1)
st (0 B) [95%(SHERME] P 54.35 8 [45.2~NR]
I\F— KH* [98. 5%(SHEX™M] 0.60[0.41, 0.88]
& £

pfE® (Stratified Log-ranki&E) <0.001

BRIEMEMEBEOENEESHEVFRABEDOMMEECHITD. 601 ARFROFE T CEBHEIEHRE
59.71B)ICHBIFDHPFSHR(E(FIsaBLAE CIFRZEE F. BLAECTIF54.310 8 (95%EHEXE : 45.2~
NR)T&bD. IsaBLABMDBLAEICX T S/ \TF— RLEIF0.60(98.5% XM : 0.41~0.88) THolc.

* L IMWGEE(CEDEMUBEEZER (IRC) A5 A

THhoUE : Kaplan-Meiersi|C KD HEEE

T BREFE[FEUN. FE]. E85<70%. 2708%]. ETRERBHRSE(R-1ISS) [ 1 HAX (& I HA.
MHA. £9%E]) TREUCoxtbHl) \B'— REFIVICED < BLAEE(CH I DlsaBLAEE D) \H'— REt

§ | ERRDIDDERIETF THEE UTzCoxtbfl) \F— REFIVICE DL pfB. BEKEHKAI2.5%,

NR : #EART]
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PFS®Kaplan-Meierph#s
(%)100
90
80
70 63.2
60
1O R et T e
40+ 45.2 ©@BLdE
304
204 I
104 HR:0.60(98.5%5#EXM 0.41-0.88)
p<0.001 (Stratified Log-rankt& &) !
OO é 1‘2 1‘8 2‘4 3‘0 8‘6 4‘2 4‘8 5‘4 éO 6‘6 7‘2 ")
PFS

DlsaBLd#

DR 0 HF Bl e

UROH
@ [265 243 234 217 201 190 177 164 1563 104 43 2 0
@ [181 155 141 121 104 96 89 8] 70 51 20 2 0

Facon T, et al.: N Engl J Med. 2024; 391: 1597-1609.
Copyright (c) 2024 Massachusetts Medical Society. All rights reserved. Translated with permission.

OS(FIsaBLdE#T72.3%. BLAE¥TB6.3%(HR=0.78. 99.97%EHEXH : 0.41~1.48)
THOH., EMFEFRCHD.

SEEENEIG(FIsaBLAEF C74.7%. BLAB¥CTB4.1%Cdhofc.
TEEWEECBITHMRDEMEIG (L IsaBLAB¥ €55.5%. BLAEFC40.9% CTHofc,
REEDENLU EDEMEIGSIsaBLAEF T89.1%. BLABFT82.9% Cdhofc,

Ze2M(F—5hv b4 TH  2023F9H26R) !

lsaBLAB¥263HIHR25761(97.7%) [CRERNERD SNic. FHFENERIF. FEMERE=—1—0O
JXF—14261(54.0%). THRIO6HI(36.5%). FHIHAME77HI(29.3%). EFH656
(24.7%). EW62%1(23.6%). FAICHIREE141(23.2%). ARNESSHI(20.9%). &
BRAEA4H(16.7%). FEHIEIBHI(14.4%). FEI7HI(14.1%). REMEFEIGHI(13.7%).
M/IRRAMESSH (13.3%) . EUBRERI3AI(12.5%). K3 14I(11.8%). fhiE 7l
(10.3%)Tdofc,

BLAE£ 181811 75%1(96.7%) [CBWERNER® SNic. FFEERIF. FEERE—1—0/(
F—10541(58.0%). THIB6HI(36.5%). EMA7H1(26.0%). EH4061(22.1%). FH
HORAMESBHI(21.0%) . RIEMEFEIAHI(18.8%). NIEE2941(16.0%). FEIHAE27HI
(14.9%). BARRE2561(13.8%). FZE2241(12.2%). MIMREAME2161(11.6%). £
BRZ2061(11.0%) THofc,
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<5E 5 MARERAREER (MM-0095ER) >

HER T Y 1 V|2HEHE. SVFMME. ZE5H%R. T RNE, TiTERELEE R
X R | BEXN(FEHEEOSH L EEEE
- RS 8mLE
- BENIFIRREE CDurie-Salmona$EX—I T Hl. MEIOSHRMESREESZcSN. 2040
EREREE| VDU LONEEESERIRBET(PD). XIFERUCES
- MEHFMEY IO E=20.58/dLNIFFRFMS )T (24B5-EFR) =20.28
-ECOG PSXO77 : 0~2
RPN (IR DEE
- BEICEAETFUXYV Y (AENBE200MeZBA D) aERIREBETUEEE. X4
AU EBRDERET T XYY VEBEREZICIBEFRMSY VN BEN [F24ARFBRFMS
JNOBEHEDS50% L DR T BEHESNEH olcEBE (BRETFTF T XYYV VABETHRD
EhoreEE)
w | UTORAGEERREZEIOE2E
EEBEANBR e <1.000/L
Mm% - <75,000/uL (FEEMEHNESEEZMIRD <50%DEE)
IM/IVRES © <30,000/uL FEEBEMRRNEBEEZMIZD = 50%DEE)
msrLU7F=  >2.5mg/dlL
MBALTYIEAST | >IESELRO3G
mEREYU)LEY © >2.0mg/dL
<UFURZIR+FFUXSTI B>
194 2)LZ28HBE L. U R R2EmgZEE& T4 7LD 1~21HEICTH1BEROKRS
U. Bbm22~28HBICTZERZIHIBROKRS Ulc, ZTNELITLTTF XTI Y
40megZwIDAT A J)VEF TCIFEZTA 7LD 1 ~4HE. 9~12HEH. 17~20HBEIC1H]1
R OB A E| BERORSL. SUAZIVBLREEETAIILD1I~4HBICTHTEROKRS U,
<TFFOAYY E8ShEE>
TSEmZE&YA7)LD1~28HBICTHIEROKRS L. MITUTTFIXSYY40megZ=H#
ABEOTTFHY XYYV EE#HRORAT Y a1—)UCIHTEROES U,
B, VFU RS R, FFRUXASYVVORSIEEBEECEDEH/EH CEDEE U
- FEHMIER : TTP. BIRFHAIER | OS. &G, PFS*IRE
R * | FEMJIER CFIBE T B supportive kit
Z £ M F | FEER. BRBREELRE
B (T—5Hhw hFTH  20055F687H) :
LU RS R+FFUXII VEE FFU XYY U BEINEE
(n=177) (n=176)
TTPHSYEGE) [95%({SHER ] 60.1[41.1, 80.0] 20.1[16.1, 21.1]
piE <0.001
CR 23(13.0) 1(0.6)
§n§z’§£;a PR 84(47.5) 33(18.8)
. CR+PR 107(60.5) 34(19.3)
& g
pfE(CR+PR) <0.001
PFSHhgE GB) [95%{EFEXH] 53.3[36.4, 65.9] | 20.1[16.1, 20.3]
e <0.001
OSHIR{EGE) [95%(EFEA] NE [NE] | 103.7[82.6, NE]
Pl <0.001
thoufiE : Kaplan-MeiernZ(C KD HEEE
pfE : Log-ranki&iE (EpE|&(EPearson® x 24&7E) THEH
NE : #EARDT
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TTP:
(%) 1007 TTPhRIE, B(95%(EHEXR)
—UFURSREFEYAGYVE 60.1(41.1-80.0)
FEYXFYVEME  20.1(16.1-21.1)
| HR:0.285(0.210-0.386)
75 p<0.001 (Log-ranki&E)
2 DUFU RS KT A5V VB
& | =
o 50 (n=177)
2l
=
[=]
25
@FFUXEYY v EmE
(n=176)
0 T T ]
0 10 20 30 (A)
TTP
URI#
@ 177 687 5 1
® 176 15 1 1

Z2M(F—57v b4 TH  2005%F687H) :

LU RS R+ FHFYX GV VBEOREMFHBES CHWNT. 1776 16441(92.7%) ([CEIE
HGERREEESZS0) RO SNz, EHEWERIE. FHIRRAME7261(40.7%). &FH57
BI(32.2%). EW38H1(21.5%). FHEEI34461(19.2%). AEEI4H1(19.2%). M/
AME3361(18.6%). BEM3241(18.1%). THI28HI(15.8%). BD23%1(13.0%). FE
23%I(13.0%). FEtHEWN2261(12.4%). KEEE2261(12.4%). FKEEFE226)
(12.4%). FR2261(12.4%). BE2041(11.3%). RMEAIRMAEAE1961(10.7%). ¥
18%1(10.2%) Tdh o,
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| V.&ECET2EE |

SERBARBERRZH S BHEEM AR

<5E 5 MARERAER (MDS-004588%) > 5
HE T Y« V| BHEREE. SYYAMME. ZEER. TSERNR SBEEEEER

SELBAREE3 1 DMIRECFNEREZE L. IPSSHEDKU X IN(FHE-1URXI T, 7K
Mk Mk DB B AV (RET

- ks 1 8l

- MRRETFHER[del(5) (@3N ZE U [EEREIC(5) (a81) ZZT]. IPSSHBEDEY T

FHREREE| NFIPRE-1URIOEHEEERERE EZMSNCERE

- FRIMIRBIMKAFEB M Z S BE (DL EBERD 1 128UART. RIMKEMLTVEVLRER
HBNo6BREDEE)

RPN (IR P DERE
- UFU R RICKLDBERENDDES
- BIEMOIEM BRI RMAERE (AmEkE = 12,000/ul)
T R A RESHRISEBEM OKBER) REZEDBHEREN DS BE
- UITOBKIGEERSZE I 0FH
gFHRERAEEY ¢ <B500/uL
I/vR#E - <25.000/ulL
MBI L 7F= 0 >2.0mg/dL
MBEAST. ALT : >IERE_LRDIME (M| KD BRI THEVEE)
MEHEUILEY © >1.5mg/dL

TUS VS LEINEE. ZEE8H. MRS (T —T >INV DIFTHER U,
1.7V LB - BRE6HE L. —EERBNOSNOBEIE M =SS
CEERY UV LB SIHLNICEARL. REDB2B(365H) & U, LITDEELSNM
(&, IR SHICSINT D ENTEECH DT,
- bmgEH CHEZREUICESE
- 10mg AR CRMIKRIGZ RS D o e BE
RBETDRS_EERAERIE UcEE
& | MR SH (A —T>IN)L) | 1668 (3F)[CHEDERT. MEHRSHICSMTEdTEE U,
<L7FU R= RbmgERE : 694>
194 0)L&E28HEE L. LU RS RbmgmERROKRS Ut
<b7F+U R=R10mgEgRzE: . 694>
14 2)L7%Z28HME L. LFU RS R10meg%z2 1 HEERROERS L. Z0%7HBEKREL
1o
<TStiRE 674>
194 2)L&E28HEE L. IS5 ERE 1B BERROKRS U,
FEHHESR | RIMEREIMEED SRl LI BEES (8t 1828L 1)
BIREHMIER | ARMEKESIMKED OBl UIcBE S (ERS6 R L) . FRMEKEMEKTFD St
FTOHE. RMIKMMEKTH ORERDORHGG. MIRECENRL. 2EEEEER MR N\DBEIT.
0SixE

Z £ K F fi| EEEROBE. RBHNEGHE

x4 =

EUTRNEE

&
ot

R

AR AR OMENIEMNRE[LHEEE]. [OEREHRBIBSIRKZH S EREMWERE]. [BRXII(FEBMOM
ATHRERmMEY ) GEIRUTBR X (EEat Ok ) EROIEE Y /BB TH 2.
SBEREBRRBERKRZH S BHELMEREICH T DFEDOAENTAER. B8, MALFLFURIR
EUTIH1E10mgZ21 HMERROKRS Uik, 7ABRET D, INZ1YAT)LELTREZRDIRT
BB, BEOREICIDEERET 2.1THD,
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| V. ABICETZER |

B (F—Hy b4 TH | 2008E6826H) | mITTER* (CESRE)
TS tRE SmeERE 10meRER:
(n=51) (n=486) (n=41)
FRITERESImRTED S D3 1 82E 1L
“F BRI (%) 3(5.9) 19(41.3) 23(56.1)
plET (vs TS tzihEE) — <0.001 <0.001
_ . 0.3 3.3 43
FRIEREIATED S DB G182 0. 3 .
A b FcosmhrEG e | (073 | 037 ]128) ) 08147
FRIERERIERTED S 5
BEE L EDBERIEI (%) 4(7.8) 23(50.0) 25(61.0)
= 3 plEt (vs TS tzihEE) — <0.001 <0.001
_ . 3.6 3.1 4.3
FRIERERI KT D S OB (ER56 3. 3 4
A b FcomfhrEG e | (075 | 031a8) ) 0814
.’ﬁﬂiﬁgiﬁfﬁﬁﬂ’g}im A v —R 0 5(10.9) 10(24.4)
ERICBEN(0) | or—Rg 0 3(6.5) 7(17.1)
% . LT U RS RORES. J0 R - UICEES NoRIRE S = 8o B
T IPSSHFEDE (0. >0)ZFHEEUCMHIEE
ZeM(F—F Ay hATH | 2008E6HE26A) | — BB
1 OMg BB DT 2 HSHIEFI6OBI-h6 661 (95.7%) [CEIER (SRR EEREF20) K 5
Nfco 10MeB TOIBNERIE. FRIREANES2H](75.4%). M/VTRINESSH (47.8%).
Z SR 861(26.1%). THI1 361(18.8%). EHOHI(13.0%). F53761(10.1%) TH>lz,

BEMNEHAMEOMATHREAMmREY 2/ (&

< ENSE I 1REGRAER (ATLL-0025488) >67

HERTFY AV | BHERHE. IENIB. -T2 IN)LaER

xit R | BEXEEROBAANDEATHEEAMR >/ GEEE260

CR2WER UY)ER, FRABRT (MPRRERSE. ABHKRERSEX EmEILT=

VEBEOWLTFND) ZE 9 DI MR
FHEREE | - 1EEULODEEEEAEENDD . BEDBE CSDXIFZENLLEDRRISE Uz HIRTEN.

D DOEEERERR CPDXIFRDEHIKTENTULD
- ECOG PSXO7Hh0~2
IR IR LD
- BEDOKREZHEITD(NYHATEM EDLAZE., EREDSDVIFEEZE T DARERTELE)

- EfEEMmEFHIEBERED D
ITFOWVWFNHDERKRREBERZHE I D
ERHNESE gFOEBRIEEL ¢ <1,200/ulL
m/VRE - <75,000/uL
MEAST. ALT : >IFE{E FROD3MS
EUILEE  >E#EBE RO 1.5
OUFPFZOUFP SR L <60mL/min
B - A2 U U RZ RebmegZz 1B 1 EERROKRS Uiz,

CRTOREICHULT, STEEI(XIFHEHTDH0D) MURRNMERERZRS5 T DRECH oI,
# | 2TCOREEICHUT, BEEFERERE(TLS) DFHENT. AHLEHUFT U R RSB
§ #BEPO7HBIGE7Z7OT) /—)L(XIFHEHTD2DD) ZRS5 L. HETTHREKIHIEGERD)

ZIIDRMECH oI,

MU RO EL. ERDNNETHD EHRUIBE. Z7AEU VO/RSHAlEECH o1,

g!i;
b3
ot

FP— FEHEER  =WEE
B R BlEHMEIER : PFS, 0S. TTP. w2y bO—/LEIGRE

Z 2 KM | AEEROER. RRIG. BEE(TLU— ). BGBREEOREMY
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| V. am®IcEg 318E

B (F—5hy b4 TH 1201451 18208) ¢

BWHERHEDER
BT RAED) 2661

TR 461 (15.4%)

NEETERY 161(3.8%)
BEH (%) MO B661(23.1%)
RBLE 8%1(30.8%)
FREE(T 761(26.9%)
BRI EDOMR7ZR UIBER(EWER) 1161(42.3%)

[E=FEDILWEFEX A [23.4%, 63.1%]

HHANSNIEBEORELDONERIE. 2ER1546). UV/ERT7H. FPEARRF=ZEI 218
BIABITH D, REBITORNEF, 2HE33.3%(5/164). U/ EERIS7.1%4/74)). F
BABRFZE I HI1BI4EI50.0%(2/441) TH o fc.
Z2M(F—5hy b4 TH 20141 18208) :
Z2MFHBEAI26617h26651(100%) ([CEIER BRFREEES Z20) b5 SNlc. TFEIE
RiF. mREME2061(76.9%) . IFHRIREIAME 1961(73.1%) . U2/ /BRI AME 1 841
(69.2%). EM1441(53.8%). BMIMIKFEAME1361(50.0%). C-RINEEHEM T OF]
(38.5%). K7ILTZMAEII(34.6%) T ol

BRENFHEAMORREMLY VI EBERDTGETY /B

< EIFHESE MEERARHR (NHL-007558) >2°29

HEZY 1Y

TR LB ER

X R

BN FEAMORREY ) ERUDES ) &

FHERBEE

- Fin 1 8Lk

AREFEMEN IREBEICKDB#MFMNICMZLYIEGrade 1, 2, BaDFLOI RS NICEE

RN EDESEREE. REFANIMEZREREACIDBEEZE L. CAREBTEED
Amendment 3L U YF Y TDRSZDEL EH2ERRITTNSEE

- BEREICKDAERICER. BLAMN(FPDOIERSNTHED. UYF I TICHEEAMTIFIE
WEE

-ECOG PSXO77 : 0~2

EBRARE

- FLYIEMZLUA DB MBS DOBIEEN D - BE

- LU RE RICKDBERENDDEE

U RYA RICHT D7 UILF—HRERIN TV D EE
- Grade 2 FOZa2—0O/\F—=HITDEE

- OV hO—ILARDEHEZE T DEE

RN (IR DT EE

L - HE:

<UFU R R+UYFITT(RPEE >

194 2)7Z28BEE L. LU RS F20mgZz&Y (4 7)L1~21HBICT1 B 1EROKRS U,
Ffe. UYFINYTI76meg/meEt A ZJL1TIET. 8. 156, 22HBIC. YA 7)L2~5TlF&
T4 2)LD 1 BEICEIRNIRS U,

<UYHI TR (RitEmEr) >

194 0)L7Z28BEE L. TS5 ERZEEYA UL ~21HBICTB1EROKS Ufc, ZNEMIT
LCUYH2xT375meg/m2ZS+ Z)L1TlE1, 8. 156, 22HEBIC, YA )L2~5TFEY
4 2)LD 1 BEICERAIRS UTc,

SRR [ RRBEORS(E. RROBFENILET.
WVBRD. X120 4 J)LE Tkt Uiz,

BEHED UL EHFE TEEVEEORRENE

LA

FEFHMIRR : PFS. BIAGHEIRE @ £F=WEG. 2= WEla. 0ShHE

22 HMm

BEER. BRREBELE
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| V. ABICETZER |

B (F—5hy b4 TH 1 2018F6R22H)  TTEH

R2g¥(n=178)

| Rit&348¥(n=180)

PFS*

AN hREEH(%)

68(38.2)

115(63.9)

FRRIET (1 B) [95%(EFEXA]

39.4[22.9, NE]

14.1011.4,16.7]

I\Y— RH* [O5%(SFEXH]

0.46[0.34, 0.62]

pfiES (Stratified Log-ranki&E)

<0.0001

NE : #EART]

OB OB R

FRERITI(E. FLEE(29564) DPFSHIVE(FR2EET39.41 8. RitEMETI13.918. Rag
DRItEREECN T D/ \U'— RE(F0.40 (95%EFEXE 0.29-0.56) Tholc. Fle. MZLEE
(B3%) [CHIFBDPFSHhREIFR2E C20.2 1B, Rit&EMEEce5.2- 8. REEORItE B WD
5)\U— RLtblF1.00(95%EEXE 0.47-2.13) TH ol

* 1 2007FRERD —F> 7T )L—TRHUERE(WGRC 2007) [CE DT EEZE R (IRC) HYaHif
TrhRfE - Kaplan-Meier&(C LD HEEE

\\\\\

PFSMKaplan-Meierfi#R (ITT) GRIIEFEZERYIE)

BEaOU Y /EaEr SOME[=2%F. >2F]. RERIFL.
MZL]) TEAEE UTcCoxtbfil/ \U'— REFIVICE DK Rt e (T T HRBED/ \U'— N
§ ! LEED3DDERIEF THEE UTcCoxttfl) \ U — REFILICE D plE.

BKERAI2.5%.

PFSHRE, B (95%(EHEXR)

B (%) 100
— 2R 39.4(22.9 - NE)
RitEXE 14.1(0114-186.7)
80+ 1 HR:0.46 (95%{EHXRA 0.34 - 0.62)
= p<0.00071 (Stratified Log-ranki&E)
# 504 DR2g¢
=
x
7 %,
% 40 ey —
= .
TR w oaw P
204 .
ORitEmMmeF
O T T T T T T T 1
0] 6 12 18 24 30 36 42 48 (A)
PFS
UXo#
@ 178 148 124 91 59 39 20 7 0
® 180 132 92 58 40 26 10 4 6]

RESNcETDEE)

Z2W(T-FNy b4 TH  2018F6H22H) | REMBITYREM CRREN I ELEE 10

REBF DR MEHIES (BT, 176815 159%1(90.3%) [CEIER FRIFGEEREZS0) H'ER
HS5Nfc. FFBEIERIG. FFRIKEAMEOSHI(55.7%). BIMIKEAMEIAH(19.3%). THI34
BI(19.3%). EW286I1(15.9%). EH2661(14.8%). MIWUEAMER44(13.6%). BIN22
BI(12.5%). BEIL71961(10.8%)THofc.

2)REMEER
ZEEMEL

(5)&#E - WEHIER
ZEEREL

(6);aRrIiER

DERARRRE(—RERANERE. HEERANEHAE. ERAMELEEHRE). RERTERT—5

N—2HE. BHEARGTERIRREROAS
EEEREL
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| V.&ECET2EE |

2)ERFM & UTKEFEDABT R IF5KHE U I ERDEIE
[1.-5. ERRERUTFE - ER_LOFIPRFEIE | DIESR,

(7)Z Dt

LSRG

<5\ =5 MAEER

5% (MM-009/0 1 OsHBRIHE) > 12

HEBRTYA Y

A1 TS LB BR

bS] 3

BRENSHAMDOZFH L EHE

- S 1 8 b
BENFIRERTDurie-Salmonn#EAT —I THA. IADZ R SBEESSZHISN. 294 0L EDHEHE

TUEREE | BARLIOREIET(PD). FHRUEE
- MEFMY ) OE20.5g/dLRIFRFMS )T (248 8ER) =0.28
-ECOG PSRXO7:0~2
SRR DR
BEICBRETF ATV (BAENE200MeEIBR 3) AT CREET UL EE, LAY ()3
2 BBARTHU ATV BRI IAEDMS ) WRE 3 2ARRREMS V) B DE0%LL D
FAOD B ESNED S EE (BRAETFY ATV VAR CHRIVED oI BE)
T OMRREERS AT 2EE
TIRHEE | IFREETE: <1,000/uL

MR . <75,000/uL (FEEMaNEBEEZMIRD<50%DEE)
/)% - <30,000/uL FEEMEN B A ZMIEDZ=50%NDEE)
maEIZU7F = >2.5mg/dlL

MFEALTXIFAST : >IEEE_FROD3ME

MMEHEYILEY  >2.0mg/dL

iR A A

SUFURSR+THFUXT VB>
19 47)L7Z228HEEL, UFURIR26mMgZ& YA 7LD 1~21HBICTHETEROKRSL. EOD
22~28HEBICTShZ 1 B 1 EROKRSUlc, ZNEMITUTTF I XYV A0meZsmdIDAT A7)
BETREETAIILD1~48B. 9~12HE. 17~20HBICTHT1EROKRSL. 5/ TILBLEE
BEYATILD1~48B(CT1B 1 EROKRS U

<THFUAGVEMREE>
TSEMZEETA7ILD1~28HBCTHTEROKRSL. WITUCTHFUATVA0megZHAEDT+
UAGIVERRDO AT Y2—/)UTTH T ERO%RS U,
BB, VFURER, FHEOXTVVORSGEFEICEDERBH CEDI LU

% 3 1% 5

FEFMIBE : TTP. BIXFHEIEE : 0S. &=3EIG. PFSIEE

Z 2T

BEER. REREBELEE

z £

UFURIR+TF AT VEDOT 2 FHEAEAI353617m32341 (91.5%) [CRIEA (RRIRBEBEEZS
O)DEBDHSN . EIFBIERIE. FHIRFAME 133%1(37.7%) 559261 (26.1%) . B 78%1(22.1%).
R 7061 (19.8%). FERAEC3HI(17.8%). F|IESTHI(17.3%). MIMREAMES 14 (17.3%).
B Mm53% (15.0%). THRB0HI(14.2%). RE40%](11.3%). BD406I(11.3%). #kE 734061
(11.3%). FRHEMEZEIBHI(10.8%). FaEDHFTN36HI(10.2%). FZ36461(10.2%) Thofc,
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| VI. ESIBCAIT 2IEE |

VI. E3HEIE(CEAT SIRR

1. ERPN(CEEED D{LEMR (L EEE
G EEETEE [Thalidomide. Pomalidomide]

AR BEEDHHEEWDNR - MEElF. BMORMMINEZSRID L

2. FIB{EH
(1) 1ERBEREIL - YFAAR

LU RS B UA bAoA VEEREER. SlESMiECN T OEEIIHIER. MEMEESFERZE
DEEZXSND, UHU. sFHIEEREFIEEASN TR,

L7 U R=E ROSRMEBEEEICK I 2 FIBIEA (RE) 0D

T

NK
RIS
RS \N/Kj T
FFEIAIIY
HE T TSR0
SRS
¥ | NK YA MO VEEE
e at g u
-’}- . Ve SEBROBLD
. ut
s v
BB = <
. N o't o ; ¢
= s . J 1
y = ".ﬂ:ﬂ \'\y

L7V R= FOBBEERR RS X 9 2 FIR(EA (IRIUR)

Q@
© s O

RIS Q

del(5)%  RELRSE
PESHEEEN ek del (50) ©

del(5q) Z#5
[EmmiE~D
HETEHNHIER
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| V. EphERIcR T 3EE |

LFU RS REVYFIT T ORI V/ERUIETY V) EICHT S EEFA (RIUR) 52

(—#%% Lenalidomide) @

RERDIER -

e

@ 9{ :) Fﬂ;ﬁ zjlt\

(2) EZEf T B HABRIE
1) & M R4 BB ERMaRk(C X o 23RBB/ER (in vivo)
O b FEZREESEEESEMIEM (NCI-HO29) ([C X1 D EFENHIfERS Y

NCI-HO29#ifaZx & T #4E L/zSCIDY D XRIC, LI U K= R1~30mg/kgZ 1 B 1 E30HERO
SUIER. BREEDERE UCEBAEN2.000mme(CEIET X CORM T AZRKENICER
U. 10R0U30mg/kgB CIFARNRECHLBUCARICERLZ(ZNZENP=0.0063.
p<0.0001),

® LFU R REFFY XS Y VHATOE MRS HEBRMRK(NCI-HO29) T34 T SIEFEHIHIEA

NCI-HO29#ifaZ#1E LIcSCIDY D RICH L. LFU R F(3X(F10mg/kg7z 1H1EISOEM™) &
TFYALYZ(10mg/kg’ 1 H 1 EI308E) DEIRN (FHARSDHRZERE Uz, TDIER. LT
U RS R10mg/kgXIETF YAV Y DBEMZ S TRBOIBBELENRD SNice —73. VFU RS
R3me/kgiR5TlE. BIRRS TIFBREIRDBO SNED ofch. TFUYXIV U DHAKRSTRE

BIETEEIEDERD SNz,

2) & MSHEIEEBEERRMENICXN T DIREBIER (n vitro)=0sD
@ 1EFEHNHIER : 1CsofE

10BEDOE ML FE S REERRER%(KARPAS-620. KMS-12-BM. NCI-H929. LP-1.
U266B1. JUN-3. SKMM2, OPM-2, EJM. RPMI-8226)(Cx L. LF U K= RETENHEIERZ
TU. ZDICsofEIF0.046~112UMTH DTc, Ffew THFUXYY VHIBIEIHIERZ R U (ICsofE :
0.0043~>1.0uM). LFU R REDOHAICEKD, LP-1. OPM-2. NCI-H929. U266B1. JJN-
3. SKMM2. RPMI-8226D = laCx g S EIEIIFNERIFIDEE T,

I ABIOMEER FHRISSHIESHIE]. [SBREARMBRKRZEH DS SREMMERE]. BRENXSHELEDHA

THifEAmMRY ) GEIRUTBRX SHAEOIEREY V) EROIET U 2V /EITH 5.
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| VI. ESIBCAIT 2IEE |

@ DAHGLEIGFHEEER
LU R RIXETOUMFERCHBNTC. BiEL b2 R4S EERRMR R CEgrl. Egr2. Egr3.
p15KkU p21 ZZCHAIIGIEGCFORFIEMDERO SNic. e, TFIAFYVELVFTURIR
DHAICKD . BAIIHIEEGFOFEIRDERDERD 5N,

® PR b—Y XAFEER
LU RS FIXFTOUMBEERICHENT. BiEL SERMEEERRMRADAHRA/(—E3, 8. 9F
MOEINERD SNz, T, —HOE hEHMERBARMRA ClE. TFUXITVVEDOHAICK
DIERDFER. ERHERH SN,

3) SEREFDOMIBERFZIIRKRZMH S & MEMRREEREMIRKIC XS 2F5EBEIER (n vitro)3"
SERBULZRRILTVNDE M=+ v b ) UBARFRMIEK (F<IL/OIICHTD LT U RS ROIEIEHLD
HIFER7ZAREY UTc, TDRER. LU B RIE L) liRROIEIEZH0H] L. ZDICsofElF2.5uMTEH o1z,

4) & hREATHIREE MRS U 2 ) RN (HUT 102) [IC 9 2 5ER A (in vivo)s?
HuT102#f2ZzSCIDVY D ADKE FCHEEL. LU R F10~100mg/kg’ 1H 1 EI28HERORS
Ufc & EDMEBEMRZIRET Ulc, COFBRE. HuT102fladBELElFICL U M= MERSZRIBRT
SRR &, BER 1HEEEEAHRE  K1100mme) ([CLFU R ME5ZRRT 8 (E5k2)D2D
([CHIFTITDC. ZDRER. WIFNOREECHBWVLTHL U M= MRSICKDBEEBEAIHI S NIZH
TOERIIRER2DINRER 1 KOBEECTH ofc, Fle. MEREFED. BENTERIOHRUCNYDANSE
FNCLc,

5) & FRATHEREMmR Y >/ EEERMRIKIC XS I 2 REHB1ERA (in vitro)>
10D E bRATHIRRAMEY 2 ) BERRMREA R O SEROHTLV- 1 EBimiRfikz L U RS R
0.1~100uUMTHE UTZHER. HuT 1 O2#iifg CHRR/SHIRIBIBIIFRIERNA D SN, Kz MRATH
faEmwY ) BERSROKOBiHHE & OATLAMR CHMMIBEIIHIERDERD SN,

6)t Mgtk V\ERUE MBIEE Y 2V BICX T 23REBE(ER (in vitro)s®

O REYFTAEBRNDREE

@-1. XagEDERME D >/ GE(FL) BEOREMA O ») ERERRO TR ONKiRZzA0 T, LU
R REUYFINYTHRADOREY S TADERICH T DEEZRT Ulc, TOR/R. BEBERD
FLiERR & CDATHERR N UCD8 THIfBE Cld. LU RS FERRUOLUFU R FEUYFIRT
HRAICKD., REYFTTRCHBITDEGIE 7 IFV(FPIF V) RRENENM Uz, FIcFLMlRE
CD8'THilzE CIE. LU RS RERROLFTYU R REUYFINTHABICKD., REVT T
(EBIFT2IZTA LBRREENMEMUIZ. FLMRRENKHIREClE. UYFI T8ROV Y
R RERTREY ST TRADF P OFURRENUV ISP A ABRIFENENL. UFU RS RE
U THAICKDEMNICEMN U,

AR ABIOMRENIHMRETSHMEEE]. [SBRREHARBERKRZH D SHELMERE]. [BRXISEEEDRA
THifERMmMRY ) GEIRUTBRX SHAEOIERMEY V) ERUIET Y V/EITH 5.
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| V. EphERIcR T 3EE |

F7oF o #EEE(um?)

FL#fila & CD4* THERSRS | FLIAES S CDS THERR |  FLUEAS & NKHERSRS
pojiict:d 1.9+0.38 1.55+0.29 1.4+0.33
VY3 JEMNE 2.0+0.33 1.59+0.34 2.15+£0.31
LFU RS RESSRNE 2.9+0.44 3.25+0.44 3.05+0.49
LFU RS R+UYF I3 THALE 2.96+0.55 3.3+0.31 4.0+0.38

EENEGEONTICKD., BENBHENRUEEYPUER (LU RS R uM, UYFITT 1 ug/mL)ICHIFSFLERE
CD4'THifa. CD8'THliiRd & WIENKMRREICTERENSREY T TADFF 77 OHER (um?) ZAIE Uiz, FL
BECHIDRFZAVNCER UcF7 7 F VEE (um?) O t R EREZR I .

@-2. RN ABEROPBMCR UGS ) BEfilgtk (SLVL) ZAWC. LU = FOPBMCEENT
MHREEFRICN T dFEZRF Uic. TDER. LU R KR(0.001-10uM) THILE LT
PBMC7Z. CD3MACT72RE R L. 1:30EIGTSLVLiRREHAEFELIEE. VFU RSN
DREEENICTS VT A LBENEIMUZ. LFU RS RIZKD. PBMCHRONKHRRZDEM( LA
BRSNS EDTE SN,

@ FiMKFIHERISEER

@-1. @Rttt ) B (FL) REBFROPBMCR O FLIfifMR (DOHH2 R URL) ZAWT, LU K= e
BEOLFYU R REUYFITHAD. PBMCHONKHERED G LZNT Uik E S
EERICHTDFEZREI Ulc, TDRR. LT U = RO uM)BHTIE. DOHH2#2 T20%.
RL#RR C12%. LFU KRR uM)EUYFIRT(10ng/mL) #ATIE. DOHH2#2T
41%. RLMBRRT31%IC7 R b= ADFEES NI,

@-2. EaEHEY ) BEMZL) BEHRROPBMC, MZL#EEMA (SLVL) ZRAWC, LU R= R&mR U
LU R REUYFIRTHAD., PBMCHONKHRRDE M EZT Uik RS SR
([CHTDFEZREIUfc, TORR., UFU R RO uM)ERTI18%. LU RO uM)&EY
YFIYT(10ng/mL) HATRAI7%DSLVLEMEENEA U,

® EENERIEEER

®@-1. & M@y ) EfRRdk (DOHH2ROURL) ZAWC, U RS RERRUOLFU R rEUY
FIUNTHADOBENFHRESERAZRE Uz, TORBR, BENREEHEBEU T, LFURIR
(1 uM) BB TIEDOHH2MlB T29%. RLMRRT37%. LU R (1 uM)EUYFIRT
(10ng/mL) HATIFDOHH22T77%. RLIERR COD%EMRBEA R L. LU R FEIR
EERTUFU RS REUYF IR THATIIERENTMRESERADER U,

®@-2. & hEIEF D ) GEMRRMR (SLVL) (SR T2 LU RS RERRULFU R REUYF IR TH
ROEENFMRESERZRAN Ui, TD/R. LFU R RO.01-10uM) EUYFINYT
(0.01-10ug/mL)BATIE. UFU RS H(O.01-10uM) BBRENTT R b= XFEERAD
EBOERH SN, ERMMRESFRADERUI,

AR ABIOMBENIIHRETSH M EEE]. [SBREHARBERKRZEH D SHELMERE]. [BRXISEEEDRA
THifEAmMRY ) GEIRUTBRX SHAEOIEREY V) EROIET U 2V /EITH 5.
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7)Y R= FOREFREER (in vitro)3"
@ & FRAEMERZIK(PBMC) EOHIBBET ILNDRE
@®-1. & FPBMC & £ MBI EBEEAMRERIMIRK(K562) HSEET ILNDORE
t bPBMCEKEB2MRHIEE TN CTO 7 R h—Y X (CH T DRRZHRE UTc, TORR. LU
R= RTuMIZBEWVT. K562 I@MPBMCTE7 R h— R ZEH2fEE@ Ui,

@®-2. e kPBMCE E MN—F v bU /BB (Raj) HISEET IL~NDORE
t FPBMCERajiflldHIEE N CO VR h—Y XCH T DRZHRN UIcE D, VT U RS R
(£0.3~30uMTRajifil@ DPBMCHTEF R b—Y R REKEFNICIER L. P Rh—Y A ZR
Kn2EEaUrc.

@ MKF ARG S EIEIEEEA
LU R= R0.001~10uMREUIL-2X(FIL-12CRILIE LTz e hNKi#fgE ., U4 T20ug/mL
TERME LTz b MURRRY 2 CBEsilifatk (Jeko- 1) ZHIEE U, MiAikFIEBREE (ADCC)
SEMEERIERZRET Ufc. TDRER. LU P R TuMTEILE UTeNK#RR7Z50 @ 1OEIGTU Y+
IR T TRIME Ufcdeko- THERBEHIBEE UTciZa. UYF I TDADCCEMFH 1 .4EEML. FE0
EECHEAND ENKHIFRDADCCEMEIF 2B EER Uz, LU R NENKHBRROHIES &4 7= 1858
FBHIEICKD, UYFIVYTHEITHADCCEMEZED D EDRES NI,

8)UF U RZ RDY A A« VELREMER (in vitro)°"
@ & MPBMCZRWcY 1 b hA VEEICH T B1EH
URRUS v HSA R(LPS)REE FPBMCRDEESNEOEBEYA MA VELEICHTHUTY
N= ROEEZES Ulc, ZORER. LFU RS RIFTNFa. IL-1 8. IL-6. IL-12. B8EIRELHER
B-1(MCP-1)., X707 7 —IREHEHE-1a (MIP-1a) DEEZREMRENICFEE L. ICsofBld
ZNZ1. 0.03. 0.2. 0.3, 0.02. 3NUV20uMTH ofce —7. IL-10. RANTESODESZ et
et

@ THiRRZRWY A1 bhA VEEICHT HER
CO3HARIHIC KD E FCDAZMUTHROT A M+« VELICKHTHLUTY RS FOFEZRET U,
TOFER. LF U F= RIEIFN-y (ECsofE : 0.05uM). IL-2(ECsofE : 0.2uM) RURANTES(LFU
R= FBUMT 11 7%I8MN) DELZ(RET H—75C. IL-10DEEZFEE Uz (ICsofE : 0.3uM)o.

9)LF U K= FOFRMEREE(BENER (in vitro)="
t NEBHRCD34fiEhEmerfiiaz BT, BBENEIJDOE Y (HbR)RRICWITHLFU R= ROER
ZRET Ufce TDRER. LU K= RF0.01~10uMDEE T, HbFDFERZREKFMNI(C{EE LT,

10) L7V F= RoMmEMEBELER (n vitro)3)
O EERREEER
t MERERIRNEZ AR (HUVEC) DIEERICERO SNHEREAICNT LU = FOERZIERIC
MEFEFEEERAZRET VTR, LU R= RIZO.1~100uMOREKFNICHUVECDERE A
ZEE U,

AR ABIOMRENIHMRETSHMEEE]. [SBRREHARBERKRZH D SHELMERE]. [BRXISEEEDRA
THifERMmMRY ) GEIRUTBRX SHAEOIERMEY V) ERUIET Y V/EITH 5.
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@ MEARMZHEEEER
LU R= FOMBEARMEOZEEEEAZHUVECE 7« JORI F Y TREB LT v V&%=

RBOWTHRE UIZER. LU RS REMEARMREERF (VEGF) & TIF 10K U 100uUMTHY
50%. BEMIRMEIFMIIEIERF (bFGF) &I TIE 100uMTHI25%., FEHREERF o (TGF-a)

A CTIF100uMTHISO%BEE Uz,

® MEZFHMEEER
t hESEIIRD > JEAZEAWNCL U F= R(0.01~100uM) DMEFHEPRE(EAZRE UIcER.

LU R= RiZE MEREIRD > JZEAD S OMEBFERZ EEKTFIICHAEL. ICsofEld1.9uMT
dolc,
(B)EFAFIRIFR] - ¥5ihTR
1 ERFIRIFE
ZHERTL

2) {E TR
FEEREL

AR ABIOMBENIIHRETSH M EEE]. [SBREHARBERKRZEH D SHELMERE]. [BRXISEEEDRA
THifEAmMRY ) GEIRUTBRX SHAEOIEREY V) EROIET U 2V /EITH 5.
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VI. EWENREICR T DIER

1. MARED#ER
(DaBE LB MPRE
ZHERIEL

(2)ERFRAER CHEER S NICMRRE
DEERMA (BFA) TOELORSHEOFEMENRE | PK-00555%°
EERAA (BAA. 76)ICLUF U RS RE, 10, 20mgZ#EROKS Lics &, MRFRELFRERG
B510.5~ 1 BRI ICRBMBIGEL. SHRFEE (1/2) 342~ 3R TH ofc. CradUAUCIFAEIC
LI LTI LTz,

fZERAA (BFAN) TOERESROMERERL FU RS NEEO#E

(ng/mL) 800+

7004
gﬂ] 5mg
iR 600
q: —h— 10mg
L 500 —8— 20mg
j—
U 4004 n=7
N LC-MS/MS3%
= 300+ FE+SD
!-; 200
= ]
B 1004
(of | T T T T T T T T T
0O 2 4 6 8 10 12 14 18 18
(hr)
BS5EORFE

EERAA (BAAN) TOELESEOFEMENRE/I NS X —5 (n=7)

FHE(mg) 5 10 20
Cmax(ng/mL) 113+35 227146 521+£195
AUC=(ng - hr/mL) 345159 7271115 1.462+174
tmax(hr) 1.0(0.50, 2.5) 1.0(0.50, 1.0) 0.50(0.50, 1.5)
t1/z2(hr) 2.28+0.48 2.36+041 2.24+042

TME (B TFEME) £SD. 12f2 Utnad SFRRE (BN, BRK).

AR ABIOESBAEE - FE(THE) B 1H1E25mg (ZRMEHIE) . 1810 10mg (6B REFRBERKRZEH S B
RRERES) . 1H1025mg (BRXGEAMDMATHIRAMmRY >/ 8). U YFII T (EIEFHERR) EO6H
AICBVT. 1B1E20meg(BRXIGESMDERMEY »/(ERUESEY V) ) THD.
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2) BFRASH L EHESE COEONURERSRHOFEMENRE | EASE I BIRAREER(MM-017:588) 1519
BEN(FHAMOBEAASHEEHERE (LTI YU RS F10mg(34l). 25mg(64l) Z&E a0
BERURERORS UfcsE, MBHRRECEREIFRSHO.5~ 1 BBRICRSMEISEL. 12K
2~3RETHolc, Ffe. RERSICLDERMEEEFRH SNIEN DI,

BREX(IHAMEOBFAASHREEHEDRE COBERSNURERSHOEMEE/INS XA —5

LFU = F10mg(n=3) LU K= F25mg(n=6)
HOig S8 RS B S RiESE;
Crmax(ng/mL) 330116 31669 642+ 163 721+109
AUC:(ng - hr/mL) 1.063+=300 1.050+£300 2,835+ 1,059 2.8921£952
tmax(h) 0.93 05 1.0 0.97
(0.50. 1.0) (045, 1.0) (043, 20) (045, 1.5)
ti2(hr) 2.57+0.65 2.45+042 3.20+0.83 3.26+1.02
CL/F(mL/min) 166504 167x41.7 162+52.6 156+45.3
Vz/F(L) 35.4+6.07 34.3+3.58 42.0+£8.52 41.3+7.28

FME (B FEME) £SD. 12f2 Utmad SRIE (BN, BRK)o

BRX(IELEOEFASHREEMETE COREOISRURERSRHOMEBRL FU RS RREOHE
BOigs REHRS

(ng/mL) 900~
LU R=Z R10mg(n=3)
m 8OO oo L+ K= R2BEma(n=6)
%E 7001 Ti5E+SD
" 600 LC-MS/MSi%
VA |
f 500
R 400
= 3001
E w
= 200+
4 1004 0
O T T T T T T T T i T T T 1
0 4 8 12 16 20 24 Q0 4 8 12 16 20 24 28
(hr)
B 5% 0I5

3) BEABHEL RS RE COREONURERSIHOEYERE : EAS IERKEER(MDS-007:88)°
SERBARBEG31033RKZH LR R I XIFHE-1 U R T DEBELMIEIREE C KA MR Z £
SERANBRERMEREREICLT U RS M1 0mgZz8EIROK%S (n=6) RUREROKRS (n=5) Lz
EE. MBPRECHEREFRS2 SBEN0U2 ORBERICETNZNESEISEL. BRFEH (112)([EZ
NZN3.BRERUI.7EBETH e, Fo. RERSICLDEBMIFEROH SNED DI,

AR ARIOESBRE - FE(HB) X 1H1E25mg (BRMEHE). 1810 10mg (SEREFRBIBIRKZH 5B
RREIRES) . 18 1025mg (BN FEAMDMATHIRAMmRY /8. VYT (EIEFHERR) EOfH
AICBVT. 1B1E20mg (BHEXIFEEMOERMTY »/\ERUDEEY V) E) TH .
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BARABREEFRIEREEEE COEORSNhURERSHOEVEE/INS X—5

LU K= RF10mg
BEig 58 (n=6) RE#RSE(n=5)
Cmax(ng/mL) 145+56.0 165+46.6
AUC: (ng * hr/mL) 925+344* 9361355
tmax(hr) 2.52(1.00, 5.95) 2.93(1.00. 4.00)
t1/z2(hr) 3.33+x0.81* 3.70+1.20
CL/F(mL/min) 205+92.1*% 204+88.0
Vz/F(L) 555+16.3* 60.1+£14.9
THE (B TEiE) £SD. fof2 UtmalIHRE (BN, &KR)o
*N=5

4)BRABATHREAMR Y ) EEE TORORURERSHORMENE : BN I AMRARER(ATLL-00155%) 2
BEX(EEROBRADRATHEAMKY ) (BRECFF20mgZBEIIRS UlcE T, MEEFRREL
FREIFRSHN 1 BER(ICRSEIOEL. HRFRBA (1) [FHN3.5RETHofc. Fie. RERSICED
BRI oNEN T,

BREX(IBROBAADBRATHIEAMRY 2/ \EEE TOREOIRSRURERSHOEMHE/INS A —5

J/k— b 1/3k— b2(25mgEHA/ER)

BOiE S8 (n=6) Rig5E (n=5)
Cmax(ng/mL) 503%+80.8 498+91.3
AUC:(ng - hr/mL) 2,755+1,078 2,868+1,033
tmax(hr) 1.06(0.92, 2.00) 1.03(1.00, 2.17)
t1/z2(hr) 351x1.04 3.71x0.85
CL/F(mL/min) 169+£61.2 157+£43.0
Vz/F(L) 46.8+6.14 48.4+t10.5

FHE (BMTEME) £ SD. /2 Utnad FHRIE (RN, TKR)o

()=
ZHERIEL

(HBE - HAROME
DREOHES

<HEADTF—% (SIEIRDER) >

BEREAV7H(CLFU F= F2bmgZz&ER - §HA0U—RB[EHE : #7200 —1,033kcal (AERH#Y
61.8%)]DOBEICEROKBS ULEEDAUC, Cradd. ZERICRORS UfcEE LN TZNZEN
20%. HIBOWETU. tmaxldi1.BEER UTc,

AR ABIOESRAEE - FE(HB)B1H1E25mg (ZRMEHE) . 1810 10mg(GBREFRBERKRZEH S B
RRAEREE) . 18 1025mg (BREXFEAMDMATHIRAMmRY /8. U Y+ T (EIEFHERR) EO6H
AICBVT. 1B1E20meg(BREXIGEGMDERKLY »/(ERUEEY V) &) TH .
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2)HAREORE
@® LFY RS REITIFV Y EOFEYEEEH
VI -7. -(2) HEEREZ DERIDIESR,

@ LFYRIREDILT 7V Y EOFEMEERIERS"

<HBEADF—5>

BERMA8H7Z28 (B1HICLF U = F10mgz9lBROKRS U CHE2HICT S tMZ9BBKRS
T2, NFEDIETKRST D) (CSVYLICERIS. FHOA4BEBIICTILT 7U25mgZz ok
5Ufc. ZDfER. UFU R FRETFEIHRS T T, DILT 7 U2V DCmax. AUCH AUC=DEEF
BEDOI0%EEXEE. ZNZN80~125%DHLHENTHD. LU R MEDILT 71U DEYE)
BICRBZREFSEVNEER SNc. —7A. DILT7UVERSTERET T, LT U K= ROCmax
AUC2anDEAIFH D O0%ERXEBHEZNZENB0~125%D&HEANTH O, LU R RDtie,
tnaxlE DIV T 7 U VEBRSHIE CRETREVEED o e EDS. DILT7U VB LT U K= ROEYE)
BICREZERIFTESENEER SN,

® LF VU RS REP-HEEORERE OFWAEEER®
<HEADF—5>
BREABEIFIZNRIC, UFU RS REFIIVNET LYOU ARWTFNBP-EEEMAEE)
ZEHAUCSEOEYEFREZ LU b FEIRRSKEERUZ, ZORBRUTU M FERIRSEE
ENTHFZIUXRIET LY OU ARFRF CEYFRICATIREVIERD SN, LU = FOMmEE
FREFF I UNET LY O AADHABICKDFEZERITIENC EHRE NS,

@ LFU RS RETFFIASV Y EORYEEER
@-1. EASE I AEERARGEER(MM-0175185%) DRGE'°'©
BEN(FEEAMEOBRASHMBREREZCHZNRICLT U RS M (25me) ZERN (E T+
XV A0mgEDHATRERS UfcEE. UFU RS FORORNDETFEDDEIREMNTR
BENZBDD. BRNEEDEVLANILEEZ SN

@-2. SHESE I 1ERAREER (MM-02 1-PKERER) DREY
BEN(FHAMOLHE MERERE 1 1620 RIC. UFU M= M (E5ME) Z8 A TRERORS
UlcEEETFYAS VY (40me) EDHATRERORS UTc EEDEYFEZELR U, <
DFER. FEPEFRE/ (S A —F [CHREIFEVIEHSINED Dfcs CradkUAUCICH T D8R E
BERBETFUXY YV HARORATELDI0%ERXEFWL FNH80~125%DEHENT
HO. UFU RS FOMEBHEBEETFIAXIV VHAICKDREZRITBEVC EHRE N,

AR ARIOESBRE - FE(HB) X 1H1E25mg (BRMEHE). 1810 10mg (SEREFRBIBIRKZH 5B
RREIRES) . 18 1025mg (BN FEAMDMATHIRAMmRY /8. VYT (EIEFHERR) EOfH
AICBVT. 1B1E20mg (BHEXIFEEMOERMTY »/\ERUDEEY V) E) TH .
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2. BYBRERI/INS X —5
(VD EERITE
JVAVI—= XY M EFIVZRAWVTCER U,

(2)RIPHREELL
ZEEREL

(3)HKBREEL
<SHEADF—5>
BEMAICUFTU RS REmghT/ILE3HTR/VEERORS Ulc & EDHRREES (Ka) [F0.276 £

0.037(FH5fELSD)EoTe.

(MHIUT7SVA
[VI. -1. -(2) BRFREAER CHERR S NICFRE | DIESHR,

(B)HhmEE
[VI. -1. -(2) BRFREAER CHERR S NICFRE | DIESR,

(6) Z Dfth
5=1072N0

3. BER(GRE 2 —Y 3 V) B8R
(@D)::2 1P S
NONMEMZERL)., S5+ LE#S —RRIGBRRO—EA B CRMENS2-0) t— kXY FEFIL

ZEA LTz,

(2)INS A= ZHER
LHMEHEETE 684, BRELMEREERE 250 Y NUilzY ) (ERE 240, BieEESE GE
D ARERE) B0BIDET 1478 RRELTRE AL — 3 VEY BB ZRELIc. LFTU RS RDOIU
PIOVRICHBERITTHERFIEBHEDH T, A& Fin. FE. M5l BEMEERSIFELLED DI

e, LREBHESE. SBREEAERERE. Y2 MUY ) ERECEYERECIEETEVIIRYD
SNIEH Tz,

AR ABIOESRAEE - FE(HB)B1H1E25mg (ZRMEHE) . 1810 10mg(GBREFRBERKRZEH S B
RRAEREE) . 18 1025mg (BREXFEAMDMATHIRAMmRY /8. U Y+ T (EIEFHERR) EO6H
AICBVT. 1B1E20meg(BREXIGEGMDERKLY »/(ERUEEY V) &) TH .
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4. RN
ZEERIEL

<&E>
Sy ). hZI7A4Y)LEE)ICLF U F= 100mg/kg. E—J)VR () ([CLF U b= R80mg/kgZz &gl
BO/SLIcEE. BONAATRASEUT 4 [FZTNTN68%. 50%. 88%TH o,

5. 5
ZEERIEL

<s8E>

BESw b#)[C“C-LFU RS R 160mg/kgZBEROKRS5 L. EENEEA —hSIFTS5T 4 —THl
DZEREI UTc. TORER. BEREIFHEBNICL<OmUL. BRANRER. (F&AEDBBICHWN THILIERERE
ORSRERICRERECEL. B, E. BENOREBICOVWTIRFEELDEN DT,

RS m(BeS Y b)

ez B5%OE”AEE (Ug eq./eiEl) (BEFSEN=3)

k 1SR 4RSS SHERL 2ABSRE 3A#% 78%
[m#ge 23.85 7.50 3.85 0.08 ND ND
;& 25.30 B6.76 3.17 — — —
BRE 9251 34.20 20.66° — — —
BEEE 80.00 30.49 13.90 — — —
e 40.64 12.46 6.21 — — —
B 32.79 8.10° 428 — — —
74 28.58 21.30 8.99 1.81 1.67 2.24
i} 2b5.24 — — — — —
BEISHEER 21.90 13.45 11.34° 1.95 1.76 —
FEE K 19.66 14.37 11.04 — — —
BIGHEE 14.07 71.16° 23.44v 2.40 — —
AC 13.05 3.70 1.30 — — —
=1 i 10.97 3.33 1.86 — — —
=] 9.01 8.04 407 — — —
SNk 457 1.01 — - — —
KERIE 2.12 1.84 — — — —
TRIERE 19.27 5.56 3.18 — — —
&8 1.13 — — — — —
B — — — — — —
=gl 41.25° 16.94° 6.35 — — —
I\ HERR 37.64° 12.93° 11.83 — — —
AREGHGER 21.53 14.88 36.86° 3.91 2.03 —

a REYVFU—YavhAOUI—CKo TRETREEAIE
b 1 JUTICKD THIL EDRIEICE &R

ND : BEtEER & RHEBRR =0.13X(30.14ug eq./g)

— T EEREFELT(.37XE1.41ug eq./shEfE)

AR FBIOERAE - AE(HE) 1 H1025mg (ZHMEHE). 18 1010mg (6B REFRBERKRZH S 58
ERAEREY) . 181 E25mg(BRENXGEAEDMATHEAMEDY /8. VYFI YT (EILFHEIRR) EO6H
AIEBNT. 181E20mg(BHEXIFHEEMOEIRLY >/ BERVIDEE Y/ E) TH 5.
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(1) MR — ARiBAP &8 1%
ZHEREL

<s8E:Svh>

HeZv M NRTEeZS Y M) (CC-UF U B= F150meg/keZ8 B OKRS L. EENEEA—MD
IFTST 4« —THBITZBELIECD, ABS Y MNUEBS Y hEDICRS1H-EENS7HEDOWV
TNDOFRCOMCOREEREIFEERFR(1.37X(F1.41ug eq./gffil) LIFTH o T,

<8E ! TFHTYIL>0

THTH)L () SE(CLF U R R20mg(1.2~2mg/kg) Z&8ERORS U, MEERA U NERER (CSF)Hh
DLFU RS RBEZLC-MS/MSETHRE UIc&E D, T IRIFERHERFLT*. 2ILDCSFBITER** &, £
NZN1 1% THole.

* IRHERE  3.82~1,928uM
* % CSF#173 | CSF AUCKH/MEEHAUCKX 100

(2) Mm% — AEERar TEB
ZEEMEL

<s8E>

HIRS Y MR 7HE. 68 ([C“C-UU R R 150mg/kgZBEROKRS5 L. EENEEA—H5Y
FIST 4 —CHEfDMZRE UlicE 5. RIBHEEICHITORSREE. NZIRE. BEYOBBAEREE
KOBBMUTEN DTz,

YIRS v ST OMBBIGIEED R
5% OERPEE (g ea/eiil). S n=1
o B8
1R SHE AR 72RME
Mm% 15.46 1.53 — —
B — - - -
1DV 16.83 1.71 — —
i 26.69 343 — —
BrEE 55.86 7.602 — —
BEhE 64.69 10.692 — —
B R
1R SHE AR 72RME

& 4.89 — - —

B 3.80 — — —
1DV 10.14 — — —
PR 5.69 — — —
=1 417 NS — —
fads 11.54 1.63 — —

a : ILTICEDARICHEERDI

—  EERALT

NS : fBEEIH fFaE o
(AANDBITIE
ZEEREL
IR ARORRAE - AE(AB) R B 1E25me($REEME). 1518 10me (GEREARMBRAEKS B

EWRAERE) . 18 1E25mg(BREXGEAEDATHIEAMEDY /8. VYFII T (ELTFHEIRR) EO6H
AIEBNT. 1B1E20mg(BHEXIFHEMOEIRLY >/ BERVMEGE Y 2/ E) TH 5.
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(4)BER~DBITIE

ZEERIEL

(5) ZDfthDIBRNDEBITIE

BRPNBITI Do

<HEADF—% >4

BEmA244ICL U RS F2bmgZz 1H 1 B4HBREROKRS UL T, RERS2HER LU 24K
BCTRARPRICUTYU X PORESN. ZOFIRERFIZNZN478ng/mL. 10.0ng/mLTH ofz. FIe.
BRAL U =S REFOE) [F2RE®R 1,.379ng/54#5. 2485/E#%35.0ng/8HECHD. ZNZNITHKR
5825mg0.0055%. 0.00014%(CHEZH LTz, HBRHPDLF U RS FDEFEALIFIREER 4B LA

([SHRU. RIEIRSD S 726EE.

BRPOL TV RS KEEDH#R

168HRER CIFERPDLF U R RIFRERFRU TN TH o T,

2kFE#% (n=6) 2485 (n=6) 7 285 (n=6) 16885 (n=6)
p 13 478 10.0 B B
(ng/mL) (304~823) (—~17.8)
2/5145 1.379 35.0 0.0* 0.0*
fERE | (ng/4tHs) (726~1,924) (0.0~108) (0.0~0.0) (0.0~0.0)
igjjgﬁ (§§§§§~ 0.00014 0.0* 0.0*
(%) 0.0077) (0.0~0.00043) (0.0~0.0) (0.0~0.0)
, W 219 B
L 557 (ng/mL) (153~311) NA NA
T8 (#E)

— URHBRFALIT (<Bng/mL). NA : BEET
* | B/HR. B/ BRSEFRERARBOSEF0EEH U

(B)MEELFESE
<SBEADF—% (in vitro) >
b ~EERA)DMmEE(C, '4C-LF U K= RE&KR30~10.000ng/mLZENZ TEE L. MEEAFKEGREZRM
BEETHET Ule&E A, FHUMEERFEAEERIFHN30% TH o,

6. (L
(DB U RS
1B
E(CHKRE(LEE UTRAICHEN S,

2) R
<HEADF—5 >
RERMASMHEHICRAEEEZE T LU b= F20mg &R (14C-U U P REFMBEL T U K=
ROREY) ZEEROKRS UlcEE. MEDOHBEYH MBHR UMY F(CHR S NIz, TEAHDE
ULCLUT U B ROKBIEEEN-7 EFIUEEDRD 5N, TNENDRMUEFRFHERFRSEDS%
i Cp Do

AR ARIOESBRE - FE(HB) X 1H1E25mg (BRMEHE). 1810 10mg (SEREFRBIBIRKZH 5B
RREIRES) . 18 1025mg (BN FEAMDMATHIRAMmRY /8. VYT (EIEFHERR) EOfH
AICBVT. 1B1E20mg (BHEXIFEEMOERMTY »/\ERUDEEY V) E) TH .
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E FTOLF U R ROMERSEHER
LFURS R
0 Q

e

NHz

/7 N\
o

NHa
KEELFU R R N-7EF)UELFU RS R
(KHEY A) (RHEY B)

@)BICEAS T 5BR(CYPHE) DHFE. F5F
<HBEADF—% (in vitro) >*¥
ErFZZ20V—ALRUE MR F b2 O—LP450(CYP)DFREICLFTU R RO10uUM)ZIIZ. in
VitroCORBZRRET UTeER. LU RS REVTNBEBEPREFEDBERERBEZITED o/,

(B)VEEEHNROBEENRUZDEIS
EEEREL

(A REPOFEDRRR VAL, FELR
ZHERIEL

7. Bttt
FICRAPITH SN D,

<HBEADF—5 >3

RERMASHEHICREREEEZH I DU R R2bmgdR (1“C-UF U RS REFRTHEL U R FOE
aY)ZBEROK’S LT, 10BE0RKR. EE. BERPOKRFYTOT 7 A )LZRSN Ulc, TORR. LFU R
= FD90.3%HRAICHE SN, EFER(C3.6%. FBHEHPICO.0059%IFENT, THIC. HPLOAICK DR
SUleE D, REEDH KL ZB2%DMETEENRE(biFE U TRAICHHEENTZ (0~2455/1BE)

<HEADF—5 : BEEEEBREOHEE >
ERAEEREICLS U RS ROEMeZRERIIRS UlzE®, BRARIDL T U RS RREHEEEELI TR
DTHB.

AR ABIOESRAEE - FE(HB)B1H1E25mg (ZRMEHE) . 1810 10mg(GBREFRBERKRZEH S B
RRAEREE) . 18 1025mg (BREXFEAMDMATHIRAMmRY /8. U Y+ T (EIEFHERR) EO6H
AICBVT. 1B1E20meg(BREXIGEGMDERKLY »/(ERUEEY V) &) TH .
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9.

10.

EEERERETOL U RS RORPHEHER

EEE(n=6) BYE (n=5) FREfE (n=6) BE(h=6)
—— o
LFU RS FRRHHIE 84.6+8.5 68.9+8.0 415+20.2 4411125
(%dose)
CLr(mL/min) 166.5+54.2 113.5+334 30.9+21.0 239+11.7
FEEELSD

AIEE @ LC-MS/MS3E
BHaERI O LT F U7 SV A(Cle) SZAE © IEE © 83~145mL/min. B4 : 57~74mL/min. HZHIE © 33~
46mL/min. EJE : 17~29mL/min

. NSV RAR—5—ICEHT SRR

<in vitro>
AE|E., BCRP., OCT2. OCTN1. OCTN2. MATET1DEETIFEVLWT EDREESN,
Ffe. BSEP. MRP2, OAT1. OAT3. OCT2. OATP1B1., OATP1B3ICx U CREEBEZEIERAZ RS IED D/,

EREFCKDIRER

<HBEADT—% : MREH >4

REBAEFRESHICL U B F20mgZz3Rdtfis. BATH (4BBOSE OB SK/EAD) (CRERORS Ul
&, AUCIEFRI40%mA UTc (p<0.001). 8. ti2ldERETH o1,

REBA2RE TOROZSIOEMENE/I NS X—5 GEBNE. EE)

FEEATEF bl pfE
Cmax(ng/mL) 538 370 0.1103
AUC:(ng-hr/mL) 10.346 6.238 0.0003
AUC~(ng-hr/mL) 10,958 6.776 0.0006
tmax (hr) 1.25 2.00 0.3750
ti/z(hr) 155 16.0 0.3368

SERDE
PlE | MILDHDMRE
tmaxlFHPRIETR U, ZDpfBIFWilcoxonFFSIIRAIFIRE CEH

HEDHRZHIDEE

EREEREREICHT ST U RS F25mgREEIRSHEOMARED#E : HESS | HERREER (PK-001558) 4445
<HBEADT—5>

BRERERE SEANICLTU P F25mgZz 8 EIRORS Ul E. AUCITIBIN U T [HRHE ~EAE OB
E)BREETH3~bF], oo BEEDE TN IHWVWL U RS rOROIUTPZ SR (CL/F)., BIUTPSY
A (CLr) [FREIA UTeo

AR ARIOESBRE - FE(HB) X 1H1E25mg (BRMEHE). 1810 10mg (SEREFRBIBIRKZH 5B
RREIRES) . 18 1025mg (BN FEAMDMATHIRAMmRY /8. VYT (EIEFHERR) EOfH
AICBVT. 1B1E20mg (BHEXIFEEMOERMTY »/\ERUDEEY V) E) TH .
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EHEEERE COREORSIHOFEYMER/\S X —5 (FHIfELSD)

B1%EE (FAICLAB)

L2 N BRI thERR SRR (;Ei%?ﬁta)é) (gﬁﬂg)
il 7 5 6 6 6 6
Cmax(ng/mL) 605+246 691110 592+177 765+81.3 552+140 385112
’(o;]Lé(?whr/mL) 2181703 | 27671094 | 6021847 [8191£1317(11121£2133| 6830£919
trax(hr) 1.0 1.0 1.0 1.5 1.3 2.0

(0.50, 2.0) (1.0, 1.0 (0.60, 1.5) (050, 2.0) | (1.00, 200) | (050, 6.0)
t1/2(hr) 3.34+0.88 3.67£0.70 10.6+£3.33 922+2.44 156+1.14 16.1+1.73
CL/F(mL/min) 207x£59 16649 7112 52+11 39+7 62+9
Vz/F(L) 58+ 15H 51+13 62+15H 41+£8 52+8 86t14

B (BfTTEE) £SD, 1212 UtrmaxlFHRE (F/N, &KX).
BRAERI LT FZ U TSV RA(Cle) BAME | IFE : 83~145mL/min. &&J4E : 57~74mbL/min, FEE | 33~
46mL/min. EfE : 17~29mL/min

BERECEEOHDZR[EBICLTU R FERS5TDHEEF. PRICRIIVIZFZUIUT SV AMEZSEEE
LCTUFU R FERSERURSERDFEE ZERT D Lo

I8

REEREBE(CIRS T HRORAEDER

B8 (CLo)
~ &= ==
A% - BE
= L (BHTR) (EITHE)
= CLr<30mL/min CLer<30mL/min
R0 OmeZ 1 5 1 5 CRIAL. _ )
251 B0 DU A IR TR RE TR A I | A7) 5meELaIC 1 S f;:}fgligﬁiﬁiﬁ
15mglC BB TED, = ETEX
SEREHRRBIREE 2 EmeE |01 DS
| L | D 5a
poEmERmERE | s HIEES AHLEMETTHNEES? | e Bmina cias)
" R Ome 1 5 1 5 CRIA L.
EREHALOMA ) el i SEBMgE 1 B DS
3 a ==y \El /D\/\ b?— > | [ 2
TAmEnFUYE [0 OLIEEREETRES| SRIONEEERETEES | (o amiiaces)
N R Ome 1 5 25 CRIAL.
BRI M AL DS elaEEs SEBmeE A1 DS
= /\:,\/\ b;‘- Eﬁ | 53
U Rz |- T EASTRERAR FRIMEEIRTEEST | (rmsiaices)

& - AERY=Za—yavVICEDEEY
a ! AEISMgZE2HIC1ERS5ETDHIEDHTED.
b FEISMgZB3EIRS5ETHIEHTED,

Z Dtk
EEREL

AR ABIOESEE - FE(THE2) B 1H1E25mg (ZRMEHE) . 1810 10mg(GBREFRBERKRZEH S B8
RREREE) . 18 1025mg (BREXFEAMDMATHIRAMmRY /8. U Y+ T (EIEFHERR) EO6H
AICBVT. 1B1E20meg(BEXIGEGMOERMLY »/\ERUESEY V) E) TH .
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VI 224 (EALOEESF) [CEISIEE

1. BEERNE L ZDER

1. B
- =A

1.1 FHFTU R A RFEURTH D, FEIFE MIBWVWTHESEEZE T DIEMENSD DD, HimY
(FHIR U CWDEIBEMDH HLEICFRULTRS LIV £ [2.1. 9.55]

1.2 AFEIDRENDEEZEITDcH. AEDFEAICDOVNCIE. EEEEFIBELLT. [AFIEDDHEDHS
NCWWHDT., BRESE. Eil. ZAMEDOERRERE. BEPZOREKEOE CORKENELTFIE
ZETITHLEY, [2.2. 9.58H]

1.3 HIRIDAEMDSHHLEICIREG T DHG(IF. BRSFHBERIICERREZTV. EETHd L ZHHER
Ufc ECTREZRIBT D& Fie. REMRTEABBRID SRSHETABBERE T, MT5Z1TD
BEF)— b —EHICBO THEWERIDAOREZHE (BEEn 1Y F—LAZER) SE. B
ZBTU TV CEZTHICHERT L CBICERMICHIRREZITD & d. FAIDKRSHE
FRICHIRDREDON DB EICIE. EBICKADEKRSZHRIEL. ERFIOERIT DL DOBEZREIT S
&o [9.4.1. 9.62/H]

1.4 FHFERPNBITIHILEN D, RSB TAEBERI T, MFZ(TI5GIMD TR
DORMEZHE(BEEFHTIY F—LZER)SE. BEZETLTCVS I EZTHICHEERTD &,
Fe. COHEFRIFEFEEDOHIHIITOEEVNCE, [9.4.2. 16.38K]

1.5 FFODKSEF. B2HEICTONIOTEDEEMRICHWNT, EMEBMEEDAEICX U T Al
i - RERZRDEEDBE T FEIORSHIEVEHMESNDB/EDHCITO L, Fie, BERHRIKk
([CHEILB. BENFZOREFCHEWMEROBRE RIENDREDRKRMZZ0) Z 1+ (CEHBAL.
XECHBRZECHhSRSZRIT D&

1.6 REBERIRIASAE N OFZEASEOFEIREDNMESNCLDD T, BEZTDIITVENSEERICKRESTD
C&. ERNROSNITHEICFESBICRSZRIEL. BUFLBEZTDCE, [9.1.1. 11.1.138]

(f#3H)

1.1 FEIE, ERMRBIEZS |ITRIT IEHHSN VDT b A FEBEUZEZBEZER T L.
Z AT ZERVCAEFRESHRR T, HRPICARZZS SNICBEMDREICHEENRO SNTED
([X. -2. -(B) &ERESHHRIDIESR). & NCESEMZR I DTREMENDGDZEND. HiENIFHT
IRUCWDAREMDD 2 MEREICIFRS LTV EE L, FREZR U (VL -6. -(B) ##RDIESHR),

1.2 & hCEFEUZRT DRREMEND S ENS. AFDFERICERUTE. BRIEANDEAIEEZET BN
T. RevMate®(LF U R R - RYU RS NELEEFIE : [XI. E]DESR) VEED. £ TORGE
WAFIR7ZEFTT DL DRE LT,

1.3 FEIFBRENDBREZ TS, RevMate®(LFU RS K - RV U R= REESEFIE) "HESHSNT
Wb AFIECIE. B5HIAA1. 85, B5HPIEER B, BEUCBENR O HIRRIMEED HE S
EINTHD., FERZWIET DIcHERE LI (VL -5. EBFEARNEFREZOER . [XI. HE]DESR).

1.4 FBFEAPANBTIT D ENREINTVD T EN S 42 (VL -5.-(5) ZDthDIEH~DRITHEIDIE
SR). BHEUCEENNELESNDICD, FERZRUC,

1.5 FEDERSICKDEBLFRWEANBRESNTE D, ZBREFOMND+OAIREFERMS C. SR MER

BECHUTCTREAH - BRBRZHFDERMIICKD., FEDRSHEYEHSNICEBEDOHCTIRST D
WENDDIcs. FRZR U, Ffc. BEZITDICHICoTCF. BENGREZFICHUT. BRIENDESE
DOEEREPEERNROBMMEICDOVNT, T2(ICHIAL. XECARZRF CH ORSZRIVRT DXL DERZRE
LT

1.6 ERANDOEERHER T, FREEAIRIMSENUOHERENRSESIN TV EN D, TRICHEEZTVENSIE
B(I®S5T DXL DFEZME LI (VL -8. -(1) EXIEIERA EYHATEIR DIESER)
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2. ARNB L ZDEH

2. ZR(RDFBAECE RS LEVT L)

2.1 HBEXEERLTCVSAIREEDD LT 1. 9.58H ]
22 BEIEEEFIRZETTCEEVEEL.2. 0.55K]

2.3 FAEIDEDCH UBHAEDEHEREDD & F2E

(AEEH)

2.1 W= AT ZERVcEERESMSRC. BiRPICARZ/RSSNCBEYORIEICHELERO SN
([X. -2. -(B) EIERESMHERIDIESR), & NCHEFEMZERIDTEED DD I ENS. HRNIE
HIRUCTWVDEIREME DD D LR EFERE U2 (ML -6. -(B) 1R DIESHR).

2.2 FHDERICERUTIE. RevMate®(LFU RS K - YU RS MEIEEBEFIBE) "HAESHSNTHDH. D
FIEZETIT D ENMOTERCHDHIENDS. TOREZHDCH. CDFIFZET CEENEEFR
=EUrE,

2.3 FFEIDOMD (X U CEBEAEDEIEED D DEE T, FERSICKIDBEEZHIZT DAEMNENEER
SNBDZEDBRERE UTZ (VL -8. -(1) EXFEIER EATHBER ] DIRSHR)

3. MEENIFFIRICEHET HER & T DEH
V. ;&EICEY 318E | DIESR.

4. ERUAEICEET 2 FR L ZDERA
V. ;&EICEY 318 | DIESR,
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5. EELRAIFREZDIEH

8. EELRAIER

8.1 ARSI SRSFIEABEBFERECTIE. BN, BT - HROEHZSEENCE, [16.388]

8.2 FEIDRSICK D EFFFHINHMER U IV WBAMEFDOBEHIRIDFEIT T & CEN'Hdfcth. EH
MNICMRFZIIMREZT D& Fle. AFNDKRS(CHIZoTIF. C-CSFRADBUEERBERT D
C&. [7.7. 7.8, 710, 7.12. 9.1.2. 11.1.388]

8.3 FHRIDRSICKDBEFFR DA IVADBEERENH S5SDONS I ENDHDD T, FEIRSICIEIL o THX
DA NWARBRROERZHER L. FERSAICEVFLEZITO L. [9.1.50 11.1.45%]

8.4 BHERAKRFRICHONT, &H. HFL. @R, BHR. #BIADHRESNTNBDDT, FERSHDREIC
(FEENEDEGLEFCRZH DEMODBREZRITOLDIERT O L.

8.5 EBHREREDHOSNDNSIENHDHDT. BHEEDLZVERECIMEFEHREREAENR U ERKEE
BRAEZTOEE, BEOREZTDICREITHI L, [11.1.888K]

8.6 FIRIREEEE MENSHSDOND I ENHDDT. EFNICHREZITOIELE., BIRZTHICITOIT L,
[11.1.1288]

8.7 EELBREENDSDNDIENDDDT. EMMICREZITOEE BWZTD(CITOIIE [11.1.17
2]

8.8 FAEIDIKRSICKD., &R, FH#H REF=H DUV EDBEARFZRHETHES L 7DHHoNnNS
CEDDBAHDT. BEODREZTDICERI D &,

(B23R7)

8.1 FAIFERHPNDBITHMESNTVD LN S5 42 (VL -B. -(5) ZDfthDIBENDBITEIDIESE).
REHIEABERE CIE. BII7ZZH. BT - BRZRHSBEVK I ERZE LT,

8.2 ENANDERRFER CEREFHINEAMNEN O I/ WoRAMEEF DB EIHEINERD SNfc NS, ERARICI
REMREZREL. MIRMDEZI U VI ZTOILNENSLDIcHEcE Ulc. BEDHFHIREAME/ /)R
RANENFERUCZE(C(E [V, -3, BENUAEIDEZSE(C. KEDHDVEG-CSFRAIDERAZZR
I E(NL -6. -(1) GIHE - BIFEFOH2EFE | DIESR).

8.3 FAWRS®HICBEFFR DA JVADNABMDHRESNTHED .. BREFXRZHRELCBEDLS NS, BEY
PR D A )V ADBEEMEIC T D FRIRILZTT DIc. FANRSICHIL D THRD AV ADERZHER L. &
AlRSRIICEYIFNEZITOMNEN DD,

8.4 BADIREER T, . HFL\. ER. BR #EHILNBOSNTVDIEND, FARSHIE. BBED
BIRERR7ZH DOBMDBRFE RIS LS EFRZlE U,

8.5 ENANDIRKRERC. EBBRRERE *DROONCCENS. BEEOZVWERECRINEFEHREREA
ENRUBHRERBZTOLENDDCHEH U, BEENZVWEETE. REFICTDIKIHIEEKRE
DEER. RO7ILAUE. 7OTU/—)L(REBERIGIZR) FEDRSZERI DL, T, BS5®R G
(IR SERHMERE) FRREVERERE (HUD L, UVE. DILYDLEE) DAERUBHKEEIREFEZ
TV BEOREZIRRLERT HLEDH S (VI -8. -(1) EXFEIER EHIHIAEIR | DIRSRR)

* BBERRERE | LFPEEALE(CRDBESHRASRICHERINSILET. REORE. UVER. HUD ALHIRK
KOMACKEEN, SKREIME. SAYUDAME. &Y VERMIE. B b= BHOILY D AMIESEZFIE
TR CTHD . EEFAEMPIMERENECDIEN DD,

8.6 ENANDERREEEC. FRIRERE MEN RO SN EN'S. EHNICREZT OMEN DD IcHEE L
2o REIRSHIF. ENICRBEZTOBETDICRREL. ERDRO SNITHE(C[FHRSZFIET HIELE,
BYVFLEZTT D MED G S ([VIL -8. -(1) EXFEIER EHIHRAEIR | DIRSIR) .

8.7 ENNDIRIFAIRC. EELFBREENROSNcIEN D, EFNICHRBEZITOMNEN DD IcHEHE Uic,
RERSH(F. EHNICBREREZT DG EHERZ+D(CTV. BEEDRD SNIIHEICF. REIZRE.
FREXIREZRIETDEEBYFNEZT OLMENG S ([VIL. -8. -(1) EXFEIER EAIHIAEIR] DI

=N
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| VI. 22 (EALOEES) (BT 2ER |

8.8 ENNDERKRHERT. BHEIL7HRHONTIENS. EFRNICRAZTOMED DDCOHEE LT,
FERRSH(E. +DCHRREL. BEEDROONCHEICIE, BIBRERILEVEAL FERTOA FMEBEKER
RlDRSEEBIFULEZTV. HEICIHU THFRIDURESZER T DLEDD D,

6. HEDERZH I 2FAHICEHTIER
(D EHIE - BIEESDHDEFE

9.1 aiHiE - BEESDHZEE

9.1.1 FERERRIIISED VRO EETRES
FEERIRIMAEDRIR. BEITDHED DD, [1.6. 11.1.188]

9.1.2 BEREElDS 2 EE
BEMFDIECHAMENR U IMIWORAENRIET S EHHd. [7.7. 7.8, 7.10. 7.12. 8.2,
11.1.388]

9.1.3 [EzsBHERE (S M MIBEREST) DHdEE
BiBlEES (CX T DIEERILM EBIBANBEERORIET 2HTNH D 5.

9.1.4 YU RIA RICKDEEFBBEDEIEEDH 2 EE

9.1.5 BEFFR DA IV A+ v U7 DFEER (FEFERLE (HBsHREE . hDHBcHiAXIXHBsHi{AR )
FEIDRSEAARL G U CIREERBEPITR DA VAN —H—DEZF U VI %TI1EE. BRY
FER DA )V ADERMH DR PERORERICERET 2 & ABIDRS(ICRADBREFXRDAILA
DEEHEDHSONDTERSDD. [8.3. 11.1.488]

(FE3R)

9.1.1 ERNANDRREERT. REGFRIRIMSE R OMERENRESNTH O, RBEAIRMASAED I XV Z2ET D
FBETEF. FRICKDIERDFERNIEBRTDHTNHDD IR U, MEICIHU T, HMieE
X(FMEBREDRSZERIT D Eo

BEOSHEMEHEZNRE UAHES TRRAEER (MM-020588) 1517 R UERSS I AHRRELER
(MM-0255888) '819Cld. BESFELAITRIBERIRIEIED D WV ISFEREDBHEEDH S BE(CIL.
w54 nBE. BoFANUY AU YHDWNEDILT 7 UV ZERSL. T0%k, BRAS7 AU
VRISTEBEAYD B R T, TNLUNDRE(ICFERE? AU VN ENIMERDIRSHAERSE
FEStHEIE CARESNCTLIC,

SERBUHRBIIMRAZMH D BRELWIERE ZXNR & UTCHES MERAREER (MDS-004:8) 54 K
OBHEN(EBRORATHRAMMKY /) (EREZ R E UTCEWE 1 HEERAREER (ATLL-002518%) 57
([CHENTH. MiEYRTDHDHEBREICK U TIFRMERDFIMICRS SN,

BRI LaMORRMED V) EROBETY V) EREZNR E U EREE S I AR AREER (NHL-
007&88) 2520 [CHBNTIE. MIEFTIEAED Y R I DDDBETIF 7 ALY IR IFZDMDFHHE, Falk
MiFEIEAEDFR Y AT [CHDBETIFEDFEN/NU Y NI TURIEDILT 7 U VIS KD FRhBITUE
EfEZTD CENm<HERINTL,

R, AR SHOREBERIRIISAED U R VEZR(F TR (CBHASH TEFBEWVS, EREHED—+2JJ
W—=TIMWG) KD, FEIROYTU YA ROBFEZRIFTTCVNDLHEMBRERE (CHS D MEET
RUOEBHECHTHERENEENTRSNTCND, COHRT, Bib,. FRIRIMAEERAE (VTE) DBIE. SFHE.
TURORTFVROBHEDTFYX TV VOHAENVTEOU AR F TH D EHRETN TS,
AEAICKRUTE. SRMEERUTREZRDRMINEZRRIT D E.
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LFURZR/YU RTA RTHEROZHEMEHRIEBREICS (T IMREFHNUEIRICAT 2 RENES
(EEEHED—F>TJ)IL—7)
[VTEU RIREF]
VR IH# H

- fiE (BMI=30kg/m?2)
- VTEDELE
DRI T — T U/ R—AX—H—DHEH
EBOVER. BUBESR. BRR. 2ERLYE)
- VRIS (—RRSARISET. B, SMB)
CEF(TURORIFY)
- MRRERES
- ZDfth (RERAKRS)
REREDU R - EMTREAE RS
BRETFUXYYV > (2480me/B) EDHH
ABEREDURY - REVILET Y
- BRI EEEE

Palumbo A, et al.: Leukemia. 2008; 22: 414-423.(—&4%)

FEENDOURS

Ffe. COBETIF. BURZICRUTcimeR (P REUY . BHFANIUY DILT 7 UVIEE)D
FRANERS ORI N TS,

LFURIR/BURYA RTHEROSHEMEEREZEICH I 2 MBETFHRUERICET 2 RENENS
(EFEET—+>JJ)—7)

[VTEO PR & ER]
DRY FoB - EIE

ROWVWTNHDIEE
- URITRFOBEWVEE FAEU>81~325mgZ 1H1ERS
- FBEER/REBEED J A TEFH 1 DDHDERE

ROWVWTNHDIZE BDFANNUVIIT/+9)0)>240mg(4,.0001U) Z1H
- BEER/EEEEDOU A IAFH2DULDEE | 1HINESREREDDILT 7 U [BEEEREZEEL (INR)
OAEEEQOURIRFOHEHEE 2~3]

MERASHY (CIFERDBEARHIEICEDWVT., RETMEFHEZREL. BERADUII(CEDETHAETD, al
RO CIIEEELZ4~6 1 BRI EIT D,
Palumbo A, et al.: Leukemia. 2008; 22: 414-423.

A TFAEU DILT U BAFANINUVOFERICERUTE. ERMIXEBZATHERIT D E.

9.1.2 EANDIRKRFEC. FHRIKEMENOIVIWREMENRESNCH D, BRGNS BETIF. EF
IFFREEAMER O IV MRUBIAMENFEIR T 2 BZNHD D fehIRZR U (V. -5. EERLFERIGER
EZDEH]. VI -8. -(1) EXSEWERAEHHIER I DIRSR).

9.1.3 FAKRS®(C. ECEFBERDDDEREICHITDIEMHRIINR O EMEMIRBEREDD S FEICHITDE
B NEIROERO SN TND, FHEBERE(SMEFMRBERZST) DHDBECHAZRST D5
BlEFTRDISIRITDNED DD END. ARZRUIC,

9.1.4 YU RV A RICKRDEEFBHEIEDREREDDH SF[EClE. EFLHEEFINHEIRI 2HZTNDHDDCH.
ARZERRE U,

9.1.5 FAIRSEICBAFK DA )LVADNAEIINFHRESNTH D, BREFRERELCREBVSIENS. B
RFFR D A )V ADEEMEICN T IR ZIT Oz BRFFRDAIVAF v U7 DEREPEIHERROR
EICAAZRE5 T DHEE FIRERE PR DA VAN —H—DEZF UV IZ{TIIFE BERFX DA
IVADBEEMH EDEIEIERDFEIRICEIE T 2 & (VL -5. ERELEARFREZ DR | DIESHR) .
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| VI. 221t (FRALOEES) (CEIZEE |

(2)BHEEESEE
9.2 BHEEREESERE
KREENRURSERDBFHZERIT D LEBIC. BEOREZLDEEICHREL., AEEROERERICTD
ARTDCE, BWFADR<DODNDIBZNNDD. Fle. BRERSHNRILIDIEN DD, [7.1.
16.6.1. 17.1.3&8]
(A&EH)

FANE. ECREEAEEUTRPICHSND CEHHSNTEO (VL -7. HEfIDIESER) . BHEESER
B EIMBRENBEZNRE UTCEYBREEERR (HEAN) T, BEEE NCHWI U7 SV R(FE U FEIDER
BENENT 2 ENMESNTLD*44S ([VI. ZMENRBRICETSIER]. (VL -5. ERLEFKEREZDIE
HIDIESHR). DI, BREEEZDHDR[ECTIIENERNRIDSOHNDBZNNAGD (V. -8. BIEA
DIESR). Ffo. BEERENRILT DHZTNNDDcHIRZRUC. BHREREREICIRS T DRICIE.
FteFE- EDBEZNHVL -10. FHEDERZE I HEBE(60. 61 X—I)[CRSNTNDDTSRI D L.

BHERESEREICHITIIEEERERENR

<KBEDODSHEEEE>"

REBEOLH M BHEREZNRE UTCHES MARAREER (MM-020588) Tl&. RSFHBATIDCLANCL
=280mL/min(B#AEEER). CLa=50~<80mL/min(BEEB#REES). ClLa=30~<50mL/min(F%E
EBREES). CLa<30mL/min(BEEBHAERES) (CHIFTTHEERERORRIGZLE U, JLF7FZY
OUT7 SV ARDEEERERINRIELATDED

SUL7FZoUT7 S5 ARIOEEERFERENN | SHESE MK (MM-0205E58)

CLa<30mL/min | CL«=30~<50mL/min | CLe=50~<80mL/min| CLe=80mL/min
(n=92) (n=243) (n=492) (n=245)
BE=ER 92(100.0) 243(100.0) 489(99.4) 241(98.4)
EEUAZER 72(78.3) 169(69.5) 295(60.0) 131(53.5)
SEhDER 80(87.0) 208(85.6) 400(81.3) 198(80.8)
BEER
FECICE-TE
170185 27(11.1 35(7.1 729
Fm——— ( ) ( ) 7.1 (2.9
SH)MM-020RRIFCLABESE(C L CRBEZHEET 2 EMEESNT U, n(%)
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<BENXEHLEOZREERE> Y

BEN(FELMDOZHREEHERE T NRE UHES DERREER (MM-009:8. MM-01058R) T3,
BSFEBIDOI L7 F 220U TS5V A(CLla) 50<CLa<60mML/minT&H o fcEE. Claz=B0mL/min
CTHORHCHTERORRIGZLERUIC. JUT7FZUIUTP SV AFIOBEERFERNRIELITD
D,

IUL7FZUoU7 5V AFDOEEERERNNR | HHESS MEERAREER (MM-009/0 1 0::8%)

50<CLx<B60mL/min ClLer260mL/min
(n=40) (n=243) PiE

Grade 3/4(%) 95 77

YRR AME 52 32

M) iRREAMEE 25 9

Him 18 5 <005

{&AHY D LINE 12 4

2RI ERE] 8 <1
EE (%) 70 51 <0.05

¥ AEBREIES L7 F A >2.5me/dLZRAEREE LTHD. BRAERIDERSSHFEIFITON TV,
(BAEREEREORRASERIINL -10. BFEDERZEH I DEEIDIESR)

(B FEEEEEE
FRESNTLIEL

(4)ETEREZ= T T 9E

9.4 LIEREZHT E

9.4.1 {HIRT HEIREDH D LMICIF. FEIRSHIBABBIINUOFFIRSHIIBIHN SR SHINEH
FCICHERAEZRREL. HIRLTCVWEWC EZBRRICKREZRRIT L, Ffeo FEIDA
BRI ABREZBAEVERC. FFDRSHE T DRIEFFIRSE TRROFHRSE T 4BE®
([CHIRIRBEZRIET & C Lo REMITPEABBN SRS TABFRE T, MI5ZTO5HG
(&) (= b F—EHICBO TEWNFRIDEDOREZRE (B Ep eI F—LAZER) S, B
ZETUCVWS CLEZTDICHERT D&, BB, FAIDRSHBFRICHIRAFRONDHIZE(CIE.
BES(CARIDRSZHILEL. EMEFIOEEITDLOTEZIREITHE, [1.3. 9.55/K]

9.4.2 BHI(CF. BRERTABERFT T, U517 OHEEHD THFBIDEDREZHIE (B1EE
MFIY R—L7ZER)TE. BREZETUCWVNS I EZTDICHERI DL, Ffco COHBH
(IR EDMTHIIITOEIFEVNC L, [1.4. 16.388]

(FEER)
VI -1. BEAS L ZOER|DESR

(5) itim

9.5 iIiw

FEENFHERLU TV IREMDD D LECF RS UIFWC & DI AL TOEIEFRES MR TIE.
FIRPICL T U RS FERSSNCREYORIEICEHTENRO SNic. LU RS MEE hCESEIEZ
BIHOREENDD, [1.1-1.3. 2.1, 2.2, 94.1. 11.1.188/H]

(A&EH)
A=A Y ZRVCEEFRES AR T, BEYORIEICEHE GHIL. MENUREBDEHFLLELE)DERHS5NT

[s/]¥}

BOH (K. -2. -(B) ELIERESEHER I DIESR) . AFlSE M CESEEZE T DEREMN DD ICHRE LT,
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(B6)#%7LIm

9.6 &IR

RIPOLEICEFRE UIFNWCENETULLID, PO ZRTRSITDHEICIFHRAZHRLESED &
(A&EH)

FHRDHAFNDBITHIC OV TCIEFRET SN TH ST ZEEDHEIZLL TLEWC EDBERE LT,

(7)IMR

9.7 INR
INBEZERR E U BRRE R IEE=NE L TULEL,

(#2ER)
INEFICH T DAFIDZEMICOVTIFRETSNTH ST, ZEMEEFHEIZLTLEWC EDBERE LTz,

(8)EEmE
9.8 E#EE
BEOREZHRULGNSEE(CRETHIE, —MRICEEKENMETLTLD,

(B25R)
—MRICHEE CIFEEBEMETUTHD. BREMETUTVDIHEIIC, FFIDMEREFRERBHHR NEE
(AUC)HAEIIL T, BEARN @< HOSDNDBZND DD ENSKRELIZ(IV. -3. FRERUHEIDIA

173
SH),

<KBEDSHIEEREE>

BEROLFHMEBREREZNRE UHES NERREER (MM-02058R) T, FinhllC>75m0DEE <75
RO CASEROEFIN LR UICECD. =70mDEICHER> 70RO CERFEEEROEREG
(F10%U L&D 2T2BDD. Grade 3/4DBEEERDFEIRENG (CRETLEFERHED DT,

FEBIOBEEFRERIAN : HES LAERRAER (MM-0205158)

=75i%(n=695) >75i%(n=377)
BEER 688(99.0%) 377(100.0%)
ERTEESER 401(57.7%) 266(70.6%)
Grade 3/4DFEEZEER 559(80.4%) 327(86.7%)
RCICESBSER 39(5.6%) 47(12.5%)

n(%)
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<BEXEHLEOZFRIEEHE> 2
BEMNSEAMOLHEEBHBEREZNR E UHES IHERAEER (MM-0095:8. MM-01058R) C. &
fn& (>60m) kS (S65m) COREERDERINIZHERE UIcECS, FHEICH DD STEAICH
EERDRBHSNC, Flo. BERLFEZER. adBRPULICESCATERORIREGF. HRABGRURIREEE
B, SMETISMELDED DI,

FEBIOBFEBRERINR - NESE MEERKHER(MM-009/010558)

LU R= R25mg+FFY X5V 240mg FH+Y X5 40mg

=65@(n=207) | >65#((n=146) | <65@(n=212) | >B5#(n=138)
HEFR 207(100.0%) 146(100.0%) 212(100.0%) 138(100.0%)
ERUEEER 97 (46.9%) 95(65.1%) 87(41.0%) 73(52.9%)
fgiﬁ;; S 42203%) 42(28.8%) 29(13.7%) 32(23.2%)

n(%)

SERBARMMRAER S BRI MERE

SEREFRIIERE S BREMEREREE NS & LIS EES [EERRE (MDS-00358) T, &
#% (>658) SIEHE (S65H) COREERORRIRRELR UIZEC 5. SREICHDDSTLHICE
SHSHRH SNz, Ffo. Grade 3/ADEEEERUEHELAEEZORRLIAE. BHETHEHEL
D& STz,

FiplDBEEIRERINNR : SESE I 188K (MDS-00355%)

=65m(n=48) >B65m(n=100)
BEER 48(100.0%) 100(100.0%)
Grade 3/4DBEEER 43(89.6%) 97(97.0%)
EEUEEER 22(45.8%) 67(67.0%)

n(%)

BRENEHAMEOMATHIZAmREY 2/ (B

BRENIIBRORATHRBMED > EREZNRE UTcENS I RERREER (ATLL-002518) 7 T,
FhlCD D OO TEBRECTHEERDRBO SN, Ffc. Grade 3/40FEFEER. EELBETEROLITN
B, FiBIORREGICKEFEVIIED ofc.

BREX(EFHEAMORERMLY ) FERUDEFE Y ) B

BREX(EHE M ORRIED ) BERODEE Y /) (BREZNR E U ERHEESE MEMRREER (NHL-00 75
§2)2520(CHNTC. BEBRAERNNZOOmABDERE. 6OmLU LDOBETHR U, BERRIIFHEICH
MHOSFFELTDEREICRO SN, Grade3/4ADHEEEZNUEELHEEROHRIREIGIF. LFU RS
R+ UYFIYTHAREZTOICR?EF C. BOmANBDEBRE TN TBORIULDBET10%LL EEN DT,

FEBIOFEEBRERIAN | EIFHESE MARERKER (NHL-00758%)

Regf RitE2Jhas
<65i%(n=96) 2655%(n=80) <65m%(n=107) 265 (n=73)
BEER 95(99.0%) 79(98.8%) 103(96.3%) 70(95.9%)
;r;c;;/&]) B60(62.5%) 61(76.3%) 35(32.7%) 23(31.5%)
EETHEER 18(18.8%) 27(33.8%) 12(11.2%) 13(17.8%)
Regt . U R R20mg+ U W+ 2J375meg/m?  Rit&dEt | 75 h+U Y+ TJ375mg/ma n(%)
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7. HE{EA
(DFRZEREZDIER
E192%
)HAFEEZDIER
10. tBE{EH
10.2 HEAFEWWHRAISEFRT S L)
ERIRE BRREIR - BEEAE rr - ERET
T ZRIF A+ VOMBEREELEN | #5AH
(d+v %) FTDHDEDHRENDDDT. HHAH
[16.7.188] IHEEICIFEFRETD &
(FBER)

FEEIFYTURREIOHBICKD, I+ OMEEFRENENT D EDWENH DT, HATDHEIC
(& MY IFIVREZEEZSI UV I ZSUTDIFREZTD CENUNETHD.
BB, VIFVVICRDFRDEYENENDFEILERD SN TV,

<HBEADF—5 >

BERHEA9FIZNRIC. ZEERTSERNERS VY AME2HIOXA —/\—FRICKD., VU RI &
VX VOEYHEEERZRS Ufc, UFU RS R10mgRIFT75 Rz 151 78BRERS L. &5
DOBHBICY I+ 0.5mgZzEEROKS Ulc, TOER., U U RS FRETFTOIIF 7 DCmax,
AUC=ELF U R= RIHESTICHEANK 4% L. te(PRE) DERUTC, —75. IIFIVELUFTUR
= FOEYEREICHEZERIFTESED DT,

LU R MESHEEROIIFY V OFYENREINS X —5

STAENHE LFURS K SETIIH %
INSX—% B5T HRS5T [90%{EFEXR]
/) 500210611 17980635 113050
(n=17) (n=17) [99.15~130.96°]
20.89+6.145 19.656+5.9034 108.30°
AUCk(ng - hr/mL) (n=17) (n=17) [100.20~117.04¢]
30178618 26.09+6.128 113500
AT = i) (n=13) (n=12) [100.52~128.20]
. 1.00(1.00~3.00) 1.00(1.00~3.00) 0.0000°
(n=17) (=17) [—0.5000~0.0000¢]
o) 36.87+6.704 3168+5452 5.1942°
(n=13) (n=12) [0.4746~10.0860°]

F9E+SD(n : FHEHIE)

a : RRIE (B/IME~RANE)

b FIH% R U O0%IEREX I Cmax. AUC-DHEATIINSEH UTe
C : RRBEOERUHIREDZEDIOVERXBZR Ul

a
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8. 8lfER

11. BHER

ROEHWERANGHSNONS I EDNDDD T, BHEZTHITTL. EEDROSNHEICIFREZHIET DI
CEUIFLEZTD o

(1) EXEIER EAIHBAEIR

11.1.1
11.1.2
11.1.3

11.1.4

11.1.56

11.1.6

11.1.7

11.1.8

11.1.9

11.1.10

11.1.11

11.1.12

11.
11.
11.
11.

13
.14
.15
.16

—_— ) ot

11.1.17

11.1.18

11.1 EXFEIEA

PRERERIRIMAREE (6.2%) . FHZARAE (3.0%) [1.6. 9.1.158]

RitEZE, —BMMREMmFEME(1.5%)

BB

SMERRAME (1.1%). iFHPEREAME (40.1%). IVIMRBIAME (19.2%). &M (20.4%). %
BT REGHAME (2.2%) EOBRIIFINGDG SHOND T ENHDD. Bd. MRS HE Ul
fER. HEBRMEDHMICE S ITEADIRESNTWVD, [7.7. 7.8, 7.10. 7.12. 8.2,
9.1.2&/]

RERRE (22.0%)

ffis, MUMAFEDEEERLEND S5ONDENGDD. Fio. BEFFRD AL ADEEMEL
RHESHNSTENDD. [8.3. 9.1.588]

ETHS R R ERIE (PML) BaEAER)

AEPE SRR SR TRIFBEEDREZT2ICHRRL. BERES. RAES. MEER (B
. EEME) . SEESEDERDD SONCHEEF. MRICKDEREZM MU KNS ERIRE
EIDEEDIC, \BEERIEL. BYFLBZITD C &,

B IRERAE IR B¥ (Stevens-JohnsonfE(REE) . HEMRRIRIEE (Toxic Epidermal
Necrolysis:TEN) (0.1%)

BEE

PF T4 5FI—(REARR). MEFEGEERH). #2Z(14.0%). EMZ(0.6%)EFDEH
ENHHONDENDD.

[ESRRIRAEIREE (0.2%)

EENROONCBAICFESICRSERIEL. BYFLEZTL. RN EET DFETES
DREZTDICERRI D&, [B.55H]

BB ATEE (0.3%)

IDEREE, D2, TER

IDVEEZE (0.4%). 1DAE(1.1%) . DEMEIZFDRENR(3.1%) NRESNTLD,
RIHHIEEE

ERE(7.5%). FEEZ1—0/F—(5.5%). FREHFK(3.3%). HHET(2.2%)FDHRE
FHRESNRESNTUD,

FRIRBRIEREIR TEE (0.9%)

[8.62H]

HIEEZFL(0.1%)

EIHEmE (0.4%)

=& (SEENER)

FresaerEE. |E(3.9%)

AST. ALT. y-GTPLIEZ# SRS, BENDHSDONEEN DD,
BELERE(2.2%)

BALEDEELBEENDSONDTENDD. [8.781]

SR (BEE )

HR R U TV S AIREM DD D LEICF RS UIEWLW T &, [9.588]
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(A&EH)
11.1.1

11.1.2

11.1.3

11.1.4

11.1.5

11.1.6

| VI. 221t (FRALOEES) (CEIZEE |

LU R RERESNETF U ATV Y EDOHARSOHEENT (BT NRIESIE 1 ,4396)) XU
DY Y T EOHBRS (BITURIERNR 1 766 T3, FREBERIRIMEENO8HI(6.8%) U261
(1.1%). FZEAENASH(3.1%) RU4AHI(2.3%) [CEBH ST,
REBERARIIARIE S U ZEEARED RN D 2RI AL (FNIC LAR) DREAR - %8 - LU, jafE.
RADEYIN. B DIMEBELE 2HFERDOEICTDITEFRE T DHENDD . BEEDRDONCEH
BICF. B5ZRIE UEYIENEZITD LD FRZERUIC.

LU RS RIS NETF I XSV Y EDOHRRSOHEENT AT RIES 1 ,4394) KU
YT TEDHAKRS BITHREGE1766)) TlEd. MEERU—EMKEMRAEIEN23H!
(1.8%) XU 141(0.6%) (CERH SN,

AEIGSHFETDCEREZTV. EBDROONCBERICE RS ZHRIET HE BYSLEZTTD
END D,

LU RS R8RS ETFYXTY Y EOHARSDOHGENT FEITWRAESI21.4394%1)) KU
Y+ TEDHAKRS (BATRREG N 764)) TlE. NMEEAEN 1 761(1.2%) RO 14l
(0.6%). WFERERHAMEFD495(38.2%) KU98HI(55.7%). BHMEKEAMENY 155%](10.8%)
RU464)(26.1%). MIEAMEN28641(19.9%) KU24%](13.6%). BImMH3084H|
(21.4%)RuU2261(12.5%). U EGHAMEN99M] (6.9%) XU 1361(7.4%) . FENETF IR
TAMED3061(2.1%) RUBHI(2.8%) [CERH BN,

AEIESHIE. BEEINHEINDONND T ENDDDT. EHRNICREZITOIFEHRRZ+2ITTL.
BB ZIT O MEND Do

LU RS RSN ETFY XYV Y EOHBARSOH T FBITWRAESIE1 .4394)) KU
UWHITEDHABIRS (BITYRENE 1 766)) Tlk, BREENI08FI(21.4%) RU48H|
(27.3%) [CRHSNTc. BIEICDOVT, FEFGSHIEHNTIREZIT D EEHRERZ 217U,
EEDROSNICHZAIC(F. &5ZH1E UBYFLEZTOUNEND D,

Ffc. BEIFFRD A )V AREN UOBFRROEHEZHETR U, HE(CIL U TARIR SHIICEYENEZ
7OV TENICHRDAIVARY—D—DEZY U VI ZTIIEE, BRFFRD A )L ADBEEEEDE
RPERDEIRITERT DT &

HENICBVTAR EDEEUNEE CEHEVETHL R EBERME (Progressive Multifocal
Leukoencephalopathy : PML)DEBRESNTH O, HLEICESHDBHEHHN TS, BB, ]|
ESNCERDZ L TIE. THFIAYY Y EOHAPRBEINEHEZEEDREREND O fc, EITHS
KUERBMEDERNOEIRICER L. ETHLREBEMEDRONIZEIE. REIDRSZHILE
U TR Z1T DM END Do

LU RS R8RS NETFY XYV Y EDOHBARSOHEENT FBITWRAESIE1 .43941) KU
DY T EOHARS BTIREGIE 766) Tl&. KEHSEIRAERE (Stevens-JohnsonfiE
1&8%) R UHPEs 4RI IEE (Toxic Epidermal Necrolysis @ TEN) Y141 (0.1%) R OOBIICEEH 5
nic.

AEESHIFEREZ+2(TTV. ESB(B8.0CLLE) ZHEDHEDRNIE. REXEE, KB, UHAE
EDIERDEONICHEAF. BEICRSZHRIEL. THPHISEYENEZTONENDD.
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Stevens-JohnsonfE{&Ef - PEHERIEILEZ FIR U IS EESI D#FiE

fiE Bl

60, B

RE&E

LHMLEHEE

BHMERE - SHHE BMERE. DEEX

HAZEH)

THEYXTY40meg/BI(ZFEEEHE). U/ TU)Lbmg/B8(BEMEE). /(= ROx—bh. 7220
EILEE (OBANLXR)

®’5HME LU R= h25mg/BIRE5 =R,

HEAICHEWC, EZFOF. AikE. B/, TRICEHAMLUOORRENFHIR.

B, . BEEE. BEICEREDEEDH 5N,

QR UL EEICKE. OEOREEROMERICTUSADH 515,

BERM. ZJVAF—RR BEERDD.

FRERDIONDEEHHEE L. 75D DEMLIC[FKEDFHR,

BLERIEEEFEEAERDESNT,

EHORBERIC, BEEREX (REMMERRRUBEEORELRZHE. HEHOBCHE7 R h—2 X,

5HEB

=B - B BERREIERSEDEEL) ZHER.

Stevens-JohnsonfEf&EE. hEHEREZIBILIEIC KD ART.

788 LU K= RZrLE,

(&5hIEH) TURZVOVRUREIOTUVEET. VI VBNaEE(IC K D8E A,
Fie. BRRUBMRE/INS VARRRICEZIU VY,

AR DB XIRT . OUFAMOMMREDRR. MEEET. MKEE—HT DiMMmEBE iR
(AR R U CRELRL).

SRABXRTOA RAL FIER. SRR A REIOTUVEIICTRRT ©. REMRMIRILE
DEFEICKDIET,

A S520HE

T ZOLRAF—RR | IEERKERELECBVC., KEORVREEICETEE TRIFNEBEZINA D BB ICRERBE O KEZED

11.1.7

11.1.8

BDER

LU RS P8BS NETFI XSV Y EOHRRSOHEET (BTN REGIE 43960 KU
Y2 TEOHABIRES FATHSRIESIE ] 7661) Tld. FZ21141(14.7%) XU 1561(8.5%).
EMEZ761(0.5%) RU3B1.7% HEBHEN. PFJ45F I —RUOMEZFEFRDSNE
Ja)iY ralt

AEIRSHE. BBIENDSDONSDZENDHHDT, HEZ DTV, EENRDSNIIHZEICE.
’BE5ZHRIETDEE, BUFNBZITOUNED DD,

LU RS RPEMBIESNETFI XSV Y EOHRRSOHEET (BTN RAEGIE . 43960 U
UYH YT EOHARS FATUIRESNR 1 7641) TlE. BRARRERE*H261(0.1%) KU 24
(1.19%) ICRD BNz,

BIClE. BRRRERBEZHETHIEMNDD. BEENSVEETCE. REEICTDIEKIHE
HBEREBOMER. RO7I)ILAUML, 7OTU /—)LREESINHE) ILEDRSZEEBIT D E. &
fo. ®£5% (FICKRSERHAR) IRBECERERE (DUD L, UVE. HILYDLEE) DAIER
OBHEERBEREZTV. BEDOREZIRREHRT DUNENDD.

*ERERERE PR ELEICIDBEMENASHMICHERINS LT, XEOKE. UVE., AUDLR

HRRAK O MAICKRE SN, SREIME. &Y DAME. §YVERMAE. B F—YR BAHILYD A

MAFEZFIET DIEREF CHD . ERGTAEMPIUE LRSI LENDD

DERER.

[5Z] LT U RI R+FFUXESV VU HBREAIC K DERHEERIFO T (Expert TLS panel consensus &)

TLS (Tumour Lysis Syndrome) panel consensus Cl&. ZFEUEHIESEBFHIBEREEOERD R 7ERBICHFEIN. BEDIRRE

o

Kowta, 7OTU /—)URSHFHLES UTHERSINTLERTD,
Cairo MS, et al.: Br J Haematol. 2010; 149: 578-586.
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IS BRIREIREY 2 IR U Ie N EESI D8

fE Bl B0, Bt
FRE SR BB
BSELA LFU RS R30me/BR5 %514,
488 S UFFZ2.5me/dl. BUNSOme/dL. M/WR55,000/ul
6EE RE10.6me/dL. AU LAB.6mEg/L. UVE5.4me/dL. L FFZ3.2me/dL. BUNG1me/
Gasmrg)  |0b MA4R45.000/ULT. EEEHSREIREE S M/ MREMEZ SR UAR.
e = UFU RS REHIEL. @& RO7ZILAUAL. BZESERE,
’ EEE R#6.5me/dL. HUDLA.AmEg/L. UVE3.1me/dL. ZLF7F=>2.0me/dL. BUN39mg/dL.
(it S2HE) |M/\R30,000/uLT. EERBEREITELAL. BEUCRETER.
1088 o= e i
(ZSEmEE) LU RS R15me/BTIRS5%EH.
2508 /KRN ER IR,

11.1.9 LU RS REBRBSXNETFIXTV Y EOHBRSDOHEGENT BT SRIEE ] .43961) XU

DY+ TEOHABERS BATNRIESE 1 766) Tld. EEMAMERNSH(0.3%) XU 0F

HHMNE

—=A
=Ry

FHRBESHETDICHERZTV. BEITHU. WEXERPEECTHRESFZXEL. EEDERHON
EBEICIE. BEBICREGZHRIEL. AT0A MEAFOBUFNEZITOLUED DD,
IS M AhR S 7 FEIR U T AERI D28

T fl 70t LiEER)
ERE SRIEBHE
BRAERE - S [H[SIEE
BSRAEA LFU RS ReBme/BE 194 2)L(21 BE) 185,
191 OIS % |1 91 2B 5%8HABICREDMENR S (CRP2.52me/dL) Z3BH IO ABz.
8HHE LR TOFH Y =R,
MIEBCTICT. BEMAR. MEBODEKERDD. T, BMERIESDD.
9~108E XFIVTIURZVOY, THT7VEVEEE. BRSO AYYoOC IV EH#BER. CMV, 7IN)LFE
) WA, VIR,
=8 - 18 g 255 A REIS%E. CRPIZ0.37ma/dLIE .
1488 38 BCDRIMERD. DRBRPTA ITSAVBLERNT /A=A,
tI T LB, RAEONEERN T EY U VR,
1588 PO=p'62.8Torr& ik ofefesh. BRIREBIA.
BEMRADEARES LTI R YOV NAREIMA.
19HE MIERCT(C CRIE AN D& 253, {EEESRIMAE B8 (P0=80.1Torr)., MIREDHE,
T fl 70t BEHEGIE)
ESE SRIEDE
1BSRaAA FEYAYIUHAICT. LU RS RoEme/ B35 %04,
2nB% RERBEDRIA T AR,
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11L.1.11 UFU R REREZSNETFIXTY Y EOHBRSDOHEGENT BT RIELIE.43961) XU
UYVFIRTEOHAKRS (BTRSIELNR 1766 Cld, RHEMRERE -1 —0/(F—1"1684%l
(11.7%) RU6HI(3.4%). #EEEH11641(8.1%)RULHI(2.8%). K#EHZ1—0/(F—H
8741(6.0%) RU261(1.1%). BREMMHS526(3.6%) XU 14I(0.6%). BHETHI6H
(2.5%) RUOBIICERDH 5Nz,
FERSHREFTDICEREZTV. EBORDONCHEICEFKRSZRIETDEE, BUFLEZTD
WENH D

11.1.12 UF U R RERKRSXNETF XYY Y EOHARSDOHEENT BT RELIE1.43961) XU
DY+ T EOHBIRSG BATNRIESE 766]) Tld. FRRIRIEARE TEN1261(0.8%) KU
261(1.1%) [CEBH SNz,
FARRESPEFERNCREZITORETDICHREZTL. EBNROONBEICIRSZHIET D
FE BYFLEZITOMEND D,

11113 LU RS RERBSXNETFIX TV Y EOHBRSDOHEENT BT RIEE.43961) XU
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DY T EOHBRS (BITURESE 1 7661) Tl&. EIxrHEmEN74(0.5%) RO OHIICER
HHNIZ,
FERSHREFE TR ICEREZTV. EBDRDONCHEICIFKRSZRIETHEE, BUFLEZTD
WENH D

11.1.15 EASHCHENT, MlREICFAIDRS(CKDERBZBDITIEFNRESNTLD,
FEIRSHREFE TR (CHREZITV. EBORDONCHEICIFKRSZRIETDEE, BUFLEZTD
WENH Do

11.1.16 LU = RERMKRSXNETFYX TV Y EOHBRSDHEENT BT RIEE.4396) XU
UV T EDHBIRS BTSIESE 1 768 TlE. FFEEREROEENI7H(2.6%) KU
26%1(14.8%) [CERH SN,
FARSH(E. EHNICAHEEREZT O BFEHEZTD(CTV. EEDRDOSNHEICF. T
EHE. NEN(FRGZPILET DEEBYFNEZITOUNENDD D,

11107 UFU RS RERBSXNETFYUX TV Y EOHBERSDOHGENT BT SRIEME 43961 XU
UV T EDOHARS (BATHREGIE 7641) TIE. EELBERENISH (2.4%) XU 14l
(0.6%) [CERH SN,
FARRSHE. ERNICEREEREZTOFREBERZ TV EEDROSNIHZE(CF. FF
ZRE. RENIREZHIET HEEBUFLEZTT OUEND D,

11118 EETHHTU XA RTIE & FCTEFEMEDHRESN TS,
BB FEIDHZ O ATV COEIEFREEMEABR T, HIRFRICREAZIRSSNICBEYDRKREICE
EDERRHSN. b hNCTHEFEEZET DIEENDS (K. -2. -(5) EiEFRESUHRIOIESR),
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Bl RORRINR—5

EM5E O 18ERARER (MM-025 8% TOL U RS R+ FF YAV VAREEORIER (RRRBEEREEZZ20)

R
¥:LFU RS REDOBIEMNERE CEFEVEIER
2Grade | Grade 3LLE £CGrade | Grade 3Bk
FEATRI SR BIER 26 1BER 1( 3.8) 0( 0.0)
FIRHIE (%) 25(96.2) | 15(57.7) | |—f&% - £BBESKUIRSEIDIRE 6(23.1) 0( 0.0
REE KUK MERES 20(76.9) 4(15.4) Bk 3(11.5) 0( 0.0
e 12(48.2) 2( 7.7) k) 1( 3.8) 0( 0.0)
RE%IE 3(11.5) 0( 0.0) RAHMEFE 1( 3.8) 0( 0.0
Z SEEIE 3(11.5) 0( 0.0 FHE 1(.38) 0( 0.0
RNRREE N 3(11.5) 1( 3.8) KRB LUREES 4(15.4) 1( 3.8)
B2 20 7.7) 0( 0.0) REGHE 2(7.7) 0( 0.0)
TP B R 1( 3.8) 0( 0.0 iyl s FNiiltnd 1( 3.8) 0( 0.0)
RRERZ RE 1( 3.8) 0( 0.0) &Y LMAE 1( 3.8) 0( 0.0
HIBE 1( 38) 0( 0.0 18U >/ BRIMIE 1( 38) 0( 0.0)
] 1( 3.8) 0( 0.0) [E BRI (R T 1( 3.8) 1(38)
RER 1( 3.8) 0( 0.0 BRAES LUFERE 3(11.5) 2( 7.7)
hES RS 1(.38) 1( 3.8) fibk 20 7.7) 2(7.7)
BiEEE 12(46.2) 0( 0.0 ISuEmk 1( 3.8) 0( 0.0)
e 6(23.1) 0( 0.0) FRESREZ 1(.3.8) 1(.38)
ORIk 3(11.5) 0( 0.0) BRARIRE 3(11.5) 1( 3.8)
A 20 7.7) 0( 0.0 FEHD 2(7.7) 0( 0.0)
LiEttE 1( 38) 0( 0.0) PSZUTPZ/MSVATIS—EEM  1( 3.8) 0( 0.0)
KiEk 1( 3.8) 0( 0.0) PRNSFUBTI/NSVATIS—EEM|  1( 3.8) 0( 0.0)
CIREzIE 1( 38) 0( 0.0) SURATPES TR 1(.38) 1(.38)
Bk 1( 3.8) 0( 0.0 BERRS LURSHEES 3(11.5) 0( 0.0)
ALUDR 1( 38) 0( 0.0) AR 2( 7.7) 0( 0.0)
B 1( 3.8) 0( 0.0) BhPTES 1(.38) 0( 0.0)
REER 1( 3.8) 0( 0.0) FIREs. HIE8EH KUHRES 3(11.5) 1( 3.8)
MEt 1(.3.8) 0( 0.0) DR PR 2 20 7.7) 0( 0.0
MRBKROD V) RES 10(38.5) | 10(38.5) Lpo<D 1( 3.8) 0( 0.0)
SF PIRRIAME 7(26.9) 6(23.1) BB VIR 1(.3.8) 1(38)
/) \BRRIAME 6(23.1) 4(15.4) MEREE 3(11.5) 0( 0.0)
&m 5(19.2) 4(15.4) {RIE 2( 7.7) 0( 0.0)
HMERBIAME 5(19.2) 3(11.5) IREPEFRIIATAE 1( 3.8) 0( 0.0)
U > ) CERGRIAMIE 2( 7.7) 1( 3.8) DS 1( 3.8) 1( 3.8)
HERES 9(34.8) 0( 0.0) BRI 1(.3.8) 1(.38)
IRE S 3(11.5) 0( 0.0 FrEERES 1( 3.8) 1( 3.8)
RS 2(7.7) 0( 0.0) ATHAERE 1( 3.8) 1(.3.8)
FENEDHEN 1( 38) 0( 0.0) feflESs 1( 3.8) 0( 0.0)
B 1( 3.8) 0( 0.0) T BRAE 1(38) 0( 0.0
KTRIDIRAE 1(38) 0( 0.0

MedDRA/J21.0 @ PT T&EfT LT,

SES MARERAREER (MM-020 iER) TOLFU RS R+FFU XSV V/HANOEIER (RRREEREZZ0)

R
¥ U RS REDBEBEMEDSE CERVENER
2£Grade \ Grade 3 E £Grade |Grade 3 E
BRATI R ABIEL 532 BE BRI 7(1.3) 0( 0.0)
RIRGIE (%) 482(90.6) | 343(64.5) 7 IYMEES 6( 1.1) 1( 0.2)
MEB RV VIRES 272(51.1) | 185(34.8) OSSR 5( 09 0( 0.0)
SFERERORIAME 169(31.8) | 140(26.3) Ok 4( 0.8) 0( 0.0)
=il 125(23.5) | 48( 9.0) _HEEEBRE 3( 0.6) 0( 0.0)
M/ RRIAMEE 86(16.2) | 36( 6.8) rNIEES 3( 0.6) 0( 0.0)
BIMERRAME 56(10.5) | 23( 4.3) BREERERE 3( 0.6) 0( 0.0)
U > ) ERIEAME 43( 8.1) | 20( 3.8) iAilE N3 2( 04) 2( 04
FHB T RERRIAME 6( 1.1) 5( 0.9 BBES 2( 04) 0( 0.0)
SLIMERRAME 5( 0.9 1( 0.2) DS 2( 0.4) 0o( 0.0)
A MFEAEDENESD 3( 0.6) 0( 0.0) R 2( 04) 0( 0.0)
ST ESERIENOAE 2( 0.4) 0( 0.0) ODERT 2( 04) 0( 0.0)
BImEKIBINAE 2( 04) 1( 0.2) RS ER ANk 1( 0.2) 0( 0.0)
RINEE 1( 0.2) 0( 0.0) T 1( 0.2) 0( 0.0)
ANEJOE VIME 1( 0.2 0o( 0.0) ATP95cEE 1 0.2) 0o( 0.0)
pnlEz=yinl 1( 0.2) 1( 0.2) BLY 1( 0.2) 0( 0.0)
BhElEE 250(47.0) 30( 5.6) ShaHm 1( 0.2) 1( 0.2
L)) 119(22.4) 10( 1.9) BEPYSE 1( 0.2) 0( 0.0)
TH 112(21.1) 13( 2.4) &8 1( 0.2 0o( 0.0)
=D 49( 9.2) 2( 0.4) R 1( 0.2) 0( 0.0)
COANEz g 19( 3.6) 0( 0.0) FREMEA DR 1( 0.2) 0( 0.0)
iR 15( 2.8) 1( 0.2) fEEREMm 1( 0.2) 1( 0.2)
Mt 13( 24) 1( 0.2 BB RRE 1( 0.2) 0( 0.0)
JHIEAR 9( 1.7) 0( 0.0) I RBER 1( 0.2) 1( 0.2)
] 9( 1.7) 0( 0.0) O Uk 1( 0.2) 0( 0.0)
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£Grade |Grade 3Lt £Grade |Grade 3Lt

ETIRERE 1( 0.2 0( 0.0) PER BN Z 4( 0.8) 2( 04)
WTRIEB R 1( 0.2) 1( 0.2 EE4EE 4( 0.8) 0( 0.0)
I RAREE 1( 0.2) 0( 0.0) T OFEMRE 4( 0.8) 0( 0.0)
Eopkaicd 1(0.2) 0( 0.0) 3 HAE 3( 0.6) 0( 0.0)
HRREE 238(44.7) 37( 7.0) Bt 3( 0.6) 0( 0.0)
KEMREZ 1 —0O/(F— 85(16.0) 5( 0.9) 7 UILF—EEERX 2( 04) 0( 0.0)
FERE 56(10.5) 0o( 0.0) p=423 2( 0.4) 0( 0.0)
FEMEZ2—0/)(F— 29( 5.5) 12( 2.3) 57 2( 0.4) 0( 0.0)
KEES 27( 5.1) 1( 0.2) KEES 2( 04) 1( 0.2
Rk 23( 4.3) 0( 0.0) Ay 1( 0.2 0o( 0.0
IR 23( 4.9) 1( 0.2 ST IR R 1(0.2) 0( 0.0)
FENESH TN 21( 39 0( 0.0) KiE 1( 0.2) 1(0.2)
BV 13( 24) 0( 0.0) FEMERX 1( 0.2 1( 0.2
REEES) — 1 —0/)(F— 13( 2.4) 4( 0.8) MEEE 1( 0.2) 0o( 0.0)
BEERE 8( 1.5) 1( 0.2 SRR ER 1( 0.2 0( 0.0)
R EES 7(1.3) 1( 0.2) KU IR R 1( 0.2 0( 0.0)
SCiEEE 7(1.3) 1( 0.2 ity 1( 0.2 0( 0.0)
SR 1—0O)\F— 7(1.3) 1( 0.2) R 4T 1( 0.2 0( 0.0)
S 7(1.3) 0( 0.0) EERRRER 1( 0.2) 0( 0.0)
BREHE 6( 1.1) 0( 0.0) BAafk 1( 0.2 0( 0.0)
K 4( 0.8) 4( 0.8) T8 1( 0.2) 0( 0.0)
SERNEES 2( 04) 0( 0.0) ORI 1( 0.2 0( 0.0)
A AZ M 2( 04) 2( 0.4) EfLEZ 1( 0.2 0( 0.0)
MMIMEFIE 2( 04) 2( 04) b 27N 2 1( 0.2 0( 0.0)
ISEERpES] 2( 0.4) 0o( 0.0) BE 1( 0.2 0o( 0.0)
FEER 2( 0.4) 1( 0.2) 2 ERIB 1(0.2) 0( 0.0)
RS ES) — 1 —0O/)F— 2( 04) 2( 04) 2 ERERE 1( 0.2 0( 0.0)
— B EIMFEIE 2( 04) 0( 0.0) FEBE 1( 0.2) 0( 0.0)
= 1( 0.2 0( 0.0) rhES 4R S IETERRARAE 1( 0.2 1( 0.2
RS 1( 0.2) 1(0.2) EMZ 1(0.2) 0( 0.0)
SRS 1( 0.2 0( 0.0) BRRRES K UFERE 109(20.5) | 56(10.5)
B LUANILDET 1( 0.2 0o( 0.0) Bk 33( 8.2) 23( 4.3)
AESEE 1( 0.2 0( 0.0) FRERS 14( 2.6) 1( 0.2
ZRARMEYRE, 1( 0.2) 0( 0.0) [IEZTR 13( 2.4) 4( 0.8)
PRERIEE 1( 0.2) 0( 0.0) TRIBRRAR 10(C 1.9) 3( 0.8)
IETERK 1( 0.2 0( 0.0) CIBEAN LA 9( 1.7) 0( 0.0)
AR e 1(0.2) 1( 0.2) _FIREER 8( 1.5) 0( 0.0)
ANEBE 1( 0.2 0( 0.0) UBRGE 5( 0.9) 1( 0.2
KRERE 1(0.2) 0( 0.0) PRESRRGY 5( 0.9 0( 0.0)
EEHE T 1( 0.2 0( 0.0) SN 4( 0.8) 2( 0.4)
silegiNeSas 1( 0.2) 1( 0.2 FERRER 3( 0.8) 0( 0.0)
SUOFIERE 1( 0.2 1( 0.2 £ 3( 0.8) 1( 0.2
BHUBR 1( 0.2) 1( 0.2 BER 3( 0.6) 0( 0.0)
FEbE] 1( 0.2 0o( 0.0) AT 3( 0.6) 1( 0.2)
SHEMEEH = 1 —0O/)F— 1( 0.2 0( 0.0) Za—FVAFA - AONF AR 3( 0.6) 3( 0.6)
iR 1( 0.2) 0( 0.0) 28X 3( 0.6) 0( 0.0)
RESHE 1( 0.2) 1( 0.2 B SR 3( 0.86) 1( 0.2
REER 1( 0.2) 0o( 0.0) HHERTIEREENRN 2( 04) 2( 04)
AR 1( 0.2 0( 0.0) B LRZ 2( 04) 0( 0.0)
—% - EEEES JURSIRIDIREE 213(40.0) | 59(11.1) N2> 2( 04) 0( 0.0)
ds] 107(20.1) | 29( 5.B) SFERERRAMERI I 2( 04) 2( 04)
EIE 60(11.3) 14( 2.6) O SRR 2( 04) 0( 0.0)
K 2hE 46( 8.6) 7 1.3) BIAE 2( 04) 2( 0.4)
FEE 14( 2.6) 1( 0.2 EAZJII]FI?E/S % 2( 04) 2( 04)
EHBEFRINEBET 9( 1.7) 7(1.3) Z 2( 04) 1( 0.2)
petic] 6( 1.1) 2( 04) 5 POy 1( 0.2 1( 0.2
=R 4( 0.8) 0o( 0.0) QEIXI\U/UL\ SR SAVIN 3N 1( 0.2 1( 0.2
AV TIVI Y RRIESE 4( 0.8) 1( 0.2 EERER 1( 0.2 0( 0.0)
FERRDIAE 4( 0.8) 0( 0.0) A SXAODA VAR 1( 0.2) 0( 0.0)
HTlEE 3( 0.6) 0o( 0.0) B 1( 0.2) 0o( 0.0)
RO 3( 0.6) 1( 0.2 EEARIERTR 1( 0.2 1( 0.2
EHERK 2( 0.4) 0( 0.0) HRBEE R 1(0.2) 1( 0.2
Bk 2( 04) 0( 0.0) ﬂﬁim’“ 1(0.2) 0( 0.0)
(A 1( 0.2 1( 0.2 1( 0.2 0o( 0.0)
ST 1( 0.2 0( 0.0) 1( 0.2 0( 0.0)
NAE 1( 0.2) 1( 0.2) & 1( 0.2 0( 0.0)
SEENRERIK T 1( 0.2) 0( 0.0) JBEERSR 1( 0.2) 0( 0.0)
2L 1( 0.2 1( 0.2 BEPIR 1( 0.2 0( 0.0)
BIRIE 1(0.2) 0( 0.0) AR AR 1( 0.2 0( 0.0)
FEBXIUE MEBES 141(26.5) | 41( 7.7) R 1( 0.2 1( 0.2
e 73(13.7) | 31( 5.8) RPE(C KD IBHRAERMEERERDIER 1( 0.2) 1(0.2)
ZOFEEE 25( 4.7) 2( 0.4) Bk 1( 0.2 0( 0.0)
R ERzIR 8( 1.5) 0o( 0.0) AV RS T ik 1( 0.2 1( 0.2)
HIbE 6( 1.1) 0( 0.0) KEER 1( 02 0( 0.0)
2HMZ DFEE 6(C 1.1) 1( 0.2) BRI RRA 1( 0.2 0( 0.0)
BREME 5( 0.9) 0( 0.0) liliR2s 1(0.2) 1( 0.2)
RER 5( 0.9) 1( 0.2 BERR A R4 BUIE 1( 0.2 1( 0.2
HIBHIERZ 2 5( 0.9) 1( 0.2 MEEE 1( 0.2) 0( 0.0)
RERE 5( 0.9) 0( 0.0) OEH > ISR 1( 0.2 0( 0.0)
2HUEE 4( 0.8) 2( 04) REEHES 1( 0.2 1(0.2)
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£Grade |Grade 3Lt £Grade |Grade 3Lt

B BRER 14 B TAE 1( 0.2) 1( 0.2 7 UILF—HER 1( 02 0( 0.0)
LI R SEMERTRA 1( 0.2) 1( 0.2 2R 1( 0.2) 0( 0.0)
1RER 14 RBZR 1( 0.2) 1( 0.2) MmEBEE 62(11.7) 33( 6.2)
it 1( 0.2 0( 0.0) REBERARIMASIE 42( 7.9) | 26( 4.9)
BEHREX 1( 0.2) 0( 0.0) RIT IR RN 6( 1.1) 2( 0.4)
SMBERER 1( 0.2 1( 0.2 BRI 5( 0.9) 3( 0.6)
RfEMRZ 1( 0.2) 0o( 0.0) [mfs 3( 0.6) 1( 0.2)
RSB R 1(0.2) 0( 0.0) RImE 3( 0.B6) 0( 0.0)
R e2g 1( 0.2 0( 0.0) eI HEIE 2( 04) 1( 0.2
KER 1( 0.2 1( 0.2 aSimE 1( 0.2 1( 0.2

1( 0.2 1( 0.2 RAEDRE 1( 0.2 0( 0.0)

1( 0.2 0( 0.0) AR 1( 0.2 0( 0.0)

1( 0.2 0( 0.0) MABREIREE 1(0.2) 0( 0.0)

1( 0.2) 1( 0.2 MARPEBRATRA 1( 0.2) 0o( 0.0)

DA )L RA M ERERRE 1( 0.2 0( 0.0) MRE 1( 0.2 0( 0.0)
NE2ERIE > VS E 1( 0.2 0o( 0.0) MERX 1( 0.2 0o( 0.0)
A v TIUIR 1(0.2) 1(0.2) BRI ASAE 1( 0.2 1( 0.2
ERRO IURSHEBES 89(16.7) 7(1.3) PO BE AR MNASSE 1(0.2) 1( 0.2)
HhREHE 57(10.7) 2( 0.4) BRI E 38( 7.1) 6( 1.1)
IR 10( 1.9) 1( 0.2 HERS 1¢21 2( 04)
BIENE 9( 1.7) 3( 0.6) meh o L7 FZ 24800 10C 1.9) 0o( 0.0)
rli5s) 7(1.3) 0( 0.0) ANEJOEVED 5( 0.9) 0( 0.0)
BB 4( 0.8) 0( 0.0) RIREEEERD 3( 0.6) 2( 04)
BIENAEAR 4( 0.8) 0( 0.0) V-IILFZIVNS VAT TS —EEM 2( 04) 2( 0.4)
EHEbE 3( 0.6) 0( 0.0) AX ST U NES 2( 04) 0( 0.0)
BRI 2( 04) 1( 0.2) SFREREUR A 2( 0.4) 0( 0.0)
HhESTE 2( 0.4) 0( 0.0) PSP/ NSVRTTS—EENM 1( 0.2 0o( 0.0)
BB 2( 04) 0( 0.0) HEIRERR % 1( 0.2) 0( 0.0)
BIEIR 1( 0.2 0( 0.0) mep7 LI = Vigs 1( 0.2 0( 0.0)
B[ EES 1( 0.2 1( 0.2 me 7 )LAYRZT 75— 1( 0.2) 0( 0.0)
B G 1(0.2) 0( 0.0) merEU)bE > 1( 0.2 0( 0.0)
UFRA T BIBREAE 1( 0.2 0( 0.0) mepAIL> D Ligs 1( 0.2) 0( 0.0)
FZEERE 1( 0.2 0( 0.0) Mmep TR0 LNES 1(0.2) 0( 0.0)
PO ANIR =% 1(0.2) 0( 0.0) mE LS 1( 0.2) 1( 0.2)
HhEEES 1( 0.2) 1( 0.2) meps- bU D LogA 1(0.2) 0( 0.0)
hBEERE 1( 0.2 0( 0.0) MARERRARARI B )L E > m A 1( 0.2 0( 0.0)
HhEREE 1( 0.2) 1( 0.2 EOUFPFIY - OUT SRS 1(0.2) 0( 0.0)
=FINF— 1( 0.2 0( 0.0) ECOGIN\T#—~NVRARAT—HAE(L 1( 02 0( 0.0)
BE R 1( 0.2 0( 0.0) DERES 1(0.2) 0( 0.0)
REBLUREES 78(14.7) 16( 3.0) DEBNQTER 1( 02 0( 0.0)
BAURE 50( 9.4) 5( 0.9) ARIKEBEERE 1( 0.2) 0( 0.0)
&Y D LIE 7(1.3) 2( 04) FFRERaRS 1( 02 0( 0.0)
Ea 5( 0.9) 3( 0.6) SFeREREIEDN 1( 0.2 0( 0.0)
KX TR D LMAE 4( 0.8) 1(0.2) HEEES 1(0.2) 0( 0.0)
=ImE 3( 0.6) 0( 0.0) DMEREE 31( 5.8) 16( 3.0)
S PRERIMAE 3( 0.6) 1(0.2) IDEHE 5( 0.9) 3( 0.6)
EAIL D LMEE 3( 0.6) 1( 0.2 RAR 5( 0.9) 2( 04)
KU > B MAE 3( 0.6) 0( 0.0) ghiZ 5( 0.9) 1( 0.2
BRIK 2( 0.4) 2( 0.4) REERR 4( 0.8) 1( 0.2
22 U7 FZ VM 2( 04) 0( 0.0) DAE 4( 0.8) 3( 0.6)
&7 )LD = ImfE 1(0.2) 0( 0.0) TR FRAR 3( 0.86) 0( 0.0)
&7 ~U D AIDE 1( 0.2 1( 0.2 SERR 2( 04) 1( 0.2
RERBE 1( 0.2) 0( 0.0) 2MEDEIEE 1( 0.2 1( 0.2)
5 BRI 1R B 1( 0.2) 1( 0.2) RICE 1(0.2) 1( 0.2
1 BURERRIR 1(0.2) 0( 0.0) IDEAEE 1( 0.2 1( 0.2)
MRES. KZBE KUHRRES 66(12.4) | 29( 5.5) af7J0Ov o 1( 0.2 0( 0.0)
FHERARIE 21( 39 20( 3.8) SoMEnAE 1( 0.2 0o( 0.0)
PR, ) 15( 2.8) 5( 0.9) S o M4 CVERE 1( 0.2 1002
A 9( 1.7) 0( 0.0) EEREAS 1( 0.2 1( 0.2
S2Hm 5( 0.9) 0( 0.0) IDVERIEEE 1( 0.2) 1( 0.2
S5 I R R 4( 0.8) 2( 0.4) IDERREIT 1(0.2) 1( 0.2
UL»o<bH 4( 0.8) 0( 0.0) IDERETE 1( 0.2) 1( 0.2
1S4 EAZE AR R 3( 0.8) 1( 0.2 JEPESERR 1( 0.2 0( 0.0)
HERE 3( 0.8) 0o( 0.0) EEERS N R 1( 0.2) 0( 0.0)
f=MmAEE 3( 0.8) 1( 0.2) SERR IR EEAR 1(0.2) 1(0.2)
= 2( 04) 1002 | [REE 30( 5.6) 6( 1.1)
SRR 2( 04) 1(0.2) ER 6( 1.1) 0( 0.0)
2ERfKAE 1( 0.2 0( 0.0) Bk 5( 0.9 4( 0.8)
242 1( 0.2) 1( 0.2) iRezIR 5( 0.9 0( 0.0)
[EZHRRAE 1( 0.2 0( 0.0) AREgFAE 3( 0.6) 1( 0.2
IRRRZ I 1 0.2) 0o( 0.0) AR 2( 0.4) 0( 0.0)
IREESRIE 1( 0.2 1( 0.2 RS 2( 0.4) 0( 0.0)
B AR R 1( 0.2 0( 0.0) RIS 2( 04) 0( 0.0)
fi= 1( 0.2 1( 0.2) iERRZSESZY)] 2( 0.4) 0( 0.0)
CIPRIREE 1( 0.2 0( 0.0) B3 1( 0.2 0( 0.0)
HCARIFOR 1( 0.2) 0( 0.0) IRIRIFhE 1( 0.2 1( 0.2)
R HEE 1( 0.2 0( 0.0) FRARE 1( 0.2 0( 0.0)
fizKfE 1( 0.2) 0o( 0.0) AR 1(0.2) 0( 0.0)
B mASYE 1( 0.2 1( 0.2 R 1( 0.2 0( 0.0)
IFERAS 1(0.2) 1(0.2) =R 1( 0.2 0( 0.0)
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£Grade |Grade 3Lt £Grade |Grade 3Lt
HEHET 1( 0.2) 0( 0.0) KIGRRIE 1( 0.2) 1( 0.2)
TEHES 27( 5.1) 7( 1.3) i) 1( 0.2) 1( 0.2
AERAE 15( 2.8) 0( 0.0) FifREREE4HA 1( 02 1( 0.2
SEELIRAE 5( 0.9 4( 0.8) BESAE 1( 0.2) 1( 0.2)
m5>oO%5 2( 04) 1( 0.2 BIAZBRRE 1( 02 1( 0.2
SD5" 2( 04) 1( 0.2) RRERE D/ WEkE 1( 0.2) 1( 0.2)
K[HZEL 2( 04) 0( 0.0) ADWES (1.7) 0( 0.0)
B 1( 0.2) 0( 0.0) ERIR AR AR TAE 8( 1.5) 0( 0.0)
IRA REEREE 1( 0.2 0( 0.0 R R RETTHEE 3( 0.6) 0( 0.0)
KR 1( 0.2 1( 0.2 EBKURIBEES 7( 1.3) 0( 0.0)
SEID 1( 0.2) 1( 0.2) [EEREISEIR 7(1.3) 0( 0.0)
TEHIREEZE L 1( 0.2) 0( 0.0) | |BE. PEBLUUNEEHIE 5( 0.9 0( 0.0)
FEHRIEEN 1( 0.2) 0( 0.0) BRBERS 2( 04) 0( 0.0)
BBLUREES 18( 3.4) 7( 1.3) S 1( 02 0( 0.0)
BARe 10( 1.9) 3( 0.6) =g 1( 0.2 0( 0.0)
2MEEE 4( 0.8) 4( 0.8) REERENER ST 1( 0.2) 0( 0.0)
BikaemEs 2( 04) 0( 0.0) | |FHEEREE 4( 0.8) 3( 0.6)
MBS 1( 0.2 0( 0.0) SRR 1( 0.2) 1( 0.2)
BEPR 2 1( 0.2 0( 0.0) BEUILE >V IE 102 1( 0.2
YEER 1( 0.2) 0( 0.0) BN VAT IS —TMmE 1( 0.2) 0( 0.0)
R, BESKIUHERBEOHEY 160 30) | 12( 2.3) FHiEEE 1( 0.2) 1(.0.2)
(BIREBLURU—TZZD) : ’ EBRBLUIEEE 3( 0.6) 0( 0.0)
R EE R 6( 1.1) 4( 0.8) e 1( 0.2 0( 0.0)
EHIEHRE 4( 0.8) 1( 0.2 BUIZARA 1( 0.2) 0( 0.0)
2B EEMERIR 1( 0.2 1( 0.2 N2REZ S FEfE 1( 0.2) 0( 0.0)
BEBL AT LR 1002) | 100.2) | MedDRA/J21.0 D PT Tt L1z,

SEE MEEERAER (MM-00958R) TOLF U RE R+FFU X9V VHABROBEER (BREEEREZSD)
RIRKR(F—vHhv b4 TH : 2008%F7H23H) "
U U RS RRU/XETFIAY Y EOBEBEEDEE CEEVEER

%£Grade \ Grade 3 E %£Grade |Grade 3L

BRI RBIEL 177 U ) EREAME 6( 34) 1( 0.6)
RIRBIE (%) 166(93.8) | 126(71.2) SIERRAME 5( 2.8) 3( 1.7)
HRRES 103(68.2) | 27(15.3) BEEEERE 1( 0.6) 1( 0.8)
K1 —0/\F— 32(18.1) 9( 5.1) JAMmEAm 1( 0.6) 0o( 0.0)
FEIMESHFL) 23(13.0) 4( 2.8) BRETTE 1( 0.6) 1( 0.8)
REED 22(12.4) 0( 0.0) A M4 DEIMED 1(0.6) 0( 0.0)
b 20(11.3) 1( 08) > ) CEAE 1( 0.6) 0( 0.0)
b7 18(10.2) 0( 0.0) SBIRRANE 1(0.6) 0( 0.0)
RREFHRR 17( 9.6) 0( 0.0) —fi% - 2HEEB LU SERIORE 96(64.2) | 10( 5.6)
TERRE 14( 7.9) 0( 0.0) i) 65(36.7) 7( 4.0)
BREHKE 6( 34) 0( 0.0) FRAH P 30(16.9) 1( 0.6)
RHEMRE - 21 —0/)F— 5( 28) 1( 0.8) FHE 20(11.3) 1( 0.68)
FEER 4( 2.3) 0( 0.0) FIE 18(10.2) 2 1.1)
P 4( 2.3) 4( 2.3) et 9( 5.1 0( 0.0)
AXMEFIE 30 1.7) 3(1.7) EEELFAE 6( 3.4) 0( 0.0)
SiEEE 3(1.7) 0( 0.0) BRI 6( 3.4) 0( 0.0)
BISERICHDOER 30 1.7) 0( 0.0) FERRDIIE 4( 2.3) 0( 0.0)
ERR 3(1.7) 1( 0.6) B 30 1.7) 0( 0.0)
—EMEAEMFLE 1 1( 0.8) UK UK 3(1.7) 0( 0.0)
HIRE 1( 0.6) 0( 0.0) A VI UTHRES 30 1.7) 0( 0.0)
TERE 1( 0.6) 0( 0.0) FRERA IR 2 1.1) 0( 0.0)
A RZ I 1(0.6) 1( 0.8) HITRH 2( 1.1) 0( 0.0)
EERE 1( 0.6) 0o( 0.0) ] 2 1.1) 0( 0.0)
IRFRIT 1( 0.6) 0( 0.0) fiop= 1( 0.6) 0o( 0.0)
SEEAHM 1( 0.6) 1( 0.6) HERK 1(0.6) 0( 0.0)
REFE 1( 0.6) 0( 0.0) ARk 1( 0.6) 0( 0.0)
HEBE 1(0.6) 0( 0.0 BRAR 1(0.6) 0( 0.0)
BARAE 1( 0.6) 0o( 0.0) BERR 1( 0.6) 0( 0.0)
SEEERITOR MASE 1(0.6) 1( 0.8) 08 1(0.6) 0( 0.0)
=1} g 1( 0.6) 1( 0.8) BiREE 93(52.5) 9( 5.1)
EEAEEE 1( 0.6) 0( 0.0) G 42(23.7) 4( 2.3)
RS 1( 0.6) 1( 06) TH 35(19.8) 4( 2.3)
REMEEE) = 21 —0O)(F— 1( 0.6) 0( 0.0) 2D 23(13.0) 1( 08)
NIRRT 1( 0.6) 0( 0.0) HIEAR 12( 6.8) 0( 0.0)
rEEEB I TE 1( 0.6) 0( 0.0) e 10( 5.6) 0( 0.0)
TR L NREAEIREE 1( 0.6) 0( 0.0) i3] 8( 4.5) 2( 1.1)
AR AR ZE 1( 0.6) 1( 0.6) CINEZIR 8( 4.5) 0( 0.0)
MBEBLVY VI\REE 102(57.6) | 85(48.0) gL 4( 2.3) 0( 0.0)
SFHRERRIAME 78(44.1) 70(39.5) &iE 4( 2.3) 0( 0.0)
&I 40(22.6) | 18(10.2) AR 4( 2.3) 0( 0.0)
/) ARREAME 36(20.3) 23(13.0) RE BN 3( 1.7) 0( 0.0)
B MmBRRAME 13( 7.3) 5( 2.8) E5l] 3( 1.7) 1( 0.6)
FREEIFREORIAME 7(4.0) 7(4.0) RS 3 1.7) 0( 0.0)
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%£Grade |Grade 3L %£Grade |Grade 3L

IDEEBANIR 2( 1.1) 0( 0.0) ERRBLUESHERES 62(35.0) | 12( 6.8)
BREPRMTRER 2( 1.1) 0( 0.0) e 37(20.9) 3(1.7)
== 2 1.1) 0( 0.0) KT 20(11.3) 4( 2.3)
=55 2( 1.1 0( 0.0) BIENTE 8( 4.5) 0( 0.0)
st 2 1.1) 0( 0.0) SR 8( 4.5) 2 1.1)
AE BRI 1( 0.6) 0( 0.0) HEbYE 7( 4.0) 1( 0.8)
THERR 1( 0.6) 0( 0.0) VO a 7( 4.0) 0o( 0.0)
ATP95ZE 1( 0.6) 0( 0.0) =FINF— B6( 3.4) 3( 1.7)
ERRZ 1( 0.6) 0( 0.0) BRI 3(1.7) 1( 0.6)
=3 1(0.68) 0( 0.0) e 3( 1.7) 0( 0.0)
NS 1( 0.6) 0( 0.0) PO ANIR % 2( 1.1 0( 0.0)
BR 1( 0.6) 0( 0.0) HBEIEIEE (1.1 0( 0.0)
BEPYHIT 1( 0.6) 0( 0.0) =1 1(0.6) 1( 0.6)
FE752 1( 0.6) 0( 0.0) BEETE R 1( 0.6) 0( 0.0)
CDRRE 1( 0.6) 0( 0.0) RIENtEE 1( 0.6) 0( 0.0)
BRI REE 1( 0.6) 0( 0.0) BIENRERR 1( 0.6) 0( 0.0)
=27 1( 0.6) 0( 0.0) TEEREE 1(0.6) 1( 0.8)
XLF 1( 0.6) 0( 0.0) R 1( 0.6) 0( 0.0)
BT~ 1( 0.6) 0( 0.0) I8EBYE 1( 0.6) 0( 0.0)
ODHERE 1( 0.6) 0( 0.0) SHfE 1(0.6) 0( 0.0
W]=2E )b 1( 0.6) 0( 0.0) EHEE 62(35.0) 8( 4.5)
EROA B 1( 0.6) 0( 0.0) NERAE 39(22.0) 1( 0.6)
=B85 1( 0.6) 0( 0.0) TEELIKEER 9( 5.1) 2 1.1)
BPES LUBTERE 67(37.9) 20(11.3) S3DIR 9( 5.1) 1( 0.8)
RERkE 20(11.3) 1( 0.8) SREE 8( 4.5) 0( 0.0)
Rk 18(10.2) 15( 8.5) Az 5( 2.8) 0( 0.0)
_FIREER 15( 8.5) 0( 0.0) K[NZEAL 4( 2.3) 0( 0.0)
IREER 8( 4.5) 0( 0.0) K[ ENE 4( 2.3) 0( 0.0)
OEA > IS 6( 3.4) 0( 0.0) B 2( 1.1 1( 0.6)
[IEXR 5( 2.8) 0( 0.0) RIERLTE 1( 0.6) 1( 0.68)
Bl SRR 4( 2.3) 1( 0.6) =18 1( 0.6) 1( 0.6)
PREGRRG 4( 2.3) 1( 0.6) $I8 1( 0.6) 1( 0.68)
A LR 3( 1.7) 0( 0.0) UE R—mR 1(0.6) 0( 0.0)
HREE 3(1.7) 0( 0.0) K[HET 1( 0.6) 0( 0.0)
NI RREG 2 1.1) 0( 0.0) UE R—H%k 1( 0.6) 0( 0.0)
PREERN 2( 1.1 1( 0.6) B 1( 0.6) 0( 0.0)
FERES 2 1.1) 0( 0.0) b 1( 0.6) 0( 0.0)
[ 2( 1.1 0( 0.0) ANBZAL 1(0.6) 0( 0.0)
ER 2( 1.1) 0( 0.0) YEFER S RIEES 1( 0.6) 1( 0.6)
TRBRkAR 2( 1.1) 0( 0.0) FED XU MEBES 55(31.1) 0( 0.0
BB R C1.n 0( 0.0) B2y 23(13.0) 0o( 0.0)
FREUFHR 1(0.68) 1( 0.6) T OFE 10( 5.68) 0( 0.0)
1SR SRR 1( 0.6) 0( 0.0) BTz E 8( 4.5) 0( 0.0)
B 1( 0.6) 0( 0.0) 2 HE 7( 4.0) 0( 0.0)
IV O\o5—4EmiE 1( 0.6) 1( 0.6) HIBE 5( 28) 0( 0.0)
BHRRR 1( 0.6) 0( 0.0) FEBREH 5( 2.8) 0( 0.0)
BRPIR 1( 0.6) 0( 0.0) BT 4( 2.3) 0( 0.0)
ANIURZ DA JU ARG 1( 0.6) 0( 0.0) J=tyNuallill 3( 1.7) 0o( 0.0)
=g 1( 0.6) 0( 0.0) ZOEMRE 30 1.7) 0( 0.0)
AT Y 1( 0.6) 0( 0.0) BRI 2 2( 1.1 0( 0.0)
YFRBROR AR AE 1( 0.6) 1( 0.6) HREEE 2 1.1) 0( 0.0)
PSR 1( 0.6) 0( 0.0) BRI 2( 1.1 0( 0.0)
FEEEN 1( 0.6) 0( 0.0) MEEs 1.1 0( 0.0)
BUIZARRRZR 1( 0.6) 0( 0.0) &E 1(0.6) 0( 0.0)
IRBERE 1( 0.6) 0( 0.0) BREAE 1( 0.6) 0( 0.0)
EREIRZC 1( 0.6) 0( 0.0) TEETMERTDE 1(0.6) 0( 0.0)
BYIMAE 1( 0.6) 1( 0.8) BHMEILERE 1( 0.6) 0( 0.0)
BIEREIEXR 1(0.6) 0( 0.0) HAREBE S 1( 0.6) 0( 0.0)
B2IHDAFRR 1( 0.6) 1( 0.6) FE4EE 1( 0.6) 0( 0.0)
=pRea 1( 0.6) 0( 0.0) YTy 1( 0.6) 0( 0.0)
[E3) e 1( 0.6) 0( 0.0) BERMERI A 1( 0.6) 0( 0.0)
BaRRR 1( 0.6) 0( 0.0) g SR 1( 0.6) 0( 0.0)
REBLOREEES 63(35.6) | 21(11.9) [ =SV S 1(0.6) 0( 0.0)
BAUAE 21(11.9) 0( 0.0) R ERE 1( 0.6) 0( 0.0)
SE 19(10.7) 10( 5.8) Sz 1(0.6) 0( 0.0)
&AU D LIME 11( 8.2) 5( 2.8) [k, MERH KUHRES 50(28.2) 8( 4.5)
KAV D LM 8( 4.5) 2 1.1) EAsA 21(11.9) 0( 0.0)
B IR LIE 8( 4.5) 1( 0.6) RISESE 15( 8.5) 1( 0.6)
BRIK 4( 2.3) 1( 0.6) HERES 14( 7.9) 0( 0.0)
HRETER 4( 2.3) 0( 0.0) S EMEIF IR R EE 5(28) 0( 0.0)
&Y B MAE 3( 1.7) 1( 0.6) Ly»o<bD 4( 2.3) 1( 06)
S FRERITAE (1.1 0( 0.0) FhERAIE 4( 2.3) 4( 2.3)
YEFRIR 1( 0.6) 0( 0.0) SRR 3( 1.7) 0o( 0.0)
MRES 1(0.68) 0( 0.0) 2R 3( 1.7) 0( 0.0)
R 1( 0.6) 0( 0.0) 26 2( 1.1 0( 0.0)
=70 LAME 1( 0.6) 0( 0.0) fiiD o 2 1.1) 0( 0.0)
= UV BRIRIAE 1( 0.6) 0( 0.0) BISES oM 2 1.1) 0( 0.0)
K7 ~UD AIME 1( 0.6) 0( 0.0) IRE 1( 0.6) 0o( 0.0)
BATTE 1( 0.6) 0( 0.0) MR MRSz 15 1( 0.6) 0( 0.0)
RIS R—=T R 1(0.6) 1( 0.6) i ESnd 1( 0.6) 0( 0.0)
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%£Grade |Grade 3L %£Grade |Grade 3L
B ENN 1( 0.6) 0( 0.0) HWAEE 2C 1.1) 0( 0.0)
BB MEAER 1( 0.6) 1( 0.6) x| 1(0.6) 1( 0.6)
T e 1( 0.6) 0( 0.0) —E4RER 1( 0.6) 1( 0.6)
fifiiobe] 1( 0.6) 0( 0.0) AREZ IR 1( 0.6) 0( 0.0)
iz fE 1(0.6) 1( 0.8) BRI 1( 0.6) 0( 0.0)
>5 1( 0.6) 0( 0.0) BRRIEL 1( 0.6) 0( 0.0)
IEIRpES 1(0.6) 0( 0.0) IRZ SFEERE 1(0.6) 0( 0.0)
BN ESE] 1( 0.6) 1( 0.8) HAOERT 1(0.86) 0(C 0.0
T REZIEREE 1( 0.6) 0( 0.0) RS 13( 7.3) 9( 5.1)
MmEEE 44(24.9) | 22(124) IDEHEED 8( 4.5) 8( 4.5)
IREBERARINARE 19(10.7) 17( 9.6) EhiZ 3(1.7) 0( 0.0)
K ME 8( 4.5) 0( 0.0) TRAR 2 1.1) 0( 0.0)
L 6( 3.4) 0( 0.0) SMEDEEE 1( 0.6) 1( 0.8)
SmE 6( 3.4) 20 1.1) IDEMSE 1( 0.6) 1( 0.8)
I MHEMmE 4( 2.3) 1( 0.8) S oMEDAE 1( 0.6) 1( 0.8)
Mg 1( 0.6) 0( 0.0) NI 1(0.6) 0( 0.0)
[FTb 1(0.6) 0( 0.0) MEFEAETE 1(0.6) 0( 0.0)
R ERRAT 1( 0.6) 0( 0.0) A WES 13( 7.3) 2( 1.1)
Al 1(0.6) 1( 0.8) v TRAER 9( 5.1) 0( 0.0)
==! 1( 0.6) 0( 0.0) BEHEEAE 2( 1.1 20 1.1
FAYHERR 1006) | 1(086) B0 1008 | 0000
BRARA 1( 0.6) 0( 0.0) FRIRBRFEREIR N 1(.0.6) 0( 0.0
BRARIRE 39(22.0) 9( 5.1) BHXURBES 10( 5.6) 2(C 1.1)
HERS 8( 4.5) 0( 0.0) SEER 3(1.7) 0( 0.0)
HRAREAIMER T 6( 3.4) 0( 0.0) BARe 3(1.7) 1( 0.68)
SFChIRBURIA 4( 2.3) 1( 0.8) MmER 2 1.1) 0( 0.0)
meho L7 FZ18m 3(1.7) 1( 0.6) 2MEES 1( 0.6) 0( 0.0)
FFSEeRERS 3(1.7) 0( 0.0) RESER 1( 0.6) 0( 0.0)
PSZUFPZ/ NIRRT T S—TEM 2( 1.1 20 1.1 BIREIEE 1( 06) 1( 0.8)
PANSEVBTZ /) NIV T S—EEM 2( 1.1) 0( 0.0) RKRZE 1(0.6) 0( 0.0)
M7 ROREEM 2 1.1) 1( 0.8) BB LUREES 5( 2.8) 0( 0.0
MERT 2( 1.1) 0( 0.0) RIS i3 1( 0.6) 0( 0.0)
JRREAME EF 2( 1.1) 0( 0.0) BE 1( 0.6) 0( 0.0)
MARERRARRIR L E > RS 2( 1.1 0( 0.0) BZOEE 1( 0.6) 0( 0.0)
iR tR 2( 1.1) 0( 0.0) BAORT 1( 0.6) 0( 0.0)
EIPRARLELLIE N 2( 1.1 1( 0.8) HIg 1( 0.6) 0( 0.0)
/) \REURA 2( 1.1) 1( 0.8) EEREIDEIA 1(0.6) 0( 0.0)
B MERECR A (1.1 20 1.1 EERBLUIERE 4( 2.3) 0( 0.0
meeE )L E 8 1(0.6) 0( 0.0) Hefre 1( 0.6) 0( 0.0)
M TR0 LS 1( 0.6) 0( 0.0) BB 1( 086) 0( 0.0)
mE LS 1( 0.6) 0( 0.0) AEFSHMm 1( 0.8) 0( 0.0)
MERERRARRI RN LE /1800 1( 0.6) 0( 0.0) F5EfE 1(0.6) 0( 0.0
RS 1( 0.6) 0( 0.0) REREE 2(C 1.1) 0( 0.0
YA S XABODA )L AREZE 1(0.6) 1( 0.6) Ky o207 i 2 1.1) 0( 0.0)
DBRQTIES 1( 0.6) 0( 0.0) SERM, RS IOEGHRES 1( 0.6) 0( 0.0
NEJOEVED 1( 0.6) 1( 0.6) B LIRS 1(0.6) 0( 0.0)
IDREUEM 1( 0.6) 0( 0.0) FriEERES 1( 0.6) 0( 0.0
IDVREAREE 1( 0.6) 0( 0.0) s 1(0.6) 0( 0.0)
AEEM 1( 0.6) 1( 0.6) BE. PEBIUNESHIE 1( 0.86) 0( 0.0
IRMEE 36(20.3) 7( 4.0) S 1(0.6) 0( 0.0)
b 22(12.4) 0( 0.0) Bif, BB KUFHHEAHOHEY 1C 0.6) 0( 0.0)
Bk 11( 8.2) 6( 3.4) (BREBKIUKRU—TZZ) : )
TRIEM 3C1.7) 0( 0.0) AIPI 4R ES 1(0.6) 0( 0.0)

MedDRA/J21.0 @ PT T&Eft LT,

51 EI%E MARERARETER (MDS-004:K88) TOL FURZR 1 0mg g DEIER FRRREEREZ20) RN
%LU RS REDBEMNEE CEELENER

2£Grade |Grade 3Lk £Grade |Grade 3Bt

FEATRI R BIER 69 RS 4( 5.8) 0( 0.0)
HIRHIE (%) 66(95.7) | 61(88.4) R EAE 1(1.4) 0( 0.0)
MRBROD V) RES 58(84.1) | 57(82.6) HIBE 10 1.4) 0( 0.0)
SFAPIRBAME 52(75.4) | 51(73.9) ISR 10 1.4) 0( 0.0)
[0/ R AME 33(47.8) | 27(39.1) Eannd 10 1.4) 0( 0.0)
BMmERHAME 5(7.2) 5(7.2) b7 auliil 1( 1.4) 0( 0.0
&m 3( 4.3) 2( 29) E3h 101.4) 0( 0.0)
FHANEF REREAME 2( 29 (1.4 KIBIIERZZ 1(1.4) 0( 0.0)
Btk E 1(1.4) 1(1.4) TOFEMNRE 1(1.4) 0( 0.0)
E AR MERIRE 1(1.4) 1(1.4) RsEkEE 10 1.4) 0( 0.0)
&J07 U e 1(1.4) 0( 0.0 REmRE 1(1.4) 0( 0.0)
U2 ) EREAME 1(1.4) 0( 0.0) S 1(1.4) 0( 0.0)
UIMERRLME 1(1.4) 0( 0.0) BhES 25(36.2) 1( 1.4)
RES LUK MERES 27(39.1) 2( 2.9) A 14(20.3) 0( 0.0)
TSI 18(26.1) 2( 29) R 9(13.0) 1014
P 6(8.7) 0( 0.0) e 6(87) 0( 00
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%£Grade |Grade 3L %£Grade |Grade 3L
BN 4( 5.8) 0( 0.0) cNOURT=S—CER 1(1.4) 0( 0.0
CIRZIR 2( 29) 0( 0.0) RBRPED KU TERAE 6( 8.7) 0( 0.0)
HIERR 2( 29) 0( 0.0) PREGRRG 2( 29) 0( 0.0)
AT 10 1.4) 0( 0.0) JREERN 10 1.4) 0( 0.0)
AIPFSZ SFEERE 1C1.4) 0( 0.0) Ry 1C1.4) 0( 0.0)
R 101.4) 0( 0.0) TRERRRE 10 1.4) 0( 0.0)
OpEAEARE 10 1.4) 0o( 0.0) BEAVISE 114 0( 0.0)
ARk 1(1.4) 0( 0.0) HREs. BZBE KUHFRRES 5( 7.2) 1(1.4)
N+ 114 0( 0.0) CIREIRTERE 2( 29) 0o( 0.0)
—% - EEEZEBLURSEAIORE 16(23.2) 3( 4.3) BRI 1(1.4) 0( 0.0)
i) 7(10.1) 101.4) NRMREZ 1 10 1.4) 0( 0.0)
I 3( 4.3) 0( 0.0) SHm 1C1.4) 0( 0.0)
i 3(4.3) 1014 FZEEAPIE 10 1.4) 101.4)
RG2S 2( 2.9 0( 0.0) fhizKiE 1 1.4 0( 0.0)
EEEL A 1(1.4) 1 1.4) KRB LORERE 4( 5.8) 0( 0.0
HiREZ IR 10 1.4) 0( 0.0) BAURE 10 1.4) 0( 0.0)
TFHE 10 1.4) 0( 0.0) e 1C1.4) 0( 0.0)
3] 1(1.4) 0( 0.0) ek 10 1.4) 0( 0.0)
ERRDIUESHERBES 14(20.3) 2( 2.9) BAUTE 1(1.4) 0( 0.0)
AR 5(7.2) 0( 0.0) BHEE 4( 5.8) 0( 0.0)
HhEsE 3( 4.3) 0o( 0.0) AERAE 4( 5.8) 0( 0.0)
HEBYE 2( 29 1014 =83 4( 5.8) 2( 2.9)
il 2( 29) 0( 0.0) RBBERARIMASE 2( 29) 2( 2.9)
HERIEE 10 1.4) 1(1.4) FHRT 1C1.4) 0( 0.0)
PO 114 0( 0.0) s 10 1.4 0o( 0.0)
HRERES 14(20.3) 2( 2.9) BRARA 114 0( 0.0)
FENEHFTU 5(7.2) 0( 0.0) BE. PEBLUNEEHE 3( 4.3 1(C 1.4)
Bt 3( 4.3) 0( 0.0) 1S 1C1.4) 0o( 0.0)
EBRE 2( 29 0( 0.0) RERZEEASTE 101.4) 101.4)
BRERE 2( 2.9) 0( 0.0) Bl 1149 0( 0.0)
AXMEEFRIE 1C1.4) 1(1.4) IDMEES 2( 2.9) 2( 2.9)
KEES 10 1.4) 0( 0.0) IDEHE 1C1.4) 10 1.4)
KERE 10 1.4) 0( 0.0) RS 1C1.4) 1(1.4)
ERElEES 10 1.4 0( 0.0) SoMEDAE 10 1.4) 10 1.4)
REMZ 2 —0/)(F— 1(1.4) 1( 1.4) IDEIEEE 1(1.4) 1(1.4)
fEAR 10 1.4) 0( 0.0) A EE 2( 2.9) 0( 0.0
IREL 1(1.4) 0( 0.0) ERIR BRI RETTIERE 1C1.4) 0( 0.0)
BEARIRE 7(10.1) 2( 2.9) FRIRBREEAE(ER TE 1(1.4) 0(C 0.0
PSP/ NSURTIS—EEM 3( 4.3) 10 1.4) IRfEZE 2( 2.9) 0( 0.0)
T AINSF g 10 1.4) 10 1.4) IROEEK 10 1.4) 0( 0.0)
T/ NSURTTS—EEM ) ’ AREZIR 1(1.4) 0( 0.0)
mer77)LAYURZAT 75— 10 1.4) 0( 0.0) BRERRERR 1(1.4) 0( 0.0)
mo L7 FZ8Em 1(1.4) 0( 0.0) B, BESKUFHERREOHMEY 10 1.4) 0( 0.0)
M B KRB RSN 10 1.4) 0( 0.0) (BROEKLURU—TZZD) : :
MERERRARRI B )L E /1800 10 1.4) 0( 0.0) EEfarE 1(1.4) 0( 0.0)
NEJOE VBN 1 1.4 1(1.4) MedDRA/J21.0 M PT T&H&t U1z,
EMA5E OERREER (ATLL-0025E8) TOLFUR=ROEHER ([BFRBREEREZ D) BIRIKR*
¥ UFU RS REDBEEUNDEE CERVEIER
%Grade \ Grade 3 E %£Grade |Grade 3t
BRATH R BIEL 26 =7 ~UDAIE 1( 38) 0( 0.0)
FHITPIE (%) 26(100.0) | 25(96.2) BRRIRE 19( 73.1) 2( 7.7)
MEB LU VI\REE 26(100.0) | 23(88.5) C —ItEEBEN 10( 38.5) 0( 0.0)
/)RR AMEE 20( 76.9) 6(23.1) PISZUFPZ/NIVATIS—EEM 6( 23.1) 1( 3.8)
SFRERRIAME 19( 73.1) | 17(65.4) PANSFUB7Z /) NSVATIS—TEM 6( 23.1) 0o( 0.0)
U > ) CERRAME 18( 69.2) | 10(38.5) MARFRFRIEM 5( 19.2) 0( 0.0)
Al 14( 53.8) 5(19.2) mep77 )L A JIRR T 75— 4( 15.4) 0o( 0.0)
B MmERRAME 13( 50.0) | 10(38.5) meh o L7 FZ 24800 3( 11.5) 0( 0.0)
BMERIEINAE 4( 15.4) 0o( 0.0) HIMREDRHESR 3( 11.B) 0( 0.0)
YHEEIKIEINAE 3( 11.5) 0( 0.0) PR ImRZ 1% 2( 7.7) 0( 0.0)
ST ERERIBNIAE 3( 11.5) 0( 0.0) R D RORERR % 2( 7.7) 0( 0.0
BEMMENRE 1( 38) 1( 3.8) YFHRERECRI A 2( 7.7) 2( 7.7)
HImEREE 1( 38) 0( 0.0 HER 2( 7.7) 0( 0.0)
REBLUREES 20( 76.9) 5(19.2) PIANSFUB7Z)NSVATIZ—TEA 1( 3.8) 0o( 0.0)
&7V T = ImfE 9( 34.6) 0o( 0.0) T AR F IV AREG 1( 38) 0( 0.0)
&AL D LIE 7( 26.9) 0( 0.0) THEEIRE D EIE 1( 3.8) 0( 0.0)
&7 bUD AME 7( 26.9) 1( 3.8) m7 LI = VRS 1( 38) 0( 0.0)
RERME 7( 26.9) 0( 0.0) MR B KRB R IE N 1( 38) 0( 0.0)
&Y > BRIMAE 6( 23.1) 1( 3.8) MEKRT 1 38) 0( 0.0)
KAYU D AIME 4( 15.4) 2( 7.7) MmELES 1 38) 0( 0.0)
=2 0—)VInEE 3( 11.5) 0o( 0.0) MRz 1 38) 0( 0.0)
=AU D AIME 3( 11.5) 1( 3.8) BB X {REE 1( 38) 0o( 0.0)
ECPRER ITAE 3( 11.5) 0( 0.0) DEBHQTIERE 1( 38) 0( 0.0)
BYURE 2( 7.7) 0o( 0.0) SFBEIREUE N0 1( 38) 0( 0.0)
({274 1 38) 0( 0.0) y=JILFZILS VRTS8 Mm 1( 3.8) 0( 0.0)
S UT7FZVIME 1(_38) 0( 0.0) U > ) CEREURA 1( 38) 1( 3.8
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%£Grade |Grade 3L %£Grade |Grade 3L
FREPEBRG M 1(C 38) 0( 0.0) 2EFTE 1(_38) 1(.3.8)
RepoOry /—4 >80 1( 38) 0( 0.0) HRREE 7( 26.9) 0( 0.0)
AREEN 1( 38) 0( 0.0) FEEZ1—0/F— 4( 15.4) 0( 0.0)
B ImEREE N 1(_3.8) 0( 0.0) REED 3(11.5) 0( 0.0)
HEBLURE MEfES 17( 65.4) 7(26.9) EHERE 1 38) 0( 0.0)
Eio ) 6( 23.1) 2(7.7) ERR 1(C 38) 0( 0.0)
T OFEE 3( 11.5) 0( 0.0) — B EMFELE 1( 38) 0( 0.0)
PR NERZSIN 22 3( 11.5) 1( 3.8) REs. BZBE KUHRES 7( 26.9) 2(7.7)
e 2( 7.7) 0( 0.0) ERCEDRKAE 2( 7.7) 0( 0.0)
R RERzIR 2( 7.7) 1( 3.8) EAG 1 38) 0( 0.0)
FEMRZ 2( 7.7) 1( 3.8) HERS 1(C 38) 0( 0.0)
KB 14 B i 1( 38) 0( 0.0) (5, PR 1 38) 1( 3.8)
EZiZ e 1( 38) 1( 3.8) rEm 1C 38) 0( 0.0)
ES= g RN 1 38) 1( 3.8) fizKiE 1 38) 1( 3.8)
bz 1( 38) 0( 0.0) UL F—HER 1(_38) 0( 0.0
30 1(_3.8) 0( 0.0) IDEREE 6( 23.1) 1( 3.8)
BiREE 13( 50.0) 0( 0.0) R 2( 7.7) 0( 0.0)
=D 7( 26.9) 0( 0.0) FEERS IR 2( 7.7 0( 0.0)
(G 5( 19.2) 0( 0.0) 2MEEAD 1 38) 1( 3.8)
et 4( 15.4) 0( 0.0) BEJOvY 1( 38) 0( 0.0)
ORIk 2( 7.7) 0( 0.0) ghiF 1 38) 0( 0.0)
AEERAIR 1(C 38) 0( 0.0) _FEMEERR 1(C 38) 0( 0.0)
AR 1 38) 0( 0.0) IDEEERASMIN R 1( 38) 0( 0.0)
T 1(C 38) 0( 0.0) HERRB LUESHEERES 5( 19.2) 0( 0.0)
BhEEE 1 38) 0( 0.0) HIREELRE 1 38) 0( 0.0)
Btz 1(_38) 0( 0.0 AR 1 38) 0( 0.0)
—i% - EEBEES LURSEMIDIRRE 13( 50.0) 1( 3.8) e 1( 3.8) 0( 0.0)
B 5( 19.2) 0( 0.0) EREER 1 38) 0( 0.0)
] 4( 15.4) 1( 3.8) uelisgr 1(C 38) 0( 0.0)
FEL 2( 7.7) 0( 0.0) BIEREFERN 1( 38) 0( 0.0)
b 1(C 38) 0( 0.0) B, BHESIUFHERHOHEY 4( 15.4) 0( 0.0)
FAHIE P 1 38) 0( 0.0) (BRBKLUKRY—TZZD) : :
AR 1( 38) 0( 0.0 EEoLU7 3( 11.5) 0( 0.0)
RRES K OFERIE 13( 50.0) 2(7.7) FFOBMHEY 1(_38) 0( 0.0
Rz 4( 15.4) 1( 3.8) BHXURBES 3( 11.5) 0( 0.0)
_FIRBER 2( 7.7) 0( 0.0) ERR 2( 7.7) 0( 0.0)
tRuERR 2( 7.7) 0( 0.0) 2EBREE 1( 38) 0( 0.0)
HHERRR 1(C 38) 0( 0.0) i=EES 3( 11.5) 1( 3.8)
K[ETK 1 38) 0( 0.0) REBERARIMARAE 1( 38) 0( 0.0)
R B R R 1( 38) 1( 3.8) =IMNE 1 38) 1( 3.8)
BEEX 1( 38) 0( 0.0) BRARA 1(_38) 0( 0.0
MERHITAE 1(C 38) 0( 0.0) IRMEE 2( 7.7) 0( 0.0)
BfdANILRR 1( 38) 0( 0.0) ARA 2 hE 1( 38) 0( 0.0)
HIREE 1 38) 0( 0.0) RIRARERX 1( 38) 0( 0.0)
HHERT 4B 1C 38) 1( 3.8) =5 1( 38 0( 0.0
OB 10 38) 0( 0.0) REREE 2( 7.7) 0( 0.0)
BRER 1(_38) 0( 0.0 Ky 07U VINE 2( 7.7) 0( 0.0
FHEERES 7( 26.9) 2(7.7) BB LUREES 1( 3.8) 0( 0.0)
FFiReRS 6( 23.1) 0( 0.0) EANRRE 1(_3.8) 0( 0.0
BeJ)VE/miE 2( 77) | 1038 | MedDRA/J21.0D PT Tt LT,

EFRHESE MARERAREER (NHL-00755R) TOL FY RS R+ UYF I IHABOEIERA (RFRREEREZ

SO)FHIRK R
¥ LU RS REDBEEMEDNSEE CERFVENER
%£Grade \ Grade 3 E #£Grade |Grade 3L
BRATS SRBIEL 176 COREzE 4( 2.3) 0( 0.0)
FIRE1%1 (%) 159(90.3) | 103(58.5) OB SER 30 1.7) 0( 0.0)
MAHB KLV VIRES 108(61.4) | 86(48.9) BEBRANIR 2 1.1) 0( 0.0)
SFHRERRIAME 98(55.7) 85(48.3) BR 2 1.1) 0( 0.0)
B MEREAME 34(19.3) 12( 6.8) [E3AR 2C 1.1) 0( 0.0)
/)RR AMEE 24(13.6) 4( 2.8) OIS 2( 1.1 0( 0.0)
Al 22(12.5) 5( 2.8) ElizlEEs 1( 0.6) 0( 0.0)
BT PEORIAME 5(28) 5( 2.8) HEBEEES 1( 0.6) 0( 0.0)
> ) SBRRIAME 5( 2.8) 2 1.1) 1] 1( 0.6) 0( 0.0)
U ) \EnfE 4( 2.3) 0( 0.0) OZHE 1( 0.6) 0( 0.0)
ST ERERIBNIAE 2( 1.1) 0( 0.0) H R AERR A 1( 0.6) 0( 0.0)
SN IER R AME 1(0.6) 1(0.8) SFFRBRIRAME R R 1( 0.6) 1( 0.8)
BBEE 71(40.3) 4( 2.3) BiERE 1( 0.6) 0( 0.0)
TR 34(19.3) 3( 1.7) CIpEpEE 1( 0.6) 0( 0.0)
G 28(15.9) 0( 0.0) FED XU MEBEES 59(33.5) 7( 4.0)
BIEARR 10( 5.7) 0( 0.0) s 15( 8.5) 2 1.1)
B 10( 5.7) 0( 0.0) ZOFEE 13( 7.4) 0( 0.0)
i3] 9( 5.1) 0( 0.0) VN RN A 11( 8.3) 1( 0.6)
CIAR 7( 4.0 0( 0.0) BRI R 6( 34) 1( 0.6)
g 5( 2.8) 0( 0.0) EHMZT DERE 6( 34) 1( 0.6)
&t 5(28) 0( 0.0) SRR 5( 2.8) 0( 0.0)

85



| VI. 221 (FALOEES) [CHI2EE |

86

%£Grade |Grade 3L %£Grade |Grade 3L
BT 5( 2.8) 0( 0.0) V-SSR T T S—E18EM 4( 2.3) 0( 0.0)
HE 4( 2.3) 0( 0.0) mer77)LAYURAT 75— 3(1.7) 1( 0.6)
ES=1cd a2y 4( 2.3) 2 1.1) mer3EEaE U )ILE /18 3( 1.7) 0( 0.0)
B2 3(1.7) 0( 0.0) meseEs 07U U MEA 2( 1.1 0( 0.0)
ZOFEMRE 3(1.7) 0( 0.0) MehFL B K SRR SRR 2C 1.1) 0( 0.0)
Sz 3(1.7) 0( 0.0) MARERRARRIR L E > mA 2( 1.1 0( 0.0)
7 UIF BN 2 1.1) 1( 0.6) 7 RUREHEBEMN 1( 0.6) 0( 0.0)
B2 R RIBH 2 1.1 0( 0.0) meEU)LE VRS 1( 0.6) 0( 0.0)
BRERE 1( 0.6) 0( 0.0) mer IR 0O0—) LM 1( 0.6) 0o( 0.0)
g2 1(0.68) 0( 0.0) mer D RoREE 1( 0.6) 0( 0.0)
BERRZ 1( 0.6) 0( 0.0) meseEsO07U > GRS 1( 0.6) 0( 0.0)
HIBE 1( 0.6) 0( 0.0) me D >/ 38m 1( 0.6) 0( 0.0)
AR PT RELRBER 1( 0.6) 0( 0.0) MARFRERIEM 1( 0.6) 0( 0.0)
BRLEES 1( 0.6) 0( 0.0) M ERESIEMN 1( 0.6) 0( 0.0)
BRIKEZE 1( 0.6) 0( 0.0) BOU7FZY - JUTP SRS 1(0.6) 0( 0.0)
Biiifsd 1( 0.6) 0( 0.0) RELR 1( 0.6) 0o( 0.0)
FEEUBA 1( 0.6) 0( 0.0) U ) BRE D E=E 1(0.6) 0( 0.0)
REE 1( 0.6) 0( 0.0) FRIRE D ER-D 1( 0.6) 1( 0.6)
oyl 1( 0.6) 0( 0.0) HRERRS 1( 0.6) 0( 0.0)
—f% - EHEES SURSEMUDIKE 58(33.0) 4( 2.3) FORES ERIEMN 1( 0.6) 0( 0.0)
ks 26(14.8) 1( 0.6) B MmEREE N 1( 0.6) 0( 0.0)
B 15( 8.5) 2 1.1) REBLOREEE 30(17.0) 5( 2.8)
Erea) 11( 8.3) 1( 0.6) BAURE 13( 7.4) 1( 0.6)
KA ZHE 7( 4.0) 0( 0.0) AU D AMAE B6( 3.4) 2 1.1)
Bk 5( 2.8) 0( 0.0) S PRERIMAE 4( 2.3) 1( 06)
B 3( 1.7) 0( 0.0) ALY D LM 4( 2.3) 0( 0.0)
(2] 3(1.7) 0( 0.0) SI0E 3(1.7) 0( 0.0)
fsE 1( 0.6) 0( 0.0) &7 bUD AME 2 1.1) 0( 0.0)
ARk 1( 0.6) 0( 0.0) B RR IR IR B (GRMD) 0( 0.0)
K 1( 0.6) 0( 0.0) =70 LAME 1( 0.6) 0( 0.0)
EHERREET 1( 0.6) 1( 0.8) &7 hU D AMAE 1(0.6) 1( 0.6)
AT IVIUTRERSE 1( 0.6) 0( 0.0) &hUSJUEY R 1( 0.6) 0o( 0.0)
HAREC 1R 1(0.6) 0( 0.0) :¢e=SVAwNitid 1(0.6) 0( 0.0)
FABRERR 1( 0.6) 0( 0.0) KU > B MAE 1( 0.6) 0( 0.0)
BPES LUBTERE 48(27.3) | 10( 5.7) IREHIMAE 1( 0.6) 0( 0.0)
RERkR 9( 5.1) 1( 0.6) HRREE 30(17.0) 1( 0.6)
fisk 5( 2.8) 2 1.1) =) 8( 4.5) 0( 0.0)
PRESEZ 5(28) 1( 0.6) FEUERE 1 —0O/)\F— 6( 34) 0( 0.0)
T 4( 2.3) 0( 0.0) FENESHFL 5( 28) 0( 0.0)
PRER 30 1.7) 1( 0.6) TR 5( 2.8) 0( 0.0)
HREZ 3( 1.7) 0( 0.0) KEES 4( 2.3) 0o( 0.0)
A7)V IT 3( 1.7) 0( 0.0) REAEK 2 1.1) 0( 0.0)
iRk 3(1.7) 20 1.1) FEMEZ 21 —0/(F— 2( 1.1 1( 0.6)
REBRIRS 1( 0.6) 0( 0.0) RE AR 1( 0.6) 0( 0.0)
OAOER 1( 0.6) 0( 0.0) THE= AR 1( 0.6) 0( 0.0)
FAVFHR 1( 0.6) 0( 0.0) — B EMFEE 1( 0.6) 0( 0.0)
R 1( 0.6) 0( 0.0) HERRBLUESHEEES 27(15.3) 1( 0.8)
[EXK 1( 0.6) 0( 0.0) iR 11( 8.3) 1( 0.6)
IS 1(0.6) 0( 0.0) EileNbE] 5( 2.8) 0( 0.0)
MO ERIKEE 1( 0.6) 0( 0.0) BIENTE 4( 2.3) 0( 0.0)
MER 1( 0.6) 1( 0.6) =0 2 1.1) 0( 0.0)
HEBRRE 1( 0.6) 0( 0.0) IEERYE 2( 1.1 0( 0.0)
BRI 1( 0.6) 0( 0.0) BIENRA 1( 0.6) 0( 0.0)
/\)mxa/r)u;wﬁx 1( 0.6) 0( 0.0) Vo $aiiE 1( 0.6) 0( 0.0)
BRRA 1( 0.6) 0( 0.0) BIENREAR 1( 0.6) 0( 0.0)
1( 0.6) 0( 0.0) B RIRTE 1(0.68) 0( 0.0)
HWEIE‘Z’“ 1( 0.6) 0( 0.0) HhEER 1( 0.6) 0o( 0.0)
CBEANJLARZ 1( 0.6) 0( 0.0) VORes 1(0.6) 0( 0.0)
FER 1( 0.6) 0( 0.0) SR 1(0.6) 0( 0.0)
EIE 1( 0.6) 0( 0.0) IEIRas. ERS KUHRES 25(14.2) 7( 4.0
TREER 1( 0.6) 0( 0.0) EA 9( 6.1 0( 0.0)
Za—FEVAFA - AONF AP 1( 0.6) 0( 0.0) CIPEIREE R 4( 2.3) 0( 0.0)
A TV TR 1( 0.6) 1( 0.8) FhERASIE 4( 2.3) 4( 2.3)
BEREX 1( 0.6) 1( 0.6) R, R 8 3( 1.7) 0( 0.0)
[RTBIERZ 2 1( 0.6) 0( 0.0) SEMETZIR 30 1.7) 0( 0.0)
EREIREZC 1( 0.6) 0( 0.0) 1SMEAZR TR R 2( 1.1) 1( 0.6)
R AR 1( 0.6) 1( 0.6) REES 2 1.1) 0( 0.0)
[E3) 1( 0.6) 0( 0.0) SHim 2( 1.1 0( 0.0)
[EREZR 1( 0.6) 0( 0.0) 2R 2 1.1) 0( 0.0)
A VRS 1(0.6) 0( 0.0) SRR 1( 0.6) 1( 0.6)
FRPRARE 42(23.9) 11( 8.3) 7 UILF— 15008 1( 0.6) 0o( 0.0)
PISIUPI/NIVRTITS—EEM 15( 8.5) 2 1.1) mEoU—t 1(0.6) 1( 0.68)
B MERECR 14( 8.0) 4( 2.3) HRBEDIAE 1( 0.6) 0( 0.0)
FRINSE VB \ 8( 45 | 0( 0.0 7 LILE—Em% 1(06) | 0(00)
T/ NSVATIS-EEM ’ ‘ B, BESKUFHERHOHEY 21(11.9) 1C 0.6)
U > ) ERECR A 8( 4.5) 3(1.7) (BROBKLURU—TZZD) ) :
mehe )L E 8 m 7( 4.0) 0( 0.0) Es L7 19(10.8) 1( 0.6)
HERS 7( 4.0) 0( 0.0) R EFLEERE 1( 0.6) 0( 0.0)
BEEUILE VEM 4( 2.3) 0( 0.0) B2 EE AR 1( 0.6) 0( 0.0)
meh o U7 FZ 24800 4( 2.3) 0( 0.0)




| VI. 221t (FRALOEES) (CEIZEE |

%£Grade |Grade 3L %£Grade |Grade 3L

DEEE 7( 4.0) 1( 0.6) RIME 1( 0.6) 0( 0.0)
Rk 2 1.1) 0( 0.0) MEAE 1( 0.6) 0( 0.0)
TEPERRAR 2( 1.1) 0( 0.0) A WES 4( 2.3) 1( 0.6)
REfR 1( 0.6) 1( 0.6) FRIRBRHEREIR ™AE 2C 1.1) 0( 0.0)
DIMEES 1( 0.6) 0( 0.0) FRRARA 2( 1.1) 0( 0.0)
iz 1(0.6) 0( 0.0) HEFE 4 PR BRAE AR 1(0.6) 1( 0.6)
FrEEXRES 7( 4.0) 1( 0.6) BHEE 3( 1.7) 0( 0.0
SEULE >V IE 3(1.7) 0( 0.0) ERAE 2( 1.1) 0( 0.0)
AHiaEE=R 2 1.1 0( 0.0) =z 1(0.6) 0( 0.0)
FEERTREE 1(0.6) 0( 0.0) BE. PEBRIUCUNESHIE 2C 1.1) 0( 0.0)
&SRV = —TFMmiE 1( 0.6) 1( 0.6) s 1(0.6) 0( 0.0)
IRMEE 6( 3.4) 0( 0.0) FEACHE SRR 0.6) 0( 0.0)
BRZ DFEERE 2( 1.1 0( 0.0) EERBLUIERE 1.1) 1( 0.6)
IRz IR 1( 0.6) 0( 0.0) Fefre 0.6) 1( 08)

AR 1( 0.6) 0( 0.0) 4REBEAR S
BR 1( 0.6) 0( 0.0) HEBKUKEBEE
BAHEKT 1( 0.6) 0( 0.0) Hig
mEE=s 5% 2.8) 2(C 1.1) RRREE

2

1(

1(

0.6) 0( 0.0)
0.8) 0( 0.0)
0.6) 0( 0.0)
0.6) 0( 0.0)
0.6) 0( 0.0)
0.6) 1( 0.6)
0.6) 1(0.68)

PRBPERIRIMASIE 1.1) 1( 0.6) Ky oJ0OJU Ve
FAPIE 0.6) 0( 0.0) | |BBKLUKEES
SME 0.6) 1( 0.6) SMEEE
MedDRA/J21.0 @ PT T&&t LTz,

| | = — | —
~ A~ A~~~

9. BRREERICNIFTRE
FICIEL

10. BE#S
NEICBWNC. FEI7Z 1 H225mgiRAUEA TNMEKEAME PR EEEFSHHERE UCEVDIREN DD,
BERSUCEEF. HRZTDIATV. EEOROSNICEGICFETFLEZITOI .
(F&3R)
HEMIRE T, BERSICRONMIKFEMEPHEREEFEHRRUCEDREN DD, BERSUCEEE. BEER
DOEREZTHEZSIUIL. —RIER. MMRFOFECNZ T, KT, MBEDOBHEDSDDERE CIEREBERIRMASAE
PREISEDHERLLICHTERL. BTN EZRET DUENDD.
BERSUNEES| D8

iE fl B0, Zik

R&E=E LRI EHE

ERERE - SIHEE | MSEDEIE. SDORDEH

BESER BRI ET S, DEME). FZERE. NMEKEAME. Bk

ROoCUFURENZ1H226meiRA (51 2ILED 12HE).

BH. FENEERERN2ZRD. HRUBEZECOBRMEINRUMEBRECZISN. SRMIKEMEDERD
& 8 Sz, UFURSNEAE,

DS, FESEROBRRIEE. SNMIREAMEFEIRU,

KRR BB B2 OERIIANE GREEFL T URINCEREIEUCEHER) o

iE Bl 60K, ik

xR & ea=t

HAREN) |TFIXIVV(SHIEBHEE)
H5EER BD. TR B, ik

o CUFUR=RZT1H100meiRA,

B/, BLICFE. Grade SO AL B, FIeEEDRKZFRIBUAR.
ABEDS2HMAICELD. A, B, BKHALEE,

BieL. ERICLFTURSREZER.

& 8
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11. BALOER

14. BRLOFER

14.1 ZARABFOER

BAOTEILE LTV &,

14.2 FHIIHFOER

14.2.1 PTPEEOEREPTPY— M SEDBUTIRAT DL SIEEIT DI L. PTPY— hDFRMRICK
D, BLHASHNREMENRIAL, BICRFAZEC U CHERREOEE LG HIEZHFET
BT EDD B,

14.2.2 H7CVEMIHRVIED. BIFIEOEFICRAT DL SEETD &,

(FEEH)

FHIFE MCBVWTHESHEZA T ORREND D CEN D, BELANDBEZ TS cHIC. BEIK(IC(EBEADT
wILZUIFWC & Fe, BEICH LT, IRARK. A7 E)VISHEHRWVED, RITEDEFICIRAT L DEET
dlEL Ul

PTPY— O SRERZBMDHS FICHEILICY — bOETEIHAS . ERULEZBEUCERIMESNTWNDIeHE
rEleUlc,

12. ZOftDER
(DERRERICED 15k

15. ZOfthDiER
15.1 BRARERICE D < 1B

BEDEZHMBHEREZNRE UESDDBNRRAERCOVNT., FEIRSE CHREFLLR
U CRMEBORRIGHE <. FAKRSH T, RUERIEAIIRK. SHELRIERE. Blilt
BHES L OB ESORMEBDFEIER L5052,

Ffo. BENIFHAMDOZHEBHBREZNRE U2 DDBNRRABRICBWVT. FEKRSE
THRBECHE U CREEEORRIGHEL. FERSHT. EEMRE. aRllzEkORER
BEORMUBBDFEERE LI,

AEOEMD ) (ME MR CEESAREE - 2R BEZNRE UFTBNRRFERICHBWNT, FARR
SHTHR(OOSLTVIL([ERRER))BFEERUTCETY RIDO2%IEMUIC ENRES
NcWL\d, Ffc. FERRSEHCHRFEERUTC, DEHE). OHEE. DA2FDOERIERSS
ROBWERDOEREIGH BN D fc CEDRESN TS,

(BZER)

RAROZFHRMEBHEREZNRE UTE3DOMRRAER (MM-01558. CALGB100104:#8. IFM2005-025
B2) DFMIVIREHER N O BN FHaMHOLFH M EMEZNR & UTc2 DR (MM-009:E8. MM-010
HER) 59 [CHBNTC. FARRSH CORMESORREGHINRECHR LU BV EDRES N e ERZER L
(BHEADRRINRE—8E | DIESHR).

Fle. FAIDERBILHN THHBDD., ERMEBMRMIFR I+ V) (EO—DThHaHRaEDEMEY >/ ER
MR7ZNR E UTTBNRARTERICBWVNT, AFRSE CORRTY AIDWIRBI B L TR ofeEDIRESNT
WaTehERZR U,

(2) FERRAREER ICE D < 155K
EEEREL
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| K. JEIRFRERBRICRAT 18R |

IX. EBRAREERICRE 9 S IRE

1. AR
(1) EFIEEER
[VI. EZIB(CRIT BIRE | DIES R

(2) Z2MFIEA R
- , 1’52 .
HERDXISR HERR sy gmos # =B
[SoF PR A
—RERRG | SvhagmE) | D00 SO0U0MEKE | pOEmICRIE T BB SN S T
= Gl
1TEIERZR
HERG HERGF + =)L 22.1~786.7uM ’ X
e SIBHEK 29348 (in vitro) HERGF v+ RIVEBRICIFEAEFERRITIED DI,
Eli DIMER 2~20me/ke
] 1R —~
e CEl = =X yAws) Co
% NS A—% A X (FREET) samR IR RDHBHEALIFERD HNIED DT
- _ . 1~6mg/kg
= = E [E1v T o
DERFRR HIL(BET) 2gmiE ] ERe) BRFRIFEES S NED o
PrIREER 2~20msg/kg
B2 EEA A X (REFT) B FBZMN(CERDODDELIFERH SNIED DT,
INSA—% ?
(3) ZDHb DB ER
ZEERIEU
2. BEER
(1) Bplg5E4EER S
gE SR 52 (mg/ke) TR (PT/Ef) BHEDEGEE (me/ke)
=0 2.000 >2,000
44 5. M5
EaiRA 40 >40
20O 2,000 >2,000
Sy b 1#S. 15
B 40 >40
(2) RiEkSE4HEER®

15 v M1 H1ER26EEROKRS(75. 150K U'300mg/kg/H)
300meg/kg/BEF DIt [CHAEIBMIFIR OBRESE THRO SN, FREEDE THERINIC. K.
EELM’EZ@I/TU P MRESEICBELZOILELBENRRES N, INOSBHROBEDRLFREICERLU

CBEREMDEIICLDBDTIEFEL, VU RS FRUZOAHYDOBEBOMICESE U e REDZEL(C
EﬁLbTCFﬁEt?’E%‘\Z_VﬂTCO Fle., COMICERSHTHEEZNICEERO D HELIIRO SNIED DT,
EEMHE(150me/keg/HEER 5N,
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| K. JEIRARERERICRIT 2B |

2) N4 YIVo2BROKS (1. 2. 4RU6mg/kg/H)
4RUeme/ke/BE ClEF. BREICEHREUFC—MAREBORIEL OIS, FEFENUBIBRENRRS NI fcHIR
57Z20B8ICET L. BfRUlc. 1RU2mg/kg/BETIE. FEERAICKDEEZXSNDEEMRDS D
AIMIRMOEEET (2me/kg/BE D). BREREACOM/ELOBER FRUMBRERD SRS NI
S BUFRRIFRD SN T, EEMEEF2me/ke/BEEZ SN,

(3) BInE MRS
HEZBWVCERIFRAZERER (N vitro). XDOAUY T x—<TKER(n vitro). Y17 2V )\LA5—kF
(SHE) flifaZz AW e e BEriistsg (0 vitro). B hREMY > ) ERZERWCRBHREERR (n vitro) T, b
U R= ROBEGHMEFFROSNED DI,

. Sv FOBBEIERLIWEET. LU RS ROBEEMIZRD SIS 12 (0 vivo).
(4) B AETEETER
ZHERIEL
(B) &EhEFAEE 4 RS
o EOE5E
£ e =
SHERENE L I Pvintte #8 mEILE
] It S EBRA~
L2
zg;;’;g; _, . |100 300.|  smeE HEREBIEDY) (— AR - AEFERE). BAVR
(R 5t 500 o REC2BEERTI~ 500mg/kg/H
“ SSFCRAsAA BRI %
BEY) (— RS |
Sk 1005\0300\ HIR6~17H 300me/ke/H
FSEY) (AR - RS < 500me/ke/H
it - ERD). AL
B BESEC | oY |3, 10, 20| HHE7~198 ‘égﬁ%( /kﬁj’z'i EREHE). IR
MY BHR EkE
BEY - 4me/ke/H
_ \ 05. 1 _ BRIR [ RETEED o
A=TATIL Sy IREO~B0H |40 Bme/ke/Bh BBIRICERHED 5N
fco
HBOEEMUIC Sk 100. 300, HR6H A RORE -
BEMOREEC | 500 ~53021 Bife '
B8 Y 3588 100mg/kg/H
S8 - FAEFOATEEE | 500me/ke/H
1)5 v MEZRREER U VIHAE R A (CR T D EER

HETESEN D CFETBILERD SN T —RARRRICEALIF H SNIED DI, BDBARLOTEIEREICRE T 2/
X—% . BFRAENCEEROREBEBEFZIREICUTU RS FCKLHZEREROSNED ofc. Fc,
EDAEIERER U F=ZPRREICEIT 2/ (S X—F ([CHELIEHSNED DT,
WEERREY D—RREB N OAEIEREL O [CRAIR I T DB MEIF WL N H500me/kg/HTH o fc.
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| K. JEIRFRERBRICRAT 18R |

2)5 v NE - BRIRFELEICEIT 2EER
BEY)TIF500me/ke/HEF CHEENIIFINUREEDE FHEROH SNIEH. LIERERURIEFREICE
EEFBHoNEDh ofc. LFU R RICESHIEIEERH SNIEN DIz,
HEYO—REEICH T DE|EMUEIFI00me/ke/H. BEFYOEIEREMRUREREDERSUEIL
500meg/kg/HTH DT,

)Y - RRIRRLEICET AR
10mg/kg/BULDETIIESYICHAEEMIFINROBEER FHONT, Fie. B - BRIERECEL
TlE. 10mg/kg/BU EDBF CEREIBROEMNUZNICEET S/SA—Y DS O (CRIRHE
DIETHRH SN, FECRIEZRDIc. BRIBRETIE. 10mg/kg/B ETRO SNIZFETRIEICL T U
F= FOEIBERACHORBENEIOEVEMICLIDDDEHRENDIRBOEENHESNIc, £7HH
RCIF. 10mg/ke/BHU EDOE CREEKICEKEERICE D RBOZENURERM R (FHEORR) HMERES
Nic. Fle. BEYSEHEICEEUCEHRSNDMOPERBOBEEEMNLO(C, BEFEDE TICEHE
IBHEHONDARBSEREEEDELIEN. BEEORELEBEEENURKPFEOEEELELN
BRSNIC. RIEDOAKR. REROBBRET. LT U RS RIE 20me/ke/HDORSE CHRDEEZ
SIERITED DT,

LI EDHERDS. BEMIO—REMEROEIERILOCRIEICH T HESMEFVLTNH3me/ke/HEER
SN,

DHZOAYIVEE - BRRREICEIT DR

BEYTIE. VT U RS RESICEBUEARIEHSNEN ofc, TENRECIE. RBEE. BIERSE.
FRIBDAEEHAIN UL IRHBES [CHEFRD ONED ol AFRBRETIF. 0.5804me/ke/BHEFD
RICEBASTYDEEDFT A DHEIINHOSN. 2KU4me/ke/BEEDRRIRE 1ILICED180° DM
BROSNc. Ffo, D COREF CHUROFENHESNC. HEOFEITAEKERNTHD. 0.5mg/
ke/BEF CIERRIETLICEEN DERED MEOEEENERO SNcDH TH o>fch. 4me/ke/HEF CIEMY
FBDOEH. EfE. T, OEEENO—TNBLO(CRIEN (FZIEEV S EBEEDT BRI N, &
BIRE Tl 1me/ke/BREICHUEDOHFENRD SNc. Tl 4me/ke/BE CREODAREEICERDH
FHH5NT,

KEBRCOESMHUEF. BEYICOWVTIF4me/ke/B. BREICDWTIFRETCELED DI,

5)3 v MUERIRUHEROREL U (CEBEMIDOKEEICRIT DR
BEWICFETHIFHSNT. 500me/ke/BE CREDAREIBININGEINGS SN, HEFDERESR, M.
HEEN. BARENUKEREICL T RS ROREFRDSNHEN ofc. 300KUB0O0mMg/ke/HEE
DIEHEF O (B D8 ([CERMREIENGRD DN h. MEDHERMZAICFEFFRH SNIED DT,
FRBTOBHYD—MEBMEICH T DE|BMEF500me/ke/H. HEFORRICH T DEEUES
100mg/ke/H. BEMINOEEFOEIEREDESHE(F500me/kg/HTH o,

(6) RPFRFIBLEEAER
ZHEEREL

(7) ZDfthDFF*S 1%
ZHEREL
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| X. SENSIECET2ER |

X. BIENEIAICET $IEHR

1. 3FHIXD
®BEUISZ RehTEIL2.Emg BE, NHZEERY
LIS FeiT7EILOME BFE. UHBERERY
x) AR - EREDLSZICKDERT DL
BYMS : LT U RS K. BF

2. EshEAR
3

3. BRNRETORE
=EFREF

4. FRWV EDER

20. BV EDFR

20.1 FAEREEIEEFIEZETL. BRI DL,
20.2 R, ESEXNOEE - SEZRIITREFI DS,

5. BERITEM
BEOERRAA S AD
<gOHDOLBH 1 H/OD

6. E—m5 - EIHE

B—h kU

ERNE | [ZSHMEBEE] Z3RENRET D EFEHA
RILTVYZT. RYURI R YU RYA R IVE/ RSy MR, DILTD )LV XD, TOYVX
NI (ELCFHEBRR). ISYVLNTELFERA). AFYVITITIVBIATIIL. AGYFIIT
(BLFHERR). Y5YVLANTELFHEBRRA) - RLeE7IOZI—E 7LD 7 (BLFHERR)
[ BB AVIEIRES | Z REMNR &I D FA
PHYFIV, VESEY
[RATHERRAIMR ) (BE 2 BENR & T HEA]
EALVUART BLFHEBRR) XYMRASYTFY VIVFTY, NUARRTY S YIVEIR. VY
VAR
MEBMEBMRRMIFR Y F U ) BEIXR (SRR » ) BB ZREIR & F D FH|
MERMEEBMRMIFRIF U V) EIZWEMRET DEE] : UYF IV T (ELFHERZ). TILY
SEVUVBIZATIL. A TUYEXTFOFEIY (ELFHEBRR) . XVTLRTVIGERE
DR ) GEIZRREMRET HEE | FEXY AN T ELFHERA) *. FEA RIS v hRIEK
R
* L IED. DEEH D ) EIC T D MBERIRIFTE

7. EFRRESFAR
20054 12F27H
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| X. SENSIECET2EE |

8. REPTERFAARUERES. RMBLEINFFAB. RERHIBERR

ROSHRFCAEGER ¢

LTS5 = RehT7EILEME

1 2010F6H25H

L7Z= Reh7EIL2.Emg : 20155 10828H

A R & 5

LIJZ= Red7EZ/IUEME

- 22200AMX00381000

LTS5 = Reh7EIL2.Emg 1 22700AMX0 1030000
EMELENHFAE -

LTS5 = FehT7EILEME

1201078 16H

LJ7Z= Reh7EIL2.Emg : 2015511 828H

frrchmERE -

LIJZ= Re7EZ)IUEME

1 2010%7H20H

LJZ5= Reh7EIL2.Emg  2015%F12821H

9. MEENFREN. RENRUAEREEMEFDOFAARUZORE
EE - NREN : [OBREBAFRBENKZH D EREEEMIERE 2010%8RH20H
FNRE - FHREM : [SFHMEBEE] 2015%F 12821
FRE - FHREM : [BHENISHGMHEDRRATHREMmRY >/ ) (] 2017%3H2H
EE - FEM : [BRERNIFHEEMDRRML ) ER OIS ) (] 2020F2H21H
A - HEEN : [SHMEBEE] 2025%2820H

10. BEERER. BIMfERLRFARRUZOAE
<ZHMUBHE - SBREARBIBRKRZH S BHER MRS >
BEAEBRBHNFHAH 1 20214 12H24H
EEm. EERSEFORE. BWMEROREMOEERSICET OERF 14XBRIEEISAHS/\ETOLT
NUCHBZAELIEL,

11. BEEHE
BHEN(FEAMOSH TS EE 2010F6H25H~2020F6H24H(10%)
(FmMRRAEER)
SERBURRBIBRARZH D BREL MRS 201048H208~2020F6F24H (_EECAARBIDEREAR)
(mIERRAEER)

2015F 12821H~2020F6824H (_LECHABOEREAR)
2017FE3R28~2027438 18(10%F)
(FMERRAEER)

2020%F2H218~2025F 128208 (BGF 104 8)

BREOZFHEITEEE
BHEN(FERMEORATHRRAMmR D >/ E

BREN(FEAMORERED ) ERUBESD ) &

12. IEHRETIERICEE T 215
FAIF. BRSHBICRET DHBRIFED SN TULEL,

13. &FfEJ1—R
Ef= == F2pET 3 IRER 71— R
AR5 amey | BIOBERERE | BRERESCF | jorasmEs %gj{",:
LJ5= ke 107l
NI EI2.5me T0hT eI 4291024M2020 | 4291024M2020 | 1245646020101 | 622456401
X1¥—M) 1192742020101
LI7S=Re 408 7EIL
4291024M1024 | 4291024M 1024 621927401
H7EIL5msg (0ATEIL 1192742020102
X4Y—)

14. {RiRfafT EOER

ZAE UL

93




XI. ik

XI. 3Tk
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1) RevMate®(LF-U R K - RY U R= MEIEBEFIE)
2) List A, et al.: N Engl J Med. 2006; 355: 1456-1465.(PMID: 17021321)
3) W&} 1 CC-5013-MDS-0045: 8k (FERFHAR : 201048H20H. CTD2.7.6.15)
4) Fenaux P, et al.: Blood. 2011; 118: 3765-3776.(PMID: 21753188)
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(An Australian categorisation of risk of drug use in pregnancy) X(2016%12R)

<8E  F—-ANSUT7DHEOHE>

Category X

Drugs which have such a high risk of causing permanent damage to the fetus that they should
not be used in pregnancy or when there is a possibility of pregnancy.

KEDRINEICHITHRIR - BADEZEHIFLUTDESD TH S, 5. FDATIF2015F6H30HZH 0T,
CNFTHEAUCTEFDAREBREDRE(A/B/C/D/XDEKEL : IBHT IU—)DREZEHET Ulc.

SEEAE

KEDRFIXE | 8.1 Pregnancy

(20224 128) Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in females exposed to
REVLIMID during pregnancy as well as female partners of male patients who are exposed to REVLIMID.
This registry is also used to understand the root cause for the pregnancy. Report any suspected fetal
exposure to REVLIMID to the FDA via the MedWatch program at 1-800-FDA-1088 and also to REMS Call
Center at 1-888-423-5436.

Risk Summary

Based on the mechanism of action [see Clinical Pharmacology (12.1)] and findings from animal studies
[see Data], REVLIMID can cause embryo-fetal harm when administered to a pregnant female and is
contraindicated during pregnancy [see Boxed Warning, Contraindications (4.1), and Use in Specific
Populations (5.1)].

REVLIMID is a thalidomide analogue. Thalidomide is a human teratogen, inducing a high frequency of
severe and life-threatening birth defects such as amelia (absence of limbs), phocomelia (short limbs),
hypoplasticity of the bones, absence of bones, external ear abnormalities (including anotia, micropinna,
small or absent external auditory canals), facial palsy, eye abnormalities (anophthalmos, microphthalmos),
and congenital heart defects. Alimentary tract, urinary tract, and genital malformations have also been
documented and mortality at or shortly after birth has been reported in about 40% of infants.
Lenalidomide caused thalidomide-type limb defects in monkey offspring. Lenalidomide crossed the
placenta after administration to pregnant rabbits and pregnant rats [see Data]. If this drug is used during
pregnancy, or if the patient becomes pregnant while taking this drug, the patient should be apprised of
the potential risk to a fetus.

If pregnancy does occur during treatment, immediately discontinue the drug. Under these conditions,
refer patient to an obstetrician/gynecologist experienced in reproductive toxicity for further evaluation
and counseling. Report any suspected fetal exposure to REVLIMID to the FDA via the MedWatch program
at 1-800-FDA-1088 and also to REMS Call Center at 1-888-423-5436.

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.
The estimated background risk in the U.S. general population of major birth defects is 2%-4% and of
miscarriage is 15%-20% of clinically recognized pregnancies.

Data

Animal data

In an embryo-fetal developmental toxicity study in monkeys, teratogenicity, including thalidomide-like limb
defects, occurred in offspring when pregnant monkeys received oral lenalidomide during organogenesis.
Exposure (AUC) in monkeys at the lowest dose was 0.17 times the human exposure at the maximum
recommended human dose (MRHD) of 25 mg. Similar studies in pregnant rabbits and rats at 20 times
and 200 times the MRHD respectively, produced embryo lethality in rabbits and no adverse reproductive
effects in rats.

In a pre- and post-natal development study in rats, animals received lenalidomide from organogenesis
through lactation. The study revealed a few adverse effects on the offspring of female rats treated with
lenalidomide at doses up to 500 mg/kg (approximately 200 times the human dose of 25 mg based
on body surface area). The male offspring exhibited slightly delayed sexual maturation and the female
offspring had slightly lower body weight gains during gestation when bred to male offspring. As with
thalidomide, the rat model may not adequately address the full spectrum of potential human embryo-fetal
developmental effects for lenalidomide.

Following daily oral administration of lenalidomide from Gestation Day 7 through Gestation Day 20 in
pregnant rabbits, fetal plasma lenalidomide concentrations were approximately 20-40% of the maternal
Cmex. Following a single oral dose to pregnant rats, lenalidomide was detected in fetal plasma and tissues;
concentrations of radioactivity in fetal tissues were generally lower than those in maternal tissues. These
data indicated that lenalidomide crossed the placenta.

8.2 Lactation

Risk Summary

There is no information regarding the presence of lenalidomide in human milk, the effects of REVLIMID
on the breastfed child, or the effects of REVLIMID on milk production. Because many drugs are excreted
in human milk and because of the potential for adverse reactions in breastfed children from REVLIMID,
advise women not to breastfeed during treatment with REVLIMID.
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