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(DAL EERICHE S S RERIAE)

5.2 RANDEMNZ Tz - TiE, JEFEABEBREORIEY 2 7 2ZE L CHEICEEZRINT 52 &,

5.3 AFNIBEICAER SN2 IREEE D HIERIZ RV T2 0 i RERE 2 20K T S 20 R c& e
v,

5.4 D AACFIFRIER I TIIE U 7o @ SRR ML LT 563 2 ARA O A 201 K V2 VRIS L TV 720y,
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5.1 EWIRENKE L SN EEZHUNTERT -0 L,

5.2 JEGAABUEBREORIE Y A 7 RO ATRE R 3R DR EZ B L T, AAl 2 &5 T XEBH 2 RIS D4
RS D LT,

53 AANL, ¥V FoAdF A —VEMETDHZ & TRIBAEREZIGIT2EATH Y, M IREEZ B fF
FTHERITZR, DSAALERIEC &0 S IIE RRIEAS B L7256, BIRME RIS AN EE 5
L TCREMBAREERETALEMENRH Y, DU AT WM A5 DIZIMIE RBEZ LI T 5458
WD, ZOXI7RGEIE. AA LV MOREEDRINE BET DULENH D I2ORE LT,

5.4 SRS ORI TIX. DALFIRIBITEN > TR 2 L TR0 | BAALFIRIERICRIE L@ R
IME DIEFD FATRFT L T 7= bRtk L7z,

3. RERUAE
ORERUVAEDHEDS

6. RERUVHAE

<rn = PR B [ E )

W, RACIE 7 =27 %Y 2 X2y FELT1H10mg KVBRBL, 1 H 1ERA#KET S, FO%IEm bR
EEHER LD DMEIS U TRA ICHEET 5, MEFFEITESR 1 H 18 40mg T, BFHFORIEIZIS U CEHE
HEWT 508, ARG EIX 1 H 18 60mg &9 5,
<ﬁ&m$ﬁ&rﬁ5%m@mr>

W, RACIZ 727 %Y A%y hELT60mg # 1 H1ERAOKREST 5,




V. 1BRICEId 5 EHHA

QFERUVHAEDHRTERE - BRI

(ER. = hRERIMIE)

AE0HEERVEEEH

6 B\ A & Te s SRR MLE I8 MER 2R R C, BIIC D » TR TR Z LG5 2 L AMETHY . BEDR
HOFMEMELAZEZET S L 1 H 1IEERGPLEE LW EEX b, BEMRABMEZSG L LR O KER S
AR BN TCT7 =27 XY Ay o 1 H 1FEESTH PRI NER (12.5mg, 1 B 1 [F#&5FO L
BERBREZ LS 0 -31.6+24.1%, F¥ESD) BNELNZZ EnD, BRLOFETNHLOENFHRRECY =7
XYAREZy b1 H1ERETHRE LR, AL RN I, £, @HRERABECT =7
XY ALy M THMKE®RE L EOMPREIETEMRIZ LA 2[5 ICHKE LT A 1ERG DG,
REAR T AL VR TH Y | IEIMORBEESHROFKE ) 27 Z{HM T 2B 0Nl Enb b, KA
ORFEF1IH1IEREE LN EEX DR,

MEAERVIEEE

—MRAI RIS T3 K D180 Tk, 2P RIRE 2K T S 7856, REMERN L RIS 52
EDRHMBNTND, ZDOIODIERITA FT7 A TIHIREEE THLDE TG L, ReICHELEMNTL 2 LN
HAES LTV D 9, S OIS TARERRRBROME R TIE7 = 7% Y 2% v FOA LA EIT 20~40mg/ H O
HPHE B2 DN Z &b, LIEORKRERTIX, P EZ 20mg/H OFETH S 10mg/H LRE LIz, ©
DFER, 7 =7 %Y 2% v | 10mg/ H # G5 T o RBIEI R DR BLHEIL 0.6% & 77 ERD 3.2% & HAEN
ZEDBMER SN TWD, Fo, RMOBEKREERIZIB VT, 10mg/H22 5 40mg/ H I 1 BEEECHE L7560
S T ORI ORBLRDN 11.0% Th - 7= DI2% LT, 10mg/H A5 20mg/ H %2 #% T 40mg/ H (2 2 Efk
THE L7256 OB R OFKEIFEIL 66% LML, TTEHRD 7.9% LFEBETH T, ZhbORFERN
O, 77XV ALy bOFEEX10mg1 H 1 RIGEME L, GGG 2 HELEIZ 20mg 1 H 1 7],
HBia 5 6 LRI 40mg 1 H 1[E G- L 7570 8 R4 ICHE L T HIERHER SN D & B 2 b7 9,
F7-, MIERELME 6.0mg/dL LA F M2 BAZE L LT L 72 Je%d oA bl gl (B 535 %
Fr< b5 BB IRV T, ERRIE, 10mg/H T 24.1% (7/29 #1) . 20mg/H T 51.4% (55/107 f5l) . 40mg/
HT83.2% (198/238 f5]) & FAEMIFANTHEIM L., 40mg/H T 80% & 2 HEMERICE-7T-, —F T, 60mg/
HC 84.4% (38/45 f5l) . 80mg/H T 87.8% (36/41 ffl) TH V. 40mg/H % #8 % 2 I B CTOZERFDO MO
B S HAb T 23 B B vz, LA EoS . ARFIOFE A 1T 40mg/ B &Il L 7=,

722 L. MIERBREOZEALS1T 80mg/ H £ TIZFHEKAFRITH RN L, FRBROM R LS L7 MG IR RED
AT, 40mg/H T-41.9%. 60mg/H T-49.2%. 80mg/H T-52.0% CT&H V. 40mg/H & 60mg/HF THZE
fbRD 7 (7.3%) 1% 60mg/H & 80mg/HH D% (2.8%) DELL ETH T, F7z, MHREEME 9.0mg/dL LA
LR E G TeERRIMERE 2 FRIZ, 727XV AZy NOREHREZ 60mg/H & L, &5HM 52 #H R
TR U 72 6% 5 o BRI 538 0 0BT ICB W T, 7= 7% Y 24 v b 40mg/ B % 5 CIiiE R B 1E
6.0mg/dL LA & 72 572 o TR 1ok LT, e 5-BHAa% 15 3 B LAFRIZ 60mg/ B IZHE & L7 2 A 52D
MIBREEMED 6.0mg/dL L FEERHIL 87.6% L 72 olz, ZHUEL, 7= 7%V AH v hOHERIZE(LZEN 80mg/
HET. ZOHTH LV DT 60mg/H £ THEMBBKREZ b THRLEZ LICIVFHIND EEX BN,
AFERIZIIT 5 60mg/H O 52 1 £ CTOREMITIIRENRD L o7 Z LD  AF O K &% 60mg/
HE LT,

AEETE R KRR (REIREHBRZERC 5HER) £ME L-RAEMNMBEREE 6.0mg/dL UITFEME

b5 10mg/H (n=29)|20mg/H (n=107)|40mg/H (n=238)|60mg/H (n=45) 80mg/H (n=41)

{7 PR ER A o o o o o
eomgﬂ4wrém%é24lk(7w> 51.4% (55 %1) [83.2% (198 #4) | 84.4% (38 f5]) |87.8% (36 1)
135 PREZE D22 b -23.9% -30.1% -41.9% -49.2% -52.0%




V. iBRICEEd 5 HHE

(BNAAERERITHE S B RERIAE)
AEDHRES L VEEREHK
T 7RV ALy ME, DRE, SREEIGE] OEET 60mg £ COHETERRBEIGL TV, ZOKIZHE
it L 72 5e 38 OIRBR OFER 225, 1 A 1 [ 60mg TOLEMEAZFHR L TV 5D, 2AALFRIEIC LV Iz iE
PREGMES EF- L7236, BIRME IR S IEE T 5 2 LI XD BMEBE AR RORIEOERMERH Y . 2D Y
A7 Z MR DT O MG REE Z eI T, BIEICHER CE 2 1L - HEZ®IRT 2 2 L NEEILR
Do Flo. BAALFIRIERAT TEOBE L, R - BREBOEO B L B0 waBIEi% OFEREE) oV X
7 HMENNTZ D SegE S OB ARG R 0 YL - A&, ARV, 1 H 1[E 60mg # 3R L 72,
53 FIERIEE 2 G e PUE IR 3RS X DA RIE 2 T 78 OB EE (Bifn. VU Nl BEERA) &
AT FE M U 72 638 5 0 5 AR BR PR ARBR D35\ T A RO EEFHIEH A C &b 2 #5-BlARITR A ) & & 5-B ik
#% 6 HAETOMGERBED AUCIE, 7=7F V2L v k 60mg/ HEGOMBETHL T 7Y ) —)b
300mg/ H (BHEREMRE D & 2 FBF : 200mg/ H) & 5-12x3 2 IEH M RGE S iz [BEM 22 O f/ ) 3 [95 %
{EHEX ] : -33.61 [-70.67, 3.45] mg-h/dL, #HHE~— > : 150mg-h/dL] , 7 =7 F Y A% » k 60mg/
H oG X 5 Mg REAE X 5-B54 6 H £ TREFAICHED L, (LFRaEMT T I Mg REEE O BRI X 2
[E DL b3 L C g IR O M Y O 1R (7.0mg/dL) %82 =R E 1T\ oo, E7-, B AT
BERE A FIE LT R 1L 1 il Ch o 7oy, MG RBMES AR EEO FRZE X722 LI K5 %IETIE R0
7o
PLEDOFERNG, 727 %Y 2> F 60mg ® 1 H 1 EFREAEEGIC LD B AALFRIEICHE O @R EE ME O FSE
IHIRRDHERE T 72728, 60mg 2 5 HEDOHMFHNIANETH VD | 2 AALFHRIEITHE S m R IME (63
LAFOMYE - HEE LT, 60mg % 1 H1EREAOKLETLHZ L Lz,

[V.5.(4)REEMIERER ] DHA SR

4. ABERUVHAEICEHET 5FE

7. BERUHEICEEYT R

(R, BKERMIE)

7.1 JRFERE T IRIC X 2 IICIE, A REBE OS2 AAE TIC X v mEBEESR GREFEME) BFxshb
ZENRHLHDOT, AFOEEGIT 10mg 1 H 1ML, #5865 2 B LIEEIZ 20mg 1 H 1 [8],
BHBEND 6 WMLIEIZ 40mg 1 H 1 ERE L3570 L, RaICHET D2 L, kb, MEEKITRIE
rtolicBlET 528, (8.4, 17.1.1-17.1.3 2]

(DAL EGERICHE S S RERIAE)

7.2 RANL, DAACERERMG 1~2 BRI D& G 2T 52 &,

7.3 FRRSER RO IRIBEZ E =2 U > 7 L7e b, AL FHRIERE S R ETRET 22 L, ki, BF
OREEITIE U T, REMMEZWEILERET D2 &,

fi#ER -
7.1 IVI3.QRERUVAZEDHRERE - 1B 0HEESH
72RU73

AL PRERAT T 8 O FEVEEE, B Tk, M AR R R IR I O 7o O IAL FRIERTIC IE PR E 2 T
S TEBLERD D, EERAEEGEEZIET A X AWETH 2 R TIHMEFEED 1~2 BRinD 7
2T XV ALy NERET L ERERINTWS, £z, RO ENE IHHERRRE DIk, AT A
Ko A BEIT LD 24 FERIET (PR T4 o7 27XV 2%y NOBE5 BB LI
EMD, T2 T XY AL Yy NOEEREAE ., [RAALTFRERLE 1~2 HAll) ERRE Lz, —MRIICHES
AREEEERE L, (LERES 12~72 FEZICIE LTV E SNTWD, 207D, 727XV RAZ



V. iBRICEEd 5 HHE

FOFEGHIFIEAD 72 L ZORZ G0N ENH D LB X T, THUCHED & | [E N T ERRR T,
LFFED 24 FERIRTNIC 7 = 7% Y 2% v b OG- 2BM L, b5 RERG 5 HE ETo 6 HE&EET 5
ZlE LT, TORR, 727X Y AZ v b 60mg/ HIZ X 0 G REEEIILFHEB A 6 B H £ CRREF
BT U, AL HREMAT I IS REEE O L FIC X0 2 RIS e U C g iRERME O f & AU O LR
8 Z TR K OIS AR S E G & FE L 7o R X o T, E7e, B A A CIE, MiaE o
WAL TFIRIE A~ DR MEDIEVIC L0 | NES AR EE R O FAE R b AL kAR 24 BEICAIN D B3
A& 5 WITBOAM % £ TEkAx TH D 9, ENFEIEERRAE CIX, FEESAERE & RBICHA AN
72, MAFECHE AT 2{bRIESE, BEOREBICIVHREHMOIER 2R L Lz,

PLEXD . T7.2 KFNZ, DAATRIERMS 1~2 BRI OEG 2GS 25 2 & 7.3 BRARRER & Ot H R
izt =2Y 7 Lans, L¥RERES HHETRET 28, ok, BEOREBIIGL T, &5
WA EEERETHZ L, | ERELT,

[i738%

(DEERT—2 /85—
<fE@R. S RE.IMAE >

A R
AR R4 R RER LR g e bR e 5[0 %/ 11 ]
5 1 FRHL[E] 8 53R 1 TMX-67 % 1 FAEEARER TERERR A T 1 0.2, 0.8, 3.2, HifA]
(BEL[A]% O 5-305) 56 {1 6.25. 12.5. 25,
50mg
5 1 FRHLE £ 53 5R-2 TMX-67 iBI0%5 T AREGAR B TEFERR A T 1 80, 120, 160mg |H[H
CHEL[E1#% O £ 5B nEER) 24 {3l
5 T AR O RERR TMX-67 %5 1 fHEGE B TRk A B 12.5mg Hi[m]

=

(B[ O e 52610 2 BFROZE) 12 B

FreA& B Y 12 1 % B[El% 5| TMX-67 ffc il v ol e FERERRA Sk 10, 20, 40mg  |H[A]
AR L ORFORENER | R ORE) BREURFORENER |32 ]

% 1R e BatBR-1 TMX-67 55 1 FHEG AR5 R R A Bk 12.5, 25mg 12.5mg :

(AE R 1 5-38058%) 20 flf 1 H 1[E/7 B
25mg :
1H2E/7HM

% 1 M £ 535k -2 TMX-67 % 1 FAEEHRER R Rl A T3 25mg 1 H 1[E/7 AR

(BERE N P 5B nskER) 11 51

8% 1 M -3k 3 TMX-67 iBIN%E 1 fHERARER R R T 40, 80, 120, 1B 1[E/7 B
(SRR 1 518 NEER) 56 1 160mg 1 H 2[E/7 B

BHEREIR TR TMX-67 BHSHEI FERFITRIT D BHEHE ERE KO |20mg Hi[A]
EAGIESSR=N: R PR SEBEER  (HLIEIRE 1 B 5-3R) R EEREIS T R

14 {31
BHEREIR TR TMX-67 BHSHEIS FERFITRIT D BHEHE BT A KO |20mg 1H 1[E/7 B
AR B 5Bk SR EhRERER  (RAERE O 3 5-3K80) FEREIS T R

29 #i

a) TR Z b SN T HERE
b) EAEEEZNMLIEMET ov 2 (RS my bR —L) TR S 7RG



1BFRICB DI H

%f ERA TR AERA B 5 P b & 5 [R1/ T
e R R I R TMX-67 & RERME BRF BT B ERERMERE T |10, 20mg 1 B 1 [8l/6 [
PK/PD % PK/PD & 10 45 GEONIIR 2 33 fH)
(137 FREEAE 0> I PNZEBh K OV B g
DIRED
I TARBR-1 TMX-67 #3555 0 FHFRBR I L & & e R4 0.8, 1.6, 3.2, 6.25mgl1 A 1 [A/2 HHfH]
(A |y MEFRRER) I JiE BT
22 il
WIS AR BR-2 TMX-67 #IHI 1 FRER AR R I8 JEL % & e R B85, 10, 20mg 1 A 1[E/8
I fE ) GEONIIR 2 33 fH)
45 Bl
W THRABR-3 TMX-67 #1155 I FR kAR AR IW B % & o R85, 40mg 1 [ 1[E)/8 EfH
Fa (40mg BEIBINFER) I e BT (E AR 2 W)
Il 15 {3l
M FS Rk BEEAL  |[TMX67 7 7 C AR _HEHR P B\ % 2 40 6 R 10, 20, 40mg 1 B 1[5)/8
CHERA RSB MBSO R (5 THERR) | MERE (AR 2 W)
117 4
75 b AR R IRAEVE 2 A F TMX-67 (BN BI% T H 75 ¥ A8 L RDR JEL & & o 5 JR 810, 20, 40, 1H 1E (i)
BRHE ZEHERHARLOS R MfjERE 60, 80mg /16 [
RS iR (1% 1155 T FR#RBR) 202 1l
Ta7Y )= REEATMX-67 7u 7 ) ) — L IREERRBR R Z SR 7 27XV AX Y b | T2 THFVAF Y b
{t. (WIS L FREBR) I iE ) 10, 20, 40, 60mg |1 A 1[H (i)
PRI LA R 40 f1 Tuzy =) /16 FHH
100, 200, 300mg |7 wr7Y /) —/):
1B 1~3 @ (i)
/16
77w R KRR TMX-67 7 7 & R %R Ji R % & o R 10, 20, 40mg 1 H 1[8l/8#fH]
T MR “HEERERS (BIRERRER)  |mERE (GEANHIR 2 JE )
. 102 {5
?I? Ta7Y ) — R REEATMX-67 70 ) — L kHHR TR G ERIA 7 =T X AL N | T 2T X AS b
g [ EE RS “HEERERS (BIMRERRER)  |mERE 10, 40mg 1 [ 1[E/8 EfH
224 11 VA=V WA GBI 2 )
100, 200mg TuaFY ) —
1 H 1~2[8)/8 M
40mg F TOEME 5B | TMX-67 #5305k I B & & o/ JREE 10, 20, 40mg 18 1[E ()
I iE ) /28 HMdH DT 52
E 303 fi 3 1]
B[R ks TMX-67 O¥ R % 7 To i bR B i fiE B35 h J8 2 7 2o & IR EA 10, 20, 40, 60mg |1 A 1 [8 (i) /52
Tkt b LT- B 5 i E ) it
178 il

a) JRBRIEZ 5 SR E 2K
<t B R O Ifn R R R E >
=7.0mg/dL, /) =8.0mg/dL,
) A >7.0mg/dL, EREBRIGEADHESH W =8.0me/dL, ERERIMEAPHE: L=9.0mg/dL, =) =9.0mg/dL

7)



V. BEICEET5IEE
SEEFR}
R HERA R w2 & e mIEU
e ., o . 1 B 1[71(10~240mg/H) 1B 1RXE2E/14 AR
B IRRER SRR BERRFLA > 154§ 1 H 2 [5(60mg/ H) (B 5 BA 2 F 1A%
e b s - C 40mg/H
AVEF/Z K B FEAAE BAE AR R A Y 22 (aptFr 0.6mgl H 2 [A]) 18 1[E/7 B
B s L A N4 v 3= =
ERHABI T H 2 S 5 ;ﬁ”{:ﬁ; HROBHIET | o0 om 1A 1E7 BRI T)
o T A N H Ll
PR R T I 5 A IEIAE 8 ROMHIEET | o0 o/ 1A 1T A
B 28 B
e Tl 1 - . . N ) 80mg oy
HIEEANC & 2 EH B AR R Y 24 {31 ¥ 5 4yl A 20mL R (R T)
. . - Rk A 48 5]
i NI [ ) B 4 15 (34
AR B OVERI D SR (18~40 2% 65 2220 1) 80mg/ H 1 H 1[EV7 AEGERT)
S, e - S 80mg/ H
AV Ay & O IR EAE SR fERER A Y 27 fi] (o} 1457 50mgl H 2 ) 1A 1E//5 BM
" PP —— S i ABLA] - 20mg o
U M O A= 9 10 [ S 5 R A P 28 {31 Abbott %] - 20. 80mg R (R T)
ARZAVAANS S i BT K72 MR (0SS v IO 120mg/ H .
5 | B AR A Y 22 il (37 3% 25mg ) 1H1E/9 BHEGEET)
| R s B E A ARE | A Y 33 6 120mg/ 1B 114 AR
i " (ave# 0.6mgl H 2 [F])
. . - - 80mg/H
17" w¥ty & O FEMHE BAE AR fRRERRA Y 27 (7" wky 500mel A 2 ) 1 H 1[E/7 B
WY ASKS AR AR | 120mg/ A .
. R A 39 1l (597" V1" 4mg Bl 1H 1[E/9 HH
Part A | HEFERRA 12 11 300mg/ H 18 1[E/7 B
QTc bR FFmEER
Part B | fEHERRA 44 Avelox»400mg/ H 1H1[E/4 B
g ROROB e 6 61 80meiEA i
LAV R VAN a ) . 120mg/H
. 5 b) . 2] H f\
SRAHEL L (3R 1 RmRA P 2251 V7V MR = &) 1A 1E/14 BEGERT)
LS MR VAN a ) s D 80mg/H ,
A T (1 -2 TERERA Y 32 f V7)o My b R E Z L) 1 H 1[E/14 AMGEGEET)
(A NVETS e N Al ) s 80mg NV .
AR A Y 6 1 (ch 2700875 | 50me) RGeS T
FATAVAZKE T 5 S EAE B | A 24 1 80mg/ A (7471))
T2 TFI AL R
Tazy) ) —VEORT TR | . 80, 120, 240mg/H 1 H 1[[/28 #[H
HREHABAAPEX) REBET 1,072 51 FaTY S (EXCEL ~D#GEiR)
100, 300mg/H
- T2 TFXIAL Y b .
— L% R T L. . H A
j(?Zgr)/ FHIRIERGAER Jii ) 750 il 80, 120mg/H 1&;&;452&%%%@ 1)
% 717 ) —/ : 300mg/H EPLZTR
i T2 TFI AL N
, . . , - 40, 80mg/H
Ta7y ) — Ukt R a2 e EEE © 7)) 2,269 f X 10 1[E/6 % AR
TRa7zy ) —).
200, 300mg/H
=t Tz T X AE Y R
— L%t R =S - . .
;;é/ IVATRHBAR : M IEBE T 181 4 40, 80, 120mg/H 1 H 1m/28 B
P Fa 7Y J—L : 300mg/ A
- i TxTHI ALY b
SR : HR 2T =R .
E# 53 B-1(FOCUS) AT 116 f 40. 80. 120mg/H 1 H 1[E/EE 5.5 4
5 AR QPEX N | TSR
Rl -3 2(EXCEL) FACT 5 T Hi5%) Ty 1H 1/ 40 » A
1,086 #1 100, 300mg/H

a) TG SN HERFES b) 18 i ~55 DA T &«

c) KEV U~=Fs (ARA) HEHICL Y EXINTRAOMERH D, UIBIERELTWDHE
<t G R O I R AE >
7) =8.0mg/dL, ) <8.0mg/dL



V. iBRICEEd 5 HHE

<HALZEEIZH S B REEMAE >

PR R
Bk R4 T S B5& P51
o o\ et f e i 727 %)%y b 60mg/H (1 H 1 [ 5)
— izl Ty=d PRopE v E\A Y, .
g | o SRR | T TR ORISR 07 ) s00omg G A 2B |6 A Gk 14 AR
o 300mg/H (1 B 3 [E#5)

* R E G S gERE K (GCP RESFHI 1412 FR <)

BB
B A4 TR e $e b P 5111
o P bt i 727 %)%y 120mg/ B (1 B 1 [B]%5)
Ta7Y ) —NKMRITEE [(LFRET T EO S AR E |,
- 787" ) /=) 200,300mg/ H (1 B 1 EH5) (7 AR Gk 9 AR)
KRBk (FLORENCE) |# 346 {3 600mg/ A (1 F 2 [l 5)

EAIIEE

* R E G ST PERE K

(2)R& PR 32 3 BR

1) AAMHEER (EE. RE)
i) BE1% 5 910
AR NGRS A B 32 il 2 xt% & LI EMABOf R, 72 7% Y 2% > b 10, 20, 40mg (EHEL
Z2RERE, 40mg DA BRI B G &8 8 #) Z HER NG Lz & EOFAFMEILRL Th -7, BIWERIX,
40mg # ZEMERR G- L7216 (12.5%) [ZEREO FREERE. TRRENRD S 9,
HARNERER A B 24 Bl kiS5l L7 7 2R —HERRBROKE, 7= 7%V A% > | 80, 120,
160mg (KRE 6 B) ZHERR AL Lzt & ORRMEIXRFTH -7, BIER L, 120mg BT 1 41 (16.7%)
o BREEDORT Y 7 AN, R m— L EIN, R~ 2R AHAERD BT 10,
i) RIEHZSHEE Y
TR A B 24 Bilic, 7 =7 %Y A&y FE LT 40, 80, 120 XN 160mg (FHE6 %) Z#RH%ZIC1H 1
[ 7 AMXERA®RE LZE EOREMIRF TH -2, BIEMAIZ, 80mg/H T 141 (16.7%) A M EkEK
Hahn, 160mg/H T 141 (16.7%) & ALT #2380 b, WFNbBETH -7,

) AFIOAKR S - ER O RIS E T 5 R 5% 60mg/ H Th 5,



V. iBRICEEd 5 HHE

2)

3)

ENFEER 1
T & G e SRR AE RS 10 fl 255 LT, 7=7 %Y AX v bk 10mg 2 1 A 1[0, §&%IC 2 BE#
B, MEFFHEL LT 20mg % 1 H 1 EEARKIC 4 BIREG L, 77 %Y A ¥ v MEGEEO MG REEE
D HNEBZ e Lz, #5401 8.Tmg/dL TH - - MR, MEFFAE® (20mg/H) #5 4 H#
O 5 EATT 5.96mg/dL, #5- 2 B2 5.82mg/dL, 24 FFRij#4 1% 6.40mg/dL T&H - 7=,
*  AFORBIN-FERVARICH T H#EEE. B% 18 1E40mg TH 5,

5 L I ERR 6 BROMBREEDHY (BEESCERIRMESRE)

12 ~
10 4
S
T 8
=" ]
._,E, 4
o 8 ABAsAET
E (& 5RAmaA)
gg! 47 weemms
PR 110 25 itk k638
4 AL, M REEOR 5% 24 BRI TOROEERT Hi%
§ N (#ERB4ER)
2 -
0 T T T T T T T T T T T T T 1 T T T T T T T T T T T T 1
-28 -24 -20 -16 -12 -8 -4 0 O 4 8 12 16 20 24

FE5-1% W5 (h)
QT/QTc FHffiztER 12

T 7 X VALy h80 LTN300mg & 1 H 1[4 HEKERE Lz L EDikK QTcF OFHED 77 R
BEL O7T 2.2msec INTH 72, H5 4 HEIZ QTcF 2 ES (=430msec) 7> L 5% (>430msec 7>
©=450msec) (L L7-#BREIL. 7T 2REET2H] 5%) . 727XV AKX v 80 LT 300mg # T
znzEh 26 56%) kO 446 (10%) . MBRIEOEFT 7 a X0+ 400mg BT 1161 (27%) | &5 1
Xi% 4 HHIZ QTcF 2t (>450msec) L7c#REIIALNRD o7z, £, 5 4 HHIZ QTcF 7
— 2T A 5 30~60msec IER LT-WBREIL T T B RBET261(5%) . 7 = 7%V A& v k 80 KX 300mg
BECH 34 (T%) . EX T 7urFH+ 0 400mg BT 196 (46%) Tholz, b, 7=27F Y RH
> b 80 &N 300mg 1 H 1 [AIKEH 5128\ T, QTcF (2% 2 B R A9 B K 7 T BRSO A I X BLEE S v e oy
-7,

1) AROFER SN HERCHEICE T 2R AKHFEEG8I1T 60mg/ A TH D,



V. 1BRICEId 5 EHHA

QB RAERIERFRAER
<f@RE. SRERMEICHT 2RR>
1) ENATESE I HEERREER 19
B H A
HERA T a7y )=k AR (LR SR PR

HEBOBM |HEZE©ERBIERE 2800, WERBEZELZ ZEFMIHEA S LT, 7r7Y /—
JL300mg/H & 7 =7 % A% 40 O 60mg/ H DA ZMEE g4 5,
HBRTYA V| ik, 7 eV 2 —RR, EEAL, EER. TR iR

)

FOE 3 I JEL 2 o v R R AL UE FR A 40 1)
F A sgEE | (DFEE - 20 L L
(2175 JRERTE

Ji BB #E > 7.0mg/dL
AOHED B % @R R IME R 2 8.0mg/dL LIk
APHIED 72\ RER ILIE B Y 9.0mg/dL Lk
a) REEFEA. SIME, @IEME, MFEFRERE (kT 2 3R I IRIEE LE LT 5
e
b) JREEREA . ST, @ARMAE, AERESE (ST 2 BMANGR X TRIE 2 LE & L
B
FARBRNEEE (1) SRR A PR M R OVERGRIRF (O BB e 2 2 LTV D B, 28 L < 3w EBIEh 4 2%
% 2 W MR O B
(2) B ERMF A EME BB R LIS O TR B CIEAR T v o RIUEHIZRAESK (NSAIDs) & 2 W 3EIE A
AT aA FaewiEEE OMVRIERS) LTWDHEHE
(3) BB TS (E2 L7 =2 =1.5mg/dL)
(4) frpEE B (AST. ALT OWFHumms 4 s o SLVEE LR 2 (5248 1 5 )
mE
HERAE JZ & e E RRIME B E I L, 7= 7% Y 2 & v b 10mg/H % 2 BE# 5 L. % D% 20mg
HIZH & U721, 40mg/ B BEIT i 5-B4a% 6 LK 16 1 &£ T 40mg/H # 5L 72, 60mg/H
FEIX, &GP 6 T 40mg/ HICHY & L7-1%., & 5-BME% 10 B LR 16 £ T 60mg/H %
BhH Lz, 7=27F A&y MEIWTNL 1B 1 RFSZRICEOKRS L, 7uerl /) —)L
FEIZ. 100mg/H 4 1 A 1[5 2, Fl8%RICHRAKE Lk, 200mg/H4 1 A 2 [\ 4 JHH,
A BRBICR DL L, & 5B16% 6 LI 16 # % < 300mg/H % 1 H 3 [0, #RS RH%IC
‘OG- Lz,
FEFHEIER (B 5BHLA% 16 18 O i REEEE(L R
BIREHEIE B |$2 5-BA4G1% 16 1 o M5 FREEH 6.0 mg/dL UL F iRk %
B 5-BbA% 16 1 O Mg JRELME 7.0 mg/dL DL FiERR e &




V. 1BRICEId 5 EHHA

LS

<EFEF@MER >
B E-BLAt: 16 I O MG REEZEIT, 7=7F%F Y A ¥ v b 40mg K 60mg & 5-H#ET
-43.0%. -52.5%., 77 ) — /R T-36.6% T o1z,

BE5RRk 16 BOMEREERLE

- N Mg REEOIIE (mg/dL) | Mg REEMEAELERY (%)
ST+ SD S+ SD
7u7Y J—1300mg/H | 19 8.34+1.16 ~36.618.6
Z7=7%VAK v b 40mg/H| 10 8.64+0.77 ~43.0+13.3
7= 7% VAL Y b 60mg/H| 9 8.48+1.15 ~52.5+9.8

Last observation carried forward

a) FEATRT R 4

b) IMIEIREERIHIME (B5-BRAAETO MEIREEE) (233 2 5-55% 16 H O g REBEOZ L FE
<BIREFFMIER >

F5-BkAT% 16 38 O MG JREEME 6.0mg/dL LA N EEIX, 7 a7 ) —ARET73.7%., 7=7
F VAKX k40 mg/ AFET 90.0% Th -7z, FH-MHLAT 16 1 O ML IREEME 7.0mg/dL P T i
BERIL, 727X Y ALy k40 KT 60mg/HEE T, 100.0% KT 9961, 7r7Y 2 —LEET
94.7% TH - 7=,

<=zeH>

RBIVER (BRMAEO RE LT ZET) (X, 727 %Y AZ v b 40mg/HF T 60.0% (6/10
%) . 60mg/HEET 20.0% (2/1041]) . 7u 7 U /7 —/LEET 25.0% (5/20 f) 23D BT,
FREWERIZZ =7 % Y 2% v METHEBE % 2 61 (10.0%) | kKT BI7mrm7 U
2 6 (10.0%) . R MY ZUED REM2 6] (10.0%) . 7 a7 Y J — /LEEClif EER
iz 4 6 (20.0%) Thotz, 2B, ARBRICBWT, #EFILICE>-REM. EERRIMH
IO bivZenoiz,




V. 1BRICEId 5 EHHA

2) ENRHASE I ARRRREAER 19

I#E H N B

HERA 77 B R R E AL T E B R RS RER

HEBOBM |FEE ST EREE T RS 2RI, MIERBEZE(LEE FEFMEEA E LT, 727 F VR
% k10, 20, 40mg/H O R EFISHE NS 7T & RISk 5 A 501 J O a2 BEd 5,

RERTHA U\ Sl I, 77 BRRR, EEAL, HEER, WATRERM R

X Jif JEL 2 5 o i R R IMLE AR 117 )

ELBERELE (D) Fil 20 %Ll L
(2) 1% R ERME : 8.0mg/dL LA 1

FABRONERE (D) BB R R Z 2 L QW DR, A L < I3hEBIE g 2 i R o B
(2) BHpEIR TR (g2 V79 =2 =1.5mg/dL)
(3) IFREE A (AST. ALT W& EFHHEE 0 MR LR 2 (548 2 2 B

mE

HBRAE |HEA2SOERBIUERSICH L, 727 F YA Xy~ 10mg/AZ& 1 A 1 2 8B, A%
BOfgh L, 20tk 10, 20 XX 40mg/HZ 1 H 17 6 @8R, #IRZICRAKE L, 77&
ARET 1 B 1B 8 MM, FIEBICRAKE L,

FEFHEIER |#5-BAE 8 Il O G IR E A L

Bl R 1E B

FG-BAAA TR 8 I8 O I {F JRILME 6.0 mg/dL LU T ke &

LEES

<TEFMER>
BeH-BtA 8 O il IR AL EOMRHEIX, 7 =7 %Y A% > k10, 20 LT 40mg/H Bf
T, HEOBEIMIES THERL, TXTORTT I ERELEOETIAETH-7- (p<0.001,
Dunnett-Hsu #7E) .

RE5 A% 8 BN MEREEMELELE

. 175 PRIEEF B (mg/dL) | 1% JREE AL 3 (%) N
BERE | N@ Dunnett-Hsu f7E
)+ SD ¥+ SD
77K 28 8.821+1.01 -0.3£10.6 -
10mg/H | 29 9.21+1.38 -23.9+11.2 p<0.001
20mg/H | 29 8.97+1.26 -33.56+13.2 p<0.001
40mg/H | 31 8.97+1.14 ~43.1+8.4 p<0.001

Last observation carried forward
a) P R AL
b) MG REEAIHIE (B G-BAARTO MG REEE) (x4 2 5 5-% 8 M Mg RIBIE D LHE




V. 1BRICEId 5 EHHA

R
()

<BIXREF@EIEE >

¢ 5-5A4A0% 8 T O & IRIEEAE 6.0mg/dL LA FEERRIZBWNT, 7= 7% Y A4 > k 20, 40mg
AEtE 778 AL DEITAEThH T (ZNEH p=0.003 LT p=0.001, 2T ZXT 1 v 7H]
JRAHT)

RE5RIER 8 B D MERELE 6.0mg/dL LT ERE

13 PR I 90 31 iE 1 3% PR E L
X . OQYAT A4 w7

PR | N2 (mg/dL) 6.0mg/dL UL F R

VOiwa)

45+ SD n? EERHE(%)

7R 28 8.82+1.01 0 0.0 —
10mg/H | 29 9.21+1.38 7 24.1 p=0.114
20mg/H | 29 8.97+1.26 19 65.5 p=0.003
40mg/H | 31 8.97+1.14 24 77.4 p=0.001

Last observation carried forward
a) AR ER AL
b) ¥EBIAH 8 B THLiHREAMEDS 6.0 mg/dL LLFIZEIEE L /=954

<ReH>

BIWEHORBRIT, 7 =7 % Y A% v b 10mg/ H & 27.6% (8/29 #1]) . 20mg/ H A 17.2% (5/29
) . 40mg/ B R 16.1% (5/31 i) . 7T &AREE 7.1% (2/28 ) Th-o7=, EREWERIZ
T2 TRV AL y NECH BB 8 11 (9.0%) . AR, ALT M4 2 i (2.2%) . 77
EARHETA-NTEF LD Zvat I =Z—E#HI, fh CK HEI, R+ mE5EHES 141 (3.6%)
Tholre WHEPILICEST-FEWERIZ, 727 F Y 2% v b 40mg/ HEET 141 (ALT #4900,
vy -GTP ) 2D b, KRBRICBWT, BEERAERIIRD Lol




V. 1BRICEI4 5 EHE

(4)1REEHIELER
1) BMEREEAER
<f@RE. SREEMEICHT HRR>
O EAELCILITHERE RICLERGER —ERRE THEERKRFER 0

H H S

HERB 77 & AR RIEVE 2 A B U BSOS PG BR

SHEEDBRY | REE S e E RER T BE 2 )R, MIEREEME 6.0mg/dL UL TR 2 EERMETEE & L
T, 727 %Y RH v k20, 40, 60, 80 mg/H O HE GO T 7 B RITHT5H%)

PER O et d 5,
BRBTHA Y [ ZHIER, 7T CRRR, SIEAIL, CEER, WATRIHCE, BALRER
O 3 Jea JB\ % 5 o v B T ILGE ER - 202 441
T | (DFHE : 20 Ll B

(21375 PREAAE

I BB > 7.0mg/dL

BOHED B 5 i RERIIE B3 @ 8.0mg/dL UL

APHIE D 720 i R R MLE R P 9.0mg/dL LAk

a) RESFEA, mfE, @IRMAE, SRR 2 ANGE UL Z LB E T 5

BE
b)  RESHEA, L, SARMUE, THBERE S ISR 5 HRANER SUIRIE 2 B L L7
VA
ERBRIVEZE | (1) ARBRATIRA SRS B OAORERRHR B BIHI R 2 2 L TV 285 A L IR R B 743
Ktk 2 BRI D BH

(2) (B kI R SR BE E R LIS DR IBCIER T 1 o REFIIESK (NSAIDs) & 2 W FEIE L
BATuA REEREH GMHIZRLS) LTnsiE

(B) EHEIR TS (g2 L7 9= =1.5 mg/dL)

(4) irbE BT (AST, ALT OWTIhr»n & ERAER OB EIROD 2 54/ % 2 BH)
A

HERAE A ST m R IEREICH L, 727 %Y A X v b 10mg/H % 2 BEHEG L. D%
20mg/ H #£1% 16 3 £ T 20mg/ H ##5 L 7=, 40, 60, 80mg/ AL 7 = 7% YV A ¥ v  10mg
H% 2 HEE#&E L% 20mg/H % 4 AEBE L=, £D%, 40mg/ B EEIL, £ 5B1A% 6 L
M 16 38 % T 40mg/H 2 #5 L7=, 60 K1 80mg/ HAEfIE. #5-BAt4H 6 T 40mg/ H 128 &
L7, #5861 10 LR 16 1 &£ T 60 XIE 80mg/H # 5Lz, WInoftb 1 H 1
MRl OEE LZ, 77 REHE 1B 1E 16 B, Sagickogs L,

FEFMMEIEE | 5-Bhats 16 3 O M /RIEIE 6.0 mg/dL P R Rk

BIREHMEIEE (#5-BAA1: 16 W O MG RBEZE(L R L

AT EHE 5B 16 1 O MIFREEME 6.0mg/dL L FERRIZOW T, BKZKA . &KEBERTILE
RIEEAE L LU= Mantel-Haenszel EX1T-7-, 7o 8RE T =TV A& v NEHHEE
Mo kiix, SHERENS OBFIETIT-> 72,




V. 1BRICEId 5 EHHA

HR

BHEER (FAS)

75 REE T2 T X ALy b
HHA £ (N=38) 20mg Ff 40mg Ff 60mg Ff 80mg A
(N=43) (N=41) (N=36) (N=41)
Bk 37(97.4) 41(93.3) 41(100.0) 35(97.2) 40(97.6)
PRI N(%)
L 1(2.6) 2(4.7) 0(0.0) 1(3.8) 1(2.4)
Flin (%) S+ SD 56.1£13.3 | 52.1+14.0 | 54.0+11.8 | 51.2+11.9 | 49.9+12.8
& (kg) |FHESD 72.34+0.54 | 76.83+-1.86 | 78.66+3.63 | 74.51+0.51 |71.87+12.88
7T A R
3+ SD 91.19+8.05 | 93.43+8.00 | 93.72+8.47 | 89.53+8.04 | 88.20+8.97
AL (cm) T
) I JEL 23(60.5) 26(60.5) 24(58.5) 23(63.9) 22(53.7)
24 N(%)—
i PR 2 I AE 15(39.5) 17(39.5) 17(41.5) 13(36.1) 19(46.3)
NESY vy a)
?S;ﬁ%ﬁ TH+SD | 8.94+0.99 | 8.80+1.29 | 8.58+1.09 | 8.58+1.00 | 8.60+1.32

a) ARFERT O M1E R AR

<EEFEmE

#5546 16 T O IMIE IREAME 6.0mg/dL LA FEMFEICB N T, T XTHOT7 27 F Y A X v |k
LT TR TARRENMRIEENT. (p<0.001 : Mantel-Haenszel #7E) . 7= 7% Y
A4 k20, 40, 60 KT 80mg/HAET, AELHBEKCENRD b (p<0.001 :

B>

Cochran-Armitage &) .

R ERR% 16 BIZH T 5 MBEREEE 6.0mg/dL LI T ZERE

) MY PR B2 AE N .
B HRE | N2 o TTRREEE D 95%IFHEX M (%)
6.0mg/dL DL TRk

7Z &R | 38 2.6% ( 1/38 f) - -
20mg/H | 43 46.5% (20/43 #) 43.9% 28.1~59.6
40mg/H | 41 82.9% (34/41 #3) 80.3% 67.7~92.9
60mg/H | 36 83.3% (30/36 ) 80.7% 67.5~93.9
80mg/H | 41 87.8% (36/41 ) 85.2% 73.9~96.4

Last observation carried forward

a)

R Ao e 2 4




V. 1BRICEI4 5 EHE

R
()

<BIREF@IEE >

P 5-BRAT 16 O MIEREMEZLEOMREIL, 7= 7% Y 2% v MECTHEDOHINIE-
THRL, 779V RFELOETTRTO T =T F Y A4y METHIZNICEE TH -T2
(p <0.001 : & 5-BHARHT MG RELME A4 JL48 & & 9 5 L5580 HT)

HE5RR%E 16 BICH 1T 5 MFREKBEELE

e | No 175 PR A M (mg/d L) | 135 PR B 2S5 P (%) F—
V) +SD Y5+ SD

7 7R 38 8.9410.99 -2.1+12.6 — —

20mg/H | 43 8.80+1.29 -29.6+11.5 F=107.26 | p<0.001

40mg/H | 41 8.58+1.09 -40.6+15.8 F=152.21 | p<0.001

60mg/H | 36 8.581.00 -48.4+17.9 F=161.99 | p<0.001

80mg/H | 41 8.60+1.32 -52.0+17.5 F=230.35 | p<0.001

Last observation carried forward

a) Pl RPRE I

b) MIEREEFIEME (B5-BRAARTO MG REEE) (Zxtd 2 580001% 16 JE O i IREEE D2 b3
X B PHAARET MG PRIEIE 2 LR & & 5 i

<TLHE>

BIVER (BEMEEOREEEEZ2ET) 13, 772 AREET 18.4% (7/38%1) . 7=7F VA
%~ 20mg/ HEE T 23.3% (10/43 f51]) | 40mg/ H & T 29.3% (12/41 #51]) . 60mg/ H # T 13.9%
(5/36 ) . 80mg/HEET 29.3% (12/41 B]) IZ78 Bivl=, EREIWERIX. 77 B REETH
JEBEE | DA AP 2 61 (5.8%) . 7 = 7% Y A X » b 20mg B T JABIEI % 4 61 (9.3%) .
R 2 B (4.7%) . 40mg FECHEREBIMIZ 8 5 (7.8%) . 1 TSH 8500 2 5] (4.9%) .
60mg A Tl EBIRI 2 3 4] (8.3%) . 80mg AF TJm/EBIHIZ 8 Bl (19.5%) . BIffizk. MUk
R, ALT 8800 O CK #8145 2 61 (4.9%) Tholz, 7B, HEHILCE A%
FLILT =7 XY AKX v | 20mg/ A BETEHFZ, ALT #5900 - AST #400 - v -GTP 0, 5% -
JFHERESL S . 80mg/ B CHURMRBERE TUHERE AN % 1 Il Cdh o 7o, ARBRIZISN T, EEZREIH
IR Henote,

mB. BREHHTORBBHADOFEIFIITRO LI Tholz,

RS R DFKEE ¥
BehHRE | NP 0~23ELLF | 2@ 6ELLT | 63EE 10ELLT | 10 8 16 HLL T
77K 38| 0.0% (0/38#%1) | 5.3% (2/38 %) | 2.6% (1/38 %) | 2.7% (1/37 #i))
40mg/H | 41 0.6% (1/161 #1)| 2.5% (4/161 f)) 7'5?2025%?)
60mg/fl | 36 (10mg/H) (20mg/H ] 3.4<E/Zo(ri/g1/156]{ﬁd) 8.8?20525; gﬁJ)
80mg/H | 41 17.9[?0 n(l7g//3§]1ﬂ)

() NSO 7 2 7%y 24 FOf&E
) AEFLL L TORHAR

a
b) EFAix SR $k

) AAOER SN HEROHEICE T 2R RKE G 60mg/H Th 5,



V. 1BRICEI4 5 EHE

QEMNEMMERKAR (T RAMBEEACLZETRILEAR) 19

I#E H N B
HERE 77 b AN e PRI 2 (b E S R LR
HEBOBM |FEE ST mE REE UE B 2 XU MG R ERE 6.0mg/dL PL F Rk 2 EEEHEEH & LT,
TTRRICHTDHT 2T XY ALy k20, 40mg/ B O RN 022 E a5,
RERT A U\ Sk, 77 BRRR, EEAL, HEER, WATRERM T RERER
R Jif JEL 2 5 o i R R IfLE AR 102 1)
EGERERE | (DA - 20w L
(2) i35 JREAAE : 8.0mg/dL LA
F ROV | (DIEFIEERATR A R M OB R B BIEi & 2 2 L TV D BEE . & L < 130 R B S itk
14 H ARG O BHE
QBRI T EE (g2 L7 F =2 =1.5 mg/dL)
BNFFEEERFE (AST, ALT OWT 03K EFHERE O FLHEME EIRD 2 (528 2 5 BE)
mE
HERAE AR A & S RRIERE (S L, 7= %Y 2%y s 10mg/H% 1 H 1[0 2 EWE, sl&k
IR DG L, Z0% 20 XX 40mg/HZ 1 H 11 6 R, A% ICROEE LT, 771K
FEIX 1 R 1108 ], FlR&BICREAKRE L,
FEIHMMIBER | L-BALATE 8 i O M iE RERE 6.0 mg/dL LA F KR
BRI IE B | 554 8 M oG IRRIEZE L Re &
A E B G-BAAS 8 T O M i JREAME 6.0mg/dL UL FREpk e 2 H IS, BLREA DA, iR

MHE A LA R L LI VAT 4 vy ZERSITNIC LD 78RR EE 727 Y A% > MNED
AN RALLF O 2 SO FIEIZHEO RS L7,
O Ho:u (7=7FYAX v h40mg) =pu (F7E&R)
Hi:p (727X YA%y | 40mg) #u (F7ER)
Ho: p (=7 %YA% vy 20mg) =u (F7ER)
Hi:p (Z=27%YA%y | 20mg) #u (F7ER)
B E-BRMaH 8 WD MIFIRIBIEZA R4 H A, 52 A5, M IR e 9] E 4 28 &
LD AT, 7T REEE 7= 7R Y 2 F v NHEOEFINEEZ LT D 2 >OFIEIC
eV L7z,
@O Ho:
Hi:
Ho :
Hi.:

)

p (77X RAE Y ~40mg) =p (F7EAR
p (727 XY AH v bk 40mg) #u (FT7ER
p (Z7=7XYRAE Y K20mg) =u (F7EAR
p (727X AH Y F20mg) #u (F7EAR

@

)
)
)
)




V. 1BRICEId 5 EHHA

HR

BEES (FAS)
PS5 b R TxT XY ALy R
T4 %/ 75w REE - b
(N=33) 20mg HE(N=35) 40mg BE(N=34)
Bk 33(100.0) 35(100.0) 34(100.0)
| | 9%,
HERIL NO%) Lk 0(0.0) 0(0.0) 0(0.0)
il (%) S+ 8D 48.2+13.4 50.9+14.0 43.4+13.6
K (kg) S+ 8D 71.37%+10.22 72.94+£14.05 71.63+10.15
L I A 19(57.6) 17(48.6) 14(41.2)
W4 . N(%)—
Wi, N(%) & R e 14(42.4) 18(51.4) 20(58.8)
NESS A a)
MEIREAL | g+ oy 8.95+1.13 8.51+0.88 8.5241.00
(mg/dL)

a) ARFERT O M1E IR R 1E

<FEFHEIEE >
P 5-BAA . 8 T DI IREAME 6.0mg/dL UL FEERMRIX, 7 =7 %Y A% » k 20, 40mg/H
FEOWTIG 7T AR L OEITHFHICHE ThH o7z (£, p=0.007, p<0.001 :

FG-BARRTO MG RIREZ LR L Licn 2T 1 v 7 BRSO .

B 5 RR 8 ED MAEREEE 6.0mg/dL LU TFERE

I35 PR B 4] A Y7 PR EEAE .
. . QAT 4T
BeHRE | N2 (mg/dL) 6.0mg/dL UL T . i
— a3 A
¥ +SD n? ERE (%)

7 Z%7R| 33 8.95+1.13 0 0.0 —
20mg/H | 35 8.51+0.88 16 45.7 p=0.007
40mg/H | 34 8.52+1.00 31 91.2 p<0.001

Last observation carried forward

a) RSP ERE £

b) #5-BAMAT 8 W CILIEIRERMEL 6.0mg/dL PL FIZEIE L 7= #BRE 4K
M GBRAARI O MIEREAE Z LR L Lo e D AT v 7 BYRHGAT

<BIXRFH@EE >

BGBG% 8 MO MIERMBMEZERIZ, 7=T7F Y 2 F v | 20, 4 0mg/AEOWTIE T T
BARRE L DETHGHFIICAEE TH -7 (p<0.001 : & L5BRLFTOMIGIRIEEZ LA L LT

LI o

’ERRR 8 BDIMERAELRILE

O 1375 PR ATYE (mg/dL) | My PREEEALE Y (%) F—
P +SD -5+ SD

77K 33 8.95+1.13 -1.7+12.0 — —

20mg/H | 35 8.51+0.88 -27.7+11.6 F=114.12 | p<0.001

40mg/H | 34 8.521+1.00 -43.7+13.5 F=241.69 | p<0.001

Last observation carried forward

a) T SR E

b) MIEIREERIIME (B 5-BAART OO M IR ERME) (5T % 55 BR A
K G-BRARRT OO ML 17 PRI 2 A B & U 7o Sy ot

8 WD i IRIEE DO 2L =R




V. 1BRICEId 5 EHHA

LTS <RLH>
(=) BUWERHORBRIT, 727 %Y AX v b 20mg £ 11.4% (4/35 #1) . 40mg #f 20.6% (7/34
B . 7T EREE6.1% (2/3361) Tholc, EREIEH (WFooREz 2 FILL EOFEEL)
IWHEBEIR T, 727 ¥V AKX v | 40mg BEIZ 11.8% (4 f) HBIL (72T F Y AH
> b 20mg RO T B ARBEICIIRBET) |
ARBRICBWNT, EEARBWEM, XCICE S ZEWEA K OG- F I E > ZEWERIERES b
o,
QFMAEERKAR (7RT) / — I BEEAIL_ETHRILERR)
IE B S
HERA TR =Lk R AL TS R
HEBOBM [AEEE TS RIRNE S 2 550 5 ia1% 8 T/ o Mg RIMEZ b4 FEEHEEE & L
<. 7u7y /) —)200mg/HE 77XV AKXy b 40mg/ H DF MK ONLZ M T 5,
HEBRTHA U (B dtFE, 7urY ) — Rl BEA, ¥ 7VE I - EHER, AT AR
&R I B\ 2 Lo R IR R IIUE FR A 244 1)
T (DS : 20 Ll 1
(2) %R EEME : 8.0mg/dL LA |-
FARBROVEZE | (1) B ERATIR AT K ORI I B R &2 2 LTV D E . 48 L < 3R R BIEi R pLt% 14
H AR 0 BE
(2) BRgmeIR M EE (g2 L7 F =2 =1.5 mg/dL)
(3) fFkEE B (AST, ALT OWT N3 EFHEBI O FEEME RO 2 5288 2 5 BH)
mE
HERAE R E S e m RBIEREICH L, 7=7F YA v h 10mg/HZ 1 H 11012 HiE, #§&#%
IR L, £ D% 40mg/H 2 1 A 118144 A, BRI ARG LT, 77 J—L *
£ 100mg/H% 1 H 1[0 12 HEFIEZICRAEKE L, ZD% 200mg/H% 1 H 2 [0 44 HH].,
WA BZICRO#EE LT,
ko 7a7Y —v DER, @IREEIECAE S m i EREIZ 331 5 @ REE MUE O & IEIZx LT DGR
ENTWAHHEARERZ, 1 B8 200~300mg % 2~3 B THETH 5.
FEFMIRR |55 8 O MG R IEZE LR
BIRETMEIE B (& 5-BAt6t4 8 o M iE IREEME 6.0mg/dL LL T =ERHE
B G-BhatE 8 I8 O MG IRIEME 7.0mg/dL LA TR

fRATETE

h=11]

B h5-BlAat% 8 M O I IRIRIEZALRIZ O T —JnR BT 24TV WO F s R 2 LU T
D 2 DODFNAZHEOHFNETHRE L7, IS~ —V 0% 5% L L, Rl o FEKEIT
il 2.5% & Lz,

® Ho:p (Z=7XYRZY ) =p (TuFY/—1) =/
Hi:pu (Z=7%Y 2%y ) >p (Ta7l /s —n) —/

@ Ho:p (Z=7FYRZy ) =p (Ta7YJ—))
Hi:p (Z=7x%V2%Zy K >u (77l —N)

e 5 BAtAT 8 o MG R ERME 6.0mg/dL } OY 7.0mg/dL LA FEERRIZ OV T, B 5B AART LT
REBE. ik (T ryr) 2B BL LEePAT 4y 7EESIFICT 7 =7V AX y Mt
L7a ) ) =R LT,




V. 1BRICEId 5 EHHA

HR

EEES (MM RER)
IHH 4 X5 T 27 x Y ALy MEIN=122) 7u 7l s —FEN=121)
Bk 119(97.5) 118(97.5)
el
ek 3(2.5) 3(2.5)
Fin (%) S+ SD 51.6%+13.1 52.6114.0
#HE (k) S+ SD 71.71+12.45 71.49+12.48
) I 3 54(44.3) 59(48.8)
P4
e DR B2 I 68(55.7) 62(51.2)
I35 FRERE @ (mg/dL)| F#I+SD 8.83+1.32 8.86-+1.30

a) RFERT O ML IR R AE

<FEFMMHER >
BeH-BAE% 8 MO MIEREEE(LFRIZBNT. 7 e 7Y /—)L 200mg/ HIZXT 57 =7 %V
A&y b 40mg/ B OIELHERBIAES NTZ (p<0.001 : LM~ — 1% 5%, F5-BIAGETI0
PRERMA., figk 2 288 &4 5 8ot
B5RRE s B MmERMBIELE LR
175 PRI RTME | M5 PRIRIE ALY | gsqp e o e
PR N (mg/dL) (%) [95%(ZHEX ] |5 Hr*
¥+ SD SE#)+SD (%)
77" ) )= B
200mg/ F 120 8.80+1.24 35.2+14.7 .94 0001
727 %I 90 8.83+1.32 41.5+12.1 [-9.65~-2.84]
40mg/H
Last observation carried forward
a) FHIxFEgERE K
b) M REEFIEIME (B G-BHARRT PRERME) ok 2R 5-BahA% 8 o Mk R O E{LF
S BRAART LI PREAIE . Hi% 75) % + 2 BT

<BlXRFH@EE >

FG-BAATR 8 I8 O I {F IR

82.0%., 7u7l /—/L200mg/HEET 70.0% TH Y . MEEOEIIRFTFMIARTH-T-
(p=0.034) ,
F7o, BHRRA%E 8 O MIGIREEME 7.0mg/dL LA TR =IX, 7= 7% Y A¥ v k 40mg/H #

T93.4%., 77V /—/L 200mg/ A EET 90.0% TH v . mAER
Lotz (p=0.326 : 5. BIAA BT /R ERE

JRIZME 6.0mg/dL UL FEERCRITZ, 727 %Y AHX v | 40mg/HEET

TR R

L EERERLEER LTI R AT o v 7 [EES

BT

) o
B 5tk 8 B MERELE 6.0 mg/dL AT ERE
srpe | No 1115 R AE 6.0mg/dL PA T HUAT ol
n FERE (%) | 95%IEHXR (%)|  [EYFIHT
TRy ) =W -
200mg/H | 20 84 70.0 61.0~178.0
727" %) 28y b B
somg/A | 1?2 100 82.0 74.0~88.3 p=0.034

Last observation carried forward

a) iR SRR A £

b) #5-BA4GT: 8 W CILIEREEE LY 6.0 mg/dL LA FIZHIEE Lz gl 5k

K fre - BRARRITIIIF JRIRAE, ek 2 LA

SEETHIR VAT 4 v 7 E])

L2l




V. 1BRICEI4 5 EHE

HR
()

<ZE&MH>
BIWER (BREBEMO R EEZ2ET) X, 7=7F Y AX v MET82% (10/122%1) . 7
a7y —)LRET 11.6% (14/121 1)) (258D L=, EREITER .
TRa7Y ) —RECRREBEI %, TR RERINL, v -GTP ¥
mE 261 (1.7%) Thot-, 2B, HEFIEICESZEERIZ. 7 a7 ) —AEETEREN
1 BIFRD LT,
AFRBRICEBWN T, EEZBWERIXEE & LR8O LN -T2,

TR BRI 4 B (3.3%) .

FEERELTRBEL-ERBEHAORE R

T2 T X ALy N

) 12 A 6 1A
i N|  0~12 HLAF . .
6 HLLT SHLLF
Tary )—) 121 1.7% (2/121 f) 3.3% (4/120 1) 0.9% (1/116 #1)
200mg/ H (100mg/ H) (200mg/ H ) (200mg/ H )
7I;ﬂ¥yxéhy%jm2 1.6% (2/122 #) 5.7% (7/122 1) 3.3% (4/122 1)
40mg/ H (10mg/H ) (40mg/ H ] (40mg/ H ]

() NIRSERHo7e ) ) — A3 7= 7F VA Ey FOHE

a) R SR A




V. 1BRICEId 5 EHHA

<HAALZERERORBREICHT HR>
ERFEMAEERRRR (7ATY) / —)LdBIELMHRR)

IH B SIS
HERA T a7 ) — st BRIEE R R 2 L] H R
HEBOBM | LFRERT T EOERESEEE Z MR, 72T XY ALy NOFMMER LR T 1
7Y = ERRE Lo hiakdtE ., IEER. EAERA . WATHERH LGB CTRretT 5. A
Bhtk oD FEEEHAMIA B Z 55 R G 2> 5 6 H o Mmig REE AUC & LT, xtREF I
T HIEEMEE GRS D,
HETHA 2| ke, 7u7) 2 — xR, EEAL, FEEM. WATEER Higats
R fb=ih (O TAERSE 2 & Te pUEBEVEREEHR)  Jaf T 7@ O EMERE S 38 100 i @
a) GCP REESFiEf] 1 1% &te, NS (FAS) 13 4s%Enl% st L7 99 f,
FAEGEE|(D)FEH 20 UL L
(2) MRS I3 D b (0 TIERIEZ B PUEMEIEE ) OF 1 a—ANEHE I T
AYE:
(3) FEIE AR EIE R RIE ) R 7 WY A7 0F | X T A7V h—EEZHEHT 5 T EDR N
Y AT DF
F A (D) My REAME2Y 10.0mg/dL UL EDF
(2) Laboratory TLS®1, X |X Clinical TLS*2 L s 7-F
) mEBAfi R ZZ L TWAHE
(4) BHREICEEDHDHH (eGFR<30 mL/min/1.73 m2) 72X
HERAE (L ERAT O 24 FRRART (4R 127 =7 XV 22y N7 a7 ) — Lo %
BISA L. 6 HR#EE L=, b, EMOHMICLY . K14 AR5 2 & L, 7=
TX VAL y ME60mg/HAE 1 H1IEEIE%ZIC, 7a~ Y ) —/1E 300mg/H% 1 H 3 [0l
BRI L LT,
L, TaT Y = AT, BERIRE T 30 = RERIRIEE EHER I (eGFR) <
45mL/min/1.73 m2 DHEREIZIX, T a7 Y J—/L 200mg/H % 1 H 2 [, 4 &% S
E L7,
FEFHMMEIEE | 5-BLARTRAE ) O & 5-BMA 6 B £ TOMmFRMEED AUC
SIREMBIEE | D S MAR I D MiE R R O R
2) $e 5-BAAAI 2 I GBAMATE 6 B £ TIS, 2 [\ILL bdise U CHLis REAE 2 M JE el B IR
(7.0 mg/dL) %8z -8 OFI&
3) ¢ 5-BhaRE D b 5B LA 6 B £ TO MM K O G- WL R RE £ oIz BV CTEE
FREEfERE (Laboratory TLS™1 X1 Clinical TLS*2) % J&JE L 7= WBRE DEIE
R EHE MIEREEE AUC O 5RERIZZ O W] 95% FH K M &2 B H L=, FEHE~— % 150mg
h/dL X 0/ hEWEEIT, PR BEES - ST 5 2 L Iic Lz, 2B, (BEXEIEH
H-BRAARTO M5 REEE CHiFE L CRH Uiz, MG RIS 2 [BILL_F5EEE U R LM IR
%8 2 TR OEIG K OIS A SERE 2 FIE L 72 OB S L IcB & 25
L. BEBERTHRA O MG REE A B & L7 CMH BEZ217T\ ), BERE L7,

E) 7Tarl ) — O

IR TieomY Thsd (Ta7) ) —)ILOBBFRLIL VR |

TRROEEITIT D @ RERMIAE D& 1
SR, PR IE A £ O & i E

%1 Laboratory TLS (LTLS) OEZ : MIEREEME, MIEH Y 7 AME, MIFY AEO S B, Wi 2 HH PR LS
B ERAE X 7256,

%2 Clinical TLS (CTLS) ®jEF% : LTLS ICIZ T, Mif2 L7 F = BN EEE RO 1.5 (500 b, REIRBETE ., &
FOWTINE D B,




V. 1BRICEId 5 EHHA

tER BEER (FAS)

HEA4 X5y T 27XV AL v FEE(N=49) 7Y ) —LEN=50)

Bk 30(61.2) 27(54.0)

P n(%) b 19(38.8) 23(46.0)

iy (%) S5+ SD 64.6+13.3 68.7+10.1

BMI (kg/m?2) ¥ +=SD 22.87+4.13 22.02+2.20

\ e | Y27 34(69.4%) 35(70.0%)

LS ALY %7 7K wmU Ay 15(30.6%) 15(30.0%)

I35 RARE (mg/dL) | F#J+SD 5.65+1.35 5.52+1.76

F 9% 5(10.2%) 5(10.0%)

FUEHE, n(%) U & 33(67.3%) 33(66.0%)

B A 11(22.4%) 12(24.0%)

a) Day-1 O IiERERE

<EFEFEMEE>
FEBRMGATIRA 2> b IR G-BAAAT 6 H £ TOMIEKRERME AUC [ZB\W\W T, 7r 7Y —A R
o7 =27 F Y ALy MEOHFMEPHRES LTz GE%HME~—T 2 0 150mg-h/dL) .

5 BIR% 6 HE TOMFRERIE AUC
o N Mg R EE AUC (mg-h/dL)
/Y FEERR 95 %15 5 X [#]

270(‘;7 X USgOm/g]// r 50 513.44 13.13 487.38~539.50
T2 T XY AH
I 60mg/H
R 2= — -33.61 18.67 -70.67~3.45

FEMTE - B EBRAART O B B BIRATE 6 A O M iEIREAE AUC 25 H LT,

MHZE: 727XV RAZy ME—T a7 ) ) —)Lit

L~ — 0 1 150mg-h/dL

a) 7r7Y ) —/LEET 200me/ H A H G S U7 gkBrE 1 3 1

49 479.82 13.26 453.50~506.15

<BIXREFH@IER >
(D7 =7F Y25y | 60mg/HOREITEY | MIERELEITER 5D 6 B £ TRIEFIIZH
YLz,
(mg/dL)
8 -
-& 77 %YRHYF60me/ B EF(N=49)
O 7O 1)/ —)L200, 300 mg/ B E (N=50)
6 4
2
R4
B
i
2 4
0 . : . : : : .
18#T 1 2 3 4 5 6(8)
LARERSL 50181 BEEEHN R E

: MiHPREREDRIFHETS
a) 77l ) —/L#ET 200mg/ A NFEE SN T-yRE 1L 3 B

PAALERES 1 B B2 OBHAE U, B SEile 1328 AL IRIERAG B 2t i & L OR LT,




V. 1BRICEId 5 EHHA

R
()

(2)F% 5-BHAREE ) O P 5-BA6% 6 H £ CIZIMIFIREAEAS 2 [FILL e L CRRAr LU R
(7.0mg/dL) M2 - EIL, 727 %Y 2%y MET1LH] (20%) . 7 7Y /2 —)1
T34 (6.0%) Th-o7= (p=0.490. CMH #7¥) .

MERELMEA 2 B E&ER L TREEEBELREZEA HEREDIE

. Tazry s —n
T 7 XV AKX v bk 60mg/H CMH &
2002 .| 300mg/H
N 49 50 -
n 1 3 —
RHE (%) 2.0 6.0 p=0.490

NI AP

n : M{EREEMED 2 FILL ke U TR ZEMEME O IR (7.0mg/dL) %48 2 7- BB 4k
FEEE(%) : n/N X100

a) 7u7 Y ) —/LRET 200me/ H 235 SN -85 1T 3 51

(3)# 5-BRAAIED & H5-PA1E# 6 B £ COHIMNTI T, IEEAEIEBERE 2 FIE L 7- 9B 13,
T2 T XAy METLIH (2.0%) . 7aFY =BT 246 (4.0%) Thoim (p=
0.708. CMH #i&) ., ¥£7=. HEHGHIMAIER LG SICB W THRBEDOR R Th o7, »
PTHOWERE & FIE L 7= D% Laboratory TLS O A& T ¥ . Clinical TLS DOFEIEIZFRD &
Nipinolz, B, ZNbH0H 5 MIHRIEESRAIEER ERZB X 722 L1280 ES
FREEEERE 2 RE LI E X7 a0 7Y ) — A 1 HloARTH- 7=,

IES AR IRAE IR & RE L R B DEIE
Tazsy ) —)

T2 7 XV AKX v bk 60mg/H CMH &
200% ., 300mg/H
N 49 50 -
n 1 2 —
B (%) 2.0 4.0 p=0.708

N : P S 45
n : JESHR AR & FE U - R 4
FEHR(%) : n/N X100

a) 77U J—/L#ET 200mg/ B 235 X795 1T 3

<REeH>

BIVEH (BEMREMOREEBEZET) X, 7= 7%V A H v MET 2.0% (1/49 f5] : ALT
N, AST ) . 7 e U —LEET 2.0% (1/50 1 : ALT H#00) 12588 biiz,

BB, BEHPIRCESTEAEEEGUIT a7 — ARET RN 1 FIRES b, ARBRIZEW
T, ELH], BEELAERIEED Lol




V. 1BRICEId 5 EHHA

2) REMHRER
<fERE. SRBMEICHT 20R>
ORI 5HER 19
I#E B SIS
HERA 40mg F TOEHIH 535
SHEBOBM |HEESERBIERE Z0RIC, 727 F Y AHX v b 10~40mg/H % 28 # M 1% 52 #
M L7z & E OFIER R RETT 5,
HEBRTY A U | ZhiskkF, SR, Bk GR5R
X I B\ 2 Lo sy IR B2 ILSE FR AR 303 1)
FhpzsgE (D) Fi : 20 P B
(2) I {F R ERME : 8.0 mg/dL LA 1
F Ao R (D) JEFPS G IC AR RS A 2 2 L TV D EE, 35 L T MERILE 2 RO BE
(2) BHEIR TAE (iE2 L7 F=2=1.5mg/dL)
(3) IFREFEAEE (AST. ALT OWT L3 & R O LU LR 2 (5488 2 5 B3)
e
HERAE SR A G eE RBMIEREICG LT, 727 %Y 2%y ~ 10mg/HA 1 H 1[0 4 B, &4
BiICREOEE L, TO®%IMEREEEZ 4.0~6.0mg/dL IZHEF T D701, 72T XV AL
k% 10, 20, 40mg/ H OHiPH CTEPER 2 H EFHEI 21TV 72035 1 H 1 [EIIEZIC 24 [ XX
48 MR O &5 Lz,
FHfIE B B 554 28 1 XX 52 # £ COMIEIREEME R &
R <BHHE>
W GREKL O 52 I G- & HICHEBRIAHE ., 5-WIM ORI - 72 MG RERE DK T

2 5.85+0.92mg/dL,

PRERIE IR FRIC A B

(mg/dL)
12 4

10

8 4

R 3 R

DR B AL, BGBAMATR 28 1 £ TRIROHES &

1%@@@%ﬁi6m@MLUTT%%L52
Too FTo, MR E BITHEEGBIEE O WT I OMRARIZI W T I G-FGHT & ik U Ciig
IETF L7 (p<0.001 : 14Kt HE)

~LTe, 281

ELSIRNINIREN 7

TR O L5 IR
I ERED 5.96+0.82mg/dL Tdh - 7=, 28 WLIKE, 52 @K 5-HED
JRERMEIE 5.77%+0.94mg/dL T -

FRfE L 28 1 F 51

- 28 EREH
O S2:EER5#

41

(BEBEH)
8@ 58 (167) (163) (162)
S2E‘mSE  (132) (130) 130y

Rl 7 - A RER O T LT
FH)+SD

8 12 16 20 24 28 32
55

(160)
(128)

(160) (158)
(129) (128)

(154)
(128)

(155)
27

(154)

(125) (azn

AL R A B L7z,

. & PRERME DRERFHEFS

36

(122)

40 44 48 52(:A)

[ I N O R )
(24 G2) a2 (24)




V. 1BRICEId 5 EHHA

R <zeHE>
(=) BIVER R RIZAET 22.4% (68/303 ) . 28 W57 22.8% (39/171 #3]) . 52 HH 5.#E
22.0% (29/132 i) TH V|, 72 O I3 BT 34 1] (11.2%) . v -GTP ¥hn 7 451 (2.3%) .
AST 84 5 B (1.7%) ToH oz, BEHEIERO E2BERICI T 2 4 80 BIZ R
0~4 T 6.6% (20/303 %) . 24~28 T 1.7% (5/289 fil) . 48~52 AT 0.8% (1/125
B) T o I, BERBRAEEOBWERICBIT 5 4 80O BBIZE B ERIT, 16~20 38 T 2.0% (6/297
) . 24~28 T 1.4% (4/289 i) . 48~52 T 0.0% ThH-7-,
ARBRIZIBWT, BEREWERA RO CICE > -RIERIZERD b ot-, HEFIRICE-
TEIERX, 28 B HRET 4 6] (3835, 2HF0E., RS, TR, OEXEE - LK
W% 1H1) | 52 W GEET 141 (AST 800 - ALT #00) (2@ d bz,
QFR#AKZ 5 ©
H B SIS
HERA FHi$e 535
SEEOBK |[FEZSOERBIEBRE 2RI, 7=27F Y 2%y b 40 X 60mg/H % 52 HE# S5 L
7= & X ORI N O e A2 a5,
HERTH A > (ZhzkitFE. FEEH. EHRGRBR
FOE I B & & e R R IIUE FR R 171 451
EREREE|() @ 200 1
(2) My PREEME © 9.0 mg/dL DL I
F 1Bt ELE | (1) BERATIR A IR M OV ERIR IR Fi R 2 2 L TV AR, A L IR EEIREABE D
13 B L TV W EBE
(2) B8k I R B B 2 LIS DR R CIEA T 1 A RYEFIRIESR (NSAIDs) & 5 W IEEIE RS
AT uaA REewgiiE GAHIZRLS) LTWDHEE
@) iE 7 L7 F =2 1.8mg/dL LU LD B
(@) ATEEEE (AST. ALT DWW EEE ERO 2282 5) L
SRER A X R E S OERBRIVEERFICH L. 727 %Y A% v b 10mg/H % 2 8L L7 20mg
H% 48#& G L, £D1% 40mg/H % 4 BE G L=, 5% 10 # CHiEREEEN
6.0mg/dL DL TFIZE L7 8 # 1T 52 £ T 40mg/H 25 L. 6.0mg/dL LL FITEE L7220 7= &
F I GBIAAT: 15 B LU 52 1 £ T 60mg/H 2 4% 5 L=, MEE1 B 1 Eesgikaiks
E L7,
FHfIE B BB BIA 52 1 £ T MG IREEE
R <EBHMMHE>
T2 TR AS y O, BRENRBRESEORINC I Y . H58A% 15 B, 40mg/H %
B Sz (40mg/ HEE) RO 60mg/ H 2G-S =8t (60mg/BEE) & iz, MiBEREE
KT U, SBEO & A B % O MG RREO ML, 15 HLRE 52 il £ TOXKKRE
BREICB W T, MiREE HI2 6.0mg/dL LA F TH - 72, 7235, 52D, TN D ik R EE
X, 5.17+1.11mg/dL K% 5.29+0.81mg/dL TH -7,
F7o, BHBRLG 18, 26 KON 52 M RE A TG REAEA 6.0mg/dL LA FIZRE L 7= BF 0FIS
GERKE) 1E, 40mg/HFETIL, 93.5, 91.5 X1 86.4%. F£7=. 60mg/HHETIL, 74.4, 71.4
KO 87.5% T -1=,




V. iBRICEEd 5 HHE

R
()

& . 1MiERELE DR

(mg/dL)
12 4
- 40 mg/ B
/
10 A O- 60 mg/ B
8 -
Jinik
=
A
R 6
i
i
4
2
0 T T T T T T T T T T T T T T 1
15 BRREAET 2 6 10 14 18 22 26 30 34 38 42 46 50 52 (i)
5 4R
()
Wng/E (200 (12D (24 (26 (120 (23) (19 (18 (1S} (4 (1B (i Gy iz o
60 me/H (40) (39) (38) (40) (39) 39 (38) (35) (38) 3n an 34) 3n (36) 32)
¥+ SD
—_—
<z2H>

BIWER (BBEMREEOREE#H 2 ETe) 1%, 36.8% (63/171 f5]) (40mg/H # 37.4% (49/131
%) . 60mg/ HAE 35.0% (14/40 #) ) 28D BTz, ERBWERIZ. 7=7 XY A% v |
40mg/ H # Cm BB HI 2% 26 B (19.8%) | BEHE 7 61 (5.83%) . VA 4 511 (3.1%) . 7
=7 %Y A% vk 60mg/ H BT EBEHIZ 9 61 (22.5%) . BIHiE 3 B (7.5%) . VA 3
Bl (7.5%) . AP 2 6] (5.0%) Thol-, BRIEROBIVERD 438 = & o BIRIRIF
BT, 4~8 DY 9.4% (16/170 ) L bm <, Z D% L, 48~52 1 T 4.0% (6/150
) Thot,

ARBRICBNT, EEARBWER. FETICE S ZRIERA KR OH G IRICE > - BWERIZRD 5
IR T,




V. 1BRICEId 5 EHHA

(5)8% - FAERIER
R L

(5% . BB EEMEMT)

OEHIZ & MBI ER DT
—REREZEOERBMEREENRE LE-ERNBERHARICH TS5 EHMEHTO
R JB\ A o i PRI UAE AR A x5 & U 7o SR A (LG A T BER LR BRG BRI 31T &, FEminE (65i%AR
) . kg (65ELLL) B MG REEIE6.0mg/dLEL T R R M NSRBI ZSL=R%, FRio@y
Tholo, BWEAOFRBREIL, EEimH L minE TZENEh18.56% (71/383%41) | 19.2% (15/78%)

Thol,
BEALLETHRALERARICE TSESRE. SRERD
Mm;EREEES.Omg/dLLA FERE R N ILEREABEE L3
Y5 PR 9 40 3 B I3E IR AE M35 REE A bR
Eecxitd i N (mg/dL) 6.0mg/dLLL (%)

) SD ERE (%) 15 SD
65mEAT | 200 8.80 1.21 81.0 —41.1 12.7

40mg/H
655 LA b 38 8.51 1.13 94.7 -46.5 11.3
655F AT 40 8.57 1.03 87.5 —48.9 15.8

60mg/H
655 LA E 5 8.48 1.04 3/5% -51.3 24.5

a) iR SR £
AT - A RBROBGABLER BICRIT S MG RRMEOLRFR BE2FH T 25 & L bl REMmTE BT L, 4
BRI ABLEE B2 1T 2 MiEREE DO LR OFLAMF =2 HH L,
BEACHTHBESERRICBEVTIZITXFVYRE Y bD10~80mgZa G LI-EED
s, SEHENOBMERAERE

A 65 A it 65i% LA I
REMPSE 4 & 383 78
mIVERZ B (%) 71(18.5) 15(19.2)

GEANT—%) 20
i (65RLA E) RUHER (18~40m%) #xIR L LIAMEE [ MEKRRTIL, 7=27% 2%
v F80mg/ H D7 HBIKER N5 T, FhT7 =7 %Y 2% v N OEMEIRE K ML REAE F/ERIC
R 272\ R E T,
VILI0O.Q)EME UM NDEE NEAT—4F) | DHEASH
) AHI OGS I HER OH IS 2Rk 5 B1360mg/H Th 5,



V. 1BRICEId 5 EHHA

QEHEEIC L 2N EHDIEE
—RERAEESUCERBIEEE MR E LEERNBRRRICE T 555 EHMHET
I B\ A 1 o R R UE B 2o e 5 & U 72 SEAE 2 (b0 AT ) L eI 5 3kl ) VR 1 B G-l 23l oD 3t
TRBRIC 350 TR ERIRIRIE B HEFLE (eGFR) 22 % FRE 12 . OB HERE ES (90mL/min/1.73m2=eGFR) .
O FEEHEEINT (60mL/min/1.73 m2=eGFR<90mL/min/1.73m?2) , @ "4 BHEAE T
(30mL/min/1.73m2=eGFR< 60 mL/min/1.73m2) . @EEZEHKEKX T (eGFR<30mL/min/1.73m?)
@RI LT, Zrds. AxtGerp, EEEBEREIR NIZE R S NIEBNE /R o 7,
77 xRSy ~OMIEIREEEE.0mg/dL LU T EERCE K OIS IRBAEZLRIX, FRRo@by ThoTl,
AR 2 A TRE ) LSRR I 45 1) 2 BIVE I ZE BRI, AR IR | IR B RB A T R OV 45 B P B RE AR
TT, ZNEN19.4% (12/6261) | 17.2% (49/28541) K 1'21.9% (25/114%1) TH -7,
EWHRGERBRICB T 2REARBES, 2, 36.2% (17/4741) | 27.4% (83/303%1) . 23.5%
(28/119%1) ToH -7z,
AFERLY, 727XV AZ Y NOFGHERORZEMT, PEEE TEBLZZT RN ARSI,

HAE B M ATRERE LB BROEER (S &5 1 2 B AE A D
I ;& FRE&E6.0mg/dL A T E R R B U A FREFIER L3

. e 1375 R EEA6.0mg/dLLL T MG RBEMEE R (%)

B | R NV B (%) o SD
B 30 80.0 -38.0 12.4

40mg/ H BT | 156 87.8 -42.6 11.3
HEEREIRT | 52 71.2 -42.3 15.9

EH 7 517151 -35.8 14.9

60mg/ H BT | 28 92.9 -52.8 14.0
AR | 10 70.0 —48.4 20.9

a) EHkEE
E% : eGFR=Z90mL/min/1.73m?2
REKT : 60mL/min/1.73m2=eGFR<90mL/min/1.73m?2
AL T 30mL/min/1.73m2=eGFR < 60mL/min/1.73m?2
b) FRET TSGR A

BEAE%40mg/BE LE-RBBREHRIZE TS
283 K U528 B D B RE BI 0D I 55 FR B fE6.0mo/dLLA T ER R R O MEREEZLT bR

e s N yE S fit 7S [ s (O

s | e | NV mzﬁﬁéﬁf;oﬁf)/@u? i{;ﬁxﬁ&fﬁ%b@ (g)]))
EH 21 52.4 -30.5 11.8
983 BEEIRT | 176 60.2 -34.4 11.2
HEERERT | 78 56.4 -33.8 10.6

HEMKT 2 2/2451 —-41.4 —

EH 5 3/54 -35.6 4.7

59 BT | 81 63.0 -33.5 11.9
SRR | 38 76.3 -38.0 8.6

BT 0 — — —

a) BHgHE
FE4 : eGFR=90mL/min/1.73m?
BAEMLT @ 60mL/min/1.73m?2=<eGFR < 90mL/min/1.73m?
AR T © 30mL/min/1.73m2=<eGFR < 60mL/min/1.73m?
BEEEKT : eGFR<30mL/min/1.73m?

b) Flix SR Sk



V. 1BRICEId 5 EHHA

EaAE%Z60mg/A e LI-RESHRIZE TS
52:B R D EHAERI O MiFRELES.Omg/dLLL FERER VIMERERIEELE

. " Y75 PR ERME6.0mg/dLLL MIHREEZE S (%)
50 RXRgREY | NV - (%g) e D
B 13 92.3 -40.0 17.4

40mg/ i BT | 75 82.7 —45.0 11.4
HEEERT | 21 95.2 -49.1 8.3

HEKT 1 1/1%1 -75.3 —

EH 8/9%1 -46.2 10.7

60mg/ BEIRT | 20 90.0 —-47.8 11.1
HEREART | 3 2/3%1 -53.9 16.2

KT 0 — — —

a) RS
EH : eGFR=Z90mL/min/1.73m?
BT 60mL/min/1.73m2=eGFR<90mL/min/1.73m?2
PR T © 30mL/min/1.73m2=<eGFR < 60mL/min/1.73m?
FHEMKT : eGFR<30mL/min/1.73m?2

b) Al S B A 2K

S 25 L 2 T B B BB TR (= 50 C T 2 TH YR A R D10~80mgE 185 L& 2
L L RIEN eSS

e ER XA AR T
AR S B 2L 62 285 114
BIVEFHREBE (%) 12(19.4) 49(17.2) 25(21.9)
* B Rk RE
FEH : eGFR=90mL/min/1.73m?2
BREEE T 60mL/min/1.73m2=<eGFR < 90mL/min/1.73m?2
PSR T 30mL/min/1.73m2=<eGFR< 60mL/min/1.73m?2
REIRERER2HERICH 1T 2 BHEERIBIERARIRE
B e ER AL T FREEFEL T HEET
REMPSE 4 = 47 303 119 3
BIERRELBIE (%) 17(36.2) 83(27.4) 28(23.5) 2(66.7)

* B RkAE
EH . eGFR=Z90mL/min/1.73m?2
REIKT : 60mL/min/1.73m2=eGFR<90mL/min/1.73m?2
AL T 30mL/min/1.73m2=eGFR < 60mL/min/1.73m?2
HEMKT : eGFR<30mL/min/1.73m?2

BB, PEEE CTOBMERTEREZ L L LEENE I HERSRBRCTL, 727% Y 24X v b
20mg/H Z1H1E7A M, #A%ICES Lz & o mERMBEE R, EHEE, BEK TR, PgE
KFHEZhZ, -33.6%., —31.3%., —86.8% Ch o7z, /o, ARRICBIT L7 =T F Y RAX v bO
RIVERNZ, BB CREDOBO I, BN TR CRRE D FHI2M:, 38T 7229,
[VIL10.(1)BHaefEE EE | L VIL6.Q)BHEEEETEE OHEE SR



V. 1BRICEI4 5 EHE

SHEAT—%)

I R R 2,26901 & x4 & L7 AMNE O B MAHEFRRBRICIB N T, 727 ¥V A v 40K U80mg/H D
15 JRERM6.0mg/dL AR IL, T E TOBBAEIRT CEs L o7z, £io, BIERZELR
b, 727XV RAL Y M0mg/ HIEGHETIT, BHEEIEF20.1% (56/278f%1) | #EK FH16.3%
(57/349%1) | HEEMKTHEL9.2% (25/130%1) . 7 =7 %Y X% > F80mg/ H &G HETIZ, BieEE
WHE18.6% (47/253%1) | HEEEK TREL5.3% (56/367H1) . (K FRE25.0% (34/136f1) THh -7
24)

7k, HEE TOBBEK THRE 235 & LIANES T HERGRRTH . i REBEZERIL,
EHRE, B TR, RS TR, EEETEhZI., -58.2%, —63.6%. —56.7%. —55.1% & &
BERED BTG O b e o T, £70, BIERNZ. 8 3/114F CEFED | MAEILE 2/1104F GEER) |
Vet (REEMRTRD) | UTH: (BWSEMR TR . T# U7 (PR TR . 2/80F GEERTR) <

o725,
[VI10.()BH#EeEETEE | LD [VL6.Q)BHAEETEE ) OHEASMW
B AHI OGRS AR OIS 5 ok 5 5i360mg/ A Th 5,

EEEE226900lExR L LI-NEFEIEHARICE TS
T TXVREY MEEHTOEREEREERARERE

B H-BE 40mg/ H & 80mg/ H ##

R RE ™ EH BT | PHEERT E%H BT | PHEERT

FEAT o SR 4R L 278 349 130 253 367 136
RIERZBLGE (%) 56(20.1) 57(16.3) 25(19.2) 47(18.6) 56(15.3) 34(25.0)
* B pkaE

EH : Cer=90mL/min
T 60mL/min=Ccr<90mL/min
FEEFEEIL T © 30mL/min = Cer <60mL/min

HE: 9. HBEDERZETIEBZICETIIE
9.2 EBEHHEEESRE
9.21 EENEHEEERSE

HEDOBEEREDH D BE 2R L UBRRBRITEM L T,

[16.6.12 4]




V. 1BRICEId 5 EHHA

(6);BFRHI{E
1) FEARERE (—REARERE. BEERABRERE. FABBELEAR) . HERTERT —IX—XH
. WERFTERERZRONS
EFRMOBEEARERE (REER) (BR. SREME) 20
AEOEBEMBEAEETCETS2 7 7% Y 2%y MEMEHAREOA MR L2 OWNTHEZTT
VN, EIEE RSB DB RO SUIHER 21T O
A E A OCE|PRBRGETR
INARSE B HK 3,530 15l
(22 VERRAT S SAE B 3,245 1], AW MERRAT S SE 114 3,058 1))
A R S| FEMIR : 2012 4E 4 A D 2018 4E 6 H
BEM  JFRIE LT, 7 =7 %Y 2%y NMEGBRMG% 156 (]9 34) Ll E
REUBRHEE | EERBE SN A7 - JFHRERES ., BEUE, R %

E Bl B

HERAER Y 27 D ERERERRE . MEREE (i MEEGRAD . BmEREGRASE) | G
BROESL, FRMRKREICEE T 2 F 5, RO BRIE
HE RN : EHRERRE BB T D et

PR RERE & R I BT D& etk
BT 5 |G R, M5 RER 6mg/dL LL T 3 RE B 45 M OV RIE 151 &
B E B
FTHRAERRE<LHE>
L EVERNT R GUEBNC BT 2 BITEF B G 14.4% (468/3,245 Bil) | BIVER I
X908 - Th o7,
B, AREICRT D AR LB ORNERFEBEIGITAMEEE D 14.4% (384/2,667 fAil) . %
PERRFE DY 14.5% (84/578 ) ThH V. HLMITEITRD biveho Tz,
<EiHE>
AR GUER] (3,058 1) 1Z331F 2 MIEREEMH (mg/dL, F¥+SD) X, BHLARE,
1y ALE2 % ARG, 3 v HU 4 » AARGm, 6 » AULE 7 » ARG, 12 » AL E 13
B AANG, 18 » ALLE 19 » AR, 24 » HLLE 25 % H ARG, 30 » A LL L 31 & H A,
36 # HLULET, £ 8.1611.60 (3,058 f4]) | 6.34+1.53 (953 #4]) |, 6.20+1.47 (716
) . 6.11+£1.48 (609 ) . 5.91+1.39 (926 i) . 5.91+1.36 (591 i) . 5.83+1.36
(726 f5) . 5.82+1.23 (424 ) | 5.77+£1.27 (1,439 ) TH o7, £iz. MIERELE
6mg/dL VL FEERJEMIE GERRJERIEIS) OHERIZ., Th i 288 ] (9.4%) . 427 #i
(44.8%) . 352 il (49.2%) . 319 il (52.4%) . 533 il (57.6%) . 346 fil (58.5%) .
426 5l (58.7%) . 239 (56.4%) . 882 #i (61.3%) TH -7z,
73, B O MLIERELE 6mg/dL LA T #EAUE FIE K OSERJESIHI G ORI, WTho
BE RN 3BT b MR RE O ZRUE B EIG 0 BHEE OERESEIAZ TE b Z & i
2ol




V. iBRICEEd 5 HHE

ERMODERABRRE DALEREICH S SRERME) 27

HEDEM

HHERETICBT 7 27 XY A v FOFHEROLZEEICOWTHEZITV, HIEME]
(ZRE9 D AF ORI RERR 21T D o

HEAE

o g7 20

E B

ICERSERGH 391 ] (L MEMENT X SUEGIEL 389 5, AWML R GiE 14Kk 389 f41)

HEHREF

FERIARK - 2017 4= 6 A 25 2020 4F 3 H
B

Q7 =7F YAy bEUHATHFRE (LY AY) Oa—2 T L BN A % E
T,

OBIEFIERIL, 727XV A%y NEEBIIRA &5, 72720, (WERIEORAA X
V2 HULERING 7 27 F YAy RBREEINTWLHAE. FRIEORAH X
V2 HATZBIZBGA &35,

OFMBIZERIX (72T Y2y MEGBKTHEIY 7 AL ERIE LRy OBEEA |
ET D, L, ALFRIERAAA KV 6 (42 HRH) R L THLRENRVEA
I, ZTOMRETEBERT LTS, 2B, 6 BB LEEHET, 7=27% Y 2% v b
M OMEEFRIE D e L CW0 285G, BIEMIRITEEER /T & 2,

@ LR oBIEMMNIC, k3 — 2D FFERBIIG S NIZHE T, Ra— 2AD{b 50
EOBIEORTH ETE2YFa—2A0BEHM &5, 2L, Y%a—AnbRka—
ANT 2T XY ALy DR L TR SN DAL, ko — 2 OB HIZOIC
WAL HIEREE LY 2 AR L, Y% a—2OBIEMEIZZORMB £ TLT 5,

REMRFAER

RERRFE SN A7 TR, IRBUE

HER AR Y 27 D ERERERRETE . MREEE  (f/MEEGRD . B EREGR ) | Ll
BROFG, FURIREREICEE T 5 F5, BT RLARIE

HERA R ®  EHEREIRE B TR DL, ITRRERERE IS BT ket

BEMMEICET S| - SRERAICRE T S MIERIEE, 3G 2 V7 F =M, fLlhikzEESRE (LDH) | Mg
B s F H EME K Ca P) DHEEATCENLDT =7 %Y XLy MRERFHED B O
- BIEYM P IC Laboratory tumor lysis syndrome (LTLS) (% Clinical tumor lysis
syndrome (CTLS) % %&4E L7-AER OFIS
FTLHRAERR <zE&H>

LARVERRATRIGIEBNC 351F 2 BITE R BLEI G113 12.6% (49/389 fil) Th -7z,
<H\HEHHE>

T2 7RV ALy MEEICK D MIERRE CEX+SD) 13, V=T %Y AZy MEER
BRETOD 6.07E2.43mg/dL 2> HALFFERGE (1 2— A H) 120% 4.34£2.49mg/dL (2%
T U7z, ALSRERRMATE (1 2—2 ) IZBIT 2 MERBECHBIILL TO LB TH D,
B, APHAETHEE LK LTLS 3T CTLS 1T+ R THAAMEEE 1 a—AHTRO LR
THY ., LTLS kT CTLS ORBEIGITENEN 2.6% (10/389 f5) KT 1.5% (6/389
i) T o7z, TLS FIEY A7 R OFBEIG X, FHY 22775 3.0% (3/100 fi) |
U AT 6.1% (7114 ) THY ., [EEHEEGERE (TLS) WU A X A b
HEShHHEANTH -7,




V. 1BRICEI4 5 EHE

I@%Eﬁ% 1 3—RBIZH 1T B MERBIEDHTS
=) BT B T
T2 T XY 2Ly Mg BAERE] 381 6.07+2.43
e=)-37 5 F i RE! 27 4.34+2.49
Btk 1 A% 73 3.84+2.10
Btk 2 H#% 64 2.91+1.64
Btk 4 A 52 2.61+1.34
Btk 7 A% 46 3.31+2.59
B4t 14 H#% 29 3.28+1.51
Btk 21 H# 10 4.13+1.92
BHLA 22 H LR Y 63 4.00+1.69
a) : VFHESD (mg/dL) %57,
b) ALFRIERAAE 22 A CARE, 1EGI THEERIORMEN H > 72 5E . A TOREM LR

2) RBFHLLTERFEORNEXIEERELZAE - HBROME
YL
(N Z Dt
M EE R L



VI S HERIC B9 5 IHH

VI. ExhEFEIE(IZEHY 5I1EH

1. EEZHCEEHSLEMRITILEWEHF
FHoFroAFoy—€ (X0) HESE
TasY )—L, fEurFYRE Y
HE : BEOH 2 LEMOMEXITNREL, KFOEFRLESRT L2 L,

2. EBEER
(DIERERL - fERBF

REEIT e MZBT D7) EORENAHEN THY . Y FoAxoy—F (X0) OEMICED ., BERF
o FoNoX Y FUERTEASNS, XO ITEITH., /ME. B LROULE NSO CIFEET D,
XO I3 E =R (k) 55 2 & THRERMAMMOEL - EooRENZL L, BA X0 72 5iEeH X0 12
725, B XO X, R SN RE N RERE A AL BN R ISR LT XO \ICHES L L, Bl g s
R#T D ENAMREL 72D,
727XV ALy MEIXO OEAZAET S Z LIk v JREEFEEZ I Ui 2 QYR P IRBEE AR T S ¥ 2,
R THHTa T ) —ME X0 DEETHLXFY o F o EHEPOSFEEE2ET L0 LT 727 %Y
2By MEIFY o TF U LB D S GE7 Y B A L. X0 LSO ORISR & LS,
XO (BRI 22 B ETE M 2 g 29),
T2 7 XV ALy MEXO OEEREEHAOT ¥ 2 NI, ZEMEHD S L 512 LT X0 LiEICRHEET D,
WH W HEERE A OIEETLOREEICESSEAITH L Z ENHEINTND 29, L7eB-T, 727 %
Y AH y T XO Ol BT R AT B LA R SR ITTA X0 O 8L I B REA L BEER 277,

27X VRE Y FOERKERF

o3 La0) HBATHESNS

¥ B E-ATP-GTP
NN ‘1

7')‘/1# &y ¢¢

B

(HINR—T4RE8)

it




VI. HELh3KECBA 4 5 IE A

QQEMEEN 1T HHREERKIE

1) FHUFUoAF A —EHEFERUBEERK (invitro ) 29
UV 7 HRKER XO & T XO FLETEER OB EREREZRE Lic, ZO/R, 727 %V 2 ¥ v
M XO 12 & BIRIBEEA 2 R ERIFEAIIZIEE L 7=, Lineweaver-Burk 7' 17 v Mg TIXIR A O FHERE
Aam L, B A O X0 1233 2B EES (K KOVKVE) (% £1 0.6 X O 8.1nmol/L T
HoT,

2) D EE R BEERICK T H4EMA (invitro ) 2830
TV RBFEETHDH I T =0T 7358, EARFY U F oI T =V BmARYIRVNLV T AT o
Z7—+€ (HGPRT) KTV X7 LAY RFEAKRY 77— (PNP) . BV IV R@EETHLA 0
FMBRARIRINV TV AT 2T =B RO FINBT INRF Y T —EOBREEICH LT, 7
=T XV ALy MIWTHORERICKR L TH 100 2 mol/L F CHEIE %2R & 2007z,
b MR IT A BRItk T D AB49 Mificks T, FU VUREIiEE THEH T =TT I —F,
HGPRT. PNP, 75 /v o T T3 —BROT T2 RAKRI RNV T AT 2 T7—F, U IY
CREMEETHHEV IVX I LAY REBRARY 7 —EBOBEFHICH LT, 727 %Y AZ v M
WTNOEERIZR L TH 16umol/L F CHEIEHO RN ERRI TV S,

3) BIEREMDXH U F oA T LA —FEHEEFERCEEHRKX (invitro ) 3V
b MFI 70y —AaXide MEEEFIREZ V- in vitro B TRl SNTZ7 =7 %Y 2% v b
OEALAHY (6TM-1, 67TM-2, 67M-3 KX 67M-4) [Z2OW\W T, 7 ¥ I /7 fkFER X0 % v T X0
PRI O ERE R 2R Lz, ZOREE, 67TM-1 (R) X TN67TM-1 (S) (67TM-1 D EMIK) |
67M-2, 67TM-3 K} 67TM-4 (41 H XO # 5 < [ L, Lineweaver-Burk 7 & > i CIILERR
NF7=2T7F V2 y FERKRICTXTREA TH -T2,

BAERBEMD Y L 2 ILY BRBE XO [T 5AFEFEMRUBEERR

R4 Ki(nmol/L) Ki'(nmol/L) {ERE 520
67M-1(R) 0.6 3.7 RA
67M-1(S) 0.8 4.2 RA
67M-2 1.6 4.4 RA
67M-3 2.0 10.5 IREH
67M-4 1.6 8.2 IRAH
(2%E) 7=2TF I AKXy L 0.6 3.1 IREH

Ki ff : fefb XO (23 2 HEEHK
Ki'f# : 3% 50 XO (2x9 2% PREH E#




VI S HERIC B9 5 IHH

4) BREBMAES v MIHITHMBREBIETER (invivo ) 32

ERRF R UEOENEE R T oW EZIILDET DI EALOWAEIV Y - A2 A
THID, RBITEIZT 72 MM B SHEES D, 2070, U U I —BHEHZ HVC/ER
LTm@RIBIGE T » MCT7 =7 Y 2 Z vy FROT a7 J— LA HRERRO#KS L, #51% 6 B £ T
DIBEIRIEE (AUCoen) (Zx DK TIEM Z LR L7, TORER, 727 F Y2 Z v be&Tn”
U =i, HEERFEN TREMAIICH E R M RBECR TEM 2R Lz, 22 bue—A BT 5
MERBIEOIKR FRNL, 727 %Y AX vy beT7u7 ) ) —® EDso i (95%[5FXM) 1=
. 1.6mg/kg (1.0~2.2mgkg) &K 9.1mgkg (5.3~14.9mg/kg) TH V. @REIMIET v MBI
L7 =2TXYAEy N7 Y ) — L OMERBBE FIEROH&HIZ 5.7 Th o7,

(mg-h/dL)
16 - T
14 4
% 12 4
R 10 - *
i3
E 3 T
(AUCo6h) g
4 -
2 -

avka—L JxTHFURE Y (mg/ke) 7 a7y —IL (mg/ke)
1 3 10 3 10 30

p<0.05vs = hu—ARE Willlams D% B E
SE#)+SD (n=6)
727X YREY FRUT7ETY /= )LOERBMES v MIHIT5MEBREBIE~NDFEE

(%)
80 1 - JxJXURAYE

70 - -O- FaJ)/—)

60

BRAME

50 A

40 A

A

30

20 LB ELEL | T L L L L | T LA L L L L |
1 10 100 (mg/kg)

F#)+SD (n=6)
B 7x7%VYREY rRUTATY/ —ILOERBIES v M5 MTREBIETE



VI S HEC B9 5 IHH

5) BHEEET - SREMES v MBI+ S MBREETIER (invivo ) 32
EEEREIR T T v b (BB 5/6 2T 2 Z LI KV ERY) 2. v U —BIFEAZLE L CERER M
JEAZE L, 727 F Y Ry M HERE ARG U, mSERERAK T 2 B HERE 23 £ 72 5 IR BR UE —
v b EHERE Lo, £OMR, 7=7F Y ALy MIBTKEEIRT - @RRIIEZ » MW T B
B mRBRIE 7 » b & AR O MBE RIS TER 278 L, BRI TS X 2 32 OB 2281

OBl
(mg-h/dL)
35 - OB #eEEs
N EHEEET
30 A *
25 A
m
2 20 A
573
& 45 1
(AUGo &)
10 A
5 -
0
avkAa—L 1

27X YRS vk (mg/ke)

*p<0.05. % %p<0.0lvs = brz—/Lff Dunnett DL ELLEMT
V#)£=SD (n=6)
B JzJ%YRE2y FOBEHEET - &R wmravrau
BHEEER - SRBMAES v MMIH T2 MRREIETER

6) EET Y MIBFTIMBRURFRE. 73V b, FHUFUBBRVF Y UFUBBRKICXT H1E
A (invivo) 32
E®Z v M 717%/1&/F&U7m7)/—w%28Hﬁ&@%n&ﬁb MmAEF ORI, T Z
VR URORY T ME, IRPDOREE - T T M URREREIEE RO T PR E R N YT
FE@%ﬁﬁf%wFLto%®F% T2 T7X VALK hETaTY ) — I Th b H BT
%¢®F&ﬁﬁ?k%%/%/ﬁﬁm&v HOREE - 7 7 v b RPN & 3T o HRi
BHMZR LIz, ZUOOERICBI 727 %V A%y b7 a7y J—uicx+ s AERIZ, W
M%U%bQAAOT%otoit\%%/%/%E@%ﬁ_ JH57 2 TX ALy bOTaTY )
— TS RT3 Thotz, RBREOX V> F UHEtEZ RIRERETHE LGS, 7=
TXRYAZy "7 a Y )=V R0 XH U FUREAEETRSTNE WD T Eid otz



VI. HELh3KECBA 4 5 IE A

(umolL/100g/24h1)
140 4

RERUFIVRA2
+ avko—iL
- JxJEXYRAEYH
o FaJy/—L
*HUF

X arkA—)L

]
o
1

—_
(=1
o

(=]
o

E . -4 JITFYRA YR
# 60 A FOTYI—N
# ]
= a0
2] z
05 X
=20 1 —y4

160 1,600<mg/kg)
EH+SD
(n=6, 717V J—/L 10mgkg 5D : n=5)
B 72z7FXVYRE2Y CRUTATY/—ILOEBREMBIZETHEES Y LD
FREFREE - 752 b URBERHER VXY O F UHMEICRIZTTEE

Foa

JxJFXYREy FRUET7ATY/—)LD 28 HEIREBREIZ L 2EDEAHRELHEE

av hr—L - 0/30 0
1 0/30

3 0/30 0
EAE VS RN 10 1/30 3.3
30 30/30 100
100 29/29 100

3 0/30 0

10 0/30 0
Tuzy )= 30 2/30 6.7
100 28/29 96.6
200 217/27 100

IEALE — 0/4 0

QEFARIREFAE - FrigbrfE

R L




VIL_EYyEhielc B4 5 HH

VII. ZEMEREICEET 51EH

1. mMPREDHR

VAELEDGODRE
[VI.1.(2)BRREER THE

=)
Ak

Q)RR CTHE SN -IHRE

1) HpEEs

<BBEMA>910

Shi-HiRE | OHEZZR

fERER A B 30 i 7 = 7% A% v b & LT 10, 20, 40 KT 80mg Z R FHERE O&KE L& &,
5% 1.2~1.9 i ChmEmMFEP M P EE (Cmax) ZEL., EREIL 6.2~7.3 M TH o7,
T2 T XV ALy hOMBERPRE R MR N (AUCK) (FHEICIZIE®RAE LT L=,

(ng/mL)
10,000 -
] -O—- 10 mg (N=8)
- 20 mg (N=8)
I —— 40 mg (N=8)
#& 1,000 7 —o— 80 mg (N=6)
|:|:| 7]
7
I
7
* 100 4
v 3
A
2
W
h
S
E .
] T T T T
0 12 24 36 48 (h)
B R
FH)+SD
B BERACSTIHEEFEESHFOMBRREHER
BERACESTLEAERGROENFHENSTA—4
IRMENRE N T A — X
FH = N AUCinf Cmax tie tmax
(ng-h/mL) (ng/mL) (h) (h)
10mg 8 1,537.0E 430.9 496.2+ 166.0 6.21+0.9 1.4+1.1
20mg 8 3,296.2+ 751.9 1,088.3*= 178.9 6.2+1.1 1.3£0.5
40mg 8 7,085.2+1,341.2 | 2,270.3* 866.7 7.3*1.8 1.2+0.8
80mg 6 | 13,300.5£3,032.3 | 3,765.3%=1,008.3 6.91+-1.8 1.9£1.0
W +SD

) AAOAR SN HEROHEICE T 2R RKE G 60mg/H Th 5,




- HRYEhREIC B D T H

2) RERS

DERRRA ®
BERER A BE 12 BIIC, 7= 7% Y 24y b & LT 40 LU 80mg 2 &HIC 1 A 117 AMKERN 5
Licb &, MiEh7 = 7%y 24y MREIZRGRAE 3 HUN TEFREBISE LT,
AUCo24n DRSS (57 HBE/HFEE 1 HE) 1340 X0 80mg/ HFEGHETENEN 1.21 KV 1.15 TH
V. RIERGICEH5ERETRD bR 0T,

(ng/mL) O- 40 mg/ B (N=6)
10,000 —e— 80 mg/B (N=6)

1,000

100

(o3 =

o212

@l T 2 N AL H B R
79

0 24 48 12 96 120 144 168 192 (h)
B R
SEH+SD

BEBRAICE T2 REZREHOMBERREHER

BEBRAICETAIREREHOEYVFE/NSA—42 QLERV7HA)

. Cmax tmax AUCo,24n tie
I—Q a a: y
Belile | N B (ng/mL) (h) (ng-h/mL) (h)
1HH 1,019.1+343.2 1.8+0.8 3,658.5+625.6 6.3+1.6
40mg/H| 6
7THBH 1,299.8+312.6 1.5+0.3 4,442.1+£729.5 8.8+2.2
1 HH 2,683.4+842.1 2.3+1.1 9,612.0+1,987.8 5.5+0.9
80mg/H| 6
7THBH 2,634.0+442.2 2.7+1.0 11,078.6+1,668.0 6.8+2.3
S+ SD
QEREEMEERE 1V

ERBEIERE 10 Bl 7 =7 %Y A X »  10mg/H T 2, 20mg/H % 48 1 H 1 FEIRZICES
L7o & &, BHRWGE 6 BICBIT2EYENE T A—ZFUTOLEBY Tholz,
ERERMAEBEIZH T DEYEHEE/NSA—4

Be 'y N o) o (o) o
20mg/H 10 541.8+227.8 2.2+1.6 2092.3+463.2 8.2+2.4
S5 +SD
) AFNOER SN ERAELCHAEICBIT DR AES R 60mg/H TH 5,
Q) HEE
MR L



VIL_EYyEhielc B4 5 HH

QBE -HRAEDEE
1) BEOEEY
EERASMY (16 #) 2727 %Y AX v k 40mg 2 BRZRICHBREORG Lz & &, EEFIZHESRT Cnax
1% 28% 1% F L. AUCint ! 18% K F L7=,

EEREUVBRICE T HHERROREROENHE/NS A —4

BN | g [ (g himh) 0
MR TG 16 2049.1+782.3 1.2+0.8 6538.311263.0 6.811.7
BE#® &KL 16 1456.0+514.8 1.8%£1.0 5321.6+ 910.4 6.3+1.5

E+SD

2) GHREOEE
<EBHBISERT HEMEEER (invitro HER) 39>

RO AiEIEIC LD e MIER AR EOMHAEEREZMF LR, 7=27% Y 2%y FOERAKERITA T

TnTvxy, AT NTIN, _RET 4 TF3—F~, ULT77 0, DAy RXRIRINVER= Ly

VU DB EZ ol £ 20ugmL ITFTO 7 27 % VAL NI, ULVT7rY Ly, A7 n 7>

V. RINRINVKER= MLV OBEAMARICREL R I o T,

<BREYVHEEERARR GEAT—%2) >

HMENBEREEBRE 2 MRS 7 = 7% Y A%y N EOFH S5 TRENED & 2 JEA 2 AV CIEM AR BLAE R

B EhE L7,

OHIEEFI D E 30
HEEERC A 24 BIZHIERA] (BmL FIC Kb~ 71 7 A 200mg K OVKEELT VX =7 & 226mg &5
THRAH) ZHEREAOZEGHIZT7 27X Y AHX v F 80mg # HREIR AL LIzl &, 727 F VYR Z
;D Cmax X N AUCint 1 ZZNZEH 32 L TN 15%K T L7z,

QIANEFUDEERVINLEFUADEE
BERERLA 22 BIIC 7 = 7% YV A4 » h 40mg % 1 H 1[8] 7 HREKER AL L, FIZ4~7T HHIC=VE
F & 12mg/HT1 H 2EIKEROBEG L&, 727XV AZ Y FD Cmax XN AUCo2am 1XENT
12 KON T7% EH LTz,
fREEERR A 26 Bllc7 =7 XV AKX v 120mg % 1 H 1 [EEaLeF % 1.2mg/HT1 H 28] 14 HH
REROEE Lz &, aLte FrOfRA#EGH D LY BEEGHED Cun TZTNEN 12%IK T &
W2%EH L7z, F72, AUCo24n 1 3%IK T L7,

RIAVEKAZLUDEERUVA U RAZ S UADEE
fEEER A 26 FllC7 = 7%V A% v b 80mg & 1 H 1EMONA > RAZ L 100mg/HT1 H 2[E5 HH
KEROZEG LeEE, 727 X%V AHX Y RO Cmax 1 T%IER T L, AUCo2m IE 2% EH- L7z, 2, A
VRRAZ D Cmax TN AUCo24n DK TIE 2% AN TH o 77,

@F ToX LU OEERVTTAXZTEUADEE 0
fERER AN 25 i 7 = 7% Y A4 v F 80mg # 1 H 1 BN 7ax%t 1,000mg/H%Z 1 H 2107 HIH
&G Lz, 77maxtroffHici), 727 %Y ZF v FO Cmax LN AUCo2an [T EE
28 KON 40% LH L, —hH, 727XV A2y FOPFRHIZE 5T 7m0 D Chax @ EH KW
AUCo2m KT 1% LN TH - 7=,



VIL_EYyEhielc B4 5 HH

OF VTSI UADEE

RN 18 il 7 =7 %Y A% v h 120mg # 1 H 11019 ARIKEROES L, #5881h% 6 BT v~
77 v (ENKRKR) 26mg ZHERAOBE L2 &, TV 7T 20D Cnax XN AUCe 1 ZFNZEN 16
K 22% L& L=,

®@INTFIUF )Y LADEE D

fEFERR AN 13HIC 7 =7 F Y A X v F120mg L UL T 7 U b wa (ERNARER) (H&EIZINR &
FAEICRRE) 21 H 1014 BRXERAZES LS REPS UL T 7 U 2 ® Crax &N AUCo24n O
EFIE 5% UNTH o7z, £z, Y77 U OFT)FDZEA (INRmax D EF-. INRmean2an DK T LW
%5 VII HFIEMEED EF) 13 T% N TH -7,

BERERR A 2T B 7 = 7% VY 2% v b 80mg L UL T 7 U T U UL (ERRAR) (HEIZINR Z
HECRRE) 1 H 1A 14 HRXEROELG L2 X R ULT 7 U 2D Cmax XN AUCo 240 DIE T 1 2%
PUNTHoTz, £7o. SSUNLT 7 U 2D Cmax DIE T T AUCo2an D 71T 1% UNTH -T2, £z, U
N7 7 U DD IEA (INRmax & INRumean2an DK T} OV VIT K FiEVEFESE D 57 13 4%LIH
ThoT,

@eErFO ORFT7Y FOFEE

fERERA 337 =7 F VY AZ Y h80mg &t b knruonF 7Y K 50mg ZHEKRAKREL-Lx, 7
27XV AL Y D Cmax XX AUCint D EFIT 4% UNTH - 7=,

@TA T4 U~DEE 0

BERERRA 28 BllC 7 = 7%V A4 » k 80mg & 1 H 1[0 7 HEER DS L, #5864% 5 HicT 4~
4 U2 400mg ZFHERAOKLG L2 &, 747 4V D Cmax LV AUCint ® EFHI1Z 5% LUNTH - 72,
@O TR oADFE W

RN 36 il 7 = 7%V 2% >~ ~ 120mg % 1 H 1[0 9 HREIER NG L, 5% 5 Hice v
TN & (ENKRAR) dmg ZHEFROFE LI X, a7 U XY D Cmax DI T XY AUCint @
FFIZ 6% LINTH - 72,

WL7.88EER) 0EZSMH
) AROAR SN BEROCHEICE T 5 REAEE 81T 60mg/H Th 5.

2. RYRERAV/ NS A —F
(LA E
AR L
(2) R R IR FE 5E 3K
AR L
Q) HKEETEH
UERR L



VIL_EYyEhiglc B4 5 HH

@IIFTIUR
ORERA P

TR N B 24 Bl 7 = 7% Y 25 v b 40~160mg & 1 H 18] 7 HERAERE A &G (FHR641) Lic
LXORERB1IABETHROEE 7 VT 72 (CL/F) 1%6.310~10.873L/h Th -7z,

BERABEIZCZzIXFVRAY & 7 BEIRERSES L1=E® CL/IF (L/h)

b5 40mg/ H 80mg/H 120mg/ H 160mg/ H

1HH 10.873£2.286 8.417+£1.981 7.537%£1.843 7.858+1.245

7HH 9.232+1.674 7.36561+1.170 6.310+=1.082 7.067+0.982
F#)+=SD

QR %z &L S REE M B & 1V
ERBEIMIERE 107 =7 %Y A% v b 10mg/H % 28, % D% 20mg/H % 438 1 H 1 [FIEIRREZIC
FERA#ERG Lzt &, BGEA% 6 BICBIT 5 CL/IF KO 27 V77 A (CLr) OFH+SD L, &1
23 9.93£1.92L/h KT 211.2+140.6mL/h Th -7,
(& SEAT—F) 2
SE SRR AN BYE 6 il 4C-7 =7 %Y 2K v b 80mg ZHR FHEHRROKLG LI ED 72T XY R

% F® CL/F O+ 8D 13 9.86+3.10L/h ThHh 7=,
1) AANOAR SN MEROHEICET i K& 5 #1T 60mg/H ThH 5,

G TMER

(B% : SEAF—5) ©
SHELABHER A B 6 Il 107 = 7% Y 24 | 80mg %t FHERKNES LI L E 07 =75 Y Ay

v FOEFIRESAEM (Vss/F) OFH+SD 13 52.3+28.3L Th - 7,
1) AFN DA S 7= AER OIS BT 555 &1% 60mg/H Th 5,

(6)Z Dt
AR L

3. B%KH (REaL—av) fH

(1)fBHT 3%
AR L

QRQINT A=A EEER

REER R L

4, % ¥

WA ATALSEY T4

UERR L

(BEZ HNEANT—F) 42



VIL_EYyEhiglc B4 5 HH

SMNEABERER A BYEIC UC -7 =T H Y A X v & LT 80mg 25 AT DAl Z MBI OB Lz L&, #p
WCHEt S N7 2 7% VA X M 8~16% THo I tNb 7 =27 F% Y A4 v hOWRILERT 84~92% LA |
LfESNT, (BE Ty b AX) W
HEPESD 7w MCUC-7 =7 %Y A& v |k 1mglkg Z F RN &R IZ L0 BiaEE Lz & & Oty S o1
TRATZEVT 41X 784% ThHh-oTz,
AXNZ UC-7 =7 XY AKX v b Imglkg ZFFIRN E RO KLY HEER G Lo & DMkt A 37 <1478
V7 413 48.0% ChH o7z,
) ARFIOER S AER ORI 2R k& 551 60mg/H Th 5.
(2) R UR BB L
U ERR L
Q) ANES
VILAQNAFTRAZE) T 11 ODHEEASR

5 % 1
(1)1 7% — A BE P9 58
M EE R L
(BHB: Ty h) W
W SD 7w b (n=3) I UC-7 =T ¥ Y AKX v b Imglkg % 14 BEIKEROES L& & OMNEEIL,
BRIRE CThDIE% 1 R CTIEFRIREDOK 1% Th v . &% 24 R LA ISR T IRAH Th - 72,
[VI5.(5)Z Dt DR~ DT OHESR
(2)Ii% — R BEBAPT @@ 1%
MM EE R L
(%7 h) ®
SD 7 vk (#f#19 HH, n=3) ICUC-7 =7 F YV AX v b Imgkg OG5 & THEREAOKE L, &5%
1. 4. 8 XU 24 RN REEM AT K OB R DAk A i U7z & & 0 IR VEERED K OISR Hh o0 B RE R B2 130
FTNOREFTHIZIEM TR TH > 72,

BEIRS w M UC-DxTJXRVREy FEHERREAOKRE L= & T8

P — 2 (ng eq./mL or ng eq./g tissue)

1h 4h 8h 24h
ISR/ 365.84 363.37 243.53 11.19
ISR R n.d. n.d. n.d. n.d.
ISR N n.d. n.d. n.d. 5.61(n=2)
e YR s 3.40 6.85 7.92 2.37
n=3 THEHE, n.d. : B TR

QR)E+~DFEITH
M EE R L

(2% Ty h) ®

ZHIFSD 7 v b (n=3) IZUC-7 =T FYAX vy & Imglkg DG ETHRERAFKELG LzL &, FitH
TS REI T G-1% 4 R T Cmax (ZIE L7282, $5-1% 48 R Tl @R EE D 2.6% % T L7z, Fak i ag
& MAEF SRR & DI, #&51% 4 KL%, 12IE—& (6.56~7.9 f5) Th-olo, £/, AITHHRED
FE A EIREMETH T2,



VIL_HEAdEhielZ B4 2 H H

DR~ DBITH
M EE R L
(B) DD EB~DFBITHE
M EE R L
(BE: 7y b)) W
HEPESD 7> h (n=8) IC UC-7 =7 XV AKX v M Imglkg OG- &T 14 HRIKEROEEG Lz L &,
KRGy OFARRO FHREIT e 5% 1 R CRORIRE & 72 o7z, H G4 1 R CIEE ICh b @ WO REIR EE 2
R BHL, WD TG, B, IR OB ONEC M 8E L 0 & @O RERR EE S S Tz,

FyRIUC-7xTFVYRE Y bE 14 ARIREROKRS Lz E0EBSH

- I REIRFE  (ng eq./mL or ng eq./g tissue) tus
1h 8h 24h 48h 96h 168h (h)
il | 379.98 88.05 9.76 5.41 n.d. n.d. 28
i %% | 701.69 152.32 15.56 6.58 n.d. n.d. 19
ik 9.49 4.39 n.d. n.d. n.d. n.d. n.d.
Jifi 296.30 177.22 92.74 56.09 29.44 19.32 66
i & | 134.54 53.61 25.86 13.65 6.86 4.48 60
i) i 73.50 38.62 24.84 14.97 8.42 4.10 57
JiF i | 1141.81 499.62 260.71 202.66 133.56 100.80 | 110
= g | 1559.84 409.85 86.01 57.92 35.11 27.18 90
i & | 266.68 199.59 112.67 78.28 42.29 25.27 67
ik B | 135.45 78.95 36.93 16.88 9.28 5.86 59
K B 83.12 47.60 20.25 10.86 5.94 3.72 62
ST S S N 81.61 50.30 20.80 13.29 7.04 5.33 75
(I 40.32 18.58 8.08 5.26 2.75 1.97 72
fig ifi 37.30 27.78 20.66 13.40 7.45 6.68 92
iSO S /N 142.41 n.d. n.d. n.d. n.d. n.d. n.d.
ook |’ 21751 126.52 78.25 37.47 n.d. n.d. 23
BT R 157.27 86.76 54.82 28.30 14.75 9.74 61
BFRRY > o8| 149.75 59.95 59.68 36.86 22.77 12.00 65
BRI 2% | 162.33 90.00 45.24 35.78 14.44 9.63 62
iR Ek 24.52 10.47 4.80 2.90 |2.09(n=2) 1.62 | 100
= E | 123.05 54.86 20.05 9.74 10.45 n.d. 92
il % | 386.33 285.72 135.68 75.02 36.35 21.93 57
i Bt | 899.25 273.39 49.59 22.19 13.44 11.21 75
i | 196.84 106.00 66.02 37.55 15.46 11.76 59
Bz & | 218.90 159.30 129.42 89.65 40.99 47.91 | 100
% g Bh| 125.15 74.94 52.82 32.44 18.46 11.43 68
H 6459.35 703.00 81.61 44.26 20.94 12.41 55
7N % | 1565.63 365.90 127.70 66.35 25.73 25.78 64
N f% | 254.64 | 1446.10 149.27 48.99 22.03 14.78 47
n=3 CHM
n.d. : Bt R



VIL_ S Ehie I c B 5 I H

(6)MIEELFHER

6. X

(in vitro#fR) 39
RINASWEC L D7 =27 % A% v b (0.4~10pu g/mL) Ot MIEEAMKERIT 97.8~99.0% TH VY, E

KEEAEHIIT LTI Thot,

&t

(L) R R U AR AR RS 0304209

t MFI 7 vy —2a kOt MESETMRZ AV in vitro BBRRTIE. EREHME LT 2T FVAF v B
DINVT v AR (ur 67-G) NBHO BN, ZTDOMIZT =T X%V 2 H v s OFRALARH (6TM-1, 6TM-2,

67TM-3 1) 67TM-4) ZEnRb iz, BRERABIIC 7 =7 %Y 24 v b &L Lz L &0 MmERORF O
ER ML 67-G THY | invitro TR® LAT-ELRHY (67TM-1, 67TM-2 L1 67TM-4) bigit Sz,

CHa
L
67M-3 Intramolecular
HO 8?1}::1? glucuronide
CN UC:T1A\7’ isomers
CHa UGT1A8 CHs
CYP1A1 UGT1AS
N'& UGT1A10 N&
[ CO:H UGT2RT [l CO=-Glu
S # ] S
HsC —p HsC 67-G
: \[/\o Febuxostat (TMX-67) \(\o =
CYP1A1
CHs CN cvPiaz  CHs CN
CYP1AT CYP1B1
CYP1A2 (‘E:E;‘}g CHs
cvpzca SYP2CE
CYP2CY CHa CYP3A4 N
= I COaH

CYP4AT1
I X—COzH

~ N- ‘\ ‘ s
S HsC 67M-2
Q
/\*(‘\O/Q/:? M-1 HO >(\

HO CHa CN
CHs CN \i‘& \‘
T 67M-2-G
67M-1-G e
and
CHs  B7M-1-S
IN-— - -
R COuH (Dehydrated 67M-1/67M-2)
O
e
o G7M-4 Dehydrated 67M-1/67M-2-G
e ehydrate - -2-
% PAEHADERT CHs CN

27X VRE Y FOHERBER

QRBBEI5TIERCYPHF)DNFE. H5E

(in vitro 78 %k) 3346
BERI 70 Y —AEAVERFNL 7 27X Y A% v hORBHIITBLABH L O V7 v Uigfas O 5
WERD B AL, %D CYP (CYP1A1, 1A2, 1B1, 2C8, 2C9. 3A4/5 }1r 4A11) KO UGT (UGT1A1, 1A3,
1A7, 1A8. 1A9. 1A10 XU 2B7) 73 TG T 5 2 & 3R S 7z,
EMNFIZ7r Y =% HWeHENro 727 %Y 2% v o CYP1A2, CYP2B6, CYP2C9. CYP2C19 K}
CYP3A4/5 IZx T 2 BFEILRD bienotz, —JF, 727 ¥V A% v h® CYP2C8 KU CYP2D6 (x4 5%
Ki i3 Ehn 24 20 KT 40 u mol/L T - 7=,
b MM 2 O RE S 7 = 7% Y 2 % v ME CYP1A1/2, CYP2B6, CYP2C9, CYP2C19, CYP2E1,

CYP2D6 K} CYP3A4/5 #3FEE L e T-,



VIL_EYyEhiglc B4 5 HH

RHEEBHROEERUVZFDEE
MMERR L
(BE .Sy b, 4X)8
Ty MZUC-7 =7 XY A% v b Imglkg % H[AE 5% 168 Bifi] £ TORFEIR THEIR 2 ME LBk
T, FRIRPN B G- & % O R R IR H RIS 00 BESR s B R RICR 1L 71.8% & HEE ST,
ARXIZUC-7 =7 F Y AH | Imglkg & B[R 5% 168 Wit F ToORFER PHEM R 2 et L2z s v
T RN G-RE & % O £ 5 0 SRR IR PRI R O bh R s B % DRI I 62.8% & HEE STz,
AHRBEYOEEDOERRVEMNL., FHELE
HKEBEMD in vitro XO BAEEM (Ki{E : 4L nmol/L)

T2 T X AKXy b 0.6 67M-2 1.6
67M-1 (S {£) 0.8 67M-3 2.0
67TM-1 (R &) 0.6 67M-4 1.6
VI.2.2)EME R IT HHBRAE OEHEZSHR
7.8
(1)HEtH B4 B R B
R K OVEE
()it 3 )

TR A BME 24 Bllc 7 = 7% Y A% » L LT 10, 20 X1 40mg ZAf@ FHEROEE Lz L&, 5%
24 BRI} N 96 B £ COFGRITHTH 7 = 7% Y A% v hORPHEIERIZZNFN 2.1~3.8% KT 2.2~
3.9% CTh-otr, T, HEH 24N N6 i TORGEIIHTDH I 2T X ALy hOT VT 0 R
TSRO RRFHEERIZZ N TN 46.7~49.7% K X 49.0~51.6% TV . = DfMOBRLAHY (6TM-1, 67TM-2
J N 6TM-4 DEEHE) 73 9.7~12.7% Th -7,
(B%E  HEAT—2)12
BEEERR N BME 6FIICUC-7 =T Y A X v b E LT 80mgih & AT HiiH %z, MR FTHEROELE LZ L&,
Beb-1% 4 WERTE COMSE R REIC AT 2 RE(ME R OKREED 7V 7 v VB EOEG X ENEN
83.8~95.8% &N 2.3~6.8% T o7z, #5144 48 Kl £ TOREIAD R PR (GBI LHIE,
LURTRIER) 131.1~8.5%. #5-1% 120081 & TOHP PR HEIX7.8~15.8% Th > 7=,
F7-. R &2 & D TSR DB 5% 216 Kl £ TORMK OFEPPEERIZZEN LN 49.1 KT 44.9% Th -
7

) AFIOEKR S - R R O RIC BT 5 RO 53 60mg/ A Th 5,

8. FTVARAR—E—IZEAT B1EHR
B R L

9. BWNEHIZLDBRER
BRI L
(%)
T2 T XV AH y MIMEEARBSEREH WO, MKEINIA R 2REETIIRNEESEZ BN D,



VIL_EYyEhielc B4 5 HH

100 ENE=EHET HEE
(1) BipeEEERED

WEEE (5 ) MOVEEEE (TH]) OBMEEKTEREFEIC 727XV 2%y 20mg & 1 0 1 [H&IA%IC7 A/
PAERRAERG Lo &, B&EGH T AICBIT 2BEBERERTHO 7 2 7%V XX v MO Cunax [ XEERE LR
B 9B EEDLRNo7228, AUCo24n ITEHERE IEHBEIC LB LT 53% MM L 7=,
AR FE RS BEIK T HED Cmax X Y AU Cooan IXBEHEREIEFREICHLEL L T, £ E 26 LD 68% N L 7=, #
L B#E 7 H D Crmeanzan 2R (F 514 24 Wil £ TOMIEIRER FHIBE DE(LR) 1T, —33.5% (BHEHE
EFED) . —81.83% (EREBHEREIS THE) M (V—2386.8% (HEEERIEREIC IR T, BHEEOREICLISE
BIIRD N2 o7, BIERIE 29 BlF 2 B 37 (BHEREEFRE 161 10k CEO) | PEEBKERT
BE1B 20 (FHD ) BN, ZOREINTALERECTHT-,

Cer (mL/min) T X 2B HEED E R4 E

RAEERE IE% - 80=Cecr. ®JEIK T : 50=Cecr<80., HEEMK T : 30=Ccr<50

BERUVPFEOTHRETEEICSTIRERSHOENHRE/ NS A -4 BERT7H)

KB RE ST A —H Rk AR I R (N=9) AR T HE(N=5) AR EER T REN=T)
tmax(h) 2.3+1.7 3.8+£2.3 2.2+1.4
Cmax(ng/mL) 495.6+157.6 504.1+146.5 621.8+270.9
AUCo 2an(ng-h/mL) 2123.4+461.3 3238.1+1088.8 3557.8+1096.3
tiz2(h) 6.911.0 7.4+2.1 8.2+1.6
¥ £SD
) EEOBHEEREDH D BE LR E LIARRBRITIER L T,
NEAT—45)2

WREE (6 f1) . R (THD) ROEE (T6#) OBERBKTEFIC 727X Y24y F80mg % 1 H 1[H
SRR 7T BRRKERO#ELG L&, BER THICBIT27 27X Y AZ v h D Cmax LN AUCo2n 1,
RIBSREIEFEE (11 (1) |Chelie UCHRpEE | HpasE | EERHRRIK TRECEnZh 41 L1 48%, 2 K TN 48%,
4 KON T6% LFH L=,

Cer (mL/min) T X 28 HRED & RI4E

EHERE 1B © 80<Cer, BEALT : Cer=50~80, HEEEMLT : Cer=30~49, HEKT : Cer=10~29

NEANBHREETEBCSTIRERSHOENHRE/NS A -4 (&E5ERT7H)

n e RS REIE R R R HR AR R TR G AL
S BEHRE /N T A — X
(N=11) (N=6) (N=7) (N="7)
tmax(h) 1.1+0.5 1.3+0.9 0.9+0.5 0.9+0.4
Cmax(ng/mL) 9865.6+1248.7 4034.8+1685.9 9916.8+1060.1 9983.7+2186.0
AUCo2an(ng-h/mL) | 7502.4+2680.1 11135.91356.3 11130.6+2924.0 | 13228.9+11561.2
tu2(h) 4.7+1.1 7.6+35 9.1+4.0 7.0+2.3
S £SD

[V5.(5)E% - mEFRE L NL6.Q)BMEREESE DHEASR
) AFNOEB SN AEL AR 5 KEEREIT 60mg/H TH 5,
HEOEMEREOH 2 BE 235 & LIERARRBRITSEM L Tunauy,



VI Ehielc

B 25 H

(2) Fr#tee

H 1 AR RIS

]\ ] Cmax ))—QU\ AUCO,24h (i\ H?%%ﬁ'éfl:ﬁﬁ% (11 @TJ)

BE WEAT—%)
R (8 WJ) KO aERE (8 61f) DAFFEREIN FEF#E (Child-Pugh A,

RS REIR TRED Cmax & N AUCo,240 1ZZLE L 53 TN 55% EH- L=,

NEAFEETREEICETARERSHOEYENRE

B) (c7=7%YA% v 80mg % 1
7T HMRERAES Lz L&, BEFEER THORG%Z 7T LB T2 727F Y A4y
LB L TENEN 24 BN 30% EHLZ, F=,

ENTA—4 (5% 7H)

e ATHEREIE B R R RE rhAE R AL
HRINBNFE R T A —H
(N=11) (N=8) (N=8)
tmax(h) 1.2+0.6 1.3%0.5 0.8+0.3
Cmax(ng/mL) 2841.6+941.5 3509.8=780.9 4359.3+2364.1
AUCo24n(ng-h/mL) 7610.7+2645.4 9869.6+2553.7 11772.47065.2
ti2(h) 5.5+0.9 6.9+4.3 5.6+1.8

45+ 8D

) ARNOAR SN ER &S

[VIL.6.(3)AF#kA

EEEEE OHEZM

BIF o KRKESEIX60mg/H TH D,
(3) ERHEVHIDFE NBEAT—4F) 20

AENERE (65 Ll b DL O M4 12 61) EAENESEE (18~40 k. BYELOLME4 12 61) |
Tx7XY ALy b 80mg 2 1 H 1REFEANZ 7 HHKER ARG LI e &, &% 7 HIZBIT 2 Eld
(24 B1) D Cimax KT AUCo24n (ZHFH (24 B) ITH L TENLTH 1%IE T RO 12% E5H L7,

Fio, KMHBRERE (24 ) @ Cmax KT AUCo2an IZEVERERETRE (24 F1]) (CHE L TENERN 24 L

12% @ o 7,
NEIASERE - EFBICETARERSKHOEYITRE/NSA—42 5% 78)
B 18~40 7% 65 Ll I B L8 i
BT A — X
(N=24) (N=24) (N=24) (N=24)
tmax(h) 0.9+0.4 1.0+0.3 0.9+0.4 1.0+0.3
Crmax(ng/mL) 4080.3+1618.4 4046.0+1205.0 3620.9+1473.9 4505.4+1221.2
AUCo2an(ng-h/mL) | 8155.0+2693.0 9127.5+2629.7 8166.2+2893.9 9116.3+2411.5
tuz(h) 6.2+2.6 7.2+2.3 6.7+2.7 6.7+2.3
¥ +£SD
1) ARFN ORI NI AELCHEICES T 2Rk 551T 60mg/A Th 5,
11. Z DAt
MR L
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22 NL7.0)BRAZREZTOER] OHEEZSH]
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V2R EHRICEET 5F8 ) OHESR

4. HERUVA=ZICEET 5FE L ZDEH
VARERUVAZICEET 5FE ] OHESH

5. EELGEARMNIE L TDEH

8. EELREARMEE
(EheEE)

8.1 FEREREND HLILD Z LD D DT, AAFELGHITEMNITRELITO 8L, BEOWREZ 512
Bl oL, [11.1.1 ]

8.2 AH|FG- T HURMBIE DO FT RO AR L, RE D FD b2 HE IR RE B E O i A 4 5
M3 5HZ &,

8.3 LMEREAZAT HMEEE ZXG L LIAERRBRICE N T, 7r 7Y/ — AL T T =7
XV AKXy NETLIMEFLEDORBREIENEm N -T2 OMEND D, RAZE ST 25600 E KR
OWFESH - e BBUCEE T2 2 L, [15.1 2]

(R, = REEMIE)

8.4 AANTIRMEME THTH Y | JFELAER GFEIEIE) BB MPIRBIEAET S5 LEREEHR (F
JBFENE) B SELBTNANH D, AFIEGANICREER GREFREME) S5 ONEGA1E, JER
MBEEDLET, AAlOKRELZHIE LW &,

Fio, RFELHPIEEBEER GBEFEIE) BRI LEEICE, AROHEEZEETT L Z L {&h
ke L, ERICK Y aveTF o ERT A FERRIES, RIBRERAT A FEZHTHZ &,
[7.1 &HE]

fEER - 8.1 LM DO ENA D BRI EICE W THERITEERE N RE SN TV 2 L bEERESDH 2 & &
L7z, Sesédn O EWNORRKRERIC BV TIFERERE T, ITREEO®RE (W I bIEEE) 2B b T
BY . WTILH IR e < BRI EEOZB DL DIER T 72 Z L2 b, EFRICHRAE LT 9
Z L bLIEEME LT,
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etk N EOEES) (CBd5IEHA

82 7 v MoREHREHFEERBRICEVWTEHETRE L &, FRBARLE L OHEA, FARBEOIER,
WERARD LTS, Zhbid, 7 v FTIERRIRFRAE VEREAE (TBG) 2%BLL TV
WZ L BMRIRA VR E SR N 2 & R OVRRIR A LT o DR EYEO LAV ) D RS EA
EBWZ EEIGER LT v MR EE 2 bz, TBG #H T 54 XOFMERBRTIX, mHE
FETHRBEOZBIITRD bR oTe, —J7, EWNOBRKHETH TSH #0123 9 61 (0.9%). TSH
A 261 (0.2%) BOLNTWAZ D, RIEIZFHE LT,

8.3 KEIZH T 5 I3 M O AERFEA R OMAEREA X N ORBEIEARERE (77 2R UIT =
U =) EHIELTT7 27 %Y A%y MECTHEWEAARE IO, KERMEIEL R
(FDA) O4F7RI2 LYW CARES a2 %0 /=, CARES BROFERICBWT, 7url /— b
HRT7 27 F% A%y NTLAELED Y 27 BENZ ERHRE SN 9, DiEEE W) BERFR
ThsdIEeuEx, YkalBii%d [ZOMoOEE) ICFE L CEmgtrs & & bic, THEER
EARER ] I8V T PRIMBLED & O M E R B O ECH - R BBUTEET 2 EOEERELZ T 5
VBN DT RIEIZFLHE LTz,

8.4 [&EIRBRIMIE - JWEDIGIATA N7 A V5 3R (HAIRRE - JREEZEE Y2, 2022 FFRBMIR) | QL4 T,
NRIRTA RTA4 ] EW)) #&E(Z, mEMEER GREIEIE) BObnzLEDEREL LT,
P G-Hif & B G-y CREEL LT,

<iz5RicERBEE X (ERREE) AROonf-HE>
MR A F7 A4 ) TiE DREFSIERHC MG RBEZ EB) S5 L BIEOHEZRO D 2 LBELN
7o, FEPITIRERE TIREZG L 22 L 2JFRIE T4 ERilish T\ Dd, KEFNTE RB
%K OBEIFEIE) RO ONTZHEIL, JERDBB S E D £ TRAIORGZHIG LW

<E5dIEREEEX EREE AROHLNIZHE>
NRIREATA T4 ) TiE T—RANEE L LT, WMERIEPIITE 272002k, Bila
MAL, Bl RT 5, WEFEEPIORERE T EO®R LG 2T 2 L RIELBESE 0T, &5
BB L TER LRV, 2720, REBE THROKREEZ1T> TV A5G, FAE LTHREEZ P IEE
FlcFzOFERASHE, 218 F >, NSAIDs, Wﬁﬁgx?m4%£%MzT&575Jaﬂﬁﬁ

SNTW5, EEPORBBESR OFEIREME) BEHALZEEIE, AROMEZLE TS5 2 &<
&Q%Mﬁb‘ﬁﬁﬁibzwb?y\#XTD4Fﬁﬁ%Eﬂ\ﬁ%&EXTD4F#%%%T5
Z

6. HENERZFTHEEICEHT HIE
(1) EHHE - BEEEDHLEE
BREIN TV
)BHEEERE

9.2

021 EEDTHAEEEEE
BEEDH

BEESEE

B OB HERE HEEERGE LI BRABRIIEm L T2y, [16.6.1 ]

FRER

R OENERRBRICIBNT 7 2 7F Y AX v b33 SN EHEOBEER TR, BENEY 2
RRICB T D 3B DA TH T, — 75, BHAEIERE (Cer >80 mL/min) 7> b HE BB FEH (Cerl0
~29mL/min) Z x5 & L7 eR M OSNE OB R T, BEBEHBERTEFE T 7 =7 2 v |
80mg/H Z iz 5 Lz & & DM PRI, BB IER 2 & I L T Cuax ICERITERD SN2 T b DD,
AUC X 1.8 f5IC EH L7, 20 ORFIKHER TlE, BEEOEHRBIER TEEICBWT, 727XV R F vy
s O EFREOMLENEDRRE I D K 9 etk EBE E 2 2 AEFERITE O TR 25,



VIL.

ettt M EOEES) (CB45IEHA

LU b, BEEOBEEREKRTEZTICOWTIIEMIN RGBTV R, BIEE LS LEED
EBSRRIK T AR (S0P D ARFN DL RMEIT /3 ITHENL L TR,
[V.5.5)E%E - REANRE L VLI0.)BHAERETESE | OHEE SR
TE) AFI DGR S 7= R O RIS BT 5 Fo ki 551t 60mg/ B Tb 5,
QFFtrEIEE R E
9.3 HHmEEEESE
JFHEREREE D &b 2 BF A %5 & LTCERRRBRITEM L T, [16.6.2 ]

D S D EIN O BEAE 2 (A THE R EERGRER K OV 13 53R CII PR e IS 2 3 2 B 2 4k L T
5o FTo. EFREMONE ORI ClL, BEEONTHERERERE (Child-Pugh C) 1T AAN LI
TEOP, 8« PEEIFEAER TR (Child-Pugh 28 A, B) ~OMHHRBRITVEGIORTH T,
O XD ICHEREREE O & 2 BEIZ OV T GRER D72 < . RFIOREVET 2T/ L Tuieny,

[VIL10.(2)FF#REEZ EE ] OHEZ SN

fi#EN

(AETEREE BT F
BREIN TN
(5)4E 47
9.5 iEiR
BB X ATHEHR LTV 2 FIREME D B 5 Mz id, 1R LR N a4 BBl D &l s 2858120
HEET D&,
fRER . RRMDRHNL L TV RWO TR LTz,
BE:Zvh)
IR T v MZ1UC-7 =7 F Y A& v b Imglkg # HEEA# G Lz & & R OFEE MEEIZ BN Th
FTNTHEHREA RO LTz, JRITEHIZ I T 2 ORI (B PR AYE) S OUa AR o0 SERIE 7> & 11
BUIRIEBATRIL, B 1084720 £ 5 G RE R 0.0085% A0 & HEE v, HERED IR L ~D AT

PR EnR ST,
[VIL5.(2) M %- ke AEREFRIE M) OHEESHR
(6)1Z L7
9.6 RELiF

1B EOFFMER ORI REBOARELBE L, RO TP I ZHET 228, BmER (7>
R CTARBIDHLA BT T D2 EBMEINTND, £, BWER (7 v MBI 5 HAR TR OH
% OFRANW N RHAOEBEIC BT 2 3BR) @ 12mg/kg/H (60mg/H TOE b O MiEFIRZEED 11.1
%) L ECTHAROERIC o F o LHEE SN DRERIEE & 5 W3R A, 48mg/keg/H (60mg/H TD
bt FoM IR EO 39.3 %) THERLROE T, KREIKEZ S ORFME FARRO KRB K ORI
HEWMOBR DD 5T D 49,
fiEER . RIm ORI 2 Fho, BYER (T F) ZBWT 727 %Y 2%y O ~DOBIT
DROLNTNDZ ENLERE LT,
(BE:.29h)
OBAT7 v M UC-7 =7 ¥V A% v b Imglkg FHER OGS Lz L & Ayt PR E T & 5%
4 PR CRcEEZ R U, #5548 MR & Cl b iR AEIRE X 0 S s LT,
[VIL5.(3)ELit~D#ATIE) DEHEZSR
@ 7 v N OWARR O AR OFAT I RHEOBREIZBT 238 Tk, A% 12mg/kg/A (MAEHIE
PIEEERITE M 60mg/HEG- L& &0 111 5 #EE) U ERAKGT5Z &2k 0, BEwT




VI et (B EOEES) (IS4 HEHA

BB B ST AR N U - e B R FE O Hav, AR OB IS & RE & R0 21k
DR LT, HIZ, 48mg/kg/H (IMAFETIEYIFEZE &I L M 60mg/H#& G Lz & X0 39.3 {5 &
) BTk, 2V TEEAED S, AR TIREILROK T, RERER EORFIH, F
RO RIU b K ONFUR IR & O FEAME R 2358 Haviz 19, HAR TR bz Ziub o2k, it
ENLIEAREOBRFZEICLV AL EEZ LN,
R2.0)EMEESEHRER 0HESH
(7)/J\IEI
9.7 INRZ
INREEZ G & U T B RERIRIL I L T 7Ruy,
RER - NREAE TR LI ERRRRZ S L T\ aWnWae, ZaMEROEIMEITIMSL L T W EEi# LT,

(B) &k E

9.8 SihE
BEOREZBIE L, MHICEELEN AR EZRGTHZ L, —RICAEFBENMETFLTWD Z N
20,

R . R MOENOBRKRBR CEME I T 2 HERBIIS SO0, —REEE L CREE L,
[V.5.05)8%F - mERKE KO VLI0O.G)EHEUMDFZE WEAT—2) | OHEESR

7. MEERA
LOGRAZZ LT DEH
10.1 GEAZES (BFRALGEWVI L)
T4 BRIRIEIR - $5E 715 By - febRiR-1
ANT T NTV K | BRI EORWER AR | 7 TF AT R A LT ST ok
(A7) THAREMENR B D, WHERTHILIXI T U F U AF U —BOEIC
THFAETY LV AVIT TV o OMmPEREN ERTSZ
AT, TH=V) EnTu7Y = BE) THLNTWD, K
(2.2 & ] HbxHhorFrrxry—RREERZL O
D, FREOFEEMLRS 5,

BB RKFNIA NS T TV KF, THFAT Y L OEEREYAR EAERRRE EE L TRy, 7T
F7VDOREAN T T STV o ORBEEFETHLX Y T oA X —BOHEFICLY, ALDT
NV OMHREN ERTHZENTRTY s — EIE: R oF oA —BHER) THb
nNTW5a,

AFNEXV > F oA XX —BHEERZET D220 LRBOFEENEZOND Z &, HED LD
BRI EDO BRIIAHTH D Z B IFHEER L LT,



VIL 24t (A EoEES) (B3 5EA

QHFREE L EDEH

10.2 FRERE (BHRICEET 2 &)

AT DAREMEDRH D,
AFN LT 2561F. ¥
2R EICERT
HZ L,

FEHN 4 5 HRAER - FEE Tk BEFF - faBRIAF
P g K5, IR, MREESZD | e T ORBERETHLF I F AR US
EX T ORWEMZ MR | —BOMEFICLY ., ©¥ 7 e OR#EE ML,
T B AN B D, ERZHRSEL 2 BT R Y J—L ()
THONTWVD, KAILIFY o Fr AT F—F
BEEAZ O b, RO ATRENER ® 5.
Vv ) OMTBERLE | VX v ORBIBETH LI XY LT AR N

—EBOMRFICLY | @FEEALO HIV EFIZB W
TIH D Cuax KOVAUC S EHT 5 Z &R
Ta7Y = EIE) THLRTWD, KAlG
X F oAU —FBREERAE LS EN
O, AR TREND & 5,

8.

RANAZT B ANRALF O AYEE | AFID BCRP ZET S 2 Lick Y m ARy
N ERT DR DD, | F D AUC 2349 1.9 . Cmax 5359 2.1 5 E5-L
T b OWED DD W,
fRst -
Qex ey

AANZEF T v v & ORKREWRAERRRZ EiE L T\ ey, 7er) s —u GEE: S Fodxy
F—EEA) LeX I LT, EXTECOEREHEMRL, LE., Kk, REEENHEB LI L
DWENHDH T ENnD, WEANCOWTIFHER L SN TWD, 2L, EX¥ 70X TchHs7 7
bt ARFEH 2 F 2 (9-B-D-arabinofuranoside Hypoxanthine : Ara-Hx) DB FH v F o A% ¥ —E
HLTWL &b, ¥V FrAdv =82 ETL7 7Y /= EDOHFHIC L > T Ara-Hx O1ft FRE
DEATLHZENFERTHL EEZ HILTND,
@Qvy v
AHFNIT K 7 v & OEEREMHBEERRBRZ EZf L T Rnn, 7a> ) 2 — . o Fodxv
H—BHEA) LX) rOfAIZEY, VX UDIMFREN EFTDEOHRENRH Y, mEANZON
TIHPFRER L S TWD, ZET e 7Y ) —ARNTF ) v ORBERERTH LI Fordxvy—E%
FHETL2Z LIk EBZBNATND,
B@HuANRZAEF
(MANRAZF AN T T L] TBNWTT7 =27 XY A%y bRFHEEL SN LD, AHIIZBN TS
0.2 PFAHEE OFAICEET 22 L) | OHIGEFRL L CEENE T2 2 L & Lz, KA1 BCRP (breast
cancer resistance protein) Z[HETLZZLICED, B ZARZZF D AUC 23 1.9 £, Cmax 2559 2.1 15 1
F LT DREDNRH D 50,

Bl{ER

11. &E4ERA
WROEWERR S oD Z ENH 2 DT, BIEE+0ITITV BRENRD NG5 I3 &KEE2PIET S
7R ETEE) IR B AT O T &,




VIL.

ettt M EOEES) (CB45IEHA

(DHEXRZEIMER & DHER

11.1 EXGEIEA
11.1.1 FFHERERESE (BHEEARHT)
AST, ALT %0 LR %O MREER S b2 2 &b b, [8.1 B
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WA D A ICB O CEERIBEERENHRE SN TS Z e EXZBERICRE L, 25,
Se3 L o AN O REIRERER C b ITHREREE . IFEFEOWmE (W HIEEE) IO TWLI R, W
B FEFEER 23 e < BB O BB OB DREGI ThH o722 E D, 2RO ORIERIT [ZothogIfE
M OmIC Tk AEE ] & LTRELTWD,

11.1.2 ERHOENAO ARREICB T, BERELREGMERZ, BEREPRESNTNWDLZ & L, ERLD
ENOBEKRRBRICBW TS IERERD DB ILICE - 7258, EFMRBRENBDO N2 LD,
BERZRIERICEHE LT,

(QZ DD E1EF

11.2 ZOtDEIER
TR\ BH L 1~B%A i 1%ATii BEFEANBA
1fiL i3 A i Bk i REED . Ef
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Moo R FREOLOFUE, FEED E v, HIR SR, REAEE
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H 15 T, BEEApRER, O, ETE
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P (AST #4/i1, ALT
#n, v -GTP ¥4
e
B J& RIB, T O FEIE. ALBE HIRE, BiE
B A& R | B VU, PUBCRPRER, CK N, #5 J
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ettt M EOEES) (CB45IEHA

BIERREREE—R
fRE. =RELMAE

<BMEMEIERAXREE—E>
2 A PR 15K 1027
RIVER B GRELHE, %) 80(7.8)
BIVER OFESE |ﬁ%@(%ﬁ$\%) EIVER OFESE |E%ﬁ(%ﬁ$\%)
RLE R U FE RIE BREE
VDS | 1 (0.1 JE A PR 3 (0.3
REREE NG R R 2 (0.2)
7 hE— | 1 (0.1 [ 1 (0.1
RS EE T RE IR 1 (0.1)
R BB A T T | 1 (0.1 g 1 (0.1)
RERUREEE (XA 1 (0.1)
Ea L AT a—LE 1 (0.1) T 8 (0.8
BHE L E 1 (0.1) I 1 (0.1
EHEE + ek 1 (0.1)
5 O | 1 (0.1) LR E 1 (0.1
IR REES BE(E [ EEm 1 (0.1)
LD F 3 (0.3) HRY—7 1 (0.1
JE SRR 4 (0.4 HigE 1 (0.1
KR = 2 — a8 F— 1 (0.1) EES 2 (0.2
IR 1 (0.1 U5 APEE % 2 (0.2
fEEAR 4 (0.4 L 1 (0.1
RfEE L= 1 (0.1
AR 25 1 (0.1) M 7% U e R 1 (0.1
BERUREESE ERE S 1 (0.1
IR D F 2 (0.2) FFREE R[EE
H AR 1 (0.1) JFRE R B R 5 (0.5)
DEEE RS 3 (0.3)
AR 1 (0.1) EERVE THEES
MmEES YA LR T2 1 (0.1
e I 1 (0.1) HBE 2 (0.2
FTY 2 (0.2 Z 9 FEAE 1 (0.1
R EE. MERR UihRiES S 3 (0.3)
LiEEN 1 (0.1) EE RS 1 (0.1)
1 R gE A ek 1 (0.1) BERRRUVESHEBES
ERURBESE RAf 12 (1.2)
BR | 1 (0.1 B % 1 (0.1
£ BEERUVEEREE R R 1 (0.1)
WA R 1 (0.1 5 AR 1 (0.1
B 2 (0.2 EHEEEIES 1 (0.1
Zef 1 (0.1 53 9 (0.9
T R 5 (0.5) A A P % 2 (0.2
P72 3 (0.3) £ A VERAET 2% 1 (0.1)
B A AN R 2 (0.2
DU R AR IR 9 (0.9

(MedDRA/J ver.12.0)




VIL 24t (A EoEES) (B3 5EA

<EMfER &L Sh-BRRREEEE-R>

LA AT 2 1027
B A R BB (RBLE, %) 81(7.9)
i SiE - SE Bk

(FEBLE, %) (FEBLE, %)
ALT 20 (1.9) | v-GTP #m 15 (1.5)
AST #4701 7 (0.7) | RA LG 2 (0.2)
R Bz azary N 8 (0.8) | aEEA 1 (0.
BNTETVDIVITI=T=E ) 00 | Az 1 0.
Hn
e e UL e BN 1 (0.1 | BHLEREEN 1 (0.
i CK 4 5 (0.5) | DLEXKEE T 1 (0.1)
7 L7 F =8 2 (0.2) | AFERERE 4y =590 2 (0.2
i LDH #4800 2 (0.2) | RPEBABME 1 (0.1
A A U o A HE0 1 (0.1) | WY A oo 8 1 (0.1
1A TSH 8 2 (0.2) | I+ ALP #4n 2 (0.2)
i TSH 0 9 (0.9 | BirEMmAR 1 (0.1
M kY 27U &Y REgN 3 (0.3) | fE¥EM 1 (0.1
i H PR S 0 1 (0.1
CRP #4/n 4 (0.4
DEE X 3 (0.3
DER QT I 1 (0.1

(MedDRA/J ver.12.0)
<JERBEE R FRIREE >

2 e 5 2 1027
S BB R B ST (EBLE, %) P 105(10.2)

1) JEEREEI R (105 %1, 10.2%) 127 =7 %V AKX v s OIEERIC IS < M REEE O SIS I B Eh AN
REBzBNDT0, AMREHRIERRBBEE — &I LT,

DAALEEREIZf 5 S RER M
<BthEHMEERARREE-E>

BALP

<EMfER &L Sh-BRRREEREE-E>

M RHm 4L 49
WE R AR AT S L5 GEHLER, %) 1(2.0)
THH FEFIEL (BB, %)
ALT #4hn 1(2.0)
AST 0 1(2.0)

(MedDRA/J ver.16.0)
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A RS OER REER REAN | RBEAM

REES S VFERSE 8 8 (0.25)
SR 1 1 (0.03)
JINOD B2 [ 5% K B A 1 1 (0.03)
RIS 2 2 (0.06)
ARUEEEEN 1 1 (0.03)
Jifi k& % 1 1 (0.03)
PR & R 1 1 (0.03)
VAV B - 370 1 1 (0.03)

B, BB LUHETHOFLEY

(EBE LUK —TESD) 13 16 (0.40)

JE I 1 1 (0.03)
FLFE 1 1 (0.03)
f 1 1 (0.03)
B 1 1 (0.03)
FP A, Al Y A 7 B 1 1 (0.03)
iiEiRES 1 1 (0.03)
BiE 1 1 (0.03)
PR AE 1 1 (0.03)
B O 1 1 (0.03)
b 1 1 (0.03)
KGR 1 1 (0.03)
Jiiti o> T 3 AR 1 1 (0.03)
AINZ I 1 1 (0.03)
FLIR R 1 1 (0.03)
EREER 21 O B S RS 1 1 (0.03)
RS N FLERG IR M 1 1 (0.03)

mEELUVY VNREE 6 6 (0.18)
21 2 2 (0.06)
TR ER S N 1 1 (0.03)
BRRZ MR I 1 1 (0.03)
YL ER D i 1 1 (0.03)
R 2 1, 1 1 (0.03)

R bEE 4 4 (0.12)
R IR B BE AR T E 3 3 (0.09)
i 2 BRI 1 1 (0.03)

MedDRA/J (21.0)
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2 b a— /L ARBORERR 4 5 0.12)
it B HE Fi 2 2 (0.06)
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&L AT 1 — L fIE 3 3 (0.09)
e I A 1 1 (0.03)
U T A LE 4 5 0.12)
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AR s 1 E 3 3 (0.09)
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Jii i ZE 5 5 (0.15)
T )V oA < —RIERE 1 1 (0.03)
TFEED W0 1 1 (0.03)
P I R 1 1 (0.03)
FIEEE 1 1 (0.03)
R SR 2 2 (0.06)
FLIBREE 1 1 (0.03)
R REE 1 1 (0.03)
R 1 1 (0.03)
PR H 1 1 1 (0.03)
REE 2 3 (0.06)
TN b 1 1 (0.03)
el REEES 1 1 (0.03)
A IR P 2E 1 1 (0.03)
EBFURKREE 1 1 (0.03)
ELREREAD 1 1 (0.03)
MedDRA/J (21.0)



VIL.

ettt M EOEES) (CB45IEHA

<{ERE. =REMmE>

BEEAREAE (REER) KT8 EMNEMFRAORBRRKI-—ER ()

= * | I 3 0,
S hRE DB EﬂlJ'ﬂEFﬁ %@Erﬁ/ﬂﬂ% IRAE (%)
HBE I3k REHH RBEEE (%)
DgEE 15 20 (0.46)
SR R 9 2 2 (0.06)
B DE 1 3 (0.03)
REENR 2 2 (0.06)
LA ) 1 1 (0.03)
e VA 2 2 (0.06)
DR 3 4 (0.09)
B R A 2 2 (0.06)
iE 1 1 (0.03)
T T A B JVRRLE 1 1 (0.03)
L SR I PR 1 1 (0.03)
TS EIBRE R 2 1 1 (0.03)
MmERE 14 15 (0.43)
5 I 12 12 0.37)
AL TE ML 1 1 (0.03)
Witk = v 7 1 1 (0.03)
AAH B AR P ZEPE R A 1 1 (0.03)
FIREE. MIBE L UHtRES 6 6 (0.18)
it 5. 1 1 (0.03)
I WK 1 1 (0.03)
Il R 1 1 (0.03)
W& Ifi. 1 1 (0.03)
o 1 R 1 1 (0.03)
SREALMiZ 1 1 (0.03)
BGEE 32 39 (0.99)
HE R A R 1 1 (0.03)
R 1 1 (0.03)
& 2 2 (0.06)
I 3 3 (0.09)
SVEREIE 1 1 (0.03)
TP E R 2 2 (0.06)
SARENI TS 1 2 (0.03)
ik 3 3 (0.09)
T 5 6 (0.15)
+ g E 1 1 (0.03)
MER = 1 1 (0.03)
VS 1 1 (0.03)
BiH5 2 2 (0.06)
EES 1 1 (0.03)
B RIE IR R 2 2 (0.06)
T 5 H I 1 1 (0.03)
CINT 3 3 (0.09)
H e N 1 1 (0.03)
SRR 1 1 (0.03)
g, - 2 2 (0.06)
RSN 1 1 (0.03)
H AP ONS AMEE % 1 1 (0.03)
MedDRA/J (21.0)



VIL.

ettt M EOEES) (CB45IEHA

<{ERE. =REMmE>

BEEAREAE (REER) KT8 EMNEMFRAORBRRKI-—ER ()

= * | I 3 0,
S hRE DB EﬂlJ'ﬂEFﬁ %@Erﬁ/ﬂﬂ% IRAE (%)
HBE I3k R HRIENE (%)
FEEREE 31 32 (0.96)
7V o — LR TR R 1 1 (0.03)
NEAE A 1 1 (0.03)
JEE-TS 1 1 (0.03)
T 19 19 (0.59)
iR 2 2 (0.06)
JHF 4% 1 1 (0.03)
JiF P 7 7 (0.22)
RES L UVRTHBIEE 31 31 (0.96)
=Y 1 1 (0.03)
JINERESE 1 1 (0.03)
BAETS 1 1 (0.03)
B3 1 1 (0.03)
A 6 6 (0.18)
KLEE 1 1 (0.03)
ZITIE 1 1 (0.03)
JNOD 1 1 (0.03)
Je k2% 1 1 (0.03)
SRR KU 1 1 (0.03)
D FENE 8 8 (0.25)
S 4 4 0.12)
Ei3s 3 3 (0.09)
=% 1 1 (0.03)
FEERRE LUKESHBES 28 36 (0.86)
B i 1 1 (0.03)
B 1 1 (0.03)
Jif JELE B A 6 19 26 (0.59)
A A 1 1 (0.03)
15 A e 2 2 (0.06)
)53 2 2 (0.06)
EEEIEPS 1 1 (0.03)
RERUT A ARE 1 1 (0.03)
0 O 1 1 (0.03)
EESLURBRES 35 35 (1.08)
ERAEVERE R 3 3 (0.09)
SRR 1 1 (0.03)
B 1 1 (0.03)
BRAE 2 2 (0.06)
JRBA 1 1 (0.03)
R RE R 21 21 (0.65)
BB I 4 4 0.12)
SNEEE 2 2 (0.06)
ARERBLUVIERE 1 1 (0.03)
BRI SR AR AE 1 1 (0.03)
MedDRA/J (21.0)



VIL.

ettt M EOEES) (CB45IEHA

<{ERE. =REMmE>

BEEAREAE (REER) KT8 EMNEMFRAORBRRKI-—ER ()

B 8 71| 24384 9
SR O Ba“’ﬁﬁﬁ%@@rﬁﬁ]%ﬁﬁ@] (%)
ST AEBI 48 B RIE|E (%)
— N, e s L = St
sz‘g £HEEL L UERSELO 12 1 0.37)
i AN 1 1 (0.03)
My 3 3 (0.09)
N 1 1 (0.03)
e 4 4 (0.12)
W AAEH 1 1 (0.03)
BRI 1 1 (0.03)
DIEIRIE 1 1 (0.03)
BE. PELLUVLNESHHE 1 1 (0.03)
" 1 1 (0.03)
NEE S TRRLE 2 2 (0.06)
N 1 1 (0.03)
KIFHRY—7 bk 1 1 (0.03)
MedDRA/J (21.0)

<f@ER. SREkmE >

BECARGEAE (RAGRA) ICETLIBMERE SNEBREEEERORBFRI—EXR

(531 ¥ o i R A
SRE MR 582
A& E 5 5 3,245
BIERZE D EIRERIE 237
BERZEDEEHH 471
BEERZEDXREI S 7.30 %

BIERFEDIES

BIERFDEENERES (%)

FBE I3 REHHK RBEEE (%)
BRRRE 237 471 (7.30)
ALT #/n 45 50 (1.39)
R T IVT 3 B 1 1 (0.03)
AST 4/ 37 41 (1.19)
I = L AT m— LA 11 12 (0.34)
127 L7 R AR 3 3 (0.09)
Mz vrF= R 1 1 (0.03)
L7 v F =8N 54 54 (1.66)
i 7 R o R 1 1 (0.03)
I 7 R o R N 8 8 (0.25)
iR RN ¥y 1 1 (0.03)
1A ) o AHEN 2 2 (0.06)
1 fE b5 10 11 (0.31)
IS S50 b 55 2 2 (0.06)
A DR R A V| v B 1 1 (0.03)
e U270 % ) RHN 60 64 (1.85)
. R 58 S 1 1 (0.03)
GHESEE (0.03)
IEE Sl 36 37 (1.11)
MedDRA/J (21.0)



VIL 24t (A EoEES) (B3 5EA

<{ERE. =REMmE>
BEEABEAE (RIUER) ICTET3EFRELE SNE-BRREEEEORRRNE—EXR (&)

= " BIERE DR FKREN (%)

A RS OER RRERIH REHH | RBIAM)
1 PR B kD 2 2 (0.06)
1. H R B 0 40 40 (1.23)
C- I S 2 3 2 2 (0.06)
DR T I R 1 1 (0.03)
vy RS N 1 1 (0.03)
‘ééﬁgl”%7/27l7_ 52 54 (1.60)
PR TR o 1 1 (0.03)
PR TR o R 6 6 (0.18)
7Y a~E s a U 9 9 (0.28)
B U R E A 2 3 (0.06)
JF R RE AR A T 18 19 (0.55)
KL E Y A& AR 2 2 (0.06)
K EC TR U AN R [0 1 1 (0.03)
J& pH K F 1 1 (0.03)
JREH 1 1 (0.03)
7o ko U REREERE 1 1 (0.03)
PR R F R 14 15 (0.43)
JPET N U O NFRAT T REN 3 3 (0.09)
WEEE N ) 3 — R =8 1 1 (0.03)
WEEN Y 5 — FFo=2 B 1 1 (0.03)
PR b U ARBG 1 1 (0.03)
e 5 1 1 (0.03)
Rk RE IR A R 1 1 (0.03)
1 R R B 3 4 (0.09)
R a ey ) —7 N 4 4 0.12)
[T A E 5 5 5 (0.15)

MedDRA/J (21.0)



VIL.

ettt M EOEES) (CB45IEHA

<HALZEEIZH S B REEME >

ERAREREICES THEIER - BRRECEBERE—&E

(531 ¥t o s F A
L &M 5Tl > SRAE I 3 389
BIVERZE D FRRAEGIE 49
BEEREDFRE G 86
BEERENREI S 12.60 %

BIERFDIER

BIE RFDEEANHBES (%)

HBE I3k REHH FIRE & (%)
RPES S UVFLERE 1 1 (0.26)
SR 1 1 (0.26)
MEL LV VINREE 2 2 (0.51)
il Bk D 2 2 (0.51)
REB L UXEREE 16 21 (4.11)
A T N E 1 1 (0.26)
e Y PR i g 1 1 (0.26)
KAV 7 A LE 2 2 (0.51)
Kh ) v AifjE 3 3 (0.77)
K~ U 7 AiffE 2 2 (0.51)
&Y R fLSE 2 2 (0.51)
AR B 1 iE 7 7 (1.80)
NG 7 e AR 3 3 0.77)
HRREE 1 1 (0.26)
SR 1 1 (0.26)
D EEE 2 2 (0.51)
LB 1 1 (0.26)
9 o IR 1 1 (0.26)
mERE 2 2 (0.51)
it B i il 1 1 (0.26)
5 1 JE 1 1 (0.26)
BEREE 2 2 (0.51)
fER 1 1 (0.26)
RS 1 1 (0.26)
FREEREE 5 5 (1.29)
JIFAHE 25 4 4 (1.03)
EE UL ILE 1 1 0.26)
RES S URTHEBES 9 14 (2.31)
KLBE 1 1 0.26)
D FENE 4 4 (1.03)
95 5 5 (1.29
FLEENE R 2 2 (0.51)
IR 1 1 (0.26)
Tt 5 1 1 (0.26)
BB S URBEE 5 6 (1.29)
JeJR 1 1 (0.26)
HE R IR 1 1 (0.26)
MR 7 m N — 1 1 0.26)
SRR 1 1 0.26)
SRR R 2 2 (0.51)

MedDRA/J (23.1)



VIL 24t (A EoEES) (B3 5EA

<HALZEEIZH S B REEME >
ERAREREICES THEIER - BRRECEBERE—&E

= " BERAZEDEEANRRAEH (%)

BERS ORE REEHIR REAN | RBEAM

— AR e s N

ﬁ% L2EBES L VESHED 3 3 0.77)
(YR 1 1 (0.26)
RRYPE IR 1 1 (0.26)
FEN 1 1 (0.26)

ERRRE 16 27 (4.11)
ALT #4n 5 5 (1.29)
AST #4hn 3 3 0.77)
il 77 v R 2 2 (0.51)
L7 v F = 88 1 1 (0.26)
Afi PSP R S e 3 B N 2 2 (0.51)
1L PR & BN 1 1 (0.26)
1L PR D 6 6 (1.54)
/IR EGRD 1 1 (0.26)
F i ER 2 2 (0.51)
iy 1 1 (0.26)
i) o AN 1 1 (0.26)
M7 A Y HRART 7 2 —P N 1 1 (0.26)
PR s 1 1 (0.26)

MedDRA/J (23.1)

9. BERBRERKRICRIZTHE
FRE I TV

10.BExE
FRE STV

1NBREDEE

M4 BREDEE

14.1 ERIRFRHOIE
PTP G 0¥EANT PTP o — F bWV L TIRHT 2 K5 8&8T 52 &, PTP ¥ — FOFAERIC
NG A S 2N AR~ L, BEICIT AL 2 35 2 L CHERRIA RS D B &é%ﬁ%%%?é_&#%
Al

@55 - 14.1 AF)ITIZ Press Through Package (VLT PTP) WD LENH 50T, HIEERSE 240 5 (CFk 8
3 27 BAY) KO 304 5 (KR 84 4 A 18 HAP)  TPTP ORI HRIZ OV T IZHEVERE

L7, SEAIC A 72 VKD PTP > — R OFRER, T 72 b HEHED PTP v — M bEFN AR &3,
DENILT— BT EITBR I GA T BROWBLAE S BB R~ L, BIIEZR AL 2 L CHRERRIR 2
DEERAIEZ RS D L VI BKELARE SN TN D, 29 LEFERER S0l Lz,




VIL.

ettt N EOEES) (CB45IEHA

12.ZDMDFE

(LBEFRFEAICE D  1E#R
15.1 BERERERAICE D < 1EHR
WA CHES SN DIE R B A AT 2 EBE 2 xR L Uiz ZHERIES RISV T, FEHEE
H (DI, FEBFEMEOAEEZE, FEBFEMER AT | RZEPOIEIC KT 5 BamAT @R oEe = v
RARA L D) IZoWnTET e 7Y ) — ARk L7 =7 2%y MEECTIHESEIRENTZH OO,
WEHMIIE B @ 5 HILIESEDOBBEEN G 7 = 7 X Y A X v MNEEORT a7 ) —ARETENLEN 4.3%
(134/3,098 ). 3.2% (100/3,092 #il) THVY 7 =7 XV A% v MNETEN-T2 (NF— R [95%
fEHEX] ¢ 1.84 [1.03, 1.73] ) , DMEIEOH TIHMERELE HITOLEREN KD Eho7 (727 F
VAL ME2.T% (83/3,098 i) . 7Y J— AR 1.8% (56/3,092 ) ) . Fo. BIEETDIHEBL
EIHICONWTH, 727X YRy NEROT BT Y ) —AEETENENT.S % (243/3,098 1) | 6.4 %
(199/3,092 i) THY 7 =7 F Y ALy MNETEI-TZ (NF— K [95%F#EXM] : 1.22 [1.01,
1.47] ) . [8.3 2]
fEgh . (VIS BELEARAMIBELZOEH] OHEEZSHR
(2)FEERREAERICE D < 1E#R
15.2 FEBRERERERICE D < 1B
F o MR A V2 104 BB K 2 B AR ISRV C, Iem HERE (T > b 24mg/kg/H [60mg/
ATobt hoMmiEPigEEOK 25 () KU 26 () 5] . ~7 % 18.75mg/kg/H [60mg/H TDOE
O MmAEFIRE RO 4 () &0 12 () 5] ) OB v F o LHEE ST D fEMmIE - A
DBD B, w7 AD 18.75mglkg/H (M) XROT v N 24mglkg/ H (B 1ZBEMREE (1T LI
SERE K OBAT EROE) ORABEE OBMMBFRD Htz, ~ 7 A TIHEBIC S 2 F 0 - i A AL
L7aWGME T ¢, BT LR OB banotz, Tl E T, i - Al X o5
WAOFRE AN BRI R 5 2 LIk 0 | BRSO EE BN FER SN D L OMERDH D, 72,
IRFBRIZIBWN T, T U F VR - fiA 2R D RILERT 370 » 72 50,
fEER © B R CREEIER ORABE OB ME SN TND Z LD HRE LTz,
(BE: YDA, TYh)
TUAKRODT Y M7 =27 F Y A%y M 104 BRRER &S (U & 00, 3, 7.5 LT 18.75mg/kg/ H .
Z > k10, 3. 6, 12 X 24mg/kg/H) L7zi#BRiCBW T, =7 2D 18.75mg/kg/H (M) . 7~ ~® 24mg/kg/
A (k) CEEbUIES (BEMERAT LAz doRIES) DOFABEORINATED v, [FHE TIEBENII RS AT -
FNBH BTz, F o, BEDEIEL DR A BN 7 A7z & T O MBS IREE #I1X, & MZ 60mg/A &5
L7z & EOmEhEYREERE LT D L, ~ U AT 4~126%, 7 v KTl 25~26 (5 EWVIRERTH
o7z 51,
ARG T I D AT IR NS O F A ML OBEINIT, F - B CTIL RN D72 5 0 5 OB X 0 Bt
ITEROBERNOEICEDZ ENMLNTND I D, 727X Y AKX v FOIEEER NI FEL L2k
BA U240 F UG I K DB~ ORI S = OJFK & & 2 bz,
X.2.(4)DARMERER] OEHEZSR




IX. JERRAREAER(CBE9 5T H

IX. JEERPREERICRII S 1HE

1. ZEERER
(D) EXNZFEIBAER
VIL.EDZFEEICEYT HIER &R

Q)R & EEHER 52
ARG, PR - JEERERSR. THIEESR, WHCEIEES . K - EARE A & OB EERSR - L/ MREESERE I &S
TOEM ZRHE L, FISLEFSHELE (QT RIRER) OWAER TRENE 2 34§ 2 3Bk & 32 L7223, v
NHRFETNSHEMITRD b o T,

1)

2)

PR RICRIFTHE

77 ¥ VAKX b (10, 30, 100 X 300mg/kg) &~ U AICREOEE L, —BIERBIEZE (Trwin 15)
AT o TR H. 100 & T 300mg/kg DO 58 THEBIEE DR T 23580 i,

TZ=7XY 2Ky (10, 30 KT 100mg/keg) A~ AICKRAKREG L. BREHEIC KT THEL R
L7-fE 8. 30mg/kg D5 1 RERIT2IC AR EB O FHICAE RIK T 257890 bz (Dunnett £
ek ) A3, 100mg/kg TILEENTRD Lo 7z,

T 7 XYV ALy ME 100mgkg (RO#5) £T, vV RITBITDHF VL E X — LiFRIER, ~
YT NIV UTERS R, BHRT A VU ZIEXIIR Yy F T L — MEIC L DR L OE G RIRIC
R R ZehoT,
R - ERERICRIFTEE

< In vitro ik >

hERG 7 ¥ /L& 38l X¢7- HEK293 filazH\W T, 7= 7% Y A% » h (0.1, 1,50 & 500 1 mol/L)
@ hERG ERIZKT 2 EHZ MG LS. hERG &l LT 500pmol/L & THIFHIERIXFRD i
o722, 0.1 mol/L 2> B R {EMA 2~ L7,

hERG F v 3L &2 3Bl &87- CHO fifluz VW C, 7=7F% Y 2% v k (0.0001, 0.001, 0.01, 0.1, 1
J V10 p mol/L) @ hERG &I O RIEH 2t Lok, 7 = 7% v 2% v MIENAKFR72 hERG
BT RIEA 2R LTz, HEEAIE ZHETH Y . ECsofEITZE4 3 XY 7T0nmol/L THh ~ 7=,
AXDOTNF L ZfEEZRANT, 7=27F Y A% v b (0.1, 1, 50 LT 500 x mol/L) DIGBENIC K
FTHELZBRFTLIZER, Lumol/L £TIIWITNOERALRO LR -72, 501 mol/L Tik 60% &
T 90% P02 35 1T DG B A F e e OFEHFRVICH B B 3R b7z

(£ £+ Mann-Whitney U 7, Student’s t &) . 500 u mol/L Tl 6 A 5 A TIEHFENL

DFEDBDO LT, FED O 1R TIHEBENIRIE & P ot K32 H B30 HEE A KIEITIK T L7,
bt MO NatF v 1rL 258l S 72 HEK293 Ml VT, 7=7% Y 2% v I (1, 10, 50, 100 &
O 500 1 mol/L) @ Na*®Eitloxtd 2 /EM & it Lo R, IBERFM 22 MBIER RS btz (ICso
i : 75pmol/L)

EAEy MLEGMEZHANT, 727 ¥V A&y kb (5, 50, 100 KT 500 1 mol/L) @ CaZ+@EiitlZxt
T OEM Z et Lo R, BRI Z2INHIER 230 H L7223, 500 u mol/L T 37 %A O] T &
> fio

U bDEEBY, hERG EHtICR L TIRRENSEBIEMZ R L72b DD, 4 XOT N F o ofifEIc BT
D IG BN R R O 4 1 50 u mol/L PA LD ERE DA TR Hbivl, b MOFG Nar&EFamkiEm b
FRCEIRE TR LN, LER->T, 7=7F Y A% v MIhERG BHROBEMBIER 2R L7223, Ik



IX. JERRAREAER(CBE9 5T H

BN PRGOS U CRB A RIT ST, BIRE COIGEEAT R R I O MM 1L 3212 NarB il i
K92 EBE2 LN,

< in vivo A5k >

R T DA 2B HERS, (E, O, ARBEAR LR, A O0ENERCOERICKIET 7 o
Tx VAL v~ (10 KON 100mg/kg, + ZFEBNES) ORBEZREFLICHER, 727X Ay M
INHIZH L THEEZ RITS R o T,

HEE T OA IR DR, E, DEEEOLDERICKIET 7= 7% 2% v (5 KU 50mg/kg/
H. 14 HFEERARE) ORBEZRF LR, 7=27F Y 22y MIZALICH L T8 E2 JFS
Rnoic,

3) HIERRICRIFTEE
Tz 7 XY AKX v b (10, 30 L 100mg/kg) 1% 100mg/kg (REO#5) & T~ 7 AD/NMGRAREHE
IZxt L TR A RIZ Z e o Tz,
4) FHHTEHICRIZFTEE
T T XV AK v k(3,10 LT 30 umol/L) 1 30 u mol/L & CTE/LE v MiHFBEIFGOTEFra ) o
b AKX I RO N Y U AT K DU R OV E BhEE) SRR A KT E o Tz,
5 K- EMBERBIRIITESE
T2 7 ¥V AKXy b (10, 30 XN 100mg/kg) &7 v MIEOHEE L, K - EFEREHC KT T 2EL
FRET L72fE R, 100mg/kg ThRE, JRF K LT Cl P& OIS Hiv7z23, 30mg/kg £ TlIEs
T RIEE ez,
6) MmiZEER M/MMESEEICRIZTEE
T2 7F¥YAHF vy (3. 10, 30 K100z mol/L) 1% 100 x mol/L F Tk b MikEERE R « M/ MREERE
IR LR RIS ootz
(3)Z Dt FEFREAER
ZMERR L
2. HEAER
(L)HEEEEHMHHAER
By B 5% PR, B B b #(mg/kg) | BN O BSE E(mg/kg)
7 v ~ (8SD) & 0 MERE, n=5 0. 150, 300, 600 300~600
AX (BE—=Z7L) &0 M, n=2 0. 500, 1000, 2000 >2000

7 v RO RCEBT D WA N EGREBR 2 %M L7z, 7 v hTiE BREEER T, K, ReRE, KR
IR BRREE, REIR M ORAMERRESE 3 2 B, B CEIRS 2 VI 3 Rk 25580 b iz, A
XTI, —PEOIEM: & Z AU D BIEEEMR T, MEML, TR, RN O ERD 23580 b iz,

QRrERE SR

Bl PE, Bk EvacR il Behg| BG5 E(mg/ke/H) | MM R (me/kg/H)
Z vk (SD) | MfME. n=12 5 [ +4 # ERE #E |0, 3. 15, 75, 150| K : 15, M : 15
Z v bk (SD) | MkE, n=15 26 # i +6 [ a8 &0 0. 3. 12, 48 HE 12, M 12
A X (B—27n) | Mk, n=3 13 #[H +6 H M EE &0 0. 5. 20, 80 KE 20, #E - 20
A X (=) | Mk, n=3 | 52 A+ 13 H@HEEE %0 0. 5. 15, 45 M 15, M : 15

7w b (5 LU 26 HH) KU X (18 KO 62 HHE]) 231 5 AERE NGB 2 320 L7z, Tl L



IX. FEEARRERICBI 5IHE

T, 7 v PERUA X TEBE UM A, RIE &R OREORIENE L, BEBAIT LR LK OBENRAT EK
OWMEREDTO IV, 7y hoFHEETIIFRRFALVEY (Ts: NI —FRF M=K Ty A1
F V) OIERTIZHE S FRREEO MR OHAR IR - OB 2B HivTz,
i OBEE I 381 DAk, EROBRI VT U LB LN, REOKMEEM AR BE UIFER, Ek
Liz& Bz bivlz, IRME LK OMBEORIEMEZ(, B RBIT LR LK OBEMBIT LR OBEREIX, fiaick
DEEMIFRE SRR & B 2 Sz, IRP 7Y AAREEDOREYS7-0 0 1 APEitES v b Tif o lEIC b
NTHRNT L 556 b RDOREIZT v FRAXEDZNZ L 5 FHEDOT e 7Y ) — TR, 7 ARG
BETUHE A R & T 5 Lesch-Nyhan JEfEHFEDBF ZRE b b THF I FUaOWRENR 2N Lnb, 7
Y FRA X THOLNTZT 2T XY Ay MEGIZE DXV U FUAOARICITHEEZRH L LD EEX D
77
Z v hO@E ARG TH B AU FURIRE & O HIN & OFRERIER E R O ERIL. FRRA LTS (T @
WG TRl S 2 L b, i FRIRAS LE > (Ts O Ta) DR FI%4 2 BRI A L€ (TSH)
DFFRIA R WEIFIMNCE 2 b D LB X bhiz, 2NHOEIE, A XOREL S HEERR TR s,
7 v N OEYFRRE (FORIRA VE SRR Z 52003 BRI W 2 & 5D FRIRARLVE Y D%
BT L7z TSH ORFGEA 72BN £ 0 FRRIROIE R K OURIE AR 7% S0 2 & 58-60) 7395 5. L 7= 7
v MEF OB E B Z bz,
Z v b (26 HE) KO4 X (52 #H) BT oEHEE (7 v b 12mg/kg/H, A X : 15mg/kg/H) T®O
AUC 1%, 7=7F% V2% v O AARAE (60mg/H) TO AUCInf (7,760.35ng-h/mL) & kL <,
7> FT6.8~11.11%, 4 XT4.1~5.0FEHEINI,
1) vk
5 1 i S A8 $ 5 ek
MEREZ ~ RIZ 0. 3. 15, 75 Y 150mg/kg/H % 5 MR D% 5- L7z, 75mg/kg/ H LA EOIETH45 D FE
U238 ® b7z, 3mglkg/H LA ECTRILIEICERIREERL, 15mg/kg/ H DL ECHiHE, s SR & O O
RIEVEZAL., T5mg/kg/ H LA L CHRERSINING ., BEFERED BAKEEMN, BHEREHRN, BIifakOE L
BAT ERORIE R RO KE TSRS A R OBEMRAT LRGBIERANGE® B iz, T5mg/kg/ H L L THIR
RREE B OB & OV BN R ARIE IR LR O 3580 H vz, FARIRAVE L (Ts) 1% 75mg/kg/H LA
Lo, FARIRAAE S (Ty) X 75mg/kg/ H O KON 150mg/ kg/ H O MERE TR/ 23580 H vz,
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	(4)がん原性試験
	(5)生殖発生毒性試験
	(6)局所刺激性試験
	(7)その他の特殊毒性


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

	XI. 文　　献
	1. 引用文献
	2. その他の参考文献

	XII. 参考資料
	1. 主な外国での発売状況
	2. 海外における臨床支援情報

	XIII. 備　　考
	1. 調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	(1) 粉砕
	(2) 崩壊・懸濁性及び経管投与チューブの通過性

	2. その他の関連資料

	お問い合わせ先



