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ThbH, LU, JSH2004 T3 M BN o8 FRIE & 0f 5 i e B2 55 CRIMRAY 22 B E 2 HESE L T
722 L% TEL O’k ku 27 e 7 2 K (HCTZ) OBELAHI DR ER T 2EET 5 &, TEL 80mg
ZEUESAOPLHMES TEL 40mg Z & TE A4 & FRICE W& B 272, R MOENE I FfEEERIC
BWC, FEFHMEEE Ch D b7 7R DBP OREZRIT, TEL 40mg HAIS G SNt L g L T
TEL 40mg/HCTZ 12.5mg BELASEN L SNT-HENAERICKRE D ote, £, BRMOENE B GRERIC
BWT, TEL 80mg/HCTZ 12.5mg % 5-#£1%. TEL 80mg HAIN G S 78 & ik L T ERELNENED
b=z s, A ME% TEL 40mg/HCTZ 12.5mg & O* TEL 80mg/HCTZ 12.5mg & L 7=,



V.

IBFRICB S HIHHE

4.

5.

RERUVAEICEEY 5EE

7. BERUVRAEICEET 5FE
FEED S HBEICRGET A, TAIVALZ /e FuszanF 7Y RE LT 40mg/12.5mg Zi#B %1 T
BHLRNZ L, [9.3.2 0]

fEE

TAIYILE s (HA)D) &, MFEEBMEERE 12 6] (Child-Pugh 733 A (BE) : 86, B (FFZE) : 4 41
ARG E LTcilR (T2 20, 120mg OHEREHERE) ORGSR, @EENCHENTEEREO 7 VT Z
VAEL . TP HZ 2 20mg FHFEO Cmax, AUC (0 TR AIZLERZNZE 4.5 KT 2.5 %, 7
VP E L 120mg B GRHIZENZEN 8.1, 2.7 ool D, EEE M BEICAR 25T 548
A, BERAZKSTET 2 HEEN RSN AEAT—4) 2,

F7-. BEEFEYEIHE (Population Pharmacokinetics) fifdT OfEH:, ANERAE & RERIC, HHEREDOIK T Lz
AST (GOT) @mfiEft (>60U) IZBWTZ VT T AN 64%IEK T L, Cmax XN AUCoMm< 725 2 LR
Stz (ARAROSNEANT—4) ¥,

WHOT N IHFNE e FaraeaF T Y REEAGFEOIRMTETIX, FEFLZE Y miHERET X, [T
I AZ /e ez 7Y RELTL H 40mg/12.6mg ZHEE L TERETL2 L) EERESNTWD,

BRER RS
(MEERT—2 /v 55—
TILEHINA/E RO OOF 7Y FEEESREOEMMEETENRE L TCORKAEBRO—E

HKERIK )Y Kk RN SRR DN G TR 5
TRV TR MR e B L3XSERT VA LD HEX
J:I:$§;(‘TJ‘H‘E\ ﬂ%%th*ﬁﬁﬁgﬁ@ Jfr}‘l‘i@*ﬁ?ﬁ 583 'WIJ
i % S - - T40mgHLA| TR A 4 7R BF 2 %t 4 & L 7-T40mg
EE ﬁ%m$ﬁ*ﬁuﬁﬁ5ﬁ5’6) iﬁ” & @Hﬁft 218 'fﬁ”
Bro| fREREE | e g o | 5 DA e M O AT (TSO/H12.5mg
N N R IR RARTS ~HIES DR ) 184 #l
A TR BE G AXSERT VA I LD HAEK
ﬁHEHﬁ*ﬁ ntj‘ﬁﬁg) L_“L;/l\ig)*ﬁ;“]— 818 ﬁlj
S T40mg HA THRA 4072 8% % %14 & L7-T40mg
e i) TSOmg A TH A 45 72 i % %14 & L7-TSOmg
- MR AR S o Lo 491 f
P e R I 500012 | TVELO R %6 & EVELORFIELE & D BN SR L 278 fi)
- SR £ 5300 | TVELOR IR & LUELOF L & S R DB 578 1
R e een s [ TVHBERIRE: L HCTZIC T L S YL 4 o % B L7235
B %%ﬁ%ﬁ%&ﬁﬁ&wémﬁ%§gﬁ@w@ 363 fl
SE R IR T4 5015 [TVHLOFFeR: & AVHBEFIRERE & 0 B 5 00 o 533 il
eI 7R ER AR T % k2 b | B A AR 5 i FE N B 12 45 1 B T/H B Be: & B/H o1 6
gk | LB BFFELE & 0 Holt
PR e e B AR A R b B AR & TSR BT 5 1 B T/HAER IR & B/H %6 b
U 7= 37 BEFIRL: & O HE e

a) T: 7LV x H:bvkelZouaF7Y R E: =770 LU /27U, A: 77/ a—)b
b) F1 0 T Ik BB K20 & B AT RICE O T,



V.

IBFRICB S HIHHE

(2)ERIR AR

fEER AR 7 10 fl et e LTTFAIYALZ /e ReZaaF 7Y R 40mg/12.5mg, T/ I L& /e R
7 unF7 YR 80mg/12.5mg O HEIFGRER (ZEMERHRE) NEM S TGS, BARMART R, LEMT
RCHER ERE L 258 b 7 AEFLRLAONTREMIIRL CTh o7 18,

Fo EEMRAB 1002 RICT VIV E /e KrzenF 7 Y K 80mg/12.5mg @ 1 A 1 (7] 1 R K
B GRER (2R E) 2 FEME S AU RE R, BRI G- BRI AR, BEARM AT R, (OB R C b ERR LR
LB, BEERAFEFLLAONTHRAMIIRG Th o7z 18,

) AFNOARBESNIZHEROHE  FAIIZ1TH1EI1EE (FAIVALZ /e RrsrrF 7Y RELT
40mg/12.5mg X% 80mg/12.5mg) ##HFAHEET 5, AKANLE MEIRFEOE —SRILL L THW R,

QG)RERGERFRHER

HANS ML ERE S T 2R Lo BILEZRTET LI EE2AMNE L, TAIPALZ U HOE Fr”
ruFT Y REEHREICEVBERT YA 2, 77 2R RIRGER & LTS S iz, fERIEkED &
BOTHoTz, K& N7 7REEMIIEME FEEE (mmHg) K OZEEORENL, TAIVLZ /e K
o/ unF 7Y R 40mg/12.5mg KT 80mg/12.5mg & EilfE s L GRINLTEZ 9,

o ?%ﬁ . S AT . Bok N T 7 BN PLIE
rngse s narror | LTS | R (A
Omg/12.5mg (n=66) 12.6 (13.8) 6.8 (7.9)
40mg/Omg (n=63) 11.8 (12.0) 8.1 (7.3)
40mg/12.5mg (n=64) 23.9 (12.4) 13.9 (7.9
80mg/Omg (n=65) 16.3 (13.3) 9.7 (8.2)
80mg/12.5mg (n=63) 23.6 (11.9) 13.1 (7.9)

EEME (YR )
) AANOARINIZHELOCHE AT 1IRAIEILE(TAIVLZ /e ResaeF 7Y RE LT 40mg/12.5mg
X% 80mg/12.5mg) ##ROEET 5, AFNILEMITIREOFE —RINFL L L THO W,

(4)iREREER

DL HIE
AARNGEMEERE 2R e Lo, —HEMRMERILEGER BIAERGEER) OfER., 7 Idrs /e
FrZ/resd7 YR 40mg/12.5mg OFHMENRD bitle, BRBEEOMEIIREO LB Tholz, T
NP 40mg B HAT K0 R 53 ZREE - EE O AR RR M S MR B IS T LI L Z e Re
7mauF7 YR 40mg/12.5mg LT /I P LZ 2 40mg & SHEFZ G Lzt &, TAIPLZ /e Kr
srauF7 YR 40mg/12.5mg (X7 /0 I YL F 2 40mg (TS TANERIAME A3 %) 4. 7mmHg, A7
IAEIA M 23 -2 5.6mmHg TR L., BINOREERD RO HERE S 17z 9,
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JEE#imE (mmHg) IHER ME (mmHg)
X | BERME | TRRE o | BERZE Y | REAIE | TR Y | BEHEZE
B (6 S ks Fikass T Bk Fikss
<sb>L EEE | P (S]”L EEE | EE
(SE) (95%CI) (SE) (95%CI)
. . 97.7 5.0 147.7 8.4
TIPS 40mg 108 (5.7) 0.8) (11.9) (1.2)
FIIPINEZ 47 567
ERnsongy oK 105 (956,25; (g,;) (2.5, 6.9) (11438'67) (114,2(; (2.5, 6.9)
40mg/12.5mgfic & HE ’ ' ‘ '

PRI TR T IS K D /SR ME, 95%CT : 95 %0 (5 HH X ]
& LIz Bt e 7 s iE-5<

a) BGAIfEZ
b) p<0.0001
¢) p=0.0010

) AROAKBENTZHEROCHE AT 1 H1IELE GArifrgy/elnszoeF Ty RELT

=
B

40mg/12.5mg X% 80mg/12.5mg) #RO&EET 5, AANIEMIEEROE —RIEE LTHW W,

2) REMHER

(E##E5RE . 7 I Z /e kaZeaF 7 Y K 40mg/12.5mg & OF 80mg/12.5mg % 52 #H#% 5 L=

I T DRk AE)

HANSMEERF 2L L Lz, TAIYALZ /e ResoaF 7 Y F 40mg/12.5mg K O
80mg/12.5mg DR T GRF DL e Bat Lot R, ARSI R oTc, £, TAIHz ]
tE ReZoaF7 Y R 40mg/12.5mg THRAHSREHICK L, TAIPLF /e FrraoaF T PR
80mg/12.5mg Z L L7-BE, HWER (&%, JRBME TV 8.3mmHg K& OMHE M i+ T2
10.1mmHg DEMEEENR) R STz, BRI ZRNROBIHIRD Bl s o727,

TILEHILAE 2 40mg THRIEBERZEDEFIZXT S

FILIHLAUIE RO OOF 7 K 40mg/i12.5mg DEEHE (F19+SD fE. N=104)

828 833 824 826 818 3801 3809

—

(mmHg)
160.0
150.0
1400}
ool N[ L LI T[]
12007 1240 1240 1251 1247 1260 1257 1247 1257 1246 1246 1243 1228 1215
1100+ W BA AL
100.0 - 964
AR
900 Nz.S 821 828 834 833 831
so.o-ijljjlllll_
70.0 0 4 8§

12 16 20 24 28 32 36 40 44 48 52 ()
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TFILEHIILA/EROYOOF 7P K 40mg/12.5mg THRIEBEZERZDEHIZXT S
TFILEHIILA/EROS 2 OOF 7Y K 80mg/12.5mg DIEESE (F159+SD E. N=80)
(mmHg)
17007t
1600

1500
1400 ' [ [ [ [
13001 1345 1327 1342 1332 1341 1333 1319 1300 1315 1307 1294 1299

1200+ YR 00 AL
11001

10007968 o B E

896 835 903 892 887 898 g78 875 886 gy 870 874

90.0
80.0r

00077478 12 16 20 24 28 32 36 40 44 48 52 CA)

W) AFOAKBINTEAELOCHE AT 1 A 1 1E (FArIvrdr/ekasaedF 7o RELT
40mg/12.5mg XI1¥ 80mg/12.5mg) =R O&EET 5, AANIEMIEEFROE —BIEE LTHW R,
(5)EB#E - WRERIFHER
(HE @ I EIE R FE 2 5t & LeilBy)  UMEAT —%) 161D

TF 77U (10~20mg) ZXHE Lz “HEMIMKRERTIL, 7AIVAZ oI F T 7Y Mk Re

ranF 7Y RERKENT S Z LIk > GEMOBERR ST,

)77V (20~40mg) ZxIE LIZFEERILERBRCIX, 73902 I=F T 7 U Lick Ka

nnFT Y REZRKBEML, EOICHRAHDOEEICT Au Y 2875 2 LIk - T, BIEHRITIHE

KU, ERIME 2 e — LR G BN L7z,

(6);BEAE

1) EARBRE (—REARERE. BFEERARERE. FABBELERE) | RERTET —2~N—XH
. HERTERERABRONE
FrE R AR A (RIS 25 4A) 19
THAIP L /e RezaaF 7Y K 40mg/12.5mg K Y 80mg/12.5mg Ol FFEER D 72\ i £ IE B E
XL LT, TAIVAZ /e ResarF 7 Y R 40mg/12.5mg & OF 80mg/12.5mg #fFHERE T
RHIEH LBz et - Ao amR 252 L2 Biic, PR Nc kv, RE T EEFE 1,000
B, B A2 1 AR & LT PRk 22 4 1 A 25 0FRE 23 4F 12 A £ T S 4u. EW 313 figk 75 1,443
B DRERF] DN S 41Tz,
I S 72 1,443 Bl 6 | HIRZLARERBED 720 18 Bl & BRON L 7= 1,425 BN MR x5 & S diz,
LRV GUEBNC I 1T 2 BITEMI B BUEGIZR (LLT. TREWERSBIE] ) 13 14.0% (199/1,425 #) TH
STz, ARHEICE T DRIEARBEFRT, LRNAREE CoOREB (HRELERR, FIERGERR L OE
WP 5388R) 2B DEWEFEELER 11.2% (47/421 ) &L CTEd o T, EResE KR OFIE
AL ZoREFRIT, BB LOSRERE) 7.4%(105/1,425 #), TEHERE] 2.2% (31/1,425 41) . (i
EEE) KO TEBIORKESE] & 1.5% (% 21/1,425 #1) . [HhieRE®E] 1.2% (17/1,425 1) TH
V. ORI UL-ERBRWEMIZ., SREBROE 64 1, SILE 15 £, IEERFER FEED 20 E 12 £ ThH

<77,
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LRMERAT R GRER > DA BT D IEMA R Th o7 13 Bl Z RV 1,412 B3 G 2t <t 5
SEFI & Shule, AWEIR. MR, BRI R e OV EH 2RI L0 Bl S vz,

THAIPALZ e RazaaF 7 Y K 40mg/12.5mg KO 80mg/12.5mg # 512 X D MEMEOHERIL, 7
NIV NE /e RrZaaF 7Y R 40mg/12.5mg & T 80mg/12.5mg £ 5-BHAARF I b~ 4% 5-Bil4h 2 1%
DO FEEIM AR L, 12 5 ARIC S Fife LT PR L CU o, Je8 ShRGRIE £ T O RRRBR (RW1R 53 5)
T, BUHEHIIE & ORI T 4 W% ORESTER T L TR, 12 % &0 52 B b RHEIC TR
LTWeZ &b, KHEICB T 2MRITFAROMEm Z R LIz LE 2 b,

THAIPNE e KaZaeaF T YK 40mg/12.5mg & T 80mg/12.5mg &% 5-Bi4h 12 » A% CUTEAERT
fiiRs) o> BAEMEER R (JSH2009 TiE#E S 7 feE BAE 2 Em L2 EF OFIE) 13, 50.5% (713/1,412
Bl THotz,

TNAIPNE e KaZaeaF T Y K 40mg/12.5mg & 80mg/12.5mg &% 5-Bi4h 12 » A% CUTEAERT
fifiRs) Ol EER = (EFME (140/90mmHg Aw) %k LIER OFIE) 13 68.3% (964/1,412 1)
Tholz, KHEOMEIEFRIT, o imkBRE £ CORKHE (B GHER) 12105 52 oI+
EEEL-BEOEIG LRk EZ R LIZEE X BT,

LM R OIS DU THI72 72 b IS S L B2 R B DRI L A H A7 o T2,

2) AREHELTERTFEOARXIEER L -RAE - ABROME

Y LR

(7)Z Dt
LR L



VI. EREHERER B2 THE

| EMEB(CEHT HIER

. REZHICEEHSILEMXIIILEME

T oUFAT Y T R
FANAYPNE AR IN ab VBBV TN BT HIALZ XTI, 2L LE AL
VR TN LR

FT Y RBRFRIE
MU ZaVAFT YR, A HRIR

EE  BEEO D LM OBEUINREF T, BHOETRLEZMHT L L,

. EIEER
(WIEFRREL - EFAKF
(TP H ) 2029
TNV NE ATFICMELR/FOT o OAT M EZA 71 (AT ZRRICBWT, AHNFEWE
%é?yyﬁ%yvyﬂ(AH)k%ﬁ%m%ﬁb\%@@%W%W%%mﬁfé_k_;thwm%%ﬁ
T3, TAIPNLE O AT ZRERMMEITE < (Ki=3.70M) . ATy ZA5E» SRS ITHEEL 20, T4 3
P Z o 1E 10~1000nM OFREFH T, AT K 25 7 3 RENREEA O M8 S0 SOS #ifk 2 R
WA T BB S5 & SRR R 2 40~50% M3 2, & ARG 120 /3% %wf%ﬁ%&mmm
famflz s L @ ME, p<0.05vs 2> hr—) | {EHIEFHN CoH D, £z, 77 V¥ = fiiEd
% ACE (F=7—F1I) IZxt L UIEHELELZ LT S0,
Q=N =R =0 =5 AV AN
tkeZaood7 Y NIEhERREIET v M X OELEEEFICBWTIEZEK TS 525, ERFMLECIE
WEERITI N ERMEIN TS 29,
ERkrsueed7 Y ROBEERCET 2HFEOEMIZIA O L oo TN A,| AR ISV TS K
U LOFRINAEIEIT 2 L& BIHRMKEZHD SELZ LTIV MERZERTIELEEXLNATND
2, 725, e MERE A OFRER Tl G- AN 3 TR BR I & & M AN B O J T & 2 R 2D &
DIETFIHE> TIEIFZ TET 528, BHHGRICE O TR HEIZIERICE LR A EIITED 45 2
EDRRD BTN D 26,
ZAVUTMIESME B O L D EIR I K o TH CHEIBER@< 2D B b TW5, £—7F, il
FLE Y MREIRAE 72 REBREE R O M RE~OBE A NEEIZBE S LW D AR RSN TN D
27)
(2)E$ &= R+ 5 HEBRBAE
[?WQﬁW&V EReseaF7 Yy ROBEMEOPFHIZL 51EH)
NEMEBEREES Y b (SHR) [2H1T 5B E/ER 29
ﬂﬁiT@fﬂ@‘E SHR Z MW T, 3mglkg 7/ IV LZ 10mgkg Pt KarzaaF 7Y RHDHWEED
W#H Z 5 HMEGGE D5 LI Sa OREER 2 Bt Lz, £ORE, 3mglkg D7 /LI 02 BN
Be b3 5 A HIC 36mmHg DR KBEIEEHZ /R LTz, © KrsaaF7 ¥ ROBEME L TIEH 507k
JEAENEREO Do Teid, TAI B AZ O E Y T A I P2 COERITHA G NNTHER L, K
KEEFEEAIX 53mmHg TH - 72,



VI. EREHERER B2 THE

QaMEERKET Y b (SHR) IZHF 5FIRMER 29
RHEE FOREME SHR 2 W T, 3mgkg 7 /VIH %> 10mgkg Dk Fuermnad 7Y Kb D0 EZED
W#E %z 5 [kt Db Lz & & OFRIEA Z /G Lz, ZOf5%E. 3mg/kg D7 /LI $v2 O HiE
HIZE > TR ELORPEMERE (Nat, K RO CL) ITABREIZA LN -T2, —F, 10mg/kg
Ot Ferzvad 7Y ROFMPEGIZE > T, JR&E, Na', K" KO Cl OEMEIRE OB S 72 AN & 5
Nice TWIVPNAZ 20 EEG LTS, B Fr2naF 7Y FORRERZALIL, TAIVLZ T
FarzueuF7 Y FOMRERICIZE A ERER Lo T,

(B)EARIRRFMAE - Fiber
CNEE R L



VIL_EYyihieIZ B4 5 I H

VIl. EYEREICET 5EHE

1. MAREDHS
(1)ABELEDGLFEE
Al v 2N
(QEGRFEBRTHRESN-IDRE
1) B[E%5 303D
AARNERRA S FICT VI /e KrZaeF T Y R 40mg/12.5mg &N 80mg/12.5mg % ZE[iE ks
HERROZG LZEE TAIFAZ RO FaryaaF T ¥ RiE, 2hEn&E 5% 1.00-1.50 & T 2.00
RER I B IIUE PR BE IZ 8 Uy TR 08 18.9-19.8 TN 8.49-8.82 W Tk L 7=, HAIDEE & FIFEIC,
TP E O Cmax [ THELLL BIZ EFT2Hm23F 0 b,

NYS. TII YL t RasoaF7rY R

HAEE 15 40mg/12.5mg 80mg/12.5mg 40mg/12.5mg 80mg/12.5mg
%K 30 131 30 66
Cmax 120 686 66.2 70.8
(ng/mL) (72.0) (516) (11.1) (19.1)
b () 1.50 1.00 2.00 2.00

e (0.50-4.00) (0.50-6.00) (1.00-4.00) (1.00-4.02)
AUCo-- 1260 2970 507 478
(ng + hr/mL) (908) (2110) (85.5) (103)
tvo (hr) 19.8 18.9 8.49 8.82
(6.92) (6.83) (1.58) (1.20)

BFAEEE (=SD)
a) PE (Fie/IMIE- e KA

2) kG 1®
AARNERERA S 10 FlicT VI vy /e KrsaeF 7 Y K 40mg/12.5mg % X 80mg/12.5mg & O
EWERRIEMEDHER SN TWAT LI ILE L 80mg gl b FrZunF 7Y K 12.5mg #8424 1 H 114
7 AMZEEROFKEROERS LIZBEOT LI P AL RO RrsaaF 7 Y ROSEYBIRE O REILH
[E]$ -0 L HERL LT, 5 1 HHE LT HE® AUC KO Cmax 2 HFH L2702 v & v OERE
F(FHTFEE+SD) 13224 1.34+0.423 LU 1.50+0.783 Th Y, & Krr a7 Y FOERF
224 1.11+0.197 K11 1.10£0.286 TH > 7=,

FILIHILALIE KRS OAFT S K 80mg/12.5mg %
7 HEIRERE L -ZOMEREEH

(ng/mL) i (ng/mL)

o 1000 day7 ﬁ§ 140 — day7

i 1 20 -

5800 - £ 120 -

7 J B 100 4

V600 780

+ T Hoo

B 400 - 1 60

4 1 7 a0 A

{é 200 —_ :I/ 20

J-'-)E 0 =TI T T T T T T T T T T T 1 ?‘% 0 =T T T T T T T T T T T T 1
0 4 8 12 16 22 B 0 4 8 12 16 20 24

Pe LBy (hr) Pe L2 EERY Chr)
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FAE#E A $¢5- (n=10) TP H =N =078 == AV N

1 Cmax (ng/mL) 501 (430) 94.1 (27.1)

A tmax® (hr) 1.00 (1.00-4.00) 1.50 (1.00-2.00)
H' | AUCt (ng - hr/mL) 1970 (1050) 508 (121)
Cmax (ng/mL) 506 (182) 100 (28.6)

7 tmax® (hr) 1.00 (1.00-2.00) 1.50 (1.00-3.00)
Z AUCt (ng - hr/mL) 2310 (737) 550 (105)
tiz (hr) 20.9 (10.3) 8.56 (2.02)

FARTE (£SD)
a) PRI (/M- Fic KA

(3)hEHE
MR L
4)BE - HREDFZE

1)

BEOFRE»

AARNfERER A S 7 32 0 (FHE 16 6]) &, TAIVLZ /e RezeadF 7Y K 40mg/12.5mg L
80mg/12.5mg ZH[AfE O G Liz L &, T I PZ T RBEE TR 5T tnae O P RAEN
BIE (7% : 3.00 LT 2.50 Bff, ZEfERF : 1.25 O 1.50 B¢fH)) L. Cmax X O AUCo-w 1 ZZ M ZE 4 62%
Fr29~33%K T Lz, —FH., E ke uauF 7Y RO tma O FRIE (B @ 2.00 O 2.50 K, Z22/E
If @ 2.25 KON 2.00 KefH) 3L L Tz, BEFEEREO Cmax KON AUCow b, ZEIERFICH A TERE
A 13~15% M N 13% IR F 2 RETH -7,

HREODEE
VI.7.3EEH) 0oEE2SROZ L,
<HBE>

FAIFAF L NusaaF T Y ROMAEHN GEAT—%) 3

R A B 13 BT VI P 160mg E b KeraadF 7Y R 26mg # N EEMIZTH 17
ARIER AL Lz b & COFAER N &L L & & OEYEREZ bl U7 fE 1, B 514 & oA %
B#% OB NRNT A —ZITAIVALEZ L RaszaaF 7Y FELICEBILTEY, fEAKRGIC X
D RNENRE~ D EIIFRD b Rino T,

2. EMRERM/INTA—4

@) 2iwap>S
J A ol— kA MENT

(2) TR IR IR E 7€ 3K
BRI L

QBPHEKXEEEM
THAIPNE e KaZaeaF T ¥ K 40mg/12.5mg K& O 80mg/12.5mg B[] #5514 O S e 5 Xk o &
BYTHHoT,
(T s ]

TNAIVLE /e KrzaaF 7Y K 40mg/12.5mg30 : 0.0367 hr! (31.8)
TIVIP L /e RuzaaeF 7Y K 80mg/12.5mg?) : 0.0386 hr! (32.4)



VIL_ Y Ehielc B4 5 IH H

(e FmZzoaFTy K]
TNAIVNE /e KrzaaF 7Y K 40mg/12.5mg30 : 0.0830 hr! (18.1)
FTIIYNLL /e FrzaaF 7Y K 80mg/12.5mg? : 0.0792 hr! (12.8)
RATEEME (gCV%)
@HoIT7TIUR
MR L
<HBE>
(FAIHFzr] BHEANT—%) 39
880+247mL/min CEEME+SD) AL 1. 80mg HEIFIRME S
(e FezuoeF7YR] GWEAT—%) 39
By U7 T A 49+1.1mL/min/kg CE¥fE+£SD)
By mEE
MR L
<HBE>
(FAIFrrr) BGMEANT—%) 39
509+ 193L (F¥)fE+SD) R A . 80mg HEIFRN &5
(6)Z Dith
NAFTT_XAZEDT 4
(FTIHNE)
M ER R L
(EkmzoRFTY K] 1B
THAIP L /e RerzaaF 7Y K 40mg/12.5mg Y 80mg/12.5mg & AW FR9IC 7% 7 5l oo B[]
P 1% 70 5 N IE R 55 O R P HEER TR G B D 80.7-91.0% Th-7-Z b, AL FT_AFEY
TAIX80% L EEBE X NS,
<HBE>
(FAIgnrrr) BGMEANT—%) 30
fEEERR A 55112 UC-T VI H L X v 40mg VIR % 22 IERFIC BRI 0 5 ) OY 40mg FRIRINERE& G- L 7=
& & MR IGTRE O Ll s B SR D T IR OWRIHE T 50% Th 0 | IR RE(RD Lk 6 3R D 7
NAFTTXATEVT 413483% Th o7,
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(1) RH 73
M R L

<HE>
(TAIVAsr] (BERAROSNEANT—4) 3

TIHA DL RPN EET 2-3 /= P A FET L
NONMEM ¥ 7 b =7 ¥ 257 K& T, FEIRADIEET T 5 RHERARH & 52 L=, S
RIS 32 OB BORFIE, IR A D THT » .

()85 *— A EHER

AR L
<HBE>
(FAIPAEY) (HAARGSMEATF—4) 9

7 VT T AL, PEICHR LSBT 39%., FEEGEE ISR LGS C21%m< eol-, B RnsanF7 Y
ROBRICE D27 VT 70 A~DORBIBRO Lo T=, AST (GOT) &R >60U) Tix, 7 U7
TUAN 6A%IKL T2 oz, HAL BAL EAXANR= w7 BIOEOMDO AT (EAANEZET) [ZB17527 Y
7T UADHIT1:1.02:0.715:0.932 TH Y, E A=y 7 TIEZ VT T U ANRK 30%IK 7273, A
ANEETMOANFEIHEL LR THo 7, REITRMa v S— A2 NOSHEM,. FEmiTs V77
VALEHIL A R— NA Y NOGHBFBEOEMBRTHDH Z ERROLNTZ, EEFZ VT T A, H
DL — N AV NOJAAERE, —RRIGEE B L ORI T 7% A AOEBERTH Y | FRHSRIUHE
SORENT VI PN E 2 OIERIEIEICE 5 LT\ D EHER S Tz,

4. % 4R
(1)U BBz

5.
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<HE>
(TP ] (Ty ) 8D

i A A TR FT RE

(e fmZzBorFTY K] 18

T/ EEB

D ES

ﬁj\

[VI.2.(6)ZF Dt DIEASMT 5 &
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(1)1 % — fixi B P9 @i i

MR L
<HBE>
(TAIHAH] (T bh) 3839

WIS 5 BBATIID 2o T,
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(2)in % — Re B REFT @B 1

MR L
<HBE>
(TAIPALEL] (TFyh) 0
IR 12 KON 18 B HOMET » MC 14C-T /L 2 YL X UIRIE 1mglkg # FEfi FROFE L, fpi@imdt:

WCOWTHRFI L7, R 12 HEDT v MOROEE Uiz & & RHRMAEPREE & i U, 5 24 BRI
DR R ITRLEVMEZ /R L7228, T OMORER TIHE< . #4596 FERIRICIT T~ TR AT
Thole, HIR1I8ARDT v MIRAKRE Lz &, &5 24 KU 48 FfEi# O MR R BT RHA O M iR
FEX D @7y, 48 BEREMEIE 24 FEREE O/ R IC £ TR LT,
QR)EA~DFEIT
MR L
<BH>
(TAIHAZL] (T k) 4D
HEH 12~13 B HOBRAF T » M UC-T /L I P X VIR 1mglkg Z IR TROKG Lz &, #&
Gi% 4 K16 8 NI T THAT T~ DB REOBATHRD b2, &5 72 %I I E &R AL
T & 7p o7,
AR~ DIBITHE
MR L
(5)Z DD IR~ DIATHE
MR L
<HH>
(TAIHAZL] (T k) 39
HEZ > M UC-T I 2 o Imglkg ZFEMEAT 1 B 1R 7 ARERA&E L & 2 A T, O,
B, Al O X E B4 - 8 R 02 12 e U RBIR L 13 L, ZALLASN OFERR D HUR BRI B 1. 4 It
M eI U7, O REIE B LA . AFIRIC BV TE< . 20D 2B < KBRS DR i i 13 i
BRI X0 bR o 7o, FEEMMBASOFRIEILRD b o7,
(6)MREAFESE
MR L
<HBE>
(TAIY B ) (invitroT—%) 42
99%LL |
(e kmZumarF7rY R) 3%
58+17% (F¥JfE+SD)
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6. X #
(DR BERGL R UK BIHRER
MR L
<HBE>
(TAIHnLrr] (Fyh) 849
NG B O
(e FeZzaeF7rv ) GEAT—%) 9
RN 2 WIEEMTEEERZFICBWT, E Rz aaF 7Y REROES 5 2 WOIEHIRNE 5% 0 R
PEMPIELE D 95% LA B REKRE LTHRt S D Z L0vh, RN TIRIZ E A ERE S0,
QKB5S 58F (CYPEH) OHFiE. F5F
MR L
<BE>
(TP NH ) (InvitroT —4) 4649
FELTUDP-Z om0 2727 —B(UGTICLD 7NV v G E > TR#f S S,
F h 7 v — 4 P450 TIIARH S e,
RVEEBNROEERUVZDEE
MR L
<BE>
(FAIPALZL] (Fv k) 4349
NG RO C 7 v 7 v B RAAT X D RIENEIR D R B D
ARBMOEFEOEERVEMSL., FHELE
MR L
<BE>
(TAIHnzr] OEANT—%) 360 (7o k) 50
AENIDERNTOEERHIE, TAIVALZ O NVT a U BRERTH D, EERAS I 14C-T L
YA H 2 40mg A FIRNEHI G LTz & & MR RE D 84% LA LSRR TH Y | RV 1TV
7 R ERTH T,
TNIVNVE DT NT v B EERIE, TAITAE O 3ERICHETOHEEZHNTEH, T »
FOYERMIMER T 4T oy TR ERSICH L TER 2R E 220,
(e FeZzaeF7rY ) GEAT—%) 9
F e A ERBE SR,

7. 8 it
(1)BERER AL B AR B
MR L
<BE>
(T zr] GEANT—%) 360
RAZIZIFE E A CPRE ST, K 23 R &4 L C 3
(e kmrmraF7 YR GEAT—) 9
FISRP
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(2)HEitt =

(T Pz )

MR L

(B kmzuoeF7 Y K] 1B

THIPNE /e KarzaaF T Y K 40mg/12.5mg & 80mg/12.5mg & AW R % 72 Bk 2 A A
NBEFRR N B I BRI G4 70 & QNS SAE & G- O IR th P 34 5 & 80.7-91.0% ThH > 7=,

<HBE>

(TP s ) sus2 GEANT—4) 30
AARNERBRN T FICT NI P2 o) TN 2 22 G R ARG R O BB KERAKRE Lz &, R
T AREHEMESR X R T ORERE T 0.1% R CTh > 72,

SMENERERN B A2 UC-T L I L F 2 40mg ZZEJERFICHEIRR A& G Lz & & & 5% 144 K £ T
DHHRED JRH J OFEHHEIRIZZ T4 0.5% K TN 102% TH Y . WIS =T VI s O KESy
DI & L CEPICHR S T,
(3) kit R

EFRAE T VIV ALZ /e RuZeaF 7Y K 40mg/12.5mg30 X 37 VI 0¥ /e Reszuea s

7Y R 80mg/12.5mg3V & Hilal# 5. L /=B O I NIk D L B Tho 7=,

(T Pz )
18-18.9hr

Q= =278 =0 = VAV N
8.35-8.75hr

8. I URKR—E—IZBAT H1ER
(NI VF]) (invitroT —%) 59
Invitroi B XV . TN IV VE ANIEKT =4 gk R Y X7 F K (OATP) 1B3 ORETH -7,
(E RmZmaF7 Y R)
MR L

9. BNHFICKDIBREE
MR L
<BE>
(FAIHnrzr) GMEANT—%) 59
MIEBENTBREE © 0.01%LL T
MIEENT B 6 6 (B 4, otk 2, FHFM 37 %) (26 LTV Y& U ilEl 120mg ZBWBRLG 5
PRICHRRR O &G LR, BT X ABRERIT 0.01% L T ThoTz,
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10.HENEREETHEE
(WFEEEE~DES
MR L
<HBE>
(FAInrr) GEAT—X) D
fFpEEEE B+ 12 5] (Child-Pugh 238 A (B4E) : 86, B (FPE4E) 4 4) 2T/ YL % 20mg
KON 120mg* # /OG- Ui & & fEER A IZEE L Cmax 13 4.5 &3 @<, AUC IE 2.5 LW

2.7 1E@E M- T,

RFEEOHLBFICEGTIHHEOT LIV AT ORKRESGREIT 1 H 40mg THHZ b, TAIPLZ
80mg & H T D244 BP IIMEEDH 2 BFITIIRGEZ TH D,

QREBEHEEE L SENEEE~DEE
ZEERR L
<HBE>
(TP s] 55
RSRERE E AL O mIERE 1262, TAIFALZ A TN 40mg 2 1 H 1[0 7 AFERERAIKE L
el d, BRETHEEETRE (66 (B4, ZME2) | IE7 V7 F=fE 1.5~2.9mg/dL) & &EEKT
B (661 (B4, &iE2) . MiE2 L7 F =1l 3.0~4.0mg/dL) & ORNZERYERER) ST A — & D%
FRD LN hoTe, o, EEBEREOSEMEBRE & L T Cmax XN AUC IZEITFE O bR
776
BHEEDFE
MR L
<BH>
(FAIVng ]
AREME @ I EAERE T VI VX 7L 40, 80mg & 1 A 118 14 HREERICKER D& S (40mg
RE- 100 (BPE6, ZtE4) | 80mg RE: 104 (BT, &ME3) ) Lt &, EFRETHD 14 BRI
BT %5 Cmax KN AUC (o-2anr) & BLHN T T2 56 B FEEMEO BRI T 2 LMD HlT 40mg # 5
T 1.18 X010 0.97, 80mg T 1.77 XU 1.69 TH Y, BHEL Y bl TEVMEIAGED sz 50 F7z,
N2l —va 77 —vaxx7T 4 7 AT OERNG, 7 VT 7 o 23R BHET 39%E <, &
PEOBRBREMEL D bENZ ERB IR

11.Z D1t
B R L
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VIl. 2% (ERLOXEESH) ICBEI SEE

ERNBEFNDER
EIN Ty
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2. EBRRB LT DEH

2. 22 (ROBHICII/ELBZWLI &)

2.1 KEIORS B OF 7 ¥ RRFERSOIZOBELEY BI2IEX7 a2 ) RUEDOANLVT + 0T I Rkl
1K) (Rt LIBBUE OBEERED & 5 B

2.2 $EISUFAEIR L CW S HIREME D & 5 etk (9.5 B 1]

2.3 M OS5 CTEWEE TEBRIFEEO® 2 B8 [9.3.1 2]

2.4 EROBF TMIRENTHOBE [AFODEBHFHFTE RV, 1 [9.2.1 28]

25 AMBEREDERE [9.2.2 3]

26 KEFOF MY DL - B YT EABHLIED LTWEEE UK MY v AmE, KU ¥ AMGESD
EFERHEZBE ST BENRH D, 1 [11.1.3 ]

27 TV RAFX LU 7V BEEZ RGP OFERFESE (72720, hoBEREEZIToChbRBMED = bR
—NANELIAROEFEZRS) [10.1 2]

28 TAES UV UEREAKTY (BT 2 KEZIRIC L DKEBER) 2G5 HofE [10.1 B3]

fEER -
2.1 FEEO—EFAIE LTRE L, o ARB Lk ReZooF 7Y Re Ol SEEICH RBEOEE N
WEhTn5b,

2.2 ARB KON ACE [HERILEDOEEHFETH D, HIRTH R OKRMICAA %2 &1 ARB #4545 S iz & e
SEDBF TEAKBMIE, BB - FAEROE T, FrAERORDE, BAe, &8 Y v AME, BEEOH A
BROCEARBAEIC K D EHER S 2 WO ME, SHEEE O, MOBERARENH bbbl & O
EHERD DT TV RERERTIEH AR IARICE E Y Vv mE, f/MOsAEELZ R Z 352 L83 H 5,
Fo. FURFEMIZES S MR . Mk, +5 - BRLRERD RN 2R b 5,

2.3 AFNDORKISY TH DTN I VPIILH ATRERE LTURIF E A ERPICHEES U K 238 24 L,
TN u UBERARE LCHEPICHRESN D, 5o T, ORISR Z T D L 9 R BECEE T
BEE D & 2 BE TIIABID RSN SN TEET 2 B8E00H 5,

24 KEIORSrChd e RrrzanF7 ¥ L, BROBHE LK OENT BT T LU TRIEZDRIHIFRFTE /20,

25 KFIOE S ThHhLH e FrrzraF Ty NiE, GEBEAROBEITERET 2 LBHELZ S bICE kYD B
End b,

26 AFlOSyTHLIE KarzaaF 7Y KL, KKTOF MY 74« B0 T ABRHLMNIED LT 5 EE
WG T A LT MY v AE, BA Y U AMEEOEMERFAEL B LIEL2BENRH 5,

2.7 ARB K ONACE FIFEFHILEDOFEFH TH H, 2 MPERIFEE Z x5 & LT ARB XX ACE [HEHIZT Y
A¥ Ly 7w VB A EREEE LTRBRO PRIV T, FEBBEMEN A, BREREE . m U v
SME K MR ED U A 7 BNEE D ATREEN R S 7o, & OB O RN CIE, fEZ T 505 1L,
AV U AE R MK E OB O A E R EANRD LTS 57,
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28 TRAES L UFERREKFI O THIEICI T HEMEIRIC K 2SR 265 & L ENERRRBRIC B
W, FTYRRARAL F7 2 RRERAF U —FRIRFM 2060 Lz BE s, BEOmET ) 7L
EOK TR LN, AFNE KerzaaF TP REEATLIEN0, TATT L UERRE K
(BB T D EB LRI L HREMER) %5 hOBFIIEBITHRE Ln RSTATEOE N E 3K 5 ek
AR AR R A2 A RO 0/ ASTAT B N 52 35 it R P B AR O R AT 102 5 i 22 4 et SR B8 0 = st

IaFoTET A 8 AR

3. MREXIHMRICEHET FTE L TDER
(V2R ERICEEYT I8 22452 L,

4. RERUVRAEICEHEY 5B L TDER
'VARERVREICEEY IR 22452 L,

5. EELGERMIE L EDEH

8. EEREAXRNIEE

8.1 AFNEX, TNAIHNHF L 40mg HHVNE80mg Lk FurooF 7Y K 12.56mg L ORAFITHY ., 7
NIV gr ke ReroaF 7y RRGORWERRRET2BZNNH 570, WUNAF O %2
MR 5 2 &,

8.2 Migs L7 F=fl LA KR OMERIEME LA OBZAH 50T, EMOICHE 7 L7 F = ik O
HRBREOE=2 1 7 2F L., BEe+2I4T5 28, [9.242H]

83 AFIDH S ThHhLE FuzuaF 7Y NI Y UAMIEZREZTZ ENMONATWSTED, migFh Y
ULEDOE=F U T EMINCER L, BIEE 2T 2L,

8.4 AHDHSThHhDHE RurzuuaF T Y NIERBIIELZBEIELBEZNNH LD T, RKFEGHITE
BMICIERBEOT=4 U > 72 Efi L, B85 +0I12475 2 &, MiGRMBIED ERBER s
B, ZOREIDLE U THREOH IR U AEEZTO Z L,

85 AAIDR I ThHoHE FuyuwuF T ¥ NIAMai, PAZEMARNE, IREERHZRBL ST L5820
NoDHDT, BWMBENOERTORIBEDORFE VRO bNTHAEIE, ELIZRBEORELZ1T 5 X
o, BEICEET AL, [11.1.12 3]

8.6 MFEMERICHESS KA, HFEV, S62FNHLONLZ ENHLOT, EAMEE, HEEOHERSEGR
AL D B A BMET DBRICITERE S D 2 &,

8.7 TAfAl 24 BEENIIHEE LW ENEE LV, 7o U4 T vy 2B REHIER S5 o BF I, FRik
KOFHRPIC L =07 o OF T 2 R OMBIERIC X 2 @ E R MER T A28 Z I Rettnd 5,

8.8 AHFlxEteT AT v NRREETAR G PRI REOEERFEEN bbb L ORENH
LT, IR E L E T 572 L, BlEE2 M7 2L, [11.1.6 B3]

8.9 ARANDFIRDEITBMICH D OND Z LR DLOT, BREKM. BAKIZHIEET D L,

8.10 HEH T 246, BMEKRMAN D LONDZ ENHDHOTEMIICREEZITY Z &,

811 HERMKEENHLOLNDZENHLDT, EMIICHRELEMT 57 EBEEZ 731217 2 &,
[11.1.9 &[]

8.12 KK DIKRENFHZ LR BF I, KHEOPEIRZ BT D720, FRITICERET 5 Z ENREE LY,
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8.1

8.2

8.3

8.4

8.5
8.6
8.7

8.8

8.9

8.10

8.11
8.12

KENIT VIV LE L B RrrzuuaF TV RO 25 0xB0RAHITHY . ZNENORWER LT
LBEBENRHDLZ LD aﬂijzbf:o

He g b D B R FRBR I 33\ TR RE R K VB R BR ITUE DO RIEF SR BT D, AKI % Bk E B
AT 2561, Bk @%%%%EMEE#%ﬁﬁéﬂ%ﬁ#%émf\E%%K@%7v7%:y
oS ONMIERBEEDE =2V v 7 & FEM LT, BlEEE 012479 2 &,

ARDORSThHE RrrzuaaF 7Y R, B2rooh ) v ARl Z NS E5 2 &0b, MU v LA
BT SEHAEEENH D,

AFNOR Sy ThHe FurzeaFd 7Y REOTF T ¥ RRFREIL, BIRBIEZ BB SE28Z0W06 5,

(mg/dL)
g -
Ly
E i
% 6
.|
4F —— S IPF /e KrzraF T Y K 40mg/12.5mg
—— 7V IP Ly /e KrzaaF T Y K 80mg/12.5mg
3 P S R S S SR L
N—=AF1¥ 4 8 16 20 28 32 40 44 52 56

BN (week)
KFGE - AREME i EE B 184 1] D
Fik s TV F 2 40mg & 4 EEEE L CRE R (DBP<90mmHg) (ZHEE LARVVERNIZT LI 3
NZ e FuervauF 7Y R 40mg/12.5mg 2 4 BFEG L, BEEEICEE L ES] (104 61)
TEAkRE . BIE LR Ds o TIER] (80 ) TIXT /I HZ /e RuzooF 7Y K 80mg/12.5mg
WZH B 7,
AREBRIT AT CIX 52 . % T 56 i,
AHIDO S CThDHEe FrrzueaF 7Y RICESSERERETH D,
MmO EEETH D,
ARB KOV ACE [LEROILBEREEFHTH D, FHIRFICIT, KRILSCHEEREE O I & 2 I ER T2t
LTCL=2-T oot T o U RNVEMEICHRTE U CHIUESHERF S D Z E 08B D0, e T v I ¥
VEMERT D & ZORMEBEEAERE T, MEMERERREEC e 22NN d 5 Z Lt Tl 24 B
FAANZBEE LW EREENRD,
KEIDRGY T DT VI P NZ AZBNT, T (IFEEEDE L) Pl Sh TnDd 2 enb, B (N
Nz mahuE B Un) LRSS OFEROBEICEET 52 L, TAIFALZ ATEIC
JEH PR S A 72 IR (IFHRE DA L) OFBUC L 0 IFREAME T L7258 1idr v I 2 v
DIMHPPREDN EHT DA REMNEN B D,
AREIO Sy CThbde FrrzuounF 7Y ROBIZBIT L7 MY v APRER FIURIER) IS < EEFHE
Thd,
AEIO Sy Chbde FrrzuunF 7Y ROBIZBIT 57 MY v ARt ER FIURIER) IS < EEFHE
Thd,
AR OEHAIZ LV FERIEOK TR Z 5 L MO T 25| i 23 AlREER H 5,
AEIDORSy ThHEe KrrzeaF 7Y ROBIZE T 5T ) v AgilER FURER) 2RSS <EEFHE
Thd,
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6. RENERZEHT OBBICHT IR

(EHHE - MEEZFDOH L EE

9.1 GHHE - IEEZEDHLESE

9.1.1 MAIKEBRXEDHSEEXIHETEIRKXEDHDLEE
B L2 G0 el SN 2582 RE ., HIEEET 2 2 & B it & OB R ERIR A1+ DK
Tlck SHICEREZ BT BT H D,

912MEAVVLEEEDEE. gh) VLMEDESE
BE LR E2 SRV SN D56 2RE RIS 52 2 & KRIDORS THDLT VI T H 0T,
EmAV U LAMFEORFIZBWNT, BV U AMEZBEEIELIBENRH D, Fo., BHEREE, 2
P — L AREOBERFFICE D MIED U 7 LMEDRE S 2D 0T WEE TIE, MEL Y U AMEIEET D
N

913 NMEEEDHDEE
WEE DR ENMIMTEARREZF SR L, WEEELIE2B8ETnnH 5,

9.1.4 EELEEARIE LA X XNENARFEILIED H 5 BE
SWRFIRN S bbb Ga, Sl MRk, MRz kL, MRERIELZFET 28T NRH
Do

915 AAXIEHE. RBICHER. HREDHDES
ERBRILE., mMBEZ R L, R, FERF OB OB ZNRH D,

9.1.6 THI. BItDOHLHEE
BRERKFAN OO ENH D,

91.7 BANY Y LfE. BIFKIRHEEREEDHDLHEE
MG N U L% LA SELIBENRH D,

9.1.8 MGEEPDEE
KT MY U AMEFZEZTRBEARN DD, o, BERBEFRETOBETIE, 7AHIHLF DM
BrlEIVEGTL 2L, RMANNEDRTZEZIZh»rH 5, [11.1.3, 11.1.5 ZH]

9.1.9 XRERMEVIREDESE
AANOREEERPER SN D,

fiEEs -

9.1.1 ARB & ACE MHEHILEDOTEEFHTH D, WRMERERIAEDH L BEFETIET o4 T7 v IR
Rl MBI R 2 U S B COREMRIEBIESHERF ST, 20X 972 BFIC ACE JIEREZ R L5+ &
Rl G BIAR DS EAE U, SRERAIEIR LMK N L ORENE(LT 5 Z & mbn s, ARB ThoHrT v
IYAE B RERIENT D ATREMER B 2 b,

Q12 RFNDKy THDLT NIV N L, TooAT o N REIC L > CTLET 57V RAT v~
DWEMEIT A END, MIEN Y VA% ERAIHELFREENREZOND, ZO7DE A Y U AIMED B
FIZBWTL, AROEGIZEVED ) U AMEZBESELBENWRH L. —F, AFOESTHDH E
FezueeF 7Y R, Brooh ) v agEZ8nse5 2 b, MiEY U v LK T S5 alfetk
DEZOND, ZTOTEDET Y U AMIEDEHIZBN T, AFIOEGIZL VRS U U A IMAEZ BHE S
LBEENNRD D,



VIL.

2l (I EoEES) (ST SHEHA

9.1.3 MM EFRFEDH 2 BF TIX, MEO—MITHEORAESE, MIREENE L TWDIHENRE L, TORET
L0 R oM A IR A AAE D T D i RIRICHEHE L, M OILE FREEME T LT\ b, 2o
£ 9 7R AE TN E DR IS5 2 SOGHED 59 < | B AE PE5R O Z C UMM =) BT it & 23R L5 5 <
720 ZMOWRIBIZHE Y 09 < 725, F OWRBE TR IIE &N T2 & R MR BB L2k v | HhE
EELZ ST LR, BMEROEGICEY B XL ) 2ERECIKR TR Z 5 & MoK T %5l
SEIL, WEAELLIEIBELND D,

914 ARIO A ThdE KrraaF 7 v ML, TEE R CESUIMENAREELIE D & 5 BE~O L TR
BARFRN S Hon GG, Qi) Mgz kL, MREREZFRTIBZNNH D,

915 AEIDR Y THhHE Kr s uuF 7 Y KL, B TORBOYWOME, IREEFRINOEKIERZAT5 L5
2 B, JREEOB LB b OB ENR B D, o, FT7 ¥ RRFRIEIIM O FEEI & b~ THERIE O
HABERNENEORERD D,

9.1.6 AFI DI ThDHE Fry nrF T ¥ N, TH, ELOH 2 BE KRS T 5L, K MY v AMIE, K
AV T AMAENHE 7 0 — AT V)b — o ZEQEBBMERMDH O OND Z LR b D,

1.7 AAIDO S THHE FrzaaF 7Y Rk, Ly AOFRINZIEE S Mg » vy w7 LORE 5.
ZHIERZFTZLNRHLOT, @AY T LMUIE, B FRBERETEEIC X 2@ v U AEEZ R S
ToHEENNH D,

9.1.8 KFID/ ThLHE FrynaF T ¥ N, BHEFIEROBFICEET L L 7 MU U LAHERIC LY
K MU O AMENTCHE L, 2RI X DRIERRBLOERMENE KT 52 L3 5,

919 AHDThoHE Fr s uuaF 7 Y FOREFEMNIL, QEMRTIR%EOBE TIIHEMRIN BN
HD,

QEBEHEREETERE

9.2 BHEEEETES
9.21 MKEBMPDESE
B L2 &, RBIOBENIIFTE R0,
922 AMEBETLNDESE
B LD &b, BHELZ BICELS T2 B8ENNH D, [2.5 5]
923 MFY LT FUEH 2.0mg/dL ZiBZ % BHAEEE EE
R LR 2G0T SN2 5a 2 RE, HHIEETSZ &, BHELZELLIEIBENRH D,
9024 BEEDHHEE
M7 V7 F =l LA R OMEREE EFoBZznrndb s, [8.2 5 H]

FRER

921 M2 ESRNAELZTOEH]) OHEEEBM

922 M2 ESRNAELZTOERH) OHEHEZBM

9.2.3 @IMEIRHE AT A K7 A 2 2009 TIXFEE HH CORRIEOME IV TGS L7 F = fEA 2.0mg/dL
VL EOBFIIINV—TRRENHER SN TB Y, KFlOMSThHH e FrsuaF 7Y ReGed AT
YA FRFARIITHR S CTigny, Eio, RS OENERRRBR CILiME 2 L7 F= 2 2.0mg/dL
UL EOBEIZBI DHERRBRN /2, £, TAIVAZ U OKR O RuzaaF 7 ¥ ROKBAORR
LETIIEHEREREDN HBEOYREATIHEE] LSh TV,



VI Zz4ett (B EoiEgss) (B4 55

9.2.4 ARB XN ACE HEFHILBOFEEFHTH H, EHElEE (PEE 66, & : 64l Z5 &miMEiE

BB ERRL LB R (HANT —2) 59RO PPK T (AARAROSMEANT —2) DDik
INOEBEEEOR T LT A IV Z L OR-AD T VT T A~DEEIRN EPRENATEY, &
WNENE~ DRI RV E B 2 b, $-ENORKRREBRGE RO | BEES OHEGI R RO 22 8IERE
Ronipole, LD Z ENLEREDIK T2 B8 LI HERFGIILE LN EL 5N, ACE A%
ANIBGEEMN 29 & s d —05 . BBk 2 @ RA LIRS 2 72 OB HEME DK T L v s
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11.1.7 {EM¥E
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118 Z7F+I745F%>—
FeFREOENERRBR CTT T 7 14 7% v —fRIEROBME TRV, L LR OARFOHS TH DTV
SHNEDWHTT T 7 4 TR —RIEROHRER DY, 7ok FerouF 7Y ROEKRENE
RN H D Z b, L, e AGERE)
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S8 i O [E N ERIR SR TR AR BRI O IR O 1L, LI LR BARFOR S Th
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2B, R Lo, (JeFEanKaRIRR)
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DS T, DT NI 2 o OEWNTIRE CREMMROBRE R DD Z L, AHRDOHS ThoHE K
yunF7 Y FOERREWEROBEICHEMME, MAKENTHINTND Z & S BITEFRM DM
TR TR ESEEREOWRENH D Z D, il Lz, (s ihkaRe)

MR L AR

KENDRSGY Tl DT NI b ORPERGRNREE TE 220 TBERATE ) KAl shTnil &
26, 2010 7 A 6 HICEABE EIRE N HLE e REERANEHI N, TAIPLE s
WELE STV D AR DN T HELHE LT,

SMER. AERAKRNE. IREIESH

KEFDAIZEWTCE FerueaF 7Y NZxdT 57 7AYo 7L LTOUGEIERBHan-Z &
e, ERICBWTRFESNLTWDSDE RryenF 7Y REFERFIET, [EMrt) KO TPH%E
MR NEE ) I2BIT 2amEn (CFpk 25 42 3 A 26 AT BAG G EIE WAL A RRR @A) 128V
UETR RSN & E ERNICBWTIRESNTWA D Re s F7 Y REFRASLE T, Thk
WIEBH) (BT 2@ (B 745 A 20 AfF EATEE B ERLZ SRR EmA) 2Lk
SRR ENTZ EnD, s LT,

IRIE M B %

S O E N ERIREUER CHSEMEME R OMEITR N, LN LR, KEIOS Thodre RerzenrF
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LHMARMEREDEL
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(2)F DD E e
11.2 ZO D EIER
5%LL E | 0.5~5% A 0.5% ATt el N
WS EUE HeARBUE | BT TR, CAMRIE., ALBE, FRURIRIEE, 2 AR
R | OFW IR AL, HDOIFARCY B, AR, MEREE, #1555
(5.5%) RAE, AR SEER. 9
iR H ek D AFERER B f/ MR, ~E S m e
U, SRBE. A
a4 B £ BhiE ETH ., DMELE, S50 RIS, O
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DFHF HE, A&H
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Z Ot PR IEST B | A 7 v U RREIR, ERIEREE, A VAR T A
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EHRRBEMEAXEBERVEREREERE—E

ST KGRI S D -

R otk | at
ELESRAEA 421 1425 1846

BRI F 4 D38 BLUE Bl 3% 47 199 246

RIVE S DI B 51 267 318
BV F & D3 BUE G5 11.16% 13.96% 13.33%
RIVE R % DT EE RIVERZEOREERIFBUEGIE (5 £ (%)
JEYYIES X O A BUE - 1 (0.07) 1 (0.05)
kAR - 1 (0.07) 1 (0.05)
MgH LY v RkEE - 1 (0.07) 1 (0.05)
2 ifn. - 1 (0.07) 1 (0.05)
B KOsl 7 (1.66) 105 (7.37) 112 (6.07)
kPR Ip - 9 (0.63) 9 (0.49)
Mt R e 2 (0.14) 2 (0.11)
EalL AT a— )LIME - 3 (0.21) 3 (0.16)
e B 1 (0.07) 1 (0.05)
Eh U T AE 7 (0.49) 7 (0.38)
5 PR I 1A 7 (1.66) 64 (4.49) 71 (3.85)
%7 o — LE - 2 (0.14) 2 (0.11)
&A1V o A - 9 (0.63) 9 (0.49)
B R Y 7 A - 5 (0.35) 5 (0.27)
JE ' B e - 12 (0.84) 12 (0.65)
e I i S - 6 (0.42) 6 (0.33)
R e e - 7 (0.49) 7 (0.38)
* 9 O - 2 (0.14) 2 (0.11)
NS - 1 (0.07) 1 (0.05)
AHRSE - 3 (0.21) 3 (0.16)
k B il - 1 (0.07) 1 (0.05)
PR R P 22 (5.23) 17 (1.19) 39 (2.11)
FEIMED 0 10 (2.38) 12 (0.84) 22 (1.19)
fARALME D F 12 (2.85) 2 (0.14) 14 (0.76)
GIEEIRN PR - 1 (0.07) 1 (0.05)
=N AEES - 2 (0.14) 2 (0.11)
fGEHR 1 (0.24) 1 (0.05)
i L USRS 1 (0.24) 1 (0.05)
[El#EPE D F 1 (0.24) - 1 (0.05)
Y qie= 1 (0.24) 7 (0.49) 8 (0.43)
k PRLME 2 (0.14) 2 (0.11)
% 9 o IMpEOAE 1 (0.07) 1 (0.05)
Eyies 1 (0.24) 1 (0.07) 2 (0.11)
sk IR B EAGERE 1 (0.07) 1 (0.05)
TR AR 1 (0.07) 1 (0.05)
O ODEMEREER 1 (0.07) 1 (0.05)
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FEHEOEES) (B3 5HHE

BITEM S OREERIESVES . (0 R (%)

RIVE R % DT EE SEHE SRR FRIRE | SE%E i o 1 FH Rl e
YZDIRPL A D B a
1A R 3 (0.71) 21 (1.47) 24 (1.30)
s i I+ - 15 (1.05) 15 (0.81)
1R if £ 3 (0.71) 4 (0.28) 7 (0.38)
AT AR i 1 - 2 (0.14) 2 (0.11)
* R 1 (0.07) 1 (0.05)
IR 2, RS X OVERR i & 2 (0.14) 2 (0.11)
Iz Wk 1 (0.07) 1 (0.05)
* FSRGE DRIE - 1 (0.07) 1 (0.05)
B Wb 2 (0.48) 9 (0.63) 11 (0.60)
s R 1 (0.24) - 1 (0.05)
5K - 3 (0.21) 3 (0.16)
N 1 (0.24) - 1 (0.05)
1 N iz J5 - 1 (0.07) 1 (0.05)
* HiE% 1 (0.07) 1 (0.05)
B R 2 (0.14) 2 (0.11)
* B ETMER R - 2 (0.14) 2 (0.11)
JHFREE R B 3 (0.71) 5 (0.35) 8 (0.43)
JHFRERE B 5 3 (0.71) 5 (0.35) 8 (0.43)
FERE 36 L OV TRk P 5 (1.19) 12 (0.84) 17 (0.92)
AR BB SO 3 (0.71) 9 (0.63) 12 (0.65)
FE5 - 1 (0.07) 1 (0.05)
WL 1 (0.24) 1 (0.07) 2 (0.11)
ERVIEES 1 (0.24) 1 (0.07) 2 (0.11)
AR SR 6 J OV Bk Ak o o - 2 (0.14) 2 (0.11)
IS 1 (0.07) 1 (0.05)
* 5 HERNE - 1 (0.07) 1 (0.05)
Bk K OURKESE 3 (0.71) 21 (1.47) 24 (1.30)
sk HE PR A - 1 (0.07) 1 (0.05)
*E R - 1 (0.07) 1 (0.05)
kAR R PERE DR 1 (0.07) 1 (0.05)
A& B IR - 1 (0.07) 1 (0.05)
BHIR 2 (0.48) 3 (0.21) 5 (0.27)
R - 1 (0.07) 1 (0.05)
kB PER A4 3 (0.21) 3 (0.16)
s 0 PR IPIIE B E - 3 (0.21) 3 (0.16)
R RE R 1 (0.24) 7 (0.49) 8 (0.43)
LU A By s N
&iﬁéiﬁékio 2 (0.48) 4 (0.28) 6 (0.33)
I ) e 1 (0.24) - 1 (0.05)
Ja e - 1 (0.07 1 (0.05)
Y A - 1 (0.07 1 (0.05)
I 57 1 (0.24) - 1 (0.05)
AP e - 1 (0.07) 1 (0.05)
178 - 1 (0.07) 1 (0.05)




VIL_Z4aM: (M Eodss) (B3 55E

BIVE S ORI BUEGIE () (%)
RIE A5 O SR SEFE SRR | SE 6 i o ff ] piAE e
YZDARPL A D BE o
B AR FR AT 1 (0.24) 31 (2.18) 32 (1.73)
TI=UT I RTUR
S SR - 1 (0.07) 1 (0.05)
T ANRT XTI
NS %7 =5 R - 1 (0.07) 1 (0.05)
g = v 27 a— L - 2 (0.14) 2 (0.11)
7 v =8 - 4 (0.28) 4 (0.22)
i LA B 7K SR I A HE 0 - 1 (0.07) 1 (0.05)
M2 U w7 AN - 1 (0.07) 1 (0.05)
MEAR T - 3 (0.21) 3 (0.16)
* Ifi £ F5- - 3 (0.21) 3 (0.16)
1fn. 71 PR 32 HE 0 - 6 (0.42) 6 (0.33)
1fn. 7 PR B HE 0 - 8 (0.56) 8 (0.43)
Y- NEINVET R
S - T - 1 (0.07) 1 (0.05)
BB - 2 (0.14) 2 (0.11)
TR RER A 1 (0.24) 2 (0.14) 3 (0.16)
1K E U RE A0 - 1 (0.07) 1 (0.05)
* R RE AR AT L - 1 (0.07) 1 (0.05)
MedDRA Ver.17.1
% 0 THITE RVRIER - BRYYE
ERAER. AOHE. EEERVFHOEEEESINOREAREMEE
e T 2R VEREAT RIVE A BIVEM
) PSE AL FEHUEBI%K BRI
AF 421 47 11.16
7 265 29 6.89
s I 156 18 4.28
44 %LU T 55 7 1.66
45-54 1% 139 12 2.85
A 50-64 7% 145 15 3.56
65-74 7% 81 13 3.09
75 Ll b 1 0 0.00
1 AT 64 4 0.95
s 1-5 FEAT 191 23 5.46
FERHIIH 5-10 A 88 8 1.09
10 8L 1 78 12 2.85
- 2L 178 15 3.56
LG Ho 243 32 7.60
2L 274 32 7.60
e | B 147 15 3.56
%M&E%w FlI PR 3E 4 1 0.24
Ca 5P 110 6 1.43
Z DA 99 11 2.61
150mmHg il 178 26 6.18
150-160mmHg i 98 8 1.90
IS B0 if. £ o> | 160-170mmHg A 82 11 2.61
FEUEAE 170-180mmHg i 41 1 0.24
180-190mmHg i 20 1 0.24
190-200mmHg A 2 0 0.00
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2l (I EoEES) (ST SHEHA

e 2R VEREAT RIVE A BIVEH
B KT GHEBIEL FEHUEBI%K BB

90-95mmHg #iif 89 12 2.85

95-100mmHg i 139 15 3.56

100-105mmHg i 95 11 2.61

g;;?fMEQ) umqlmang%ﬁ% 57 5 1.19
110-115mmHg A 37 3 0.71

115-120mmHg it 1 0 0.00

120mmHg L 3 1 0.24

70bpm A 204 22 5.23

kA %% > K %E | 70-80bpm A 150 15 5.56
= 80-90bpm A 57 10 2.38
90bpm UL 10 0 0.00

o - 40mg/12.5mg 277 30 7.13
S Be G 80mg/12.5mg 144 17 4.04
6 1 A 421 13 3.09

6-12 WA 404 21 5.20

e 5 HTH 12-26 3 A 172 12 6.98
26-52 1 AT 166 5 3.01

52 LA F 142 0 0.00

a) JENL T

b) B G WIRBNTA#G-HIR X5y CREL L2 RIVER 2 851 Lz, R —f T 2 B 5HIM X T

BEOBERANRBEI LIz b DT ENENEHIFES & U THEE L,

9. RARERRICRETZE

12. BRRERRCRETHE
ERnsoosy Y Mg, RSO 2V EEO M PRI ZE F S5 2 & 1 5,

fRER

AANCEENDE FrzaaF 7Y RIZBWT, FURIRES O 2 WEBE OmiEEAK S 3 — F (PBD

TSEDIENHLOTEETDHZ &,

fi % 5
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10.BERE

13. BEHRE

13.1 fEdk
TNAIY L o oilbERA (640mg) 1LV RIMEROBEIRD S Hbhiz & oRERDH 5, £z, K
HOBERM (F/AIFVF /e Rrznad 7Y Fgfe LT 320mg/50mg~400mg/62.5mg) 1<
E0 | ARMER D E VR D S DI & ORERD D,

13.2 B
FU I WX IR S, F7m. T I PLX ARMIEENTIC L o TRE SR,
EEALEAS T AT, BT S, 3 A7 AT AR O 3 575,

fi#Es -

(TAIH Nz ]

SJEGIOBE GREARAIB, HESERRER)

(P - 4Fm) 22+ 20 %A%

FHFEFELL) OFROHAZKEM

(BeG8 - BHETOHM) 160mg/H - OG- 13 H#OBS 49 A#%

(B OHEKR OBETEEE)  FErhbEE

L - PR %)
BEIL 2FANCH BRAER SV, OFHEKIX 1.5 FRI IR (X kex v e A7ar 787 —8) %
BT 5, 7AIV X O EERMGRBRICSINT 5, &5 13 H&ICEBETRIEHL, FRCOLEE 30
H, E A9 RBET LIV LZ o 2lERT, FEOBEGICTHEREZRTS,

12 : 30 BUERAEIC CRARE=SISEIEN S, BP150/110, HR120, FEG¥K 25-30/4y, s, B e, 160k
RG220 5, FRENOHERNTTEFITZT VI ALY K 4 B4 (20 88) ZIRALIZEA LN, Bk
HIC R R &R 3 BEA U T, BISEORER, B 1L 160mg/ A 58 (1 [B1Z 80mg §& 2 LT Z
TAREE 3 ERM) IZHIY Y THR TV,

14 : 00 IRAEHEI,

15 : 30 J@iRZE, ICU IZHAE, BP120-130/60-80. HIE S 7o HAXWIILE 129/59, 115/72, HHEFH D
ifJE 150/110,

BH ReREE =T 5, E 130/70,

48 B4, BPg, TAI YL UL HREKORER L,

Q=N =R =R = AN
FEAR K, ENZPEIRILE ., BHREA e, ERERE (RS FY A BB Y LA K7 e—) o mE
RV, DIEEELZE T2 03D 5, TMEREEERFICB O UMMEEREEZF R T L2 L
WD, N, B, MRERE. REGELZRTELH D 0,
TBRE Gk, BRE AT VAR LD 72D DAHIK T,
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14.1 ERIZMFEOEE

14.1.1 PTP DI AL PTP v — MoV L CIRAT 2 L2 RE+T 52 L, PTP v — hOAKIZ X
D OB RIS L, HICIEFELEE S LIRS O BERAIHEE P45 2
ERH D,
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0. BERRRET BN RH 5, [16.2.2 B/
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14.1.1 AIRHFEEE 240 5 (PR 843 H 27 ) KROHHHHE 304 5 (Fik 8424 A 18 Aff) [PTP A
R RN DN T IR SERE LT,

1412 KA OEMBRITAFORELZIT D2 EDRENTND 32, ZORORERA L T\ 5 EEICITER
BRICBATDEIERTH L, £RBERMAL TV EREICEERER ST 254 XEREICE ST 5
NP

12.ZDDEE
(MERRFEAICED < I1FH

15. ZDMDEE

15.3 ZTDHMDFE
WA CEIM ST ELMEICBNT, B kaeZauF 7Y Reib5IN-BE T, KMk O I
IR D U 2 7 BEEIN 5 Z L BRES TV 5 7172,

R

T~ — 7 OIFNEFAGE 2 WARIC, & FuraaF 7Y REFRAI O EU B 30E IR AR i)
BIHEINEZZ AT, BETAEROEEE X, B ReyaaF 7o R %o BT & O Bo e o
FAEY A7 OB L CRiH L7,
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IX. JEERPREERICRI I S 1HA

1. FREHER

(1ZEIEEHER
VIL.EMFEEICEHT HIEE | 0HESHR
Q)REeMEBEHER

TP T, FEBRERR~OIER (BEER) KO R U o SFIRER DA Sz DML, @A RICR
Wb HFIRARRE R, RMEARRCR . BERMRSR, WLERRICH LT B REBMER 2 R & inole 399, F
7. bk zaadF 7 P REESBERTHEASRL TW2EYTHY ., ACE HERSCMO ARB & OO 61T
b T, B2, TAIPAFrite kazaead 7Y REHLTH, K@i 2 AEEH 50
L OFMERBRIC BT D H - 72w E O RBL 999X L b Ty, UhickvFridrz e kazan
FT7 Y REAESG L CTHH-RIEERANRBLT 5 Al IR e B x oo 2 &nnh, JFARFO—f%IE
HRRBR T EN Lo Tz, — HEWOEEZRIER L L CEMARREIRZER S TWAHZ b, T3
Pzl RerzoaF 7y ROFAREOOAHTEBEMIIT T 21EN %2, A X7 1% o iz 1]
WG L7z,

it A X 70 2% 2 = it O D AE BB IS X9 5 (R 99)
TIPS E10M KT 38X 106M ORI TIEWTIOEENE /ST A =X I LTH, EH (60ppm)
KOME (12ppm) SEEERIM FCHERIEM 2R S~ 72 (NEWMANKEULS ORE vs WG . 70
IS T 10°M LL EOIRE IR BRI 2 R L2, ZofERie krZzeed 7o R (10
M KO 3X106M) & OB L VIR S ND Z Lideipoic, T OREIFADIEMIRE DTN LA 700
EROT0fFEORETH T,

(3)Z Db FE A ER
AN vz
2. 4R
(NE ARG ESMHHAR
Z v FORAKREIZBIT A OBFEREILZT VI P LF 2 2000mgkg+t Fr 7 oo 7 ¥ K 625mglkg LA
ECdo o 1 9599,
ELZEE BHRE hE" RS S
S W p R D B gt
7 v b &N 2000/625 9 >2000/625
x ( N oW D ESE £t
4 X | 1.6/0.25~48/7.5 7O - 4875

* BN TAIVALZ Y (mghkg) /B RrserTFT YR (mgke)
k0 A X8 JEERE RGBS RIS W THERR N5 X DM OBIERAHETE L,



IX. FERARRERICBEI 5IHE

QREHRSEHRER

NTFALIYAZ /e FrrzoaF 7Y Kz, 0.1/0.03, 4/1.25, 50/7.8, 50/15.6mg/kg/ H DAETT v M 26
WA 05 L2 90T, MG ICHEE L- L B2 OGN AHEORAET R -T2, MEDKT 2
BRI L TR LA, DHERICHT 2 BT R 0o T2, RO GREBR T4 b - R R 0%
) REERBLOI LT F=U o) | WIS FHIZL (BIROLERERISERE O IE K F K ONREAL)
BLOBEEOHINL, 7 IV BMEGOFEERR TROONTZFTRLFALTHY . Zh b OFTR
&R AR AP L & OFNICH BT A b ivie o 7o, PEAERGEERIC I W ThH B L7 I B RSB A D %%
B L OVEIE X, TV LA CHME G L LR TTEL R D T SR o T, BRI R R A
RN T VI L Z Y 0.lmgkgtt RrZraF7 Y R 0.03mg/kg/H &35 2 Hivlz 97,

)T NI PN F /e RuzauaF 7Y i, 0.25/0.08, 1/0.31, 4/0.63. 4/1.25mg/kg/H O HETA XIZ 26
R e U7 3Bk 99Tk, BEFR O T, RERMEOMS], BREBK T, BATER, MR &k O3
HUZIE I AFE O HavTo, M FREN A BT, DEE WO BRI BT3RO bivie o T2,
MR ZEAI A CIEAR MERR RS DA S S 708, PRI X D EFA ORI A Sz o fo, mikAAk
FHIRAETIX, TVIVNF VTRV RFEER, VT TF=U KO TRV T LOEERA LIV, B Ry
naF 7Y REDOHARGIIINDOEER LT, 72, MET L= A5EORMAAR LI, JHEEHE
BPIRETIZ, TA IV AL OIENEMCERET 2 &5 2 b5 BIROGREREIEE OB KO
WG BTz, Fio, RME OILE « ZYHEROIRFBIEIC L D LB X ONHIHEE DOEE (05 A K ONE
) NN, BEERIIRBERZOMEZRDRNT VI LZ 2 0.25mglkg/H+Et ReZuoaF7
¥ K 0.08mg/kg/H £ &z LTz 99,

B fE BeGRE - TR BEE* R AE gL
= § . 0.1/0.03, 4.0/1.25, MR
o k9D 2 . =
7>k #ER - 26 50/7.8. 50/15.6 0.1/0.03
) \ 0.25/0.08, 1/0.31, M -
98) 2 . =
13 #ER - 26 4/0.63. 4/1.25 0.25/0.08
% B FAIY LAY (meke/H) /b FnZzonF7 O R (melke/ H)
)EEMHER

(TP Lz )
BRI 99-102)

(E krZuogF7Y K]
Invitro XN in vivo il & i LT=, F v A =— A LA % —FIH (CHO) flliE% H\V 7= in vitro fifilk Y
B, v~ R Y 7 4 — <3 & O Aspergillus Nidulans O R53BET » & A CTIEGMER L % 7=~
L7278, Ames 8t, CHO A% FIU 7= in vitro Mo KB HRER, ~ v ARSI OF ¥ £ =— X1
A5 — % A in vivo WEKREFRERBR, 2 7Y 3 U AT & MO S M BERB TS
BRI BRI T,

(4D AR ER

(TP Lz )
P AUJEHE T 72 108-105)

(E FrZoaF7Y K]
DIARMEIZ 720,



IX. FEERREER (ZBE4 5 IE H

(B)ETEHLE SRR
T v MR - B RFREACBE T 2 3R 100
FIIP AL e RnrzaaF T Y Rae, 3.2/1, 15/4.7, 50/15.6, 0/15.6mglkg/ H O & TR 7~16 HIC
BOE Uiz, REMWICKE LTI 3.2/1mg/kg/ LA EORETRERIINOIHI A4 S 40, 15/4.7mg/kg/ A LLED
BECEAEORD DA LT, FHEREOZIRERE L Ty 5% UNTH o7, B Rusaa s
7Y R K DRBIIRED bR o Tz,
FaYEIZxE U Cid, MBSEIER ., FEEMHIER K OB EX O T ORI CTHLRO bid oo, LLEORE
R, RIS 2 BEME T 83.2/1.0mg/kg/ H . IRV 2 MM RIL 50/15.6mg/kg/H & B x b
77

(6) B PTRIE 145 BR
Pl v/

(7)Z DD YFHE M
Pl v/
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o F GEERE (FEE-ERSEONLTEICLVERTS L)
HEhESy © (TAIHLE L) R LW

(e FezaaF 7o ) @3S LAan
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ARHE : 34

3. BERETOE
iR ([ X4ABBVLEOZTE] OIEEZSMR)

4. BEWLEDIEE

20. MkWLEDIEE
EBRITRIE L TEILT 2 208 HLHDOT, ®ik - ZREZEET TRFET D2 L,

5 BERITEM
BERERLTA R HY
<TOHoOLEY : HY
ZOMOBETEN 0 [XM2.ZDMOBEESY | DOEA B

6. E—H5 - RxhE
Al —R 3 I a U EOEGEE AP, 2 a2 EOELAEE BP (HAN—U U —A V7 MRS
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