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15 R v & KA 64.541mg

A S (Fe 52k LT62 5mg)

fyEOAVFUTY, TN T LTy Ty, TSy a—
VEEF MUY AL RERY, SOY VBT ) oA, ATTY VEEY
TARYT A, eTORAU=A, LTS PUTRTF L SV

o #l

3.2 RAOMERK

hHIE B y
554 “W. wiE
I Ik
Rvr sy vée @ - i~ K
62.5mg[ VTRS] R X i TANKIT—F 14 v TEE
6.1lmm 3.2mm 86mg

4. FHEEXEZhER
g IR S MEE (WHOREESEY 2 X 1. IRUN)

5. MEERFHRICEET 5EE

5.1 FFFENE ST AR A Bl AR A i v TOL A e 06 LG | 2 B ) it 8l
IR v 0L E DAS o I B R T v LR RE L 5 0F B A - 2ot

FE. L TR,

5.2 RROBRIZH 72> TE, WHTOEBETA RI4 v 2 BE IS

DEBERFT 5 L,
6. RERUVAE

WEL AL, BRGSO, KXy L LTlE
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15.2 FEEGRREBR ICE D 15k
IY FE) VSRRSO —HICB VT, 100D 0% 12X
T v b TS OFEN . TR, ZHREER TSRO 5z,
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16.1 MAiRE

16.1.1 BERE
fERERANLOBIIC R £ > % > & L C62.5mgX13125mg % A ik H A 1% 5 L 72
B, MR Y Y 7 VIR TARPIC LR L, 55 34 T Cmaxl 23E
L7zo BMBIHEIXF A —F IFTERDOEBY TH DY,

TEFERAL0BIE Rt > 7~ %62, 5mg i 125mgHi % G- O SEW BHE /S5 A — &

TR IR v & kA LR Y v & 2ok A ide % Bl 5 L 7z
DIHEWENRE/ T A —F

n | Coax (ng/mL)
62.5mg 592 3494 4.0 8.3

AUCo< (ng-h/mL) tmas (h) tiz (h)

G | O] wss (2800, 4345) 2.05.0) | (6.5, 10.4)
64mg 16 496 3118 4.0 9.3
(5 #ise) (395, 623) (2524, 3852) (3.0-5.0) (7.4, 11.5)

BTN (95% 15 MK 1)
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BhR vy R, $R 5023 05 (PPl FME-RAE 0 1.0-4.0)
TCmax 1212ng/mL (95%EHEXH © 940-1564) 123 L 720 /2. AUCoz &
4640ng-h/mL (95%1Z FEX [ : 3641-5914) . IIL4E i B 2=kt 5. 685 (95%
B :4.66.9) Td o7z, KEZKGICBW T, &5 EMINICRE
FEPFEEN, KEry v 0 NI TIREEEADT 5, 5B 0 H I
EHIREEIE LY,
WHORBEHE ST 7 7 A T U T OB BI RPN 5 11 FE 5 A 6B Kk~ 5 1
[E1125mg % 1 H 2[812:8 [ DL B SRR T3 5 L 72 BE IRk v 4 v 125mg & #5-
L7z DS EIRE/ ST A — 5 IZLTF DL BY THAHYY,

it BRI v I S B LR e v %~ 125mgik SR DS BN RE S5 X — &

Cmax (ng/mL) | AUCo1z (ng - h/mL) tmax (h) tiz (h)

125mg 1748 6996 4.0 5.0
(n=6) (1287, 2374) (6193, 7904) (2.5-4.0) (3.4, 7.2)

FAR LA (95% 12X 1)
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T IR 25 1T R L2 R 4 262.5me X 13125mg 1 H 218] K5 35

DB A — 5

Crmax (ng/mL) AUCo12 (ng * h/mL) tmax (h)
62.5mg 1187 6232 3.0
(n=12) (814, 1560) (4582, 7881) (1.0-4.0)
125mg 2286 8912 2.3
(n=11) (1234, 3337) (6296, 11531) (1.0-6.0)

BTG (95% (S MK )

[N YN TN o))

16.1.3 AP RS R
RY ¥ $862.5mg [VIRS) & 52 1) 7§E62.5mg%. 7 0 A% —/N—
BEICX ) FERENsE (Ker ¥ v & LT62.5mg) RN AT T 12 Ak b
RS LR Rt v & Vg2 e L. 55 N7z aig s o 2 —
% (AUC, Cunax) 122> T0%IE X B 12 CTHERHARAT & 1T > 724G H log (0.80)
~log (1.25) OFEFANTH V) . WHIO AW EN FRSED TR S 2y,

MEEHF ALY & OEYFE T 2 — 5

HENT A =5 BEINT A—S
AUC: Conax Thmax Tz
(ng * hr/mL) (ng/mL) (hr) (hr)

R v ¥ §E62.5mg

+
[VTRS) 6471.6+2276.6

1550.1%546.5 3.4%+1.0 3.26+2.51

b7 2 1) 74E62.5mg | 6213.7+2816.5 | 1518.8%835.1 3.6%1.1 3.46=1.80

Crmax (ng/mL) AUCo (ng*h/mL) tiz (h)
62.5mg 772 3721 4.3
(n=10) (619, 964) (3182, 4351) (3.7, 5.0
125mg 1922 7996 3.6
(n=10) (1364, 2710) (6695, 9550) (3.0, 4.3)
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fEREBAL6BIIZ R v & v kW $E62. 5mg AL R+t > & vk f s ge O
WHIE%]) 64mg (32mght % 28%) % ZSREIR (S B AFE 3% 5 L 72 B 0 3K )
NI A=FIPDTOLB) THD, Tz, Kty VKM HHEEDIEY
WRENT A =5 DOREY v 5 IRMPE T 2 HAMFI L. CoaxTIX0.82
(90%EHEIXH 1 0.65~1.04) . AUCo-«TI30.87 (90%IEHEX [ : 0.78~0.97)
THY ., EWFNFRSEEOILEF (90%EHEXMH : 0.8~1.25) » 54T
Wiz (MEAT—%). [7.4281]

(T3l + R 2, n=38)
MAERRY > ¥~ DR

—e— Rt ¥ §62.5mg [VTRS]
--O-- b T 7)) T$E62.5mg
Sl + iR, n=38
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g
S

o
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IEFR (hr)

MAE RN ONIZAUC, CaadED/3F A — & 13, BiERE OFIN, MR D FRHL
% - BRSO RBRSEEIC L > TR L TREND D 5.
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16.2.1 BEOFE
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R AL AR I BRI - L 7B, 22 RE I IR GO AUCo-0, Cmaxld
FNEN10%22% F5 L7208 BRI EN I 2 v & 2 SN2 (HEAT— % ).
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16.3.1 EEEAE
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16.4 X3
Rl vy VFFEICHETRE S 2RI OIFE A LHREA (38) HIzft
O T SN0 & MIFIIEE V72 vitroikBRIZ 3B VT CYP2CY
T OCYP3A4IZ X » THREF &, CYP2C9. CYP2C19/% FCYP3A4IZ KT LG
PR 7% Ly CYP2C9, CYP2C19% 'CYP3A4% 3 | 721112, [10. 207

16.5 HEittt
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16.6.1 SHE COHENEIRE
EIP R O M BTl BRI E 2 AR & L 72 SR B RERT M AR L s &
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16.6.2 FF#REEEREICH (T 2 FNENRE
JFRE AR S 8% (Child-Pugh%#TA) 8BIIZE Y > ¥ > & LT125mg% Hilnl
I RAGRE LG L 72 W O SEW B RS % e i N & L L 7275, RN Bl L 2%
BEARENGEDoT2. BB, BHEMIRITFTH- 72 WHEAT—%).
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FREEREREERY (15<7 L7522 79 Y A<=30mL/min) 8FIZ-
t ¥ 2k LCl25mgk B S L - B0 Y B HE & Wl A & Hei L7z,
WL DI G BAAR I CCma E L 720 RV 8 ¥ OCrmadd. HEREHALZ
o U BB R RERE R THISTWI A o 72705, AUCo-wld. FABL L 72 50fil 2 7R
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BEHER AR v & »500mg e A EE W & LH 27 5H MK EES L, 25
127 0 ARY) Y &RIMSER N T 73 EA200~250ng/mLCRET 5 & 9121
H2M7.0H B A$ES L 28:, Rx v ¥ o B 5 LT, v 27X
R VP TORMZEGHOR LY ¥ O b T 7H-EIZH30M. ERIKET
1ZRI3~4f51c B L2 (%n=8), 72, Y270 AR YOAUCH2ld v 7 1
AR Y HAF SR (n=9) LHERLCRE Y 7 VAR (n=8) 121X
49%ikA L 721010 (EINF— %), [2.3. 10.120E]

16.7.2 JUNC 753K
BB AL2EZ R > 7 vk LC125mgx 1 H2[9.5H MR E#% 5 L. 6~10
HE®D4. 5HMIZOWTZ YRy 2 53 FELT2.5mg# LH2M TS L
7B, 7 RY 253 FOCnat FAUCkl Bl 5002 i L T2 h
229 )% M40% G BE\IHA L7ze E72. K ¥ F ¥ DCnaxs AUC-12(3 Bl 5
BRI B, 22 N24% e U29%i8 4 L 721819 (BN 7 — %) [2.4.10. 12 18]

16.7.3 FNT 7Y
RS AL2BNIZ R L > & v & L T500mgXid 77 LR % TH2[ 10 H Bk 5 L.
6HHOEDAR, TVT 71 »26mgx HIAH G L7z, 7V 7 7 1) v B
SHHZHE LT (Rey o L) R-UVT 7)Y ES-TLT 7)) D
AUCo-eld F NENT-H438% F U29%08 4 L 720 & 72 EINERRHERIZ BT,
Tv7 7 ) AAERABIO D HIBNCINRIEDK T 25780 v, Rt v g v kkE
IZINRIED EFATR8 57200 (SEAT— %), [8.2, 9.1.2, 10.25:H]

16.7.4 S baAFJ—IL
TR ALOBIZ R > & > & LTC62.5mgZ 1H2E K U b 3F YV —)V200mg 1
H1m %5, 50 BEHIC TS U728, Rt > ¥ v OAUCH K U CraslE Rt
Uy M G R L2 L 2 (MHEIA T — %) [10.25]

16.7.5 YV INREF
TEFRB AN KL Y ¥ v & LC125megx 1H2M5 5HME S N2y F e L
T40mg# 1 H1F6 H B PG L2k, ¥ v N A% F & Bl 505 12 i L
T YIONAYF L FZOR# - Fux TRy 2 NA Y F 2 DAUCH12%
FNENMUR U HEL 720 O NAYF L EOBRICE Y, B4
v EZORBY OIEWETEIT 2 HBIR SN D570 EAT—5),
[8.2. 10.2&MH]

16.7.6 U772 EY >
TR AIBNIC R v & v & LClnl125mgZ 1 H206 5HM L) 77 v ¥
> & LC1A600mg% 1 H 16 H BT TRERS L7z, BEHBMGH6H Ho
Rt v v OFHAUC AL, HIME 52 L L CH8%IE T L 722 (JFEIA
T—%), [10.2&H]

16.7.7 #ROETE
TR ANLIBIC R B > & v & L C125mg# 1 20 J O L83 (Img / )V
IF AT RUPBugtF VLA NI IA—VER) 2 KL ¥ V5
BTH BSOS CHAES: L 728, RS Bk G i L <, /v
IFATUYELZFZNWVIANT T T —VDAUCHoIEEINZ114% % UN31%
W L7z (BHEAT— %), [10.25]

16.7.8 YITF T 1V TR
TR AL R > & v & LClal125mgZ 1 H2M6 H B X v v 7F 7 4
V& L CTHROOIHBIX1IE20mga 1H3M, 5] &#Hi X 2H B iX1M80mgx 1H3
], ff HIE1M80mg % 716 H M B4 5- L 720 PRHIMGTR6H B Y v 7 )
7 4 VOAUC « L UCaxlE Z N EN63% K VB5%ET L. Rt ¥ »DAUC,
B OCrmaxldy ZLEINE0% K UM42%8h0 L 722 (FHEIANT— %) [10.221]

17. BRPRRUER

17.1 A RURLMICET 5358

17.1.1 BHETHEGFRER (WHORRESEY 7 XM XIENV)
WHOR RS H1 7 7 A MIUE NV O SRSV w ML B & 2 WIS TR E 12 &
PF5 BBl IR S 2o R & Ly EENEA e, AfMATEIRE, W MR £

CEHEMIEHREER L2 (1=32).
ZORR, Rty VAKRWEEL25mg 1H2EH# 51377 LRI I
i e O S e OB B3 V2 A B 5 2 T i ML S R 00693 IR AT BRI X 5 %
AT B S OV AT B R & A B CEGE L7ce 70, BRRSEAR DAL, I [l
FERON OWHOR AR 4 & o CRRAi L 2 BRREIR 122w Td, Ke vy >
IRADFE & e D Hiv/ze
LAV SBI21E] 6] (42.9%) 200FHICRIPER2SEED Hivz. EARREIE
FHE. BEJE3BI (14.3%) . WRURRIEE. BIETE K OE 23 € veh2dl (9.5%)
VC‘\%O 7227,28)0

17.1.2 BHEMAERE (WHORAEES Y 5 AMRIIN)
WHORRE M 7 7 A TMIUE NV O BB ARMERT SRR E 2R e L, 77
AN IR “EHEERILBRMR L L 72 (n=213). ARBRIZBNT, A
HEAHBIRI R 2 HRR T 5 72012125mg 1 H 2[00 FLEREL AN & fes I # B (250mg
LH2[E ) ZRBOEL 720
ZOFR, Ry s LAKMWEORAER CESHEOmEEE 77 R RiEE D
RBIZ BT, A RSB A i DT K UV R B O B RE IR EAL D i)
WD BT,
HEFGPRARVEFI L EML, Kt vy VBERETI. 4%, 7T 1R
TR.8%THY . KOIMEDOEP o LA EFR B THo/72 (KL v
LMk 0 20.8%. 77 AT 1 18.8%) ¥,

17.1.3 BHEMAEE (WHORBEAE Y 5 X 1)
WHOBRET 7 7 A T OBBIIR VR s M S E 2 R e L. 77 2R

APgE125mg 1H2[3% 513 77 £ RIZH, BiMATEIREOH E 2k, 65
BT & 2 AT HRBE O Ut i OB IR Lo I 25380 & 7z,
LRV RBIO3BIH ., F 7 H EHFGIE, FFRREMRATRETE (8%). Hil
PEIFIECR (6%) K OSUETEAE) (4%) Td - 7%,

17.1.4 ERSE M8 (WHOMEESE Y S XM XULN)
WAL CHENE L 7o SRR R AR K OV H AN E A ARG L L7 B/ RS
ABRIZ X B AR vy KW EE D% PN VRN BIRE ORI A b L2,
WHORERE 4 7 5 A T XA IV o 558 P Bl v 0L o5 1590 T ONIBJEL % 45 BF L
7l MU AE6 B O 7121610 % *h G & LBl @Eh R PE & e Vx5 2 A% (n
=18) KUt (n=21) ZMatL 7.
ZORER, WIS TR b FEEFHITE H T d 2 AT B 0655 A AT
RERZBWT, Kb vy v ARNWEE125mg 1 H 203 5 THR5-HT & 1285 0
ICHEBERWENRO N, 72, BHRGEEREIIEHO A E 2 0% L CWHO
PR O EREE O R B R GENS RO b1z,
LA TEIRAT R R BI2160 141 (66.7%) 351 ICEIVERASES b7z, E2E]
e, BUm8M: (38.1%). HEmI&4af: (19.0%). i3l (14.3%) THho
7oo F 7o 21801061 (47.6%) ATHCERRMRAEM R E AR S, F4
FRR AR % 12, AST EF R OALT EREAZNZh8t: (38.1%). y-GT
(GTP) bH7%6M (28.6%). ~EZ7 10K VA& O HMEREGR A 32 2 h
3t (14.3%) T o723,

17.1.5 ERSE IHERE (WHOMAES$EY 5 X 1)
WHOMHE M HH 2 7 A T > H AR Nl B Rl v 1 e o 19610 % 5 R 2R
& KAMWEE125mg 120 & R PG Uy AR OV et % 1t L7z
FEFEAIE H T % 5-BIG1208 % OB TEIE (i) 12B8v» Tk
LRI IAEE R UGENRED H 7z,

18. ERhZE

18.1 fEA#F
Rty y 3z y Fe) YETa OETeD M2 BRI IERINWIZHEE T 5 T
YRR vEEAERETH L, MEAEREHETSILICLD, ET-1ICE
B IMENGE . AR O, My~ v v 7 AREES &I 2%,

18.2 MEIREDIEE
Rl vy 137 v b S Lz NEHEERBIIROET-1HI#0C X 2 U (ETa
ZRARBEAE) KOS LR DO T 7 4 b 2 S6eRliIC & A I (ETs
ZEARBEAE) FIHEL, ZOpAAFNZENT 2K 16.0TH 7%,



18.3 #fHIEDEE
Rt vy VZET-1OETAR CETel S50k % 4 U 7 Ml Hggi & B L 720 |
SRESERIE 7 v b & 0 $RICL 72 BY DR 0 -0 5 OV 58 S i i o
ET-1RIEC & % MR 5l & B L 725799
18.4 MENEHEEDSRE
REr s gy bLEICB T, BI/FHERFORGMEICB ST £ F
V) VFERNE AR OGO T 2 3 5 2 L I2 X ) NEEREE &
Do T, Kby ¥ VEKREF VBT, FUEE R OEILGT 2 833
L2 LI L) LERER BT, Ky ikt MEAERIR O MRS
BT, MENBRBIZRZIHIL 72, 720 Ry ¥y vide MEFICBWT,
TEF N LI KA MEIREH 28 L7z, FA0ET LTI, Kt
Uy G E R AR EIEANC L) FH5E LA 2 L 22,
18.5 FREEETIVICH ¥ B1EH
18.5.1 fhENREMESMET IV
Rl vy VI EEREEEIC L) FE L MBIRESIMESYE T VICB VT,
& B IE S MEIRE O E 7 EF IR L 72 /2. Rer s VK
B OB VER T CRESE L 7245 0 O T L 0 B8 DNV /NG Bl IR P e o
JZ A3 L7,
18.5.2 RIESMEEMET IV
Kt ¥ Y IZDOCAEIESIME T v MIBWT, EREOREZK T S ¢,
LAETOME T =7y ROMERMO 27 -7 v &% KT S872%,
18.5.3 FhRHMEAEBIMET IV
Ry P E7TVA~ A2 I8 ) FHF L2 EE € 7B T,
AR BRSO LR R S HEORFE S 3EORT 23H L7224,

19. BRIRSCET 2EBIEEHFR

—RE 4R R v 7 VKA (Bosentan Hydrate)

1b2:44 © 4-(1,1-Dimethylethyl) -V-[6- (2-hydroxyethoxy) -5-
(2-methoxyphenoxy) -2~ (pyrimidin-2-yl) pyrimidin-4-y1]
benzenesulfonamide monohydrate

5313 1 CorHzoN506S + H20

& 1 569.63

IR - A~ REEORETH S,
TR AIRREITRT . ALY =V UE2-T TN = VITEITIZ v,

bR

O %0
S\
NH OCHjg
HsC > o
+ H,0
HC Chy N x | Z
’ X N o]
N K/OH
22, ‘A
605t [1058 (PTP) x6]
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