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Bosentan Tablets

E) EER—EAEOMFZBICLVERT LI L

1. 88
AHRZSIC K FFEEERENRIRT D1, FHEEEREZ W
FESHICITV. B5RICHBVTH, M<K EB11AIRTE
KiETHT & B8, BSHEI3H BEIE2BC1EORED
EFX UL\, EEREEDEENRD SNIESEREZ0EE
RUBRKRIERICIHN U T, FHENURSPIEG EBERNEE
EBT
[7.1. 7.2, 8.1, 9.3.1. 9.3.2, 11.1.1 8]

22 (ROEBHEICEFEBEBSLEWVWTE)

TR SUSEER L T WA ATREME D B Bt (9.4, 9.5 2]

22 FEEHLVEIEEOFEEDH EE [9.3.1 2E]

23370z BY UREy /O AR ERSHROBEE [10.1.
16.7.1 =H&]

24 7RV 753 REHEEFOBRE [10.1. 16.7.2 2]

2.5 RE T OARAH OB BBIEDBHERED & % B#

2.
2.

3. #8RK - IR
3.1 AR
HR7E4 R vy v §E62.5mg [JG]
lﬁtpkﬁ 7
e Rty VK
HARSY 64.541mg
(Rt>% &L T62.5mg)
RO IATTY TS TLT LT T RE R,
] FrFT)aA=VBF NI T L, ATT) VYT

TA, eFuxu—A, BEFyY. NUTEF V. HE
ZTEEbEk. = TEREER. LY

3.2 RAEDOHK

HR7E 4 Rty v$E62.5mg [JG)
@i - FE BEHEDT7 VAT —F 1 VT8
e O =

[EXES 6.2mm

rEE Es 3.0mm
=8 86mg
Al a— K JGE77

4. HEEX IF5HR
FERIEFSIMERE (WHORRES ISR, IRUN)

5. WEEXFHRICEHET DER

5.1 ReF M S (T B AR i 5 1B RE e OV A iR 1 S
i S A {4 i v L FERE DA 9 D i 8l R 1 A o [T ERE L2 35 0 2 B %D
T - REMITHEL L TR0,

5.2 KFNDFERICH Iz > TE. BHOBEHA FT 1 v 25EC
BEOEEZ RIS L,

6. HERUHE
BHE. BAICIE. B5HmR» 54EMIE. Rtry e LTlLE
62.5mg#% 1 H2[EI# 4 &% IEOKET 5. #5588, 5.
Rt e ULT1E125mg% 1 H2EEHS BRICEO®REGT
2o
%P, ARIZEFOER, BEML S IE CEHEERT 555,
BAIH250mgE TET 5,

7. ERUHEICHET 5ER
7.1 KAFEGSHIZ, ASTUSALTENEEE ERO3EZBA /-
B, AEFAMEHRERELZ L TORREEZSE TS 2 &,
[1.. 7.2, 81, 9.3.1, 93.2, 11.1.1 ]

AST/ALT/E #5515 & AT RERRE O S e R

BEXIIEE2HIET 5, TDRDE < & H2HH
BIZAST. ALTEZRIE L. Zh o »aRalEc
B8 L 75 d HERS % fE ZEH 95,

>3KU<5xULN

BE5EHIET 5, 20HDE LB 2EMBIC
AST. ALTEZHIE L. Zh o MAEHiEICEE
LBEiE. B50FHY 22875,

>5K V=8 xULN

>8XULN BE5EPIELERS L 3L 5%,

ULN : B[ R

) ST 5500, BBARY SIS &, AST. ALTEIZ3HEL
PUCTERE U, 25BRR%ICHERRG. LRoREH L FligmEDE
R 2 SEIC L TRET %,

7.2 AST. ALTEO LEDHEEDERKER. FlZ . BL. &

M. BN . EE. BIEXIIEY. 12 7LV PEER

(BB, M. HEY) 2% 8HE. XEE Y ILE VER
HUEME FRO2UED LB EIIHRESEFIET A & [1.. 7.1,
8.1, 9.3.1, 9.3.2. 11.1.1 ]

7.3 (AEAOkgRHBOBRE CIIBAELAERB L. BE5HEBLED
Rt & e LT1E62.5mg% 1 H2EHY &RICRORET
HILEERTHRE, BEIIEEICRET AL,

7.4 KRR & RS ESE ChEARAD ZEMZIC
EZTIE% < Ry DRk A EEEE AR & L TN o
FT7RA T T4 MRS, BERERAZThbR\n & (R
T2 VIR B E6Amg D AR 62.5mg Iz 0t T B Cra kb
UAUCHOFHEEIZF N2 N0.825%10.87) . [16.1.1 Z:HE]

7.5 KA » 6 Rt >y VKIS ESE CNRRBAD) ~ot)nE
ARt vy KA EEED S RKBADOT D EX 217515
& BEBIPLEHIT A ENHAHD. TJOBEXRIZBEZEDR
RBICHEL., t9RBEZTH>T &,

8. EEREXRNIER

8.1 FFREEME Z LT RERNIITL. BEFIZBVLTYH, D5l
EBH1HBICIEERT 5 &, RBHREHB3I» AMIZ2EIC]
EOBWENEE L, [1.. 7.1, 7.2, 9.3.1, 932, 11.1.1 &
fA]

8.2 KAIHES 2L d HEAICIE. A (TLT 7 RE)
OFERARKZEICED, DEICRUCHEHZERT S &,

[9.1.2. 10.2, 16.7.3. 16.7.5 %}#]

8.3 NEF U VED, VMR ENE Z 2R gEHEN D 5 DT,
B ERAR L OB SRR %4 » AMIZEH. F0%I1E31 HiCl
EOSEE CMEBREZITH 2 E.  [11.1.2 28]

8.4 RRIDFEIZ & 0 Mi/KEOBIREDS R & N7z kid, MiFRiREAZE
HRBOWRENEEZZET S &,

8.5 AR D#E#Dip L 8K (BEREEIEL I OE
EAERRS) To721cb6 . BREROBE(LSAS N
BEICIE, OBBEEMRT 5 &,

I. BENERZBFIHREBICHTIER

9.1 GHE - BEESFDH2ERE

9.1.1 RIMEDEE
MEZ—BETSEL2BLNIFH 5.



9.1.2D)IL7 7V VEERSHODEE
AR SRMAE, BE - BER RO IIEEIC 36T INRIEDORHE
BETV, TL7 7)) VRSBOHEE1TS 2 &, HEZINR
EIC7 5 E TIEZEICIEOBRENEE L, KFI&EDHAHICK
DINT 7)Y OMBEPEFET S ESH D, (8.2, 10.24
16.7.3 2]

9.1.3 EEDELERETEZSHEICHDOEE
(RRETE O#IE (B 2\ EEOEM) 10 L TRBEE 1T
Z & BUBEDERD 5 N-BEITIE. FIRFIORERA, X3
EFoFRAOEELR E2EET 5 L. AFIRSHAENIA
AT PO 6 N7z BEICIFRA OB G 2BET 5 &,

9.3 FikEEIES EE

9.3.1 hEEH BV IEEDHEEZEDH S EE
BELEWI L, HEERELEESELBZNDH 5,
2.2, 7.1, 7.2, 8.1 &]

9.3.2 I SRBEIDAST. ALTIEOWVLWITNH R IFEAHELEE L
PRD3E=HBZ DEE
IHEEEELZEEIELBZND D 5,
11.1.1 2]

9.4 4VEREZH T &

BEIE BB T OREIE A S 1 AR B RGTET & O S HAR
X BHEIRRE2ERT S L, [2.1. 9.5 RE]

9.5 i@

IR SUSITIR L T W A TEEME D B A I35 L &,
B EBR CRTEESRE SN TWS, [2.1. 9.4 BHE]
ECER

AEFREGSHRIFALEZVWI EALEE LV, B MIBWLTEAD
HHHIIBITT 2 EOREN D 5,

9.7 INE

9.7.1 BHAEMKER. #HAERIIARICNT 250 ROLL2HE
PIEEE U7 EREEBRITEM L TR,

9.7.2/NREARL U7 U2 EE T HI5EITIE. Ry KM
MatsE CNEASH) OBFRXESRBRT AL,

9.8 BEnE
—MICEEBEPETRL TSI ENFZ 0,

10. B E{EA
AENT, FICEYRBFERF 70— L4P450 (CYP2CO.
CYP3A4) TR# NS, —FHTEKANICYP2C9. CYP3A4
DFEMETH Do T2\ In VItTORERIB W TERANICYP2C19
WCFHEERZR U, [16.4 2]

10.1 HAER HALBWLWI L)

[1..

[1.. 7.1, 7.2, 8.1.

*9

A%

ERRAER - $EEST

WP - AT

TraARY v (H
VT4 3av. R

F=F)) . ¥
QYL (Fas
77)

[23. 1671 &
]

(1) AF|OMHEREH
aMiIc ER L. KHIOR
TERMPRIAT 2B 21D
HBo

(2) yZ7azxRY v,
&1y AN A EE
MERU. DR
BBENDDH B

(1) ¥7uzxfy>ro
CYP3A4EHEFEENER &
Vi s > /87 EHZEIC
& % fHHAE A~ O BUA A BH
FIZLD., FAlOMAE
ExERSE5,
yruaysREER
CYP3A4TR#E EN, &~
7aZRY v ER%D
ICARAI D M EE % -5
SHBAHEMEN BB
(2) KHIDOCYP3A4H
EEFICKD, Yrua R
KUV, #70)LAD
MAEEZETSE5,

JUYRYT7F IR
(A4 7 nar,
¥F=—))
[24, 1672 =
He]

FEERELARORREKN
2fFIHEML 72,

FRITERIE O BEit % B A
ICPEHE L. FFAEREP I E
TBEOEEE L5
ER

— B D I ERIE D T E
fERIC & D . ZRIIC b
FUATIF—ED LR
b6 HEEND
%o

102 HAZEE HAKEETZIL)

2% BRRRER - IEE A% w7 - R
TLT 7)Y TNT 7y OMPRE | R Hl © CYP2CO K& O
[82. 912, |PEFITAHZENHSH. | CYPIAAFHEEIERIC &

16.7.3 ]

ZDlzH, TINT 7))
ZORT AR, BRI
HOZEIC+HHER L
Woe. BREIZSUCHES
FHETLH L,

D, 777 rOIF
BELXZETIE5,

ZEEAVE
LE T as
=)

[16.7.4 2]

AA O IR EE A B
U FEIORIERAFE
LRI a2BLZNDDH
%o

FraIFI O
CYP3A4MHEMEM IC &
0. AF|OMAHEE %
AESE5,

JNLaF =)D
CYP2C9 F O CYP3A4
FREERICED . KH D
MmHEE s ERSE 50
BEENPHD.

HMG-CoA & Tt
FIEEZE (0N
AT F V)
[8.2. 1675 %
He]

S UNRYF DM
EMETRL. YN RY
FUOMBEDIBEIT o
¥ 72 . CYP3A4 X ik
CYP2COIC K Rfsn
BAYF VEFIROED
TEEKER L O IR
PETSE., 2R Z2EF
SEBAEEMDDH B,

FDizH, b DA
ZOAT55E1C1E, I
BWILATUO—ILVEEZ
HIE L. BREICECHE

K &l @ CYP3A4 X 1k
CYP2CO#FEMEAIC &
D, YUNZAYFURY
INEOEERIC KD AH
ENnBAYF VB IO
FRELZETSES,

EHETLI &,
V77 vy FEOMABREFET|Y 7 7 > Y O
[16.7.6 2] U, KAIORRPETTI | CYP2CO K UF CYP3A4
2BENDH B, FHEEHICKD ., RAID

MAREEETSE 2,

Cafifi# (7401

(1) mEETZBERY

(1) WA OB 72

VY, =272V | BBENNH B, HIMERFEPEZ 5N
Ey, DLFTE| (2) CaiiEomHi | %,
LE) EPERY AN DH | (2) KAOCYP3A4FE
%o EERICE D, CatEfist
DIMFREZETNSES
RS DS,
HE RIS FEMEEEOMARED | AFIDOCYP3A4FEIEA
[16.7.7 Zi&] ETFU. BEMRPES | IC& 0. BOEEEO M
NEWBENH S, TREZETSES.
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JUIE ER IS K AN
7557 4))
[16.7.8 ]

(1) MEEKR=HET
HBENDDH B,

(2) PDESFEZEH DI
BEMSETT DA EEED
HBo

(3) YLFFT 4 LD
MAEESETR L, AA
OMTBRENLEFET 5,
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AEHE5,
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11. BlfEH
WOBWERD H b B ENHHDT, BEETZFITITL.
BEPRO oNIGEIIZRE2PIEY 274 CHET R AE 21T
ST,

1.1 EXBEIER

11.1.1 EEXGRFEEERE (1.3%)
AST. ALTEO LR 2> ERLFRERENH DML &
BHb. [l. 7.1, 72, 81, 932 ]

11.1. 2 R mEkiRs. Bmikmd. Fohikimd. mvwriEd. &im
(BEEEABA)
PLIIEREA . B mERED
ETUEVED) PHobhAIENDH B,

11.1.3 0F2, SoMEDFE BEEARH)
DAREDPHEET L ENHHDOT, BEFRBRE 751217
WV RRETE . 2Us (REEN, DASER - #g (Bih.
BiE. DIIER. JKE) PEESH LV LBEIC
& %5 2HIEd 5% OB LMEERTS Lo

11.2 Z0fDEIER

ek, M/MREAD . B (A~
(8.3 28]

10%21 F 10%A 5 SEEAH
R REE SER IEGIFED F FHEDEV
DEREE iz
MmEREE 13TO. B, I
FIET
21 N LN T I ]
UHitpRrEE
BGEE B, @,
T

FFREERMEE | FFREEEY
B EOE TN %, = D8
AR SE. BB
EER R | GRS
T e AR E
2HBERT | BRE TR, Y | FEL FE
B 5 BTk
R AST &, ALT k| ALP RSF. FRmu3k |l /N # 2 B

F.v-GT(GTP) | HiEA. FEEKE | DV LE Y

bFE BmERECGE | EiAT s 7Yy | BR

Lo ANEZUEY | MRS
R KO RE (R T
REE
13. BEKRS
13.1 B4R

SNEICBWT, BREMEICAE Y& 2 2400mgz BEE %S
L7, EREBRIE. BEPSHEEOHERE CH 2.
BBV T, At ¥ 10000mg G S N7z 1HIlDBHEE
ETIE BO. . EIME. FEED T, BT BRI
WU, 24RO MEEMO R, [EE L7,
13.2 &

Kby 3MEEY 27 EOBMENE L BITICK DBRE
TERVWEEZON S,

14 BRAEDER

14.1 BRZMEOER
PTPEEDFANIPTPY — b2 5HWD H L TIRAT 5 & H18E
TEHI L,
PTPY — b ORREKICK O BEWHATABBEREATIA L, E
IIFEFALE R C L TR EOEE L A ECHHETHZ &
D5,

15. ZDDFER

15.1 ERARERICE DL BER
BB T, KRFOBREICEOVFEERCHFAERH 5 b
T DRENH B,

15.2 JEERFREAERICE D < B3R
I RY) UEFEEBREO—HICBW T, 10 o5
LDET Y P TEBEOERE. BTHELD. ZREETHFRD
5Nz,

16. EYENRE

16.1 MoRE

16.1.1 BEHES
ERERAL0BIIC A > & > & LT62.5mg ¥ Ik 125mg% &k B
EHEC1HE5 LB, MERRE D & L BEIR, a0 LR

U BE5%3-4R TCpna |l E LT EMBIRE/SS X — 4 13T
EXOEBOTHBH,

BERMALOBICRE > ¥ > %262.5mg VI3 1 25mg B [EIH 5.0 DA B RE ) ¢
TIA—=5

Crnax AUCq. ti2

(ng/mL) (ng-h/mL) (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)

HEIEATPASME (95%(FHIXH)

BEBRALOHICRE Y VKMMEE (Ko &LT
62.5mg) XIiEARE 2y KRS EEE CNEREAD) (Kt
v vELTodmg (32mghE% 28F) ) & ZEREHRG I BENR %
BLUBOEYEEST A —FZPUTOEBY TH B, £7-.
Rt & VKM HEEDENFRENT A= DR & VK
FISEITNT T BRI HIE. Cray T130.82 (0% EHEX R :
0.65~1.04) . AUC(.0TlE0.87 (90%EHEX R : 0.78 ~
0.97) THO. EYENESEOEEHEFE (90%EHXM :
0.8~1.25) »ostnTwniz? BEAT—%) . (7.4 2E]

BRI ISRt > 7 IKMEE Rt > & 2k 7 g = BEHRE L
12 DIEMEENT X =5

n Cmax AUCO-DO tmax ti2

(ng/mL) (ng-h/mL) (h) (h)

62.5mg 16 592 3494 4.0 8.3
(%) (453,774) (2809, 4345) | (2.0-5.0) | (6.5,10.4)

64mg 16 496 3118 4.0 9.3
(3 EE) (395, 623) (2524,3852) | (3.0-5.0) | (7.4,11.5)

BB (95%/EFEX )

taxtE FRIE (F/IME-FAHE)

16.1.2 RiE®RS

A L2BIC ARt > ¥ > & LT125mgz 1 H2[E7.5HMEN
BE LB, MERRt sy VBER., BE5%3.08M (bR
B, B/ME-FAME : 1.0-4.0) TChrayx 1212ng/mL (95%(S4#H
X : 940-1564) 123 L7z. F72. AUC).1,134640ng - h/mL
(95%B(EHER M : 3641-5914) . MR 15,6/ R
(95%IEMIXE : 4.6-6.9) TH -7z KEHRSIIHVLTIZ, #&
SRS IICBEEFESFRSN, AL 7 0N T7EEIX
BT B0, BESHBSHBICERRBIELEY,
WHOMRESE 7 5 A 11 X3 11 o il IR 1 i o5 I B B8 2 6 61
IZARYE % 1E125mg#% 1 H2E2;EM M _ERERZO#HRE L7
BEIIRE U 125mgaHEG L-RomErRt > ¥ ViRE
R R OEMEREIST XA —F I TOEBDTHBY,

A B AR LR A 0 FERE B 1T A v 4 > 125 gt SO I BIRE S5 X — &

Crnax AUCq 12 tmax ti2

(ng/mL) (ng-h/mL) (h) (h)

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

HUEIHRAFAIE (95%ERHXTH)
tmaxl & FRIE (F/IME-FRAME)

WHORBES S 2 5 AT X3 IV O Fifi B iR i v I 58 2 1 341
IZARY v > & LT62.5mg 1 H2[E % 4ERZE O RESRS%.
Fl&Ht X 125mg 1H2EICHER L CHERRORERSKOR
T H L DOENFHEIST A —FIITFEOEBY TH B (BLE
ANF—=%)

FifiEh AR M AT 5 I E R 1At > ¥~ %62.5mg i 125mg 1 H2ERER
CASIOE L) A Y

Cmax AUCOJZ tmax

(ng/mL) (ng-h/mL) (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)

HEIHEMFI9ME (95%EHXME)

tmax SFRAE (eI ME-FAE)

16.1.3 EMZ2HIEF MR
Rty U8862.5mg [JG] & M7 7Y 7§E62.5mgx. 71X
F—N—EICkDENENLEE (K% ELT62.5mg)
B A S FICZEEREERE RS L TR R o 5 R
ZHEEL. FoN-EY#HE ST A —4% (AUC, Cmax) IZD
W TI0%IERX A IS TREHRIT 217 - 7245, log (0.80)
~log (1.25) DHEEANTH V. WA OEYLHIFEEE TR
Shizo,



(ng /mL)
3000
1 2500 —e— Rt UEE62.5mg [JG)
x —o— 57U 7E62.5mg
N 2000 Mean=+ S.D., n=57
®
: 1500
< 1000
& 500
] SN . s Bl e
0 2 4 6 8 10 12 14 16 18 20 22 24
5.4 R (hr)
T A—F BENTA—F
AUCqy 04 Cmax Tmax t1/2
(ng * hr/mL) (ng/mL) (hr) (hr)
Feo s B 8563.00 1775.63
62.5mg [JG] | +255496 | +649.26 | +3%09|44£09
Ko7 9850.03 2017.95
62.5mg +314136 | =769.06 | >EFLL | 41ELI

(Mean +S.D., n=57)

MEgEFEEY ICAUC, CmaxZn /85 A —7 13, #HEEDE
R ARTE ORI - FEEEORBESMFIC K > TRZ 575
NH 5

16.2 IRIY

16.2.1 REDXE
B AL6F ZMRICTZ O AF —N—EICED, RErvy &
L C125mg% Zefgis I3 B I AR RS U 72 i, Z2RER%IC
HAREBEERDAUC).0on CraddZNZE110%., 22% LHL
725, BRI E I rwWEEZzoNnET WEATFT—%)

16.3 27n

16.3.1 ZEHESE
Rt o & o OFEBITEICL B in vitrolZ B\ A MEEH ED
FEAEE (n=28) &, 0.211~21.94 ng/mLOEEEHFH THI98%
TH-7-%,

16.4 {3
Ao VZEICHFETRE SN, ZoREMDIZEAEDE
() hicRE o THEshz, b MR Z AW zin
vitroREEIZB W T, CYP2COKU'CYP3A4ICZ & » TR BIE N,
CYP2C9. CYP2CI9K U*CYP3A4IZxt LW HEE S 2/~
L. CYP2C9. CYP2CI9K U'CYP3A4%3EE L 729, [10.
28]

16.5 HEttt
BERAAGNC 1C-Rt v & VRO BERS00mg 2 B aig
#e 5 U7z, IREUEHOEINFRILFEI7% T, H58D90%
PlEpghicbt s, 3%DRAADOHERTH - 7210 (5LE
ANF—=%)

16.6 HENEREFIDIEE

16.6.1 & COIFNENHE
ENRCEMNC BV T, BICEREZ R E U7 S8
RERITER S N TV,

16.6.2 FFHEREEZEEE(CH T 2 AAE)RE
fFtERERE (Child-Pugha#HTA) 8flicRE>ry &L
T125mg# B IERER OIS U 7 B O S B 58 & R
EHEI LD, ENBIRICEIIAO NG STz, 2B, BAK
BRIFTH-7210 SEATF—%) .

16.6.3 BEEEZ BB (CHIT D AAFHHEE
EEESHERERE (I5< 2L T7F=VvZ7UYT7 I3V AL
30mL/min) 8flicAR+tE > % > & LT125mg#% a5 L 7-
DEYIFRE 2 R & B U7 MRS IR EBK48 R/
TCmaxlCEUTe R 2 DCrald EEBRAICH UEE
B REREE B TRIST%IED 5 7245, AUCq.old S L7723
ExR LIz, 8. BEKIBERIFTH 721213 (SlEAT—
7).

16.7 ZEMIEEER

16.7.1 ¥ 0RRU
fEEERAIC R > 4 > 500mg&7E BER % | H2|7.5H0 B RE
BE5 L, S5 Z70ARY UEMEER NS 7EEHN200~
250ng/mLTRET 5 & 212 1 H2E7.0HEftHRES L7z 5,
R vy VM GRBICHE LT, Y7 uxRY VHHTOR
EHGHORE YT O T 7 BEIH0RE. EFRETIIN
3~4fFIC LR L (Hn=8) . £/, Y IZHAKRKY LD
AUC) 1pld ¥ 7 a 2R VB 58 (n=9) LH#EL TR
Y& HREE (n=8) 1213 F949%ED L7z 149 19 (SLEA
F—%) . [2.3. 10.1 ]

16.7.2 JURVISER
R AL 2611 Rt >4 > & LT 125mg# 1 H2[E9.5 0 KE
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