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2. B2 (ROBHICFEBRELAWZ L)

2.1 KRIORH ROF T Y R REH Tz 0B W xF
O Y RHEDZIT + > 7 3 RFEBEK) 105 UBEIED
AR B 5 B

2.2 R SUAIEREL TW A RRER O & 5 0tk [9. 55 )

2.3 QWD TEWEE IEERITFBEDH 2 BE
[9. 3. 12:11d]

2.4 WROBEFE IMIGBH P OBEE [ AFOMENWHETE /2

[9. 2. 15:H]

2.5 ANBRLOBRE (9.2 25K]

2.6 KIEDOF R L - HU T ARBHSMICEA L TWDHEE
UEF B U™ AMLRE. AR 1) v A 5SS 0O R Je il 2 Ak X
HEBENNDH5.]

2.7 7UARFL > IRIVERERShOBREERE (L. it
OWTREET> THRABMED I hO—LAE L RED
BEERE) [10. 128

2.8 TAET L VERRSKIY (BIEICBIT 2 HMZIRICE S
WISER) #HEHhOBRE [10. 12H)

3. $ARK - MK
3.1 #8R%
HR7E$4 TIFTEEHEAP [b—") [TV FT7EEGHEBP [h—17]
HRE 79Iy > HRE 7V 2HILy >
lﬁEPOD .............................. 40mg .............................. 80mg
RS |HR EkosooFy Yk |HR EROyOoF7 YR
.............................. 12.5mg | eeeveseeesesesesenenee 12, 5mg
D-¥>=b—=)l, EROF>TOENBIO—-ZX, AT
W, AITABTINVIVBEITX TN ATTY
whEl (VBT AU L KERELE ROFSTOEIL R
O—Z, e70Ao0—X, @kF4>, xrod—)
6000, &)L, #Hta=_"g{tek
3.2 EHAIDMIR
WR7E44 TINVFT7EEHEAP [~—"7] |7V F7EEHBP [h—7)
PR - Fife WEAD T )V AI—TF 1 T8
Kk * FTIVF7 AP h—17 TIVFTY BP ~—1T
7| m FIVI 40 T2 80
L koyoo 12.5 L koyoo 12.5
x
SLE | =
U —
£ (mm) 8.6 11.2
JE& (mm) 4.2 4.9
B & (mg) 253 463

4. WMREX(IZNR
= M EAE

5. BhEENX(IMRICEAET 5FE

5.1 @ERIMEMTOBZNEND V. A2 SN EREDR -
RIEELARNT &,

5.2 [RAIE LT, TIVIHILY 40mg CHHERART G EITT IV
YL /e RarooF 7 Y Rd0mg/12. 5smgD#x 52, FILIH
V& >80mg, XiZTI)IVIHI)ILF /e RorzooF 7y Y R40mg/
12. 5smg T EAR T RGEICTINIVILY /e RoryoaF7
2 R80mg/12. 5mgDI 52 #Hitd 5 2 &,

6. RiERUAE
BRAICIEIELIELSE (VI Iy /e Rorzo0F 7Y REL
T40mg/12. 5mg X1380mg/12. 5mg) ZFMO&%ET %, AFNI &ML
JEIE R D —EIRIEE L THWRWN,

7. AERUARICEHET 515
IFREDH 2 BEIRET 584, FLIHLY /L Rkoson

F7 Y RELT40mg/12. 5mgEB A THREG LiznwZ &, [9.3.2%
i)

8. EELEANER

8.1 AFNZ. TIVIHILY 40mgdh 5 W\1WI80mgst ROy oo F 7
Y RI12.5mgEDREAEHITHO, FIVIPI)IF e RorooF
TR ORHWERAMNHEIRTH2BTNND 5720, BWUITAK D
HFHEZRHNTSZ &,

8.2 MiEVZ L7 FZ LA K NIMEREM EFDOBZTNNH S D
T, EMWICmE 7 LY F ook O nERBEOE=S ) > T
EEML. BEE ST T, (9.2 48]

8.3 AFKIDH THA e RarooF7 2 RIFEAHY 7 A MUE 2
T ZENALENTVS D, MEH)TLEOE=SYY > T %
EHIICE-BL ., BEE 2T 2 &,

8.4 AFIDRATHS e ROy naF 7 Y RIAEREEMEZFEH =
BTN DHSHDOT, AFLPITEMVICMLFEREBOES
H) T EFEBL, BRETSITD 2, MEREEO LS
BEINEEAE. 2OREISU TREOD L CEy) s
215 2 &,

8.5 [IEMEMICE DKM, IV, A6 DENHSDLNDI EN
HBHOT, BFEE. HIHEOBRSGERZ M HIRERIET 2
RICIIFEESES 2 &

8.6 FHpI2AMRRIZRELRWI ENEE LWL, 7O IF T2
O ZAEEPIHRG OB, MR OFRPCL = -7 2
F7 22 R OMEWERIC X 2@ ERMTERT 2K 2 3 gtk
»H5,

8.7 KK 2GR T VAT I ZRKRENARS P ICHFRED
BELRFREND SN EOWMENH LD T, FHEIEREZEE
WY BRE, BRETSICTY 2 &, (11 1. 63H]

8.8 AFIOFRMBII2MICH5DONB I ENDHBHDT, BIREL
F. BRI HFERET D &,

8.9 HHTH5E., BRELANDSOND I EMNH DO TEMN
CREETD 2 &,

8.10 BEELMKEENH S5OND I ENHHDT, EHWICHEZ
ET 5 REBLETHMTTO T &, (11 1. 9B

8. 11 W DKENFHICTHEREZ T, REOHERZRT 2720,
HERIICR 5T 2 2 ENEEL W,



9. BENDBERZEZETHEEICHT I EE

9.1 BfHHE - BEBEEDHIEE

9.1.1 WAIMEEIREDHSEERIIHBETBHIIKEDOH 5EE
BEEDDZERBVEHBINDHBAEZRE, FHITET 2 2 &,
B 8 DI RERIKR S IE DMK I & 0 20R I B HGE & L S
BEHBENNDH 5.

9..2 MFEHVIVALABEEDEE. BhV Y ANEDES
RIRLEDD 2GR VWEHE SN2 HEEZ2RE, TS Z &,
AHDEDTHBHTIVITIVGY 3. &H ) T AMEDEZFICTBN
T, BAVYAMEZBEIGLBTNNH 5, £z, BHHEERE.
O M= )VAROHERFHEICEDIMEAY I AMENE L LD T
WEBHTIE, MEH ) I AEIEETS I &

9.1.3 RMEEEDHZEE
BEOBRENKILAAEZF SR I L., REZELIEIBEAN
5,

9.1. 4 EELTHIRE(CEX (ZMBIRE(LEDH 2 BE
BEFIRDD 5o/ 5E, oM, Mz,
MAGZERRIEZBFT 2B TNNH D,

9.1.5 RAXIIHER. ABICHE. BEREOHDEE
ERERMAE, SMPEZR L. BE. FEREOBLSLHEME DB E
NNH %,

9.1.6 THI. BHDHZEE
BIRERRAND 5ONDB T ENDH D,

9.1.7 &AL U AMFE. BIFIKIFEEETTEEDH S EE
MEIN I e LREGDBZNND 5.

9.1.8 RiEEEFDESE
K> MU AMES 2RI TBINNH D, /o, HELBIERE
FOEBRETIE. TINITINYCOREEZDVEIOBIBETISZ L, &
HAMENK F2RITREINNH S, (11 1.3, 11 1 58]

9.1.9 KEEMEVIREOES
AANDOBEEER RS N5,

9.2 BiEREESRE

9.2.1 MEEHRFDEE
B LW &, AFOMRNPIF TSR0,

9.2.2 2HBRLDESE
BELRWZ &, BHGREZHICELI®EIBTNNDH D, [2.55
i)

9.2.3 IEY L7 F = AEN2 Omg/dL & B X D EHLEERESRE
BEEDDEZB/RWEHBINDGAZRE, HHETZ 2 &,
BHBE 2B S B2 BZFNNDH D,

9.2.4 BEEDHIEE
2%{VY%:yﬁL%&Um%Eﬁﬁhﬁwﬁ%hﬁ&50BJ
Z

.3 FFiRelEERE

3.1 BBAORMIEO TENEERIEELCHEZEDH 55
BELRZWI &, [2.3. 9.3. 28]

3.2 FEE. BEOHEE - FREDHDEE
FIVIHIY FFICHEHFFRICHEEIN D 72D, FIVIHILY >
DIVT T ABMKRT T2 END D, iz, SEITBWTHRE
EEETTINIVINY > OMFPRENKIZ~4.5E LRI &0
WEEINTNW3S,
tRozooF7 Y Rid, HFHEEEZERTL2ZENH 5. (7.,
9.3.1, 16.6. 1)

9.4 LJEREEETDE

9.4.1 1R T BATEEM D & B it
FEIRL TWA ZEMEIBINT Y > UF T > o AR ER
XF7ooF Ty o U2RERERFEERL. BT - HERA
DORE (BARL, HE i - BOBERAZ, HEEH) 1ED5N
F=BIHE SN TS,

AR OEHITHNLE, REEOFEEDEZE L TAFRG ONKE

PEEEEICRHN L. BELOAEWRENGERMEZ B S S HEEh

LEBICOHZEET D E, £e. BENDBEREEIIIROE

BEHIEETSZ &, [9.58H]

() AFEGEHBERNCEEL TWARWZ L2 ERT 22 &, A
BEhSH, FIRELTWEWI E2FMNICHERT 2 &, &
BRI L 281, BEhickEEdida L,

(2) ROFBHIZDNWT, KRAREGHARFICEFTICHHT S Z &,
Fro, HERHREIRCHHATS Z &,
R AR EFEA L 2 SAE, RIS -

FTUZRIRHDZ &,

IERAVHIBI L 7= O N DB AT, EHOMICH Y EICH
HKTDT L,
CERZEET AT, HMEICHRT D 2 &,
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PRI E BT

9.5 1F%

R XOIIER L TWBS RO & L EIci3 5 Ll &, #
B RACHIEA L - 8101, EhiciEE s s e,
ERF R ORICTIVNI TN D 2EQ T oo F 2 0%
RIREPHI LT > oA T > v DR MBEERER 2R G I N E
FTHAEDRE, RIZ - FAEROELE., FAEROKME. B4R,
EAY T AME. SEE O S K ORI AEIC & D & fEHX
NHMEEO MG EHEHREOFE, MOKEBEAEREND S bk
LOWMEND D, F7YRRFAITIIHAERIARITEHEEY IV
E g, M/AMRBAESZE IS END B, 2. FIRSE
WHD MmIEEREAD. MkERE 75 - BELRERDNH 5
NEZZENDH D, [2.2. 9.4. 1]
9.6 2713

BALLEWI ENEEL N,

FIIIHIVEY TR, BER (v ) TAHHABITTSZ
I TWS, £, BWER (v MER. HAEZD
FEAE TR OB OMEREICRE T 2 35%) D15mg/keg/ HEA D51
THARDAREGFELROE T, 50mg/kg/ H %58 T H 4 E K&K
BROFERFBEOBENRESN TS, ERoyoaoFy PR
3. E MEAHRABITT I ENHESN TV DS,

9.7 /MR
INBEEE R E U ERRGEBIS TR L T,
9.8 SE

9.8.1 —RICHMEDEEITHFEL <7mWEENTWS, NEIZEEN
BEI2BETNNDH 5,

9.8.2 TMABFIRIMBEREDOHMDZRL, BAK KMEFICK DL
H556H OFEN, KMEZEIT I LNDH S,

9.8.3 FRIOLEBETERED D 2 @i TIE MR RIZZ208 72 M
REBOWMD & MERIEZR L. NEES O MIEERIEZFHET 5
BENNRD %,

9.8.4 KF MU DTLAMSE. EAY T AMEND S5HNPLT N,

10. #HEEHA
FIVIHILY F. FELUTUGTE:# (UDP-Z)Lbrno /)L ko
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10.2 HHRAEE (BRICEET S &)

LielDo®mEND
%9,

A4 BERIEIR - B AT T - fERREF
SEYDEY TASINS LD SIS S i
:°j;‘—_: ~ “)EHL:J:D\ [fll “/‘ ?‘Z:Eﬁo
S¥LEl TF s kR

tERoryooFy P
R:eRorzooF
7Y RIZKDMIED
U AMEDKTFITX
DEBODIFH YU R
M iNa-K ATPase
IHEA L. DIUHE S
Wk & AREIRDE Z
5, XTFTT LK
;%ﬁ&@ﬁﬁ%m




PR

FRARAEIR - HEE TR

Wy - faBRIdT

A4S

FRARAEIR - HEE TR

Wy - faBRIdT

AU T LR FE R R
|

ISR RV -3; 3/

FTIIHIINE i h

INIVEY — )V 5 E

AL ST PR I FE AY 5 5

ERoyooFryy

% ERTBBENND | U LB A i3 INBIENDB. | K Ih5OEHD
2¥n/ss Ry | B WY BTN B D, o1 AR 400 6 48 I & R
MUY LTL % JERRIN T : B 1 B FIDREIE(EIC & %

DLIN [ RERIE D5 2 B BT HOA K ErosooFy v

<. =3

I e I DRSNS
BEEY T o R EH & O | R EIFIZ AT H LT S

RICED, UFUL| B0, FRUT LA T LA S LT
MBERITZEN |4 RBIZY FI L z =
WHEINTND, 1F >0l %R °
TrL0hbhTn’ 7I)La—)v erkozooFrry
. FILIFILE KA LR R 2
D2l NURVINN? i s F357)a—) &
ERET S L& D PEFIC & D R IEIF
VEZBEEASN I8 B3R S N 5 ] i
%, HA B %
tRosooF7y|eRaosooFyY HE7 > ﬁEYSymwm% tRoryooFryy
k:;p Rk, W K EHCBILUF JNTRLFYY |BHEITDZIENHD, | K FT I RRAIR
LBRFE, UF | L0 HRIE R TELFY S FHRTOBECHA | FIZRET I 105
A¢ﬁ&%ﬁ¢5_ L. UFYADIMH THEE. AFO—| T B M E D K
et BEEZEFIES RERESONE LR BEF I

FURBE A %%&@Fﬁ?%i.ﬂ%%ﬁﬁf%%& ERCRSY AEENTHS.
JOt IR, Ry |STBENBHZHO|ZFTVRLHEEICR VRIS L ROE | VRIS Y RGE |k kOyOoaFT Y
Ol AFT7 Y R|T MHREPSRE | L= SIS UE L DREBIERSE OEMENMEOR| Kt koyooF
s ERBL. BRTD| T3 BENES Vs Sy i | R ERRT S| 7Y RICK B miES

. BERBLIITD 2| AFIBEHLDT T LMD B, U AMEDE I &

[11. 1. 55:0E] LNy Ik N2D - ol

AT OA RMHL | RIREEBRALD | FLIFLY > T s o T T o att | i e e T

i (NSAID) WAL, BEEOH 02575202 G HERFONEZSR MBRTSHASN

HERETIIAEERE | EEEERICLD - °
EA L EHR AR | BNRERSE TS5 BEE(ER 26T 24 | MEEHZH®RT2 | e koyooF7 Y
Hrip 5. e EEZ 5N DIEFH E%Qﬁ%éo o Féﬁﬁ%@@im
BIEE DR EME |7 I LY > B -3HET A FIEAIO BB | S B EEMICE D A
) e T I T —rOsyRy > | RERTHIE, lgk’rﬂﬁﬂ’ﬂk{’ﬁ)ﬂ?
nctwa, 7Eé57;>>y i °
DamMEES NS AT UL F7YRAEAICEL| e RknrooFT Y
b:9) %E%@EE LR@ET7 N AOD—| R e RoyooF
I A 2 s & S AEH VT LML T Y Rick B AU
BEFEASNTNS SRR T B T &8 | APRIHE IS & (K
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ZNT74 2 ESY Y | F7YRREFEZIA | e RorooF7 Y & 1M JF giF ZTO., OBEITE. 5
NT42ESI DR F7 Y KRR 5O, a B
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1. =8lERA ﬁ;;” R Y
ROBWERD S 5bND 2 EMHBDT, BEEFHIITO, B Q%@g‘ﬁﬁﬁ~;
HIERS 5 N B AR 52 T 575 YL LEETS &, [ A Ly
1.1 EXZEWER # 1]
1.1, ME2E (A AST. ALT.
B, VS, VRS - WRSH, 5% ORI 2RIk & 5 M EEN B e Al-P. LDH
S, MEEEIRIESEC & 0 IR REE % ok U 76 b W S h T 5% o
%, Hee s
M.1.2 BAYYAME EERH) WHEE g, SR k. f
11.1.3 EF U S AIE (EEEAB) W SR Wi, WEHEH
BEE. BBRIE BR. W, EHEEESE kS EF )L S
MENRHSHOND T END 2. EEETHLDOLNLT W, [2.6. - 5 R mErL7F=> 5.
9. 1. 8] P i R B L
11.1. 4 BHSEERSE (0. 54T ISEREE (IS Y
AMEREER 2 LEFASRES TS, REAEN, KU 7Y
11.1.5 a3y, Kk, BiEEK WTNHHEEAH) TR ) Eiﬁaﬁﬂﬂ%% s
W, UL, EEINRSAS 5 ONEBAIE. HbIEYL DoAY
BES e, [9.1.8. 10,250 SRR
11.1.6 FREHEREE. BB (TN HEERY) —
AST. ALT. Al-P. LDHO® 3% DR END 5DND T & o %”Eﬁ,
NH 5. [8. 7] " . s
11.1.7 {EI0AE OB RB) \ s
B, SN BiF. FOBA. RHOIEF. RO, GEHEE 7 e, i
EMbosbi a3 sz2PIEL., EMUYLRMEZTTS Z &, TS EEAIN L [ﬁl?%j]
FERIFIBETOEETH S5 HLNPT N, WY ADLEREDE
M1.1.8 7F 745+ — GHEERD) A
IRk A, R, MRS VERE L Th b TN BER. 5. | A > 7V R R,
B%. e ERGHER, KT
11.1.9 BARRMEN, BOMEM (LWFHBEERT) [8.10% SR RERER, W
i) % WiiE, H 6
1110 MEMER. kM. BEPREAERE (TneEE L. B Rt S
) _— ) o WOLIE. W B
FEER, AR, IEORIRIEE, WX A A S BTN %, K WS ™ I E 2 B S E
BHEONDBIENBHDDOT, ZOLIBFEIHRGEHIEL, RS, KET Y
BB BRIV E A OB 5S0MYENERT> 2 &, /- & 7Y R —F A, LT
KOz OooF7 Y RRAB. o 5 R EI AN I S I g Es 8 WRFE S

SEBEREDFEIR L 72 & Ot Aid 59~

1111 SRR (B ARHH)
e, B, CKER. mARORPI AT 08 > LR ZRH
ETHRBUGRIIEN D SDONDBZENHHD T, ZOLDRY
BICWREBIZERGERIEL., BYRLEZTS 2 &,

11.1.12 2MAR. BARBAKRAE (W3 HHEAH)
SRR (T, BAKTEZED). BHERARNEND Sbh
L5ZENHDEOT, BWBHITOETORBEDBRENED SN
FHEIE#EEEPIEL., EONCRBMEOBREZITDLD.
BEICIEETS &,

1113 SEEEMMER BHEA)

1.1.14 25 MAREREOE/L (FHEAH)

1.2 20D EIER

S%LALE | 0.5~5%KMm | 0. 5%AIm BEEEAH
TCARBIBUE | 5655 TS5, CAME. L
B BCE I}*}}: e 8 PR S T
%
» IR& TR, HOELD

B I ER > bF B Bk b
Jiitkia A MREA. NE
JoE D, K.
2

12. BBARRERRICKITFTHE
EROzooFy Y Rid, BRSO 720 8% O miEPBIE & T
XEBIEND S,

13. BERES

13.1 fER
FIVIHILY > olmERA (640mg) &0, (KILF K CHARA
HobNlzEOMEND D, £, FEAOBERKH (I I
/e RorzooFy Y REEE L T320mg/50mg~400mg/
62.5mg) XX D, KIMEKR VD ENDRD SDLNZEDHREND
2o

13.2 W&
FIIHIY FMKREE S N/sw, £, FILIYILY i3l
WOBENTIC & o THREI RN,
RIMEAEE Z o 7235513, BMLIC S8, TA0NITERAER &R
iRz %59 %,

14. BRALEDEE

14.1 ERIRMFEOEE

14.1.1 PTPALE O HEFNIPTPY — WO H LU TIRHT 2L 5
BT BHZE, PTPY— bOBMKICE D, BENS A BRI A
FIAL. BITIIZFAL 2 2 U THEBREIR X% 0 BE LG OHE 2 085
THZEND D,

14.1.2 XFIZEBICRAL TWEEEIZ. BHABICRATS X
SHEBEEHEAD I L, AROEMTREIEFOFEELZ T, =
B 5 L2380, BREI0 b mMPiEENEL R I EAH
HINTHO, BHEADHKBT 2BZN0H 5, [16. 2. 25HH]



15. Z00EE 1) FILIHILE

WA TEMINEFMEIIBNT, e RoyooF 7Y REH (ng/mL)
HaINEE T, EEMRE R OF BHEED U 27 23Emd 5% 1500
ZENREINT NS 10, —o— : FINFTRAEHBP [h—7)
s = —— : 2O EEAHEBP
16. UM 12007 BEAFSD., n=T1

16.1 MAEE
16.1.1 HERS

WA B 7127 )L 90V 5 >/ RO O0F7 ¥ KAk E 21 o
RMEROZG LS, SIS RO ROyoaFy Y i
Rid, 2N 28541, 00-1. 508 T2, Q0IER 1T B i i 4% pr e i 12 3 ;;% 600
L. WH25RKBI18. 9-19. 8T N8, 49-8. B2MWFRI TS L 7z, HAI DI - ‘
ERIERIC, TV IHIVY > DCraxtd &R ILLL 11T L7 5 [ A58 ’
= = 11),12)
5Nz, 300 I8
AmE A FIVIHILY >~ ErROZooFy YK
40mg/12. 5mg | 80mg/12.5mg | 40mg/12. 5mg | 80mg/12. 5mg o
n=30 n=131 n=30 n=66 36 18 60 72
Cnax (ng/mL) 120(60. 3) 686 (75. 2) 66.2(16.7) 70. 8(26.9) e 5 OR¢H (hr)
‘?&CPQ Jmpy | 12600022 | 2070GL.0) | 507(16.9) 478(21. 6) HIE/ST A—5 BENTG A=Y
) AUCo-72 Crnax tmax ti/2
ty/2 (hr) 19. 8(34.9) 18.9(36. 1) 8.49(18. 6) 8.82(13. 6) (g - h/mD) | (ag/mD) o ke
tmax (hr) @ . 5(1)65_32‘ 00 | (. 5(1)'0(_)8 00) a. 02(;_(18 00) a 020‘_? 02) FIVFTERAEHBP [h—7) | 31301692 | 729.0+507.7 | 1.3040.85 | 21.749. 1%
B EEE (CVY) I IOCERIAHEBP | 30541570 | 796.3+542.3| 1.10+0.78 | 24.6+15.0

a) ARl (R M- A )
16. 1.2 R{ERS

BN ESE+S. D., n=71
¥ 1n=70

(M AEFF RN NCAUC, Cnax ™ D/NT A—F 13, #HERE ORI, Rk DLRIEE -
EEIE DB ST K o TR D IREMED & 2,

(2) eErOZO0O0F7 R

R A B FIOBNC TV I E /e kornnF 7Y Y RREkEE
OEPPERREENHER SN TNSTIVIYILY > 80meght &k RO
ronFy P N2, 5mgdE 1 H1E7 H 2R RO R E R 0 5 L

EBOTIIIHIINE R RozooF Y 2 RO B RIS HE A (ng/mL)
B SR T, H51HHKRUTHHDOAUCK UCmax? 55 140 4
HiL 22TV 2 0L 8 > OFRE (Rl +S. D. ) Li\%‘hf{h ! ——  FINFTEEHBP [h—17)
1.34+0. 423% U'1.50+£0. 783 TH D, L korooFry P KO 1201 -+ —— : IO EEAHBP
RIFZTNTNL 1120, 197K% 1. 10+0. 286 TdH o 72,1219 7 B +SD., n=24
S5 (n=10) FIIHINE > tkoyooFy PR 1001 ALy
Cunax (ng/mL) 501430 94.1+27.1 i
[ 80 1
LHE |tmax (h0)? 1. 00 (1. 00-4. 00) 1. 50 (1. 00-2. 00) b
AUC: (ng + hr/mL) 19701050 508+121 j% 60 1
=
Cunax (ng/mL) 506+ 182 100+28. 6
i tinax (hr) @ 1. 00 (1. 00-2. 00) 1.50 (1. 00-3. 00) 401
AUC: (ng - hr/mL) 23104737 5504105 2019
ty/2 (hr) 20.9+10.3 8.56+2. 02
P 00 : ‘ ‘ :
Fl T £S. D. 0 p 0 s 7

a) WO (/M- K A#)
B AICTIVIYILY >160mg L RorooF 7 2 K25mgh
EENENHEMICIHLETHMKER D5 L2 & & SO RERD Fe— P——
BE L EZOHEYBREZR LU SR, BMRk5% EpREE5% -
DIMEFRERBIITIVIVINY >, e RorooF7 I REBIT AUCo-24 Crnax tmax ti/2
HEILTHO. PG K B KNBIEAOF B 5k > (ng - hr/ml) | (ng/mL) () ()
7= GKEANT—%),19 FIVFTEAEHBP [h—7) | 583.74£115.7 | 109.0£23.2 | 1.65+0.60 | 8.22+1.20
16. 1. 3 EWFBI RIS R IO ERAHBP | 584.7+4149.2 | 107.3£29.4 | 1.88+0.63 | 8.39+1.51
(FIVF7EREEBP Th—71D B EEfE £S. D, n=24
FINFT7EEGHEBP [h—7) I FERSEBPE, 7O A — I 4% R PR EE A ONZAUC, CinaxBF DN T A —F 13, #ERE ORI, KK O ERE R -
N—EIREDERENEE (GFILIHILE > &L T8mgkUE kO RERF OBBRRFFIC & o TRIZ D TIREES S 5.
roOFy Y RELTI2 bme) EFERABFICHEERERRO#KLE L 16. 2 BRUR
TR FIVIHIN S > RO RO/ OOF 7 2 REEZHIE L. 16.2.1 fEEERRAICIMC-E RO/ OOF 7 ¥ KomgZ k45 L7z &
BENZEYFHE/NT A—4 (AUC. Cmad) 12D W T HE X 7% &, BE5RO60~80KIMLEN SRINI . FF /MG EERTDOIRIL
WCHEHRIT 21T o 72 TOHE, WI N Hlog(0. 80) ~log (1. 25) MEEFE TH o7 GMEAT—4),10
OHFENTH D, WA D&Y FHFR S SRR S N 16.2.2 BEDHE
ERER A B 73261 (FHEL6F) 2. TILIVIILY /B Roron
F7 Y RERE (FIVIVINF /e RosooF 7Y R4a0mg/
12.5mgk O FIVIHILY /e FaozooF 7 2 K80mg/12. 5mg)
EHEREOHELZEE. TILITIVY VIIBEKES TEERERE
I H AR tmax D B ABELE (1% 1 3. 00 N2, 508, Z2ighs 1. 25
T O 50850 Uy Cax/% FAUCo-1243 7 1F 4162% f2 129~ 33%{EK
Lize —F, EROZO00F7 Y R Otmax® FRE (B :2.00% K
2. SO, ZEfEIE @ 2. 25K Of2. 00KE]) 13 Tz, A%EE
BF D Cmax X PAUC)-1, B ZENERFIZ kN TENZFN13~15% K 3%
TIBRETHH=.10 [14. 1. 28]
16.3 9
FIIIVINI DTy bR bOMEEARKEAERIL. in vitro KON
in vivo EHIZILALETH > 12,19

B G ORsH (hr)




16. 4 {3

FIVIVINY 3 FEEL TUGTHRICL S 7V 7 0 BlaaIcE >
THR#EIN D19
tRoryooF7 Y RIZERNTIEE A ERB#ZZIT20.19 [10.
2]

16.5 kit

FIIIHINY VRRPIEEAEPRE NG, KREDIEH 2 7
LTIzt I 5, 20,20
tRozooFy Y RIIREKE U TRFIZHHRE NS, 19
FERERANBFLI0FNCTIVIHIVY 2 80mgfg L b Ko noF 7y P R
12. 5mg#E Z 1 H A7 H 2RO KER O G Lot ko s
OOF7 Y RORPHEIEIZ89. 35 TH > 72,19

16.6 BEDEREHTIEE

16.6.1 FHigEEREERE

JFHg b 22 BB PE B2 125 (Child-Pugh/>38A (4E) : 8%, B (F
HEY AR ICTIL 2 IV Y > 20mg Kk UN120met 2R 15 L
&=, R TR U Cnaxl34. 515 KR U35 < . AUCIKE2. 515 K/ T
2. M@ GAEAT—%).22 [9.3. 2]

16.8 FDfth

(FIVFT7EREHEN, Th—71D

FIVF T EGEAP Th—7] 3. FIVFTEAEEBP [b—T) %
WBIFIE U7z & &, IEHEEHNRS S MBS N, AP HEE
BHIRENT= 2D
1) AFIORBHEIZTIVIHILY >40mg/b RO oo F7 P R12. 5mgk T

IVIHILE > 80mg/b RO noF7 Y R12.5mgTh b, £z, IFHkaEmE
DHBBREHREGTIHEDOTINIVING > OBAEGRIZIHA0ME TH 5,

17. BRPRARIE

17.1 B RVORLHCET 5

17.1.1 EINEE TR
L ERERF ST HHER LOBMMARILZRETSHZEZ2HNE
L., IO RO ROorzooF 7Y REZHREICKDER
FHA RS T RREEGBRE U TEBL 2. FRITK
LD EBOTH oz, BN T 7 K BN IE5E i /& F B B

(mmHg) KROZEHEOIERMNS, FIVIHIVY /e ROorooF

7Y R40mg/12. 5mg Kk O FILIYILY > /e korooF7 PR
80mg/12. 5mgZ= EHAHE & U TEIRL 7=,

ok SR ke 5 T IEBMRDURIT | Rk 5 7 BRI
CRO/DUFE7 YR (%) METFE (mmHg) ME TR E (mmHg)
Ome/12 Sme 12.6 (13.9) 6.8 (7.9
4‘2:‘5@%‘& 1.8 (12.0) 8.1 (7.3
40mg/ 12. Sme 23.9 (12.4) 13.9 (7.9)

80me fme 16.3 (13.3) 9.7 8.2)
80mg/ 12. Smg 23.6 (11.9) 13.1 (7.9)

CEEE FEERZ))
FBIVEH OFBEAE. 750 REETL 7% (3/64%1), FIVIVILY >
/e RozooF7 YK 0mg/12. 5mg. 40mg/Omg. 40mg/12. 5mg.
80mg/0mg. 80mg/12. 5mgft Tl ZZh4. 5% (3/6661). 4.8% (3/
63f) . 9.4% (6/64%1). 6.1% (4/66%1). 9.4% (6/64%1) TH -7z,
EREWERAMED EFVKOFEEDENTHD, T IHFILY
/e RorzooFy Y K40mg/12. 5mght K (f80mg/12. 5mghiiz B
BRI ENOFHEHEN ST TENEN 4.7% (3/6461). 1.6% (1
/64010 . FEIED L ORBEEGIZENENL 6% (1/6461). 3.1%
(2/64%1) THo7z. 2
17.1.2 EIMNE MEEER

mEEREENRE L, —HERBMLEHABROMER, 7V
YLy /e RosooF 7 Y R4A0mg/12. smgDH FAHENGRD 51
7z EEIRBEDOHEIIREDEBD TH o/, TIVIHILY > 40mg
5T K O RNRAR TS 7R BRE - HSEAE O A REME & 1T IE R 1T T )L
IY)IVF /e RorzooF 7Y P R4A0mg/12. 5mg XiE T IV BV %
A0mgZESHMIR G Lz &, FIVI LY /e koryoaFy Y
K40mg/12. 5mgl3d 7 )V 2 B IV % > 40mglZ kb~ T AT 53R Hi 1 £ A3
454, TmmHg,  AAALIUHE B E A3 195, 6mmHg FER L. BANORE
FERNRDHER S Nz

R T T IEILE TR OSFEIME (GRARI K% GG

tkoyooryvR | 105
40mg/12. Smgfl A7

96. 9 9.7
(5.2) 0.8

PEBE M M (mmHg) U 1 ifL 1 (mmHg)
e il BHHIE | FREED | BERZEY | B5AE | FRREY | BEREY
SEEME | WM | BTN | P | BT | T E
(SD) (SE) (95% CD (SD) (SE) (95% CD
FIVIHILE > 108 97.7 5.0 147.7 8.4
40mg 5.7 0.8 119 | 1.2
— 47 5. 69
TFVIHNE Y/ (2.5,6.9) | 1487 4.0 | 2389

(13.6) | (1.2)

ARSI © K HINTE TIVICE D RN R T E

95%CI = 95%(5 X ]

a) BehGnuifae kAR e Lo e TV S<

b) p<0. 0001
¢) p=0.0010

FIWERORBEIEIE. TIVIHILE > 40mgHE 0. 9% (1/109%1), -
IVIH)IVE /e FOoronFy 2 F40mg/12. Smgif Tid4. 6% (5/
109%1) THo7z. TIVIHFIF /e ROr/nOF7 P F40mg/
12. 5mg#t O E/RFWERIZKMITEL 8% (2/10941) Tdh > 7.2

17.1.3 ERFE IHEEER (RERSER

HAANGSMEEREZNSRE L, THVIHIY /B RorooF
7 ¥ R40mg/12. 5smg Kk O FIVIH)L¥ /e koszpooF 7 P R
80mg/12. 5mgD52;8 DM 5 D& 1k R O3 2 Bt U 725G
B, AFEMICBET R £, TS /B ROosnon
F7 Y R40mg/12. 5Smg THRA T/ BFEICH L, Iy >
/e ROz oo0F 7Y Y R80mg/12. 5mgZ 5 U=k, HERE 34
B, ISR IM)E T8, 3mmHg f OV A f T F-#510. ImmHg
(EBHIZN=80) DEMFEZNFR) VHERI Nz, BEREED
WINTED SN0 Tz,
BEROFEREEE, TIVIHIIF /e ROorZoOF 7Y R40mg/
12. 5mgfET18. 3% (19/104%1). FIIIH)¥ >/ RorooF7
Y K80mg/12. 5mg#ETI313. 8% (11/80%) Tdh o7z, ERAEIEH
2. TIVIHILY /e RO ooF 7Y R40mg/12. 5mght TI3iF
Bk F 104, 8% (5/10461) K TMRRIIED £113. 8% (4/104%1) Tdh
D, FIIVIY)IF /e ROorooF 7 Y F80mg/12. 5smght Tid.
RIS F 113, 8% (3/80%1) . {FBEhIED F 2. 5% (2/8061) KU E IR
2 MKE2. 5% (2/80f) Tdd - 72,20

18. FapZE
18.1 {EF#F

FIIPINY DB ERMELERHOY > 472> (A-1) %
171 (AT) ZEEICBWT, AHNFENE TH HA-T ERRK
ZHEPL. ZoMmENHEERZIfT 2 Z SITk D BEERZFRB
T 5, TIVIHILY > OATIZAEERBIETE < (Ki=3. 7aM) .
AT\ ZBERNSEGITREEL 720, TV 2L E >1310~1000nM D
PEERPE T, A-TIC K DM MY 3 FRBIIREEA O ifin 8 1 B B
ZEERECE S ICBEI S 5 & IR R IHE 240~ 50%4M %3
5, EEAEEI200BICBNTHEERMSEHEMHEZ R L, 1E
MIIFRNTH %, £, TIPF 0 0REEFE THDHACE (F=
F—T ) 1T L TIIEEEEE T IR0, 20.28
ERoryooFy Y RZERMRMEICHIT 2Nat &Cl- ORI E
HMHE L. KO EEES T D, KB KEBZMLEEAOET S,
BRIEERE. WIHICIRBRIMAROE FIck 0. EMAICIE AR
BOPRIZLD EEZLNTNS, 2

18.2 BEEER

RETOBESMEERBES v b (SHR) ZHAWT, 3mg/kgd T
IWIYILY >, 10mg/kgb RO o0 F 7 P RdH 2 WEZ Dl H
ZOHMEEROHRG LGS OREERZBR Lz, T O/E.
3mg/kgD T )V I H)V & > BB O R E13% 550 Hi236mmHg D &
KEBEEERAZRLZ, EROZ00F 7Y 2 ROBEMZEGTIEHS N
BEEERIZED NN =N TIVIHIY > EOPHICKD
FIVIHIEY > OERZHS MM L., RARTEEMIZ53mmHg
THo7z,30

18.3 FlPR{EA

HEE R OBEMESHRZ W T, 3mg/kgdD T IV I HILF >, 10mg/kgdD
EROZooF7 Y RHDNWEZOMEZSHEEGEREO&KS LzE
ZEOFRIEAZERF LIz, TOE, 3mg/kgDT IV IHILEY > DH
M HICE > TIIRBERCRPBAEEE Nat, KM EKUCl) 12
ARERBRELZIASNRMNo /. —F. 10mg/kgdt RoryooF 7y
CROBMBEIZE ST, RE. Nat. KT KROCl O E MM D
S WRENNASNZ, TIVIHILY 2RSS LTH, BER
ozooFy Y ROFREMZASH., FIVIHILY ide Roy
OO0F7 Y ROFRERICIEEAEFE LMD 2,30



19. BHMESICET SBLEZNMR
19.1 FAIHLS >

Mg ?
N—CHs

N=,

N O CO:H
—
N )

CHs

—f4 : FIVI YIS > (Telmisartan)

{b2%4 : 4 - {[4-Methyl-6- (1-methyl-1H -benzimidazol-
2-yl) -2-propyl-1H -benzimidazol-1-yl] methyl}
biphenyl-2-carboxylic acid

53 T3 ¢ CasHzoN4O2

& 514, 62

MR AR~ MBEAORREEOM R TH 5. FRIETOTL.
Ay ) —=)NRFIZLK LK, T /=) (99.5) 1ZHidD TR

FIZ< <V KIZIFEAEBIT RV, HREENABD 5N D,

19.2 eRkAZARAFTR

SHe .
FEE 0, 0 O\\S//O
N “NH
Cl N

H
et e ko ooF 7Y P R (Hydrochlorothiazide)

(k24 : 6-Chloro-3, 4-dihydro-2H -1, 2, 4-benzothiadiazine-
7-sulfonamide 1, 1-dioxide

T2 0 C7HsCIN3O4S:

TR 297,74

R BEOREIIREEEOM AR T, ITBWIEARL, BKRITEN
IZEW, 72 R AORTRT LK, T FZ MIVITRRE
FIZ< <, AXIZTS =)V (95) 2k TRz <.
PIFINI—TIVITIEEAEBETIRN, KEEET NU T LA
FIRIIR T %,

s RI267°C (R

20. R EDEE

AR L THRILST 2 2 EH 5D T, mid - Sz BT TR

FITBHT &,

22. A%

(FIVFTEREHRAP Th—71)

10082 [10%£X10 : PTP, #1&HIA D]
5005 [108¢X50 : PTP, it&HIA D]
140%% [148£X10 : PTP, EEHIAD]
10088 UNT. BoEHFIAD]
(FIVFTEEHRBP Tb—71)

1008 [10%EX10 : PTP, #1551 A D]
500%% [10%EX50 : PTP, #4&%IA D]
14088 [148£X10 : PTP, #tEHIAD]
10088 NS, WBRFIAD]

23. XEXHE
1) PIEREAZD - EPEMEY: 2017 ; 47 © 1353-1355.
2) RN - BEVREPERHm AR ESMERE. 2021 1 29 @ 49-54.
3) Stangier J, et al. :J Clin Pharmacol. 2000 ; 40 : 1373-1379.
4) Makani H, et al. : BMJ. 2013 ; 346 : £360.
5 Rai, A ,et al. : Am.]. Respir. Crit. Care Med. 2016 : 193 : A1890.
6) Jansson, P.S.,et al. :J. Emerg. Med. 2018 ; 55 : 836-840.
7) Vadas, P. : Am. J. Emerg. Med. 2020 ; 38 : 1299, el-2.
8) Kane,S.P.,et al. : Perfusion 2018 : 33 : 320-322.
9) Pottegard, A. et al. : J. Intern. Med. 2017 ; 282(4) : 322.
10) Pedersen, S. A. et al. : J. Am. Acad. Dermatol. 2018 ; 78(4) : 673.

1D EYrerEEIERER (X 3 ERCEEE 1 2009454 H 22 H KGR, HIREE

BHEE2.7. 1.4, 2.7.6.1)

12) AW ArIFSE SR (X 32 CRLEHE © 2009F4H 22 HKGE, HEHE

FHEEE2.7.1.2, 2.7.1.4, 2.7.6.1)

13) e A\ ToEM R (ERE) (I 32 ERLEHE © 2009454 H

22HKR. HRTARMIE2. 7.2.2)
14) Young CL et al :] Clin Pharmacol. 2000 ; 40 : 1323-1330.
15) tHAEDRL | EMFRIRSFIEESR (B & 5EBP)

TX-7

16)
17)
18)
19)
20)
21)
22)

23)
24)

25)
26)
27)
28)
29)
30)

3D

24.

Beerman B, et al. : Clin Pharmacol Ther. 1976 ; 19(5) Partl : 531-

537.

BFROFERK (232 EEAHE © 2009454 H 22 H KGR,

32.7.6.1)

MRS SRR (I AT+ XA TRV 1 20024510 A 8 H KGR,

HEEEMEE .2, )

R (AT X5 7RIV 0 2002410 A 8 H K.

. 2. (5)

Stangier J, et al. :J Clin Pharmacol. 2000 ; 40 : 1312-1322.

FRIFRFIEH - 1A%, 2002 5 30 (Suppl. 1) @ S7-S32.

[ RERR RS S BhEsER (2 O > EELGEE © 200944 H 22 H K

A HEHERMYEDR. 7.3.4

tENERL - AEYrERSE RS Bl A EAP)

g %bk*ﬁé‘)ﬂlﬁf\’%ﬁ (ROEREHE - 2000F4H 22 HAGE. HFEERHYE
2.7.6.3

KiEtidEr (X O EREEE 1 20094FE4 H 22 HRFE, B &5 BRI 3

2.5.4.2, 2.7.6.3)

EUERR (X a2 ERGH @ 200944 H 22 HKGE.

2.7.3.4, 2.7.6.3)

Wienen W : Br J Pharmacol. 1993 : 110(1) : 245-252.

Wienen W : Cardiovascular Drug Reviews. 2000 ; 18(2) : 127-154.

B/ \KIE HASE S S fgani s, 2021 ; C-4338-4343.

%’?ﬁ%iﬁfﬁ%ﬁ (O EREEE © 20094 H22 HAGE, HIFEERHYEE

2.6.2.2

Eﬁ%fiﬁaﬁﬁ (RO ERASE : 2009454 H 22 H &G, HIFEE R

2.6.2.2

XEFERERVB WS DEE

A B M

BB 2

G B 2R

RS att FDIE > & —
T570-0081 KBxiF~F O HEMT2T H5%155
0120-108-932 FAX 06-7177-7379

26.

BIERGTEEE

26. 1 SiERRETT

RIMFEmFNE

RIRFEFIEMHEI2E 115



