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12. 5mg. 50mg/12. 5mg. 50mg/6. 25mg. 25mg/6. 25mg % % 5-
L7-BRR R % & e,

12. RRBRERRICRETZE
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52 L, PTPY — R OFAARIC &0 | BV G AE F0 AN A R s~ i)
AL, FIZIFBRALEZ B Z U CHEBRIRR S O BmEE 72 & DHE & -5
THZERDH D,

15. EDHDEE

15.1 BREREERICE D <164

WA CEME SNEFFRICBNT, £ Rkryeed 7Y R
Bl ST BE T, FEHIIRHE X OB D ) A 2 2350
THILEPWEEN TN,

16. EMEIRE

16. 1 mepEEE

16. 1.1 BEkSE
EFERANICaYLZ ) UL,/ RanroaF T Y R50mng/
12.bmgZ HEIR O HT 5 &, v o RO VR VEER
I, FNENEEHL 4R OS. TR RS M B (Cray)
WHEEL . TR (tie) 17RO, SRR G L=, B R
nrzunF7 Y ROMPERREZ, BH5%2. SR TChaxlliE
L. tipd7. 9 ch 7= (k16-1) 9,

#16-1 fEERACB T 2a L Z BV DA/ B Rrson
F 7 ¥ R50mg/12. bmg % HLEIE O 5% OFEWBRE/ T A —F
vz h ) w50 mg,/
tkesoeF 7Y R12.5 ng
N B Ekrsnman
=0 H VIR ERIK FrUR
Cnax 291.0+£96.9 592.9+137. 4 95.9+20.9
(ng/mL)
Tmax
(hr) 1.4+0.8 3.7+1.2 2.8+0.9
AUCo- 504.8+180.2 | 3674.1£680.2 | 516.2+89.8
(ng * he/nL) . 8180. . 1£680. . 27+89.
ti/2
(hr) 1.7£0.6 5.8*+1.1 7.9%+1.2
n=11, VB EIEAERZE (Cpax. AUC @ AT E| Toay © FITFE),
tise @ AR
16.1.27 REHE

HRAE Ry QSR E80E OAREVE i I B E R E Icu L2 o U oL/
t ReZaeF 7Y F50mg/12. 5mg4 1 A 1[E]14 A MK 0 #%
S LUK, mighay Lz HVRUVBEER e Fa s oo
FT7 Y ROWTIUC b EREITRD LR o 7210,

16. 1.3 £YEHRSHE
(mH e RELGEELD T754K))
D) fdfEp oYL g
v REASELD T4 & 7L I v MidA#ELDE 7 v
AF—N—{FIZ LV ZnZEN1EE (BAESE : e LX)
7 A50mg, B RueZaad 7Y N2, 5ngaf) @ERk A\ B+
IR HEERE O RS LT e vy VIREZRIE L, &
LT ENEE R T A — & (AUC, Cmax) {22V TI0% (5 HE X
B CTHRERHIENT 21T o 7o RE 9. AUCO 3Pl o 5 oo 7=
M 1og (0. 80) ~log(l.25) DFIFHNTH -7z, £z, CmaxDxt
HAE DO EEIED A3 0g (0. 90) ~log (1. 11) TH Y, Ho, &
HIREBR CHIET 2 T X TOLEG THRMZFBNEEU TH - 72 2
Loh, WAIOAEY ARSI THER S W,
#£16-2 Y ILX L OIERYEIE T XA —H

HERT A—H BBIRNT A—H
AUC0*24 Cmax Tmax ti/2
(ng+hr/mL) | (ng/mL) (hr) (hr)
Y REAEE 451.9 199. 4 1.7 2.4
LD 54k +154.6 +99.7 +1.0 +0.9
A 440. 1 216. 2 1.7 2.2
Bl A AILD +133.8 +107.2 +1.0 +0.5
(Mean=S.D.,n=22)
(ng/mL)
300 1
—@— O LEREE A SELDI &4k
T —-O--- FLERUMRAHELD
250 -
Mean+=S.D., n=22
i}
#% 200
h
5
3 150
Z
~
7= 100
50 Hi
0 d% s ¢ . o
0 4 8 12 16 20 24
%514 OFR (hr)
X16-1 g o)L 2 s

2) Mgk KunsouF7Y R
vk FELASELD T8 &7 LI x> MNEGHELDE 7 1
AF ==L ZENENIEE (BEE : v x Y
v A50mg, B RazoaF 7Y R12. 6ngaA) @R AR T
IZHERHEER NS LTt e Resoad 7 o RRES
HWEL, o= pEne <7 2 —# (AUC, Cmax) 22T
90 %15 1 X A THRERHIENT 21T o 72 FE . 10g (0. 80) ~log
(1.25) DFFANTH v . WA O AR SEES TR S

7L:11)0
#16-3 b RurzuoF 7Y NOEYBRE T A —F
HIE/RT A—H BBINT A —H
AUCo-24 Chax Thnax ti/2
(ng-hr/mL) | (ng/mL) (hr) (hr)
e FELAEE 530. 1 90. 8 2.8 7.9
LD [#54K) +103.0 +24.8 +0.9 +1.6
A SN 542.5 94. 5 3.0 8.1
BLAAHILD +124.1 +25.0 +0.9 +1.5
(Mean=S.D.,n=22)
(ng/mL)
150

—@— OY LEREE S fELDI BF#K
—O-— FLIRVME & LD

Mean=S.D., n=22

100

50 | |

R\ NNOON D7 B3R

0 4‘1 E; 1 ‘2 1‘6 26 2L1
%5 1% OB (hr)
X16-2 M keszaaF 7Y RigE



MR IR L ONZAUC, Cmax®§E D /3T X — &%, #ERHE OFR,
@@@ﬁm@ﬁ-ﬁ%%@ﬁﬁ%%ﬁ;ofﬂﬁéﬁ%@ﬁ%
Do

16. 2 IR

16.2.1 BEOFE

(1) EEREmACePLE B Y TA /e Fasaad T Y Kong
/12.5mgx B% G+ 25 & BEREGICHEITrd LS
HNVRUBER P FuszaoF 7Y ROWEh b e iEd
REFGERRE (Tha) MBI (0.7~1.7FH) L, vy Lz
O I B R R R AR R RS (AUC) X R Dol b DD
HNVRUVEEEE e RazaaF 7Y ROACHFIEN1T%M%
V2% T L7e2S, Bk B E R bR WERETH -2,

D) EER Ao L Z B Y A/ B RaszoaF T PR
100mg/12. SmgZ BZ HIERE A& G L2546, CERE 52
ey HVRUVBERER O FezaaF 7Y Ko
AUH Trax D3 ELE (2. 0~2. 8IFH]) L7223, BRIR ERAE & 22 672
WIRETH - 7212,

16.3 &1
b MBI DaP g RO VR CERIRO R E AR
. WINH99% L ETH o7,
tkesonF 7Y Kot hiEEEMKASRIZRS TH 7219,
SEACBIT ALY v OSHEREIEAL TH 57219,

16. 4 X3
EMCEWT, BY A T E L TR EBE~RH S
. ORI, EE LTCYP2CONEE5- L7z,
bt hMzBW Tk FazouaF 7Y Rt A EREshinno
7213, [10. 1]

16. 5 HEit
HEERANCE L2 Y A/ RrsaaF 7Y R50mg/
12. 5mg % BAAIRE O & 5% 480 R £ TIlo, v H Az, ARy
Rk E e FaszaaF7 Y R, RPlZZERLERLKESED
3. 7%, 7. T% R %66, 6%HEME S 71729,

16.6 BFEDEREZHTI8E

16.6. 1 BigEEERE
BRERERE A L O B\ ERERE (G2 V7 F = ffl. 5~
2.5mg/dL) lZaH XY wA b RarsaaF 7Y Ro0ng
/12, 5mgZ 1 H A7 H B KERAKRE LzBoa Y2 o F D
IR VEEIR D Craxld, BHEER BFICHL 2655 <,
AUCo-o4nrt X 1. 5~1. TfE@Em o7z, E RazuauaF 7Y ROCu &
OAUCo-24nelE. TN ENBHEREIE W BE D1, A KL O2. 2%, &
YT T AI2TNTH » 1219,

16.6.2 =&
aYLE B s,/ RasaaF 7Y R50mg/12. 5mgZ1H
187 H BKER O #EEZ DOV Z v BRI VR CFRIEO nE
IR, FEEEE L EII R, e ResuanF T Y ROWIYL
b IEE R L FER RN 210 (HAEAT—H),

16.7 EWMHEEER

BEERANCeE LX) A/ RrsZaaF 7 Y Rs0mg/
12. 5mgZ WA OG5 L7zt oa vz > VR CBBRIEE D
b kasead 7Y NOMmBFERRET, SEARG% & 207
. m¥grie RazaaF 7y R OEYBEIRER /A H A
TEFIERED b e o729,
HESMZBWT, aP L F o e AF D 7o) N H—
b, ONTZ 7Yy, PIAxTr, Fhary— k) An
~A U EOMEERICOW TR LA, Wb B _ER
R &R D IR BRI AR IERR D B o 7210, mhr
Aol T7yrery (REEERFHEA) LofftRicky, =
P Z U ROANA CEEEOERNELS 72D 215 OAUCHE
B Lz, 72, oYLz 7atr v —n (CYP2C9DFHE
#) OPFRICE Y IR CERIED Chax e CAUCH kA L7223,
o L2 L DAUCIEEE N L7=19),

16.8 =t
(m¥ L RECAEEND TH54K)
vt NEEASEHD TA AR 13, TE AN H 2 5 R 0 [E T 5
DAEZLRAFRSGEERBR AT A R T4 > ) CERR244E2H 29 A AR &
FAEF022955105) ([THSE, m¥ e NELESELD [k %
FERERIRNC L & &, IsHEENE LS, EWFENICR%E L5
RENZ,

I\ 357
g

17. BERERRHE
1.1 EERURESHEIZET 558
17.1.1 SIHA-ETHREERER

HARANZXISE Ll —HERMERBRIZENT, adrg o0
VoLh,/ RazaoaF 7Y Ro0mg/12. smgld v 7Y
7 K50mgf 5 L b A BEICENTZBEIERENRD b, BT
ShFPIEBR A 1546100 5 BATS) (FEIE B L)E A390mmHg A 12 X
I 10mmHg A FAK T U7 R &HIE S = Eflik 11261 (73%)
Thof19. 20,

oY F oY UL/ RasaaF 7Y Ko0mg/12. bmghi#%
a7 BE CTHRMREIERORIVER 2SS S 7o iX1556] %
1441 (9.0%) Th Y, EREIEMITZEED E V64 (3.2%)
B2 (1.3%) Thotz, Fiz. BREMREMEOEER NS
SN D155 2261 (14.2%) THY ., EREERBRAM O
VERIZ. JREREEINSHE] (5.3%) . ALTHEMN. CKEEMA3%I (2.0%) .
RIMEREL A, ~~ b7 Uy MNgid, ~E 7 a0, AST
HEN, BUNSEINA-261 (1.3%) Thotz,

N = SV /B BV AVNDZ < N = /=l = 5 S SV N -9
12. 5mgDRIMERARELRIL, IR EFRETH T,
17.1. 27 ERENHRERBRESHR

HARN &R GIC R O 2% Rt L2 B IERBRIZ BV T,
o H YA/ RrZaad 7 Y Ro0mg/12. bmg s f
Ha& i BE T RMREERORIER 2N #E S 0122004
2801 (14.0%) ToH Y., EEIWERETHEReH (3.0%) . FHlhi%
HEVAF (2.0%) ., AEHT ey s, @hiE, BEK SRS A2
B (1.0%) Thotz, £/, BERREEOBIERNHE S =
D1F2006172641 (13.0%) THY ., EREEKBRAEMOBIER X
JREEE 6B (3. 0%) . ALTHEMSH] (2. 5%) . ASTHEEAN, BV 7 A
B &af) (2.0%) . FRIMERFEAE A, ~~ b7 U v MR #3461

(1.5%) . AMmEREHEM, ~F 27 v wd, LDHEEN, CK#
I, RAPFRMEREE IS 26 (1.0%) TH o720,
17.1.3 ERENH-_ETRLEHR

a3 T A100 mgx IRAZICIE=Z > e — LR AR+
TH ST AARANARREE @I EIERE 255 L L- %I &
SHRBRICBWT, v A e e saaF Ty
K100mg/12. 5mgiI YL &% > J U 7 A100mg# 5- L 0 &, #5458
HREOIE) b T 7 ANLIE e ORI M = 461, FEICER
T2BEE R AR Lz (P<0.001), #%58HEFCHITE Y ~T
THRMEDR— R T A Vs OB A F1T- NIRRT 29
F17-1 vz H Y 7 5100mg TR 443 72 i L E i B
FaEMRLE LR TOWE b T 7 AALINEDR—R T A )
HOZELEED (mmHg)

R—=2AT7A D | FESHEKFD

Jj]lEi’JFz) 'Eﬂii;“)

Ly ) oA | IEY | 165.0 (10.4) -5.4 (1.0)

100mg (N=170) ¥ | yraeun | 97,7 (5.7) -3.6 (0.6)

aYLEUH) L/ ILHERT | 155.4 (11.0) | -14.5 (1.0)
tRkesaeF7vR

100mg/12'5mg (N:166) ¥3) *}i‘aﬁﬁﬁ 97.1 (5. 3) -8.7 (O. 6)

D B/ ZIEEME (FENEAZE)

112) SERIE (FEHER #2)

7E3) TR H OFASHRAT I 5241

oYLy hY s,/ Rarzaaed 7Y R100mg/12. bmg 3%
H - BE CRERBRHE Shizoix1e6fH 1661 (9. 6%)
TH Y, EAREIVERIIM P REREINAF (2. 4%) THo 722,
17. 1.4 BERENIH_EEREBABRRUENREHAER

aY vy s/ Karsaad 7 Y Fs0mg/12. bmg% 8if
MARFAZICIE = > b a— VSR Th o 7= AR AR
I EAE B & G R 22 5 L7 B IMHRRO —HE
B SERM) [2BWT, udrFr I vh /bt Rason
F7 Y F100mg/12. bmglZ e Y& BV L/ b RurzoaF
7 ¥ R50mg/12. bmg & LT, & E8EKRF DY b T 7 AAATHRIR
Wi ECIERRBEOREMNRER L, HESHERFOWYE ~T 7
ALRT I I Tt B R OBEES R AR LT, #58HKRC
BIFDLEE T TRMIMFEDONR—RAT A b DOEbREEE
17_2g:ﬂ§@—22) . 23)o



F17-2 v LB B LA/ v RaraadF 7Y K50ng/
12. 5mg TRRAR 43 Ze i i EE B 2 x5 & LI2iRBR TV

kT ZHNLIEDR— 2T A v h DAL EED  (mmHg)

NR—=2A T A D | F58HEKFD
mEFFE) /73‘4[:5/?1)

Y AE AT LS| s | 1517 (9.5) | -6.2 (1.0)

tkrraeF7 YR

50mg/12.5mg (N=144) 0 | FE3RM | 95.9 (5.4) -5.3 (0.7)

BHAZ A TES | g | 152.4 (11.2) | -8.5 (1.0)

tkrraeF7Y R

100mg/12. 5mg (N=134) TE6) PEARH] 95.1 (4.5) -5.0 (0.7)

) BN " RERME (R )

5) FHIE (EHE R )

14:6) FASF#AT Xt 82451

Flo, v oV v A/ RazeaeF 7Y F100mg/

12. 5mg D FEERDFIE,  UHE A M OMIERE # ifn [ 36 1S 52 R 2 Fs 0
THHHeE L7222,
TEEHREY GEFM) BT, e r Y s R
7uu%7/kmmym5mbﬁﬁéhtﬁﬁfUﬁﬁﬁﬁ¢
ENTFDITLI3ABI TR (5.2%) THotz, EREH (52#R) 12
BWC, vy hV s/ Rkaszaead 7Y K100mg/
12 Smg’3 P G- I 7= BRE TRIERA S Sz 01326561 H132
1 (12.1%) Tov, ERpfEMA T PREEEMTHE (2. 6%) .
%RM@WWUUj%\ﬁﬁﬁbiw‘MH@MBw%M%S
B (1.1%) Th-7222,

18. FEshEE
18. 1 e
AAOEER T THLZaIALZ B TA (adLF ) X
RO EHBHECLITRIN S, ZO— R ENHTH D L
RUBRIZER S NS, aY L Z o RO VRCBEL, W
LA EYE T%é?//ﬁT///H (ATD) 2MEH
THZRE ATIZEER) IO TEWEFMEEZRL, ATOE
FAZ BRI T 2 2 SIS L W BRED R AT 529, o
NE AL, Lv=r TP FT v % (RAS) BNEMHILESH
TWEE L= WEiEE T Vi W TERRBEE R %27
L2, 26 HZRASD B G- 3D MK L = U EE UEE T L
I HBEDRITBNZ ENMBN TS, —FOBEIAS T
bdrebrkurzouF7 YRR, F7Y RROBEFRETH
5, ekarzuaud 7Y ROBEMFICEL X, REEICE
AT R Y D AFRISEMEIERIC X 2958 K AR 35
ZHBNTNDHM. 2D Ff- b FunzaoaF 7Y RiEZzoflkR
PERINC & W RASOTEMAL Z e Z 728
L7235 T, ARANIRASIEHEALIRRE CHE 2 B LR R A2 R =
P E o ERASEIEMAL S A RusaaF 7Y KOS
HTH D7D, Wips O ARG IX& EAR I L L 833
LRI RE R T EE 2D,
18.2 BRE/EA
HARFIERIMNIE T » MTRBW T, B 5 TS RT3 #
GR15mmHglR F) 2R LIZHEO oYL & & Bl G Tk
ENEPNBO LN HEOE FurzuenF 7Y K&0H
BTz EIck Y FWREEDR (F30mmHgX ) 25O
Tz, PEREGREICE T D BER R ILA B 5oz R &
R LAETH- 7229,

19. F2E5S BT 2 BIEEHMR
(AYILE2hYDL)

caY vz Y 7 (Losartan Potassium)

: Monopotassium 5-{[4’ -(2-butyl-4-chloro-5-
hydroxymethyl-1/-imidazol-1-y1) methyl]biphenyl—
2-y1}-1H -tetrazol-1-ide

: CooH2oC1KNGgO

c : 461. 00

(eFnspOF7oF)
—%4% v ReZuauaF 7Y K (Hydrochlorothiazide)

{54 : 6-Chloro-3, 4-dihydro-2H -1, 2, 4-benzothiadiazine-
7-sulfonamide 1, 1-dioxide
5312 ¢ CrHsCIN304S2
Oy 297. 74
PR - BRORERESUIREREOHR R T, B WIER<, WiE
ke te abg
7tkymﬁﬁ%¢<\7th:huwm%%ﬁwh
L ARXITEE = (95) IO TIEITICL <
/I%/V:E—T/l/ & A EEET R,
KEg{bT b U U AREKISERT 5,
Al m@?c (5 fi)
'ﬂ:‘ﬂ‘é‘*%]ﬂa:it : \\S// \\S//O
HaN" :@i “NH
cl N)
H
2. A%

(OY)LE FERREEHELD IE#1D
10082 [108 (PTP) X 10, FZIEAIAY ]
(BY)LE FERREHHD T&#D
1008 [1082 (PTP) X 10, RZEEFIA V]
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1) FEREAIED
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Rai A, et al.
A1890
Jansson PS, et al. : J Emerg Med. 2018 ; 55 : 836-840
Vadas P. : Am J Emerg Med. 2020 ; 38 : 1299. e1-2
Kane SP, et al. : Perfusion. 2018 ; 33 : 320-322
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Pedersen SA, et al. : J Am Acad Dermatol. 2018 ; 78 :
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. HEEEEMEEE2.7.6.3)
FBIMKERERR (LI x> ME 20064510 A 20 H 7K
R HEEEEHEE2. 7. 6. 4)
Fa—U U AT ¢ ARRESHAENE R

YL RECAEELD 454K - HD T84k o EW5nyE L%

MERRBRIZ BT 5 &k
BHEOZERE (LI % MEAHE : 20134E9 A 20 H&ER,
%ﬁ%%%)
13) BLA R OB (7L I x> MEE : 2006410 A 20 H &
. HEEEREMEE2.7.2.3. 1)
Lo M, et al. Clin Pharmacol Ther. 1995 ; 58 : 641-649
BEE R I T AEYERE (L Ik MEE : 20064E10H
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