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PEEREAFA L, BICEFEIL2 B L CHIRRAS
DEELREHEEZHRTLIENDH S,

15. ZOthDER

15.1 ERER{EMAICE D EIR
BN TEBSNLZEZARICEWT, e RuryoaF7
VREHRESSN-BE T, EEMEROEBREE D
YRZBEINT 52 EPRESNTWE Y,

16. E4EhEE

16.1 MouEE

16.1.1 BEEIZS
BERAICOTILY >hH YL /e RozaaF7 YR
50mg/12.5mgz BEE KG9 2L, oYLy Y ROV
RUBRIE, FNPNEER] 4R O3. 7RI R E Mg
& (Crax) IZEL. HEFEH (te) 1.7%005. 8 M TIHEA
L7ce B FRRZ70uF 7Y ROMmEREEIX, &51%2.80
R TCmaxlTE L. t12ld7 9 Th -7 (£) 9.

= BERAICBI IOUYLY Y AYTL e RuroaF T IR
50mg/12.5mg % B[ERE#H 5 DFEYE R/ ST A —%

oLy > T L50mg,
t forouoF 7Y K2.5mg
- e Rrozon
(ng;“gu 291.0496.9 | 592.9%+137.4 | 95.9+20.9
(Tﬁ“ra; 1.4%0.8 3.7+1.2 2.840.9
(H;P}SO/’;L) 504.8+180.2 | 3674.14680.2 | 516.2+89.8
<tﬁ/rz) 1.70.6 5.8%1.1 7.9%1.2

n=I11. qzi/:]itgi%ﬁ% (Cmax\ AUC : %%{ﬂqzi’:]\ Tmax - gﬁ‘iyiéj\

tye * FAFIES)

16.1.2 RiEK®S
BEROFEEOREESMEERZ ICOTILY V7
UL/ RarzuouF 7Y F50mg/12.5mgz 1H1[E
4HERERZORS LR, mEFosiLy >, AL
RUBAEROe FarzouF 7Y Fowd hicb Bk
HEIZEBD SN 7219,

16.1.3 £MFHEISFEER

o9 )Lk REREHELD [NPI] & 7L 3% FEASELD
. JOAF—N—EICKDENETNIE (THLY
)T LELTOmgKkUe FarousF 7Y FeLT
12.5mg) REMABEICHAREEREORS L ClsEs
oYLy VBERCMERE RasaoaF 7Y NEEZ
BIEL. Boni-EYehE/t7 2 —% (AUC, Crmax)
WD WTHEEHRIT 21T\ W EARES M 2 EE L7,
OH Ly > TlE. AUCICO W TIIREEDO FEEDZED
0% FHEX R A%log (0.80) ~log (1.25) DEENTH D .
F720 Coaxl IOV T HE DO FHE O ZEHlog (0.90)
~log (1.11) o&EICHD. BO. [BREEREFOEY
ZRISEMERBE T A RS54 (PRR4FE2LH2H HAeE
EFH022956105) ] 12ht - 72 iEHRER CIAE ZE g A EE D
LTWAZEDS, EMENICEZETH S EHESN,
v roszous 7Y Reld. AUCK U Crall DWW TI0%1E
FEXEEIC CTREHRNT 21T - 724 2. 1og (0.80) ~1og (1.25)
DHEFENTHD. EMFHNCESETH S EHESNT,
PlEXD, u¥y Ly U EOe FuraaF 7Y RiZD
WTEMENRSEEOHERELHL-LTWA I Ly
5. WAL ZENRSESTER S Y,

9Lk REESELD [NPI)| 7L 3% MEEAHELD
.| BEFuZono . | eFgzuouo
oLy FPUR oYLy v FPUR
{gﬂﬁ AUCo-24nr 451.8%4 530.1373 440.079 542.4926
;% | (ng - hr/mL) | £154.613| £102.9519 | £133.835| +124.1182
a
)I( Chax 199.38 90.825 216.21 94.542
% (ng/mL) +99.70 +24.797 +107.16 +24.986
%‘ Tiax 1.68 2.77 1.65 2.95
A (hr) +1.00 +0.95 +0.97 +0.94
=
T ti2 2.42 7.91 2.22 8.14
5 (hr) +0.90 +1.55 +0.51 +1.50
n=22. P+ TRz
(ng/mL)
300
n=22, P+ EEFEE
% o oYLk FE&§HLDINPI
g 20 = 7L 33> MEASHLD
i}
.U-
%
g )
‘b;/% 100
4
0 of m
0 3 6 9 12 15 18 21 24 (hr)
e f
(ng/mL)
150
Juiig
% n=22, P+ EEMEFE
v o ¥l FE&FELDINPL
E 100 = FL 3%y MEEASLD
7
u
o
‘?.
7 50
v
r
b3
3
0 e
0 3 6 9 12 15 18 21 24 (hr)
R
MAEFREEILNICAUC, CraxFED/8T X — 1%, Wik
BEORR, (FRORINEE - BEFREORBEEMFICE -
TERLZZTEEPH S,
16.2 ORUN

16.2.1 BEDXE

M EERAICOY LY YL /e RayaaF 7 IR
50mg/12.5mg% BB ST 5 &, ZEREGIC Ty ILY
UL VAR VEBER O Rarua 7Y ROWT NG R
PRI ERRERR (Tua) 25EE (0.7~178R) L. av Ly
OIAFEFEE-REE TEE (AUC) IEED D >72HD0,
HILRVEBAR O RaraaF 7Y ROAUCHZFNENLT%
FORBE TR U725, BER ERTEE 26 WIEETH - 7%



100mg/12.5mg#% B BEERFOHRE L5 6. ZEERSIC
Rcav vy, HIVKRVEBAERe FozoaF 7Y RO
WIND TraSIBEE (2.0~2.805[) L. oLy, HILR
VIBRAR O FurauF 7Y ROAUCHZFNEN22%. 23%
RONBE TR U, R EREEE 2o WRETH 7217,

16.3 910

16.4

16.5

16.6

16.6.

16.6.

16.7

16.8

b MIBIFH0TLY U EROCHIVEVERAED MEEEARE
ERIZ, WINBORLLETH -7,
| PU3)7 oDuF7Y RO MIEEHEERIZNLT
Hor,
AEAICBI 209 ILY > ORRERIIMLTH - 7219,
X
EMIBWT, BT U EEE L THILR Y EEREAR
FHan, CoRBNITIE. FELTCYP2CONEE L7,
BTk Rarzuusr7Y FiIFEAERBI SN
oz, [10. 2]
HEtt
BERAICOTLY AU L /b RarzaoaF 7Y R
50mg/12.5mg 7% H[o#% #5448 M £ TIZ, ud Ly
V. WVRVEEROE RarzuouF 7Y KA, R
FNZENHEED3.7%. 7.7%K066.6% kS 729,
BEDERZHITIEE
1 BieEESEE
EHEEREL S BMEERSE (ME7 L7 F = EL.5
~2.5mg/dL) i[cud Ly AYTL e RusuaF Ty
R50mg/12.5mg# 1H1E7H B R ERZEO# S Loy
W 2 RO TRV BIEDCradld. BHEEEHBE ICH
R1.2EEL, AUCh x5~ 1. 75E»>72, e Raru
aFry F@Cmax&(jAUCOié&hrlix %h%‘ﬂ%ﬁ%ﬁﬁfbﬁ
BEDLMERU2.2E, BIVT I A% TH -7,
2 EEE
Ty L HIT L, b REZauF 7Y R50mg/12.5mg%
1HIE7AMREROR SR OTT LY > KU ILR B
OMIFFEEIL, EEHEEEI%L, e RaryaaFrY
FOTRRGIEE R E L EZ -7 GHEAT—%) 19,
ZEYMEE{ER
BERAICOTLY VAU L /b RarzaoaF 7Y R
50mg/12.5mgz B[EfEO#H S Lizgoad Ly >, 71
AUBAERCE FurvouF7 Y FomEREEIZ, &
AP EHBEENS L, oYLy e Ruroasd 7
VR EDEERN L HEMERIIRD SN -72%,
WBINCBWT, aP Ly v EVRXFI Yy, T ) NLEY —
Uy TLT 7Yy, PTFT, FhaAFV—ILKROIY R
oAy EOBEBEERICOVWTES LA, WITN SR
FRIREE 7 B R L EER ISR 6 i 5727,
Oy eV Ty oYy (REEERFEA) oMt
KO, gy Ly U RHIVAE VEBBEDIEERSHEL 2D, T
5DOAUCIEKIEAD Lz, iz, ad Ly 7 )0aF vy —)L
(CYP2CODBEHER]) OFFFEICED. HILR VEEED Crax
CAUCHEA L7725, ud Ly > OAUCITEML -9,
ZDfth
o)Lk REEESEHD [NPL (&, [&E0 84 5&E0EE
BIRIOAY RIS ERBR A A RS> ] IcEDIE, oy
Lk FECAHELD [NPI| ZiEHERIAIE Lz & &, BHZER
AEIE LS., EMECES & A SnY,

17. BRPRRGHE

17.1

17.1.

BWERUR2EICRET BHER

1 EMB_EEREEEER
HARAZWRE L _EEMITERRICBL T, oY
L&Y HY S L e RasaaF TS K50mg/12.5mg
FOHILy > HhY T L0mgE S KD S ERICEN K
FESRSERD 5Tz WEEZRHIERALSAG DS 5F
% (R5RHA I E A90mmHg R 1 12 X iZ10mmHg L &
T U7Z5ER]) &HIE S N7 REFNE 11261 (73%) TH - 720
%5, SEMEEICH T S IRIAMEOFHELEIT TR
DEBYTH-7z,

AAAIHRBREIME O PIIELE (SRR SR)
Pbo H12.5mg  L50mg hf:ozmgrﬁg

JEBIE 157 162 157 154
N—=ZA 74 YOIMES  1002(49) 998(48) 1008(53) 100.7(51)
(mmHg)
2
-4
H 6
P
H
g -0
12 F
44 |

Pbo=77 R, L=a¥ L& AU 7L, HEk FrronF
7YR

T EZGHMIEE OFASEATARE], 98 (FHEFEE). $&
NIFFME (95%CI)

o9y > HIT L L ROy aaF 7Y R50mg/12.5mg
PEREIN-BE CEBMREROBIERPHRESNT-O
1X15561H1461 (9.0%) THO. ELBIERILFENNED F
WSBI (3.2%). FD26 (1.3%) ThH-oloo £z, BEKME
BEOBIEASHRE SNz DIX15565226] (14.2%) T
HO. FREREEEORIERIE. REBENMEF (5.3%).
ALTHEMN, CKIEEME3F (2.0%). FHKRIMEREE D, ~~
Uy MED. ANEZTTE VED. ASTHEI. BUN#E
261 (1.3%) THh-7z.

g/ @Iy AL e RurzuaFr YR
SMgQ%%gwﬂW%%ﬁ$u\7atﬁaﬁﬁﬁﬁ
H o790,

17.1.2 ERS IBRESHER

AARANZNRICEHOL M 285 LS NEREIC
BWT, gy Ly AL /e RurauFr IR
50mg/12.5mgAM 5 & - BE TEMEEROBIER A
HE SN D1Z200612861 (14.0%) THV. F2EI(E
FISEROB (3.0%). FEIED 046 (2.0%). G~
a7, giE. BEE, BREEU (1.0%) ThHol
F7z. BRBEBEOBERNRE SN 701320005526/
(13.0%) TH V. EERBEEBOBIEFILREEE MO
(3.0%). ALTHANSH (2.5%). ASTHEAN. H1V w7 LD
ZAB (2.0%). FRMMEREGED. ~N< 27Uy MR E3H
(1.5%). BImEREEN. NEZue s, LDHE,
CK#EIN. FRAPRIMBRIGIES 261 (1.0%) TH -7,

17.1.3 ERENE_E5RHLEER

oLy ) A100mgE RAZICIIEDT > ba—)L
PR+ THoI-HRAARREESIMEERE 2 RE L
EIECEEHERBICBEVWT, gLy hyoLs/
v Roroos 7Y FI00mg/12.5mglxa+Ls > Y
7 L100mgi 5 LD b, HE58EEDF T 7 AT
MEHA R MRS IC. BRICEBNBEDRERL
7= (P<0.001), #¥58ERICHIT S b5 7 ARALIME
DR=A54 PO BZEITIRT? D,
aHILy > F) 7 L100mg TR RA 5 7 i i R
ERRELZRBTOFE NI 7RMIMEDR—ZF A
5 OENET (mmHg)

N=274 YOME | BHE58EROELE'
T oh Yy L WE | 155.0 (10.4) -5.4 (1.0)
100mg (N=170) RS | 97.7 (5.7) -3.6 (0.6)
BFLIAVTL/ERRTO) i | 155.4 (11.0) | -14.5 (1.0)
05 7Y F100mg/12.5mg
(N=166) § AR | 97.1 (5.3) -8.7 (0.6)

TRAONZRPIE (FEERE). T¥9E (FEFEE). § ETEHMHEE

DF ASEEHTN R

oLy Ha) L/ e RazuuF 7Y R100mg/12.5mg
PG SN BETREITERDP S SN 7-013166/]H164]
(QMJ?ﬁD‘I&@WﬁHm¢ﬁMEMWUQ@Q
TH-o7:2,

17.1.4 BAS IHE_EEREBEBRNR U RBIZSHER

YLy AIT L e RasaaF 7Y R50mg/12.5mg
ESGEMRAZICIEI Y O — LA R+DThH-o-HAE
NARFEM S M EERE 2 N RICEHZ 225 L5
MO —EEHE (SEM) 2B\, aviLy g
UL/ e RarzaasF 7Y R100mg/12.5mglaa+ )Ly >
AV L eRarzaadF 7Y R50mg/12.5mge T,
Fe 58 EEE OIS b T 7 AR RERILE TIXEIREE O£
PhERER L. BESER O N5 7 AAIE R IE Tl
FREOBEREEZR U, BESHEBICBIT 5PN
THMIMEDR—=AT 4 > EDE(LEFZRUTRT? 2,



%2 wHLyLAUTL L REZAEFT Y R50mg/12.5mg
THRATFLEMEEREZWRE LIZHBETOFEE -

T THMIMEDR—Z2 54 > H50Z(LET (mmHg)

R=AF1 Y OME | BE5SEFOZ( &'

BHLELAITL/ ERRT0 g | 151.7 (9.5) -6.2 (1.0)

077 Y F50mg/12.5mg

(N=144) JEEEA | 95.9 (5.4) -5.3 (0.7)

BYLEYA)T L/ CRRTT st | 152.4 (11.2) -8.5 (1.0)

U?—T“/‘FIOOmg/IZ.Smg

(N=134) § JEEREA | 95.1 (4.5) -5.0 (0.7)

TR/ANCFTE (BYERZE), T 7HE (BERZE). SFASHITTSRHA

g/, gLy oYL /e RuzuagF 7T IR
100mg/12 Sg D [ FEZD SR 1 e e UMK 3R 4 oL FE
1252 %L!Téﬁfﬁ‘%f”
_éafrﬁﬂﬁ (&EM) IcBWT, gLy HITL/
v rorvouF7y l~100mg/12 SmghE S s hi-BE
TEWER DS S N7z DIX13451 76 (5.2%) TH -
Joo HEEH] (52ERE) ICBWT, gLy HUILS
b Fuzuus 7Y F100mg/12.5mghik 5 S hi- B
TEWER DS S N7z D1Z265F1793261 (12.1%) TH
0. E2RIER LM REEEM7E (2.6%) & FRE M
ﬁiﬁ)ﬁﬂ (1.5%) ASTHEND. BNP# &34 (1.1%) TH -
722,

18. ETNEIE

18.1 {ERER
ARNOFRAES THAHATUFILY AL (BHILY V) I,
RBOBSHEDLPICRNEN, ZO—EPERBYWTH S
TIVRVEBRICE BRSNS, Oy v ROHIIVARVERE
. WIhBAEENEFME TH 7> V4T 1 (A
I) PERT 2ZEME (ATIZER) 1B TEWEME
ZRU. ADOIERZBIRICIETTT 5 2 LIc K DEERHR
ERET LY, oLy L LY T IVFT VR
(RAS) EHLSNTLAEL =V EBMEET VBN
TERLREEDREZR LD O, WICRASOES A D72 W E
L= UHESMEETVICBIT BBEDNRIITFNC EAHS
NTVnaY, —FOEEHRS THH RuruaF 7Y Rid,
FT7YVRLRDBEERIRETH S, E FurzunF 7Y ROk
FFRFFICELTIE, REEIC B2 MU AFIRINE
ERIC X A EBRMEERDERPEZ SN TVEY D, &
7oy e RazouaF 7Y RIZFOFREMIC Z DRASOIEME
R St

L7z >TC, a¥y Ly Ay oL/ e RarzauaFryy
RIZRASTEM(LIREE TER 2 BRENRE2RT OT LY
LRASZEER/LSE A FurznuF 7Y REDEEH
THB7:0. BT OHAKSIESEFRSICHE L L
DEE LI RERT EEZ S,

[RE/ER

HARAFRESMET v MIBWT, BRS5THhEEDREE
R (F9ISmmHEET) 2 RLA-HAEOUY LY v EH
MBS TIIBRENRENSRO NP> -HEOL Fu
uuF 7Y REHAREST ALY, ERLEENE
(#930mmHg&R) iR ohiz. HAKRSEICBT 5%
R RIS B SHOMRE B LARTH > 1Y,

19. BRI CRAT 2IE(EEHAR
—fREZFN gL > H YU 74 (Losartan Potassium)
{b#42 . Monopotassium 5-{[4"-(2-butyl-4-chloro-
5-hydroxymethyl-1/7-imidazol-1-yl)methyl]
biphenyl-2-yl}-1/7-tetrazol-1-ide
FF - CuHuCIKNO
& 461.00
IR HEOEREOH KR TH %,
IKICHEBD THTRT L AY =Ly ) —)L
(99.5) IZBETFRT L,
{b2EEE

18.2

—i&HEFE - & Rus oo s 7Y R (Hydrochlorothiazide)

{bZ4 : 6-Chloro-3,4-dihydro-2/7-1,2,4-benzothiadiazine-
7-sulfonamide 1,1-dioxide

7373 ¢ CrHsCIN3O4S2

SFE 297.74

Rl #9207C (0fiR)
R - BEOBEIIEREOHBR T, IZBWVIEz<, K
DEPITE N, 7“@%‘/&:?@7‘%»3“« 7+t l\:bu
IZRRBETIC LV KXUETH ) =)L (95) ICHED
THEFIZL KL, /1%}1/1 TIVIZIFE A ETBT 720,
IKEE(LF bV 7 LERIRICIBT %,
(bEmEE
Qe AL
.S So
H,N j@i NH
cl N)
H
22. I

(OYILE FECEHELD [NPI])
1005 [1088 (PTP) Xx10. E2BEFIAD]
500%¢ [108% (PTP) X50. FZMEAIA D]
(OYILE RECGEHD [NPLI)
100E [1082 (PTP) X10. #EAIAD]

23. FEk

1) FEREth, f, FEERAEZ. 2017 ; 47 : 1353-1355.

2) EERME. fh. EEIRBERHE ARIZEASMEE 2021 ;
29 : 49-54,

3) Rai A, et al. Am ] Respir Crit Care Med. 2016 ;
193 : A1890.

4) Jansson PS, et al. J Emerg Med. 2018 ; 55 :
836-840.

5) Vadas P. Am ] Emerg Med. 2020 ; 38 : 1299.el-2.

Perfusion. 2018 ; 33 : 320-322.
J Intern Med. 2017 ; 282 :

) Kane SP, et al.

Pottegdrd A, et al.

322-331.

Pedersen SA, et al. ] Am Acad Dermatol. 2018 ;

78 1 673-681.

5B I HEEZRSRE (L 352 ME 20062610520

HA&GR. HEERIEIZE2.7.6.3)

B IHERERSRE (7L 352 ME D 20060E10H20

HA&GR. HaEERE2.7.6.4)

HARSE G T3S A2 E S (N E R

REOFEHRE (7L I 52 MEEHEHD : 2013594

0HARR., BERES)

ﬁEéEE%@E%%%D%? (7L 2 %> ME - 20066E10H20

HAGR. HEEERE2.7.2.3)

Lo MW, et al. Clin Pharmacol Ther.

641-649.

BEEEEZICBI2EYERE (L Iy

FEI0H20H AR, HEErRME2.7.2.3)

Bl SR B L BEEERESE CORERSHR (L3

> MEE20065FE 10 H20H &GE . FHREERHTEE2.7.6.7)

ﬁ%—%%&v‘%%—%%ffﬁﬁﬂﬁﬁﬁ &AL T
BEHEOHZHEEROBEZEINTSU R (FLIx

/ M $E © 2006410 H20H #4&GR. HFE ERHEZE2.5.6.2)

FRE T OEDERE (T L I %> ME : 2006410820

H&GE. EERES)

BIH—EEMRLEE (7L 2> ME 2006510

1995 ;58 :

M E 2006

A20HZAGE. HFEERITZE2.7.6.8)
20) Saruta T, et al. Hypertens Res. 2007 ; 30 : 729~
739.

SEIERRSHE (7L 3 %> ME 2006610420

HAR. HFEEME2.7.6.13)

22) Rakugi H, et al. Hypertens Res. 2014 ; 37 :
1042-1049.

23) EINEIERE (7L 34> MEdE$EHD © 2013494

0H %R, BERES)

E+NASUEHAER@RHE. EIFE 2021 © C6326-
6335, C6319-6323

FEIFH RS, fth. ERE & R
Wong PC, et al. J Pharmacol Exp Ther.
252 1 726-732.

Shah S, et al. Am Heart J. 1978 ; 95 : 611-618.
Lijnen P, et al. Br J Clin Pharmacol. 1981 ;
12 : 387-392.

gLy e rarzaouF 7Y RERICK S EEE
(L3> ME D 20065E10A20H 4&G8, HFEER
ME2.4.2.1)

. 1994 ; 28 : 4063-4073.
19905



24, XpREERERUEVEDEE
HA#ER TERASHT ReEHR
T101-0032 FEETRHEKAEARIT2T H2E3S
TEL 03-5833-5011 FAX 03-5833-5100

26. BLERRTEEES

26.1 SHEARFETT

BARRIFRGASH
RRHTRERSAN2TH2-3



