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HFlcag Ly UL/ e RarzauF 7Y ReELT100me/
12.5mgDEE5EBEIT A5 &, [8.1 ]
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8.2 —EMOMEMET (¥ 3 v 7R, BEiEk. WIS 0k
) ZRITBENNHZHDOT, KERSHIIEHN (5
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V& ) Almg/kg/day /e Fu oo F 7 TR
0.25mg/kg/day~ua¥ Ly >4 7 L50mg/kg/day,/ & Fa
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5T &, PTPY— bOBEICED . LA EEREEA
FIAL. BICIXFEAZB I L TCHBRARAZEOEE L AOHE % 0
KI5 ENDH B

15. ZDHDFER

15.1 ERRERICE DB
WHNTCEMENTBZEFRICBLWT, ERarousr7Y F%
BEIN-BE T, BEMEXOCEBMED Y X7 A5
THIEPRESNTNAD 8

16. EYENHEE

16.1 MMHEE

16.1.1 BERS
EERAICOTILEY Ay L,/ FasaoaF 7Y R50mg/12.5mg#

BEROHSTHE, ad Ly O ROALVER VAR, FhEnEE5%
1A OB 70 IC e AR IR (Cmax) 13E Uy HEEEEE (t,,)



L7ROS8BMTIEA Lz, E FurouF 7Y NoMmEhEE ., &%
5#%2 8K TCmaxIciZE L. t) 51379 TH -9 o

BEBAICBIF209 Ly Y H Y7L/ RaraoF 7 Y R50mg/12.5mg#% BiEE O

BEROEMEE/ ST X -5

g LE > 7Y 7 L50 mg/
L foZouoF7 Y F12.5mg
\ v roroo
aH Ly v TR K FFPUR
(lfgf?;’i) 29104969 | 5929+137.4 | 95.9+20.9
T(fkfllra)x 1.4%0.8 3712 28+0.9
( AUCo 504.8+180.2 | 3674.1£680.2 | 516.2+89.8
ng - hr/mL)
(tfll/rz) 1.7£0.6 58+1.1 79412

n=11, P LEERZE (Cpaw AUC : BEAIFE, Thay P BHFFEL t, 1 BRFH)

16.1.2 RE#S
BIEROHSEEORBESMEERZ ICOY LY VY YL e Ray
oo F 7Y R50mg/12.5mg# | H 1B 14HBRERORS LR, miE
oYLy y, AVRVBEARCE FarzouF 7Y FOLWTICHE
BHRRD SN2 -7-10

16.1.3 &EFHNREEFE

(OYLE REESELD [YILNS] )

gL REESELD [YULNT ] &L Ixy NS EL D%, 7 a
F—N—EickDENEN 1§ (BH )Ly 250mg. k karouF7Y
F12.5mg) #EHEMAEFICHEERREERZORE L TEhEhomEF
RE(FBEZFE L, BoN7-EMBRE/$5 X —% (AUC. Cmax)
12DV 0% B X A I CTHEEHEMT 24T - 72 #EH . log (0.8) ~log
(1.25) O#HEANTH . WEIOEMENESEIER SN
gy Ly >y L)

HEINT A =4 HE)STRA—4
AUCqg Cmax Tmax ti2
(ng-hr/mL) (ng/mL) (hr) (hr)
ST
T EE SR | 4661 +154.6| 291941902 | 15209 | 21+05
S PN
ﬁ?f]f Y M | 450941303 | 257.2499.3 | 1.4+0.8 | 1.9+0.4
(mean +S.D.. n=24)
350 4
- 300 - —e— OFILEREAELDMILAS]
W 250 - -0~ FLEHUEAELD
¢ 2001
52150
& 100
® 50/
0
0
B M ( hour)
[e ForouF7Y K]
HERT A— 5 BERTA—H
AUCq 4 Cmax Tmax ti/2
(ng-hr/mL) (ng/mL) (hr) (hr)
SHIA
T B SRR 61152078 | 903+224 |24%10|7.2+07
S PN
;'EBZ YMEE | 60214907 | 97.7427.0 |23+1.0|7.0+08
(mean +S.D.. n=24)
120 -
i’
D100 -
™~ —e— O JLE FEETELD MNIILNS]
e —o- FLERVRESELD
o=
o e
O —
i
Ay B
B
&
g
0 : : : : : .
0 4 8 12 16 20 24
B M ( hour )

MAEFEEL ONICAUC, Cmax H0/ 85 X —4 1%, #HEEORIR, (AF
OREEE - BEZEORBEMFIC L > TRZAREENH 5.
16.2 IRUY
16.2.1 BEDOXE
FEAICOYILY > hY L/ FaszaoaF 7Y K50mg/12.5mg#z
BREET 5. BEBRSICHNTOTILY >, HILRVBER T
ForzuooF 7Y FOLThsEEmEFEERERRE (T, 2EE
(0.7~ 1.78/) L. a¥ L% > oI s NEE (AUC)
WBEBZDPSIBOD, HIVRVBARCe FaryoaF7 Y ROAUC
75*‘%)*175?17%&022%{&?L7:753\ fER EREE 5 WIEETH -
7-12) . 13)
16.3 '
b MIBUI209ILY Y ROAIVA VEREOMBEEAKERIZ. W
HOO%LI ETH -7z,
vRoryooF7 Y ROk MIEEAKERII22%TH 7212 ,
16.4 {3
EMIBWT, O LY VIZFEE L THLRVBEARBE SN, 2R
#TIZ, EE L TCCYP2CON S LT,
b hicBwWTk RarzouF 7Y RiRIFEAERE s h G -71212)
[10. 8]
16.5 HEttt
ERAICOY LY > hY YA/ FaruaF 7Y F50mg/12.5mg%
HEFOREH48BRIE TIC, adLy >, HILKRVBAEEROe Ray
1:11:1%)7"‘/“ RA, RAPICZFNZNIZEED3.7%. 7.7%RK '66.6%Fkt &
nrz12)
166 HENERZETHEE
16.6.1 BikEEEEEE
BaERE &S BIMESRE (ME2 L7 F=ME1.5~2.5mg/dL)
cav vy rhy L /e RarzauF 7Y R50mg/12.5mg# 1 H1[E
THRREROHRE LBOOY LY VRO HILVR VEEEDCpayld. B
FEREIEH BE ICHANL2MEE <. AUCoun 1.5~ 1.7fE&E» > 72, B R
02700 F 7Y ROCpa X PAUC payrld TNENBHEEERBED
LAMERO2.2ME, B2V T IV AR2T%TH 7214
16.6.2 SifihE
oYLy AR TL e RasaaF 7Y R50mg/12.5mg# 1 H1E7H
MREZROBRSHOTYILY VRO H LR VEBEREO MR EEL. FEE
EEERILRL, b RarouF 7Y FORRLIEEBE L EZN kD>
7= BEAT—%) 19,
16.7 E¥EE{ER
EEAICOYT LY YL/ FaszaoaF 7Y F50mg/12.5mg#
HEARO®RE LZBOOT LY v, HLRVBAERCe RarzaoaF7
YV ROMmFEHEEIL, SHEABRSREESZL, adlLyr ik Fay
unF 7Y REDOENERENLAHEER IR NG 5T,
WBIMNCBWT, YLy U EVRXFIY, T2 I NLEY =)L, TLT 7
Uy, DdF vy, A haFV =LKLY 20avA Yy EOHEENER
ICDWTREET L7245, WEnd iR ERRE & 72 2 Y BhRer 2 A B EF
BEROOSNEDP STz, BFLY Y EY T Yy (REEZEFEA)
EOHRICEY . Oy Y RUHILERVBEOEESELS 2D, Fh
S5DAUCIRIEA Uiz k7=, ay Ly v &7)La+y—)L (CYP2C9D
FHEAD OFRICED . HIVKR VBEED Chprax XK OCAUCHEA L7225, 1
Py OAUCIEIEMLZ 13
16.8 ZDfth
(OY)vE REESEEHD [YILNS] )
T Lk REEHEHD [T ] ik, oyl REASELD [V T ]
%ﬁ%ﬁéi&ﬁlt Liz& &, BHEHIFELL ., EYRNICRZEE AL SN
7z o

17. BRIREAR

171 BHUERURL2MEICET 555

17.1.1 EME-SSRHEEER
HARANZNRE L —EEMRIEBHEBICB T, oLy o h) s/
b Ruzoos 7Y R50mg/12.5mgid a4 Ly > 7 U v A50mgik s &
DL ERICENTBEENRPRD 5Nz, BEERAERA 1546105
SHEZ GLRHAMEA90mmHg A 1d 10mmHg L HER U 7-5EH)
EHIESNIERNIZI126] (73%) TH-7z,
OY Ly YA YA/ ROy und 7Y R50me/12.5mgh B 5 S iz
BETEMBEEROBERASHRE S NzDIX155FF 144 (9.0%) Td
0. FEaEERIZZEED ZWSHI (3.2%)  BD26 (1.3%) TH-
oo Fio. BRBEMEOBIERANRE S NI-DIX15561H22641] (14.2%)
THU., ELHEREEEORERIE. REEEM8H (5.3%) « ALTHEM,
CKEMAE3MG (2.0%)  RIMHEED. A~ s 7w MED. ANEF T
v iEd . ASTH#EN. BUNMENIEA26] (1.3%) ToH -7,
i, av Ly AU YL e RurzunF 7Y R50mg/12.5mgDEIfE
RHRERIE, 7T REFABETH-1217 .

17.1.2 EASE BRI SHER
HARANZNRICRADOZ 225 LS IHERBRICBVL T, adLy
YHYT L/ RurauF 7Y R50me/12.5meg s s hi-BETH
MERERORIER DS S N7z 01E 2006142861 (14.0%) THO . F
I EIWERNSEROB] (3.0%)  FEIHED £ 146 (2.0%) « AT Oy
7. BE. BRER, SREE20 (1.0%) Th-oiz. £, BERMEE
DOEIER P HE S N7z D1E20061% 26/ (13.0%) THD . FEEKE
EEORIER I REEHEMOH] (3.0%) « ALTHEMSH (2.5%) . ASTH
e 70T LEAEAR (2.0%) « RIMEEED . A ~7 Uy MED
£36 (1.5%) « HIMIREHEM. NEF 0 Ed. LDH#EM, CKHE
WL SRAARMBRFHES 26 (1.0%) TH-o7218)

17.1.3 EASE ME_SE5REEEEER
¥ ILE > 7117 25100 mgzRAZICIED > O — LA R+5TH -
TeHARAREESIEERS 2 MR E LABME_EERABICHE LT,
Oy LyAh) LA /e FarzuuF 7Y F100mg/12.5mgldad L4
>H1) 7 L100megk 5 &0 b BE8ER DT T 7 AAIGHE K O



IRBRIAIME S I, ARICENBESREZ R L (P<0.001) . #58
i@.ﬁ%)&:ﬁﬁé%’abiﬂ@ﬂ}f@ﬁ—xﬁ{ Vi OELEERITTR
19,

£l udLyraY 7A100mgf?ﬁ%7r+ﬁ&cmm1}—r$%{«ﬁ%{t Lz

HBTOFY b5 TRMMEDOR—AF 1 > 2 6DZELEE)  (mmHg)

h‘——}&_f{@%t
Bi

a4y 7Y 7 4100mg A HA -5.4 (1.0)
(N=170) #2) LR -3.6 (0.6)
¥y AL e RO VA HA -14.5 (1.0)
ZuauaF 7Y F100mg/

12.5mg R -8.7 (0.6)
(N=166) *2)

E1) BN FPE (R

1¥2) FEEHMIEE OF ASERHT TSR]

OHLYYAY YL/ ROyanF7 Y K100mg/12.5mgh 5 S
7 BECEWER SRS S Nz 0IL1666IF16M] (9.6%) TH-7219 ,
17.1.4 BRE IA—SE5REBE RN U RBIRSHER
OYLy U AYT L e RaraaF 7Y R50mg/12.5mg % SR
BICMET > b a— LA AR+5 ’(&ctEIZIK}\ZKﬁﬁI’SEmmll_Fﬁ%‘%ﬂ
RICREIZ %2 FHE L - S IHERBO —EEME (8EM) 128V T.
oYLy AL/ FaruaF 7Y F100mg/12.5mglda s L4
AU LS RaraaF 7Y R50mg/12.5mgé hRT . 58K
O+ 7 7 AAHNRIME TIIEREDRENRZ R L. 58EEED
S b T 7 AR T Tl L3 OB ERNREZ R Lz, B58ERIC
BUIFBF T TRMMEDR—ATA V05 DOELEHFE2IRT 1,

£2 UHAYYHYTL /L ROruuF7 Y R50me/12.5mg THER
+ounEnEERE 2 NRE LR TCOFE b I 7TAMNMEDON—ZF A

V5 OZE(LEE)  (mmHg)
2 58ED
Z{Lg )
=7 RNV < N U E A -6.2 (1.0)
ryuauF 7Y R50mg/
125mg LR -5.3 (0.7)
(N=144) =4
oyLy AYTL B RO e A -8.5 (1.0)
ruauF 7Y F100mg/
12.5mg HRERHA -5.0 (0.7)
(N=134) =4
f?E3) BN RTE ()

E4) FASEHTR A

/o, aY Ly AU YL e RazoaF 7Y F100mg/12.5mgd
FERDER . IHERA R ORI 4 ICS2ERIC B LW TR L2 19
“EEEE (ERM) 1BV, gLy AU YA e RarvaaF T
Y R100mg/12.5mgh %5 S iz B CRIWER RS S N7z 01213441
76 (5.2%) TH-7219 .

18. EEIE
18.1 fEARF
AEOBREHRS THHOY LY H YL (BHILy )
BEP NI SN ZO—HPERBEY TH 2 VAR VBIEICETRS
N3, TP LY U ROHILAVEREIZ, WIThbEHNEEMETH S
TrIAT YU (AL) PIERT 22EME (ATIZEMER) BT
BOLBAEEZR L. ADLOERAZERMICERT 22 & ICKVIEENRZ
FET B, gLy L=y - T IFTF % (RAS) AiEHE
(EENTVBEELZ VHEIIMEETFIVICHE W CERLREERREZRL 20

13, REOH/SE

D | #ICRASOBEGE D s WME L = VS UEE FIUICE T 2SR

BFHWIEBHShTWS2D  —FORAKS THAHL FuruaF

TYRE, FT7YRROBEANRETH S,  FurouF 7Y ROk

R ICE LTI, RMEICB T2 U 7 L ERIANEIERIC X 518
BIMEERPERAPEZLONTNS2Y  £/-, b RarooF7I R
2 ZFOFRIEFRICE VRASOEMR(L 2923

L7258 T RENIRASTE ARG CEB LB IR E 2RI T IL Y >~

CRASZEMILEE A FuruuF 7Y REDREGHITH -0, W

Eﬁiﬁlj;f){%ﬁﬁ%%tiﬁﬁﬁﬁﬁ%l:tt?i LEOBEELRENRE RS EE A
215,
18.2 FBE{ER

BEARRESIMET v MIBW T, B G THEE DR }—ii)j%(‘f‘JlSmmHg

&TR) ZRLHEOOY LY > EBEMGE TIREEDRPRD 5k
PolzHEok FuruuF 7 Y FEFRKRE TS LICky, ERL
FEERR (K930mmHgER) A520 5iz. ARG EICH T HIEER)
REISHMEEHOBREMBLERTH 72 2

19. B S ICR T 2 IBEZHNAR
19.1 OV ILIVAUD L

—RRHIZFR: TP Ly > ) 74 (Losartan Potassium)

{542 : Monopotassium 5-{[4’-(2-butyl-4-chloro-5-
hydroxymethyl-1/4-imidazol-1-yl)methyl]biphenyl-2-
yl}-1 H-tetrazol-1-ide
461.00
HEOREEOHRTH %,

IKIZHD THETR T XY ) —=)LXIETy =)L (99.5) I
BHFRT 0,

PFR:
DFE:
K

2 EETH

*

19.2 e ROZOOF 7 IR
—M&#I&I: t Fo oo F 7Y K (Hydrochlorothiazide)
{E%¥4& : 6-Chloro-3,4-dihydro-2/-1,2,4-benzothiadiazine-7-
sulfonamide 1,1-dioxide

SFR: C7HgCIN304S,

DFE: 297.74

M R BEOBENUIBREOMERT. IBWLIEEL. KIZbTrIc
o T ETRTL TR IS MU IITRREFICL

<V KRIZTZH ) —)L (95) IO THEFIT L, YITFIL

I—TI)UIFEAETE T2\ IKEE(E T MU 7 LERICIE T %,
{EEEEN : o
SN2 SN %O
S S
HoN )NH
Cl N
H
A = K2607C (9fR)

22. 9%
(OY)ILE REESEELD [YILINS] )

PTP : 1008 (10%x10) . 1,0008% (10$EXx100. EZ&HIAD)
(OY)LE REEGEEHD [YILINS] )
PTP : 100%% (10%£x10)
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