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4. FHEER IR

O=MERE

OEMmMERVERREM#D 2 BIFERKICH T B HERRFME
BiE

5. FEEXIIRRICEET 2 E
(BMERVEARE#S 2 BERRKRICH T 2 ERFEBE)
WILE R &AW (RPTVTIV /2L T7F=vik
300mg/g VL 1) & G0EL e VBB BT B AKN O RNE R
UZEMIMHER I N TR,

6. HEARUVHE

(SIMESE)
HHL. AR VY YAk LT 25~50mg # 1
H1&O&S 3%, 28, i, FERIC X D BT
575 1 H100mg ¥ CTHETEZ 5,

(BIERVEAREZ D 2 BIFERRKICH (T B HERFMEEE)
AEE. ATy vy A AL L C50mg 1 H 1
RS- 5. B, MEMZEA%EDS 1 H 100mg £ T
WRTED, 272, BEOMERTEEZTBZLODH
% BEETI 25mg 2 LG E AT 5.

7. RERURAEICEET 5XE

EIERVEAREFD 2 BRERKIC 5 T 5 ERRHEEE)
RH %545, MG 7 L7 T = AEDE [ OBAAE & ik
LT30% (&5t Img/dL) BLEBIM L2206, KOSk
BRAR 28, 11 7 L 7 7 = AEO A B CTRAM L 72
PERERE T OHMER B DV S N2 aid, WD B\
Gk EETHZ L

8. EELXEANIE

(xhEE@)

8.1 —HMOMTRT (a3 v 7k, Eikigde, Tk
HEMED) 2RITBENDNDHLDOT, AHIFKG T EN
B (Pe5-Bgams - 2 B &, 2ot 0 A 1 A 2
JEDE=%Y) y I EETHI L,

8.2 BEREMERICHEDO L DTV, ALD0E0HOLbNLT &N
HHOT, WITEE. HEHOMIREER % P 5 F 2 5
e BBRICIIEESEL I &,

8.3 Tl 24 BRI G LW EE T L, TV VF
T vy v ISR G- o BF . RE R O Fird
CVv=v - 7y IF T 0 VROWHIERIC & % B 2 i
FEERTEEZTBENDSD 5,

8.4 KR x et T v kT vy v NSRRI S I F
NICH RSO EERITEELSD Sb L OWMELDH 5,
BT A 2 T2 5 % & BIZ % 5127w, BT
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(BMERVERBRE#HD 2 BERKRICE T 3 ERBEEE)

8.5 BliAH Sbhe T VDT, REFERGHIZEN x5
BIAAIE 2B &, 28 - A 1 AR (kA%
FEhid 5 % &S E T5IATO 2 k.

8.6 MiEH YA LAKRPMEZ LT F=v EABHSbh
RFTVOT, KFEEG L EN (F&5-RGE - 2 88 S
b ORER AT REE) i A ) v A E R O 2 L
TFZMEDE=Y ) Y TEETHI L,

. BENEEEETIEREICHTIIE

A AHHE - MEREDH 2 EBE

A1 ERMBEREEOS 3 BEXIFBETCBEHREED
HBBEE
BRERPLEELVEH SN EE R E, IS
%2 &, B OB R RERIK S BEOETIC X ) Skt
B BALS D BENDD B

9.1.2 mH U LMENEE
BRERPOEELZVEHM SN BE R R E, I8
LBl WAVY AJEZMESELBZNADH 5,
T, BERERERIE, o b — VR ROBHRRS X D I
BHY) Y AEDSEL )R T VEZ T, MEH Y Y Al
BT AL, [9.2.1 BR]

9.1.3 BIMEEENDH % EE
HWEOBESMMEA 2 ER L, WEZELSELB2
nAdH 5.

9.1.4 BEAREFETOERE
AHN O ZH R SRG L, BRT 2553 k4 47
ATk, —HEOMERTFT2RETBZNLDH S,
[11.1.5 B

2 BiSEEERE

2.1 BEELBHERE (INEFEI/L7F=> 2.5mg/dL M
L) nsHsEE
BHREZMO T2 EMEICRG T2 L. B Y AME
BHobhedv, Tz, BHEOEAIRE ZBEL)
55, [9.1.2 BH]

9.2.2 MKBHFDEE
RO H MR SHE L. WET 258135k 147
Ik, —BUEOMEKRTZEZTBENLTD 5,
[11.1.5, 16.6.2 Z:Hd]

9.3 FFieEEERE

9.3.1 EELEEDH 28%

BHLzwZ k. [2.3, 9.3.2 BHd]

9.3.2 FEEBER I ZDHRENH B EE (L. BEEL
FEEOH 5 BEEKRL)

SHENC BT, EHERA & il LT - &0 7 L a—
VHENFREZ BE TR OV 8~ O HEEIRE L, o
W F VRN VR Y BARO AR EE S Z N ZE IR 5 15 %
DR 2 IS ERHT5 2 e DESN TV 5, [9.3.1 ]

A EEREEE T AE
9.4.1 IHiRT 2 FEEMD & 3 &tk
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HEHLILT v Vd 7 v ¥ v SRR ERA %2 HHE L. 15
W FrA R0 BB (RS, WHE - - BoBRA4,
FEE) RO SNIBPME SN TWAEDY,
RFNOFEG IR B IO A IS D Z 58 L TR
OV FBHEICHRG L, SR LR Eht % L
L EHMENLGEICOAEG T2 L, T 51
BARAIIETROFEFEICEET A2 L, [9.5 2]
(1) ARHFGBETIHR L TW AW E 2R T &,
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o HHICHEAS B LA, BB IS 2k
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ANBAFTAZERREEINTVD, Ty FOFEN RO
FLWIIC 10 ~ 100mg/kg/ H#x 5 L 72 B IZ B w T,
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7oy BB GHECREEOBARE D S, AR M
BB O A 5 5mg/kg/H TH - 7299,

9.7 /MRE2

NREZ G L LRI L T v,

9.8 SiE

9.8.1 —HRICAEHREPET LT 20 T, BEDIREIE
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JLiEZATH 2 ks

1.1 EXLEIEA

NAA TF7107x%2— FHEARH)

P, IR, J87T. SRR, WPULIR B, 4 Bpili,
FEERH L bNDEZ LD 5D,

*k11.1.2 MEMZE HEAH)
HE. VS, WEE, HTEOMERS b Ehnd b,
T2 B, MRS MR, RIS & L B A MRS A
HobNBEIENDH 5L,

11.1.3 2MFRIIBEERFR (Wb BHEAH)

11.1.4 BRE CHEARY)

11.1.5 3 vy, &M, BEEEX (WINHHERH)
W, MR, ERRNREDSDH S b -AIIE, EHIHE
PIRMEZ47H 2 &6 [9.1.4, 9.2.2, 10.2 HHH]

11.1.6 ERUHBABE HEA)

WiAR. B CK L&, MmO Rh I+ rae s b
AEREM L ARBGRIED S 5 b a1k, &5
ZHOEL, EUIZRAEZIT 2 b, F o, BESUTRUERE 12
X B AN EDRREICIEET A 2 L,

M7 AV LME BEEARD)
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BEEIT) 2 & FRWEETOEBZETH LD TV,
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BRI, EFORIR. WEA MR, 8, BERkREES AL
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14, BRAEDEE

14.1 ERZNEOXE
PTP @ D#EHNE PTP ¥ — P2 SW) LR § % &

IRET B L, PTP ¥ — FOEEKIZK ), BOFAERDS
ORI A L, B2l e B 2 L CHtRfKEo®
BhREHEERIET 220D 5,

16. RS
16.1 MmeEE
16.1.1 BEKRS

B AIC TV > A1) 7 A 25 KO 50mg % 22 1 [l
85 Lz3a, ad vy v BV IVR YRR O M4 i x 2
NZENIGH 1R R O 3 R T — 27 1E L, ki 2
R O AR TH Y. AR BIkD AUC (Ifi e i g ih
TR dadvy o 7/HTHo729,
16.1.2 R{E#®RE

EHEAC TV y > A ) 7 A 100mg %2 1 H 11l 7 H SRR
085 L2 A oMAEREEN S, gLy ¥ O H VR v ERK
DEHIEIZAD SN h o725,
16.1.3 £HFHIRSMHER

(1) Oy E> KEEs50mg [#H %]

oty KEES0mg [¥ A5 ] L=a2—0% V§E50mg % 7 1
AF ==X Y, RERAB T 48122018 (o
VE H) A LT 50mg) & ZBIERHCH RS- L. &5
A 54 0.25. 0.5, 0.75. 1, 1.25, 1.5, 1.75, 2, 2.5, 3.
4, 6. 8 J UM 12 W BRIk 2> SR L 720 LC/MS/MS 12 &
DME L7-aH vy v olSETREOHEB K U/NT 2 — 513K
DEBYTHY ., FalWEHN 2 17 - 72655, AUCE (& B o
YIEOZED 0% EHEX 2 log (0.80) ~log (1.25) DHIPHIZDH
). Cmax (3 0D %A log (0.90) ~log (1.11)
Ty Do, BIHRBTHIE ST 52 TOSM TR I ZEH 25D LT
W I EnG, WA OSSR S T,

(ng/mL)

—e— U )LF YKEESOmg! & 7 ¥ |

300 7 0 Za— 1Y Y EESOng
Mean +S.D.n=44

1
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h
i
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100 F_

0
0 12 (hr)

B
M 16-1 M4 (5t 50mg)



# 16-1 FWHE/ ST A—4  ($E 50mg)

WEINT A—F BEING A—F
‘éliCt Cmax tmax ti/2
hr/mL) (ng/mL) (hr) (hr)

gy v
K %€ 50mg |466.43+182.10(293.20£175.78| 1.4*1.1 | 2.1+0.4
[ 5% ]

—a—0a%

< pee 480.43+180.37|265.85+141.06| 1.3+0.7 2.0+£0.4
>t 50mg

(Mean=S.D. n=44)

MSEFEEE O AUC, Cmax 50/85 * — &1, BERE O
P AT O PRILENEL - e[ S5 O BRSF I & o TR 2T REMEADS
5o
(2) OYILE> K$E100mg [2H %]
oy vy KEEI0mg [ 4% & =a—1% »§100mg % 7
OAF—=N—=2 X ), ERART 24 8c2hzh 1§ (1
FIVF A YA LT 100me) % 22 B R 1P G- L. $%
LR, #8514 0.25. 0.5, 0.75, 1, 1.25, 1.5, 1.75, 2, 2.5,
3. 4. 6. 8 L UN 12 RN BB ERIR > & $R1fL L 72 LC/MS/MS
WEYME LT VS > OIMSEFREOHEB R UINT 2 =5
WBROEBYTHY ., HETIEHI & AT o 72458 AUCH ¥
DFIME D7D 90%ZHEX A5 log (0.80) ~log (1.25) DHIPH
12 1\ Cmax (&3 O F D #A% log (0.90) ~log (1.11)
Ty o, EHRBRTHET 2 & TOLMTHHBEIH»EB L T
W52 END, WHOEY R FRSEMEAFER S Y,

(ng/mL)

700 —e— TV F YKEEI00mg ¥ 7 ¥ |

<0 22— ¥ Y EE100mg
Mean +S.D.,n=24
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0

12 (hr)
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[ 16-2 MmAEHiEEE (58 100mg)
7 16-2 W EHRE/ ST A =% ($E 100mg)

HE NG XA — 5 BHEING X — %

AUCt
(ng - Cmax tmax t1/2
hr/mL) (ng/mL) (hr) (hr)

aivy v
K %€ 100mg |915.43%310.71|686.86386.69| 1.4*0.6 | 2.0%0.5
[Hh%]

—a—u¥
> ¢ 100mg

900.55+296.63|715.84+368.82| 1.4=0.6 | 2.0+0.5

(Mean=S.D.,n=24)

MR REEIE N2 AUC, Cmax 0735 2 —F 1%, g o
IR AR OFRIUEEL - B4 O BRSAC & > TR 2 W hEYED
5o
16.2 DRIR

EHERAC TV F > A1) 7 A 100mg % £k M OVZ2)EiE 1 1 1a]
RO L7238, WIDUR I3 AR 1 5 I T L7228, WEo
RN TH 725,
16.4 X538

R AT YV y v A ) o A 25, 500 100 X id 200mg™ % 1
BRI G U723 A, e 2 I S A, EASHFIIC BV T EAR
WY THDEANVEUBIE (LI —VERO5-L FaF Y AF
WIEDOTRALY)) ARSI N DY,
16.5 Bttt

BEER ATV S v A A 25, 500 100 Xid 200mg™ % 1
BRI G LA, 5% 30BHIcoad vy v RUHh v
RUVBERORFIENFIEZZGEOZNEN 3.2~4. 1% 1L
6.1~7.9%TdH - 729,
16.6 HENDEREHT I2EE
16.6.1 BEEEE

ERRESE A A S BT RE RS, T vy ¥ A ) w7 A 50mg & A
1 RS- L2, G2 L7 F= o EEiz e a
7 VAN A NVER VRO T M IEEE (Cmax) KO AUC 1
KRERMEER LI, M7 L7 5=l 3.0mg/dL ML EORET
13 1.5mg/dL K ORI L TaH v ¥ ¥ D Cuax LT AUC

1324 K228, AVEVEEKRTIZ 1.6 KLU 2.0 0% R
L729,
16.6.2 B BE

ES MU SE 2 0E D BATRE S, O ILy A ) 7 A 50mg & 22
W1 RIS L3a. OV 8 ¥ O Coax L AUC 1ZWVF
BRI L AT T RO ERE S L R L Cay vy
VD Conax LOWAUC R ENENR 2 RO 3~4 5% R L
f:lo),ll)o

ERFICOI VY ek G Lzt & ab vy YRR Y
BRI ENICE DR SlEShewE EHREIhT
W12 (AEANT—%), [9.2.2 BE]
16.6.3 =

TR WS K OB IR S I 1, T vy v H ) v A 50mg % 22
BERELC 1 AR EOP S L7223 a, T v & > oWIGHREE K OV
Mo DWRIEIALN LD o720, HEwFTIEatvy v o
Cmax X O° AUC 13 RHE O 2 2R Lo — . HilEICH
BB VERVEEKRDF Crnax KO AUC X, FEF#H ICHERT
ENZENH 25 KO 271%DREE R WINTH - 7219, [9.8.3 B ]
16.8 Z Ot

YNy KEE2mg [ A% 1dadnvsy v KEE50mg [ 55
Z ] PR EDBALE LTHEEINLZ LD, [HFRHE
7% 2 RETEIBA O LY RS RBE T A Vo4 0] 123D
&, IR E I L2 & 2 A S KIS L WA E S
WS L B Sz,

) ARFOAKE SN2 1 EHEIZ 25~100mg TH %o

17. ERERELIE
171 B3RO RLMICET 25k
(S MEE)
17.1.1 EREERRER

B - P SE AR RN RS 2 G L L R MR ER
BOT, BERRICET 255 7Y v~ LA VR L ORSE
MHGEES ., aHF Ny v H Uy 20D ED LN T VB,
17.1.2 B MHRER

TYIVFT vy vEREES (ACE) EANC X 2 0MAE AT
LBBEENRL L ZEERLERB T, V) Y T VESEHO
ORI (71.7%) 1k, . FuzauF7 Y FeE58 (34.1%)
Fovadv g CBGEE (29.2%) XD AEICE L, gLy vk
H#ize rurzuaFs 7 Y FEGHELARETH - 7219,
(BIMERVEBRE#S 2 BFERRFICH T 3 PERFEEIE)
17.1.3 ER#ESE TR

IR [ 3B & LT oM S e “HE MR (RENAAL 3
BR) 2B W T 151361 (HARN 96 Bil% &) 2afii S iz, AR
BROFEL Y FRA ¥ M, iE2 L7 F= . KINEAR
4 (BN D 2 VIEEBIMOLES) LORRCOEAT Y FRA ~
FThoto TV rAY A (3276]) 3. 7FEE (359
Bl ICHANRT, BEATY FEAL Y MCEET2) X2 % 16.1%
BR (p=0.022) 872, &5, Ty U A Y T LHEREEC
BT, M7 L7 F = VEREHE T 25.3% (p=0.006). FKIIE
R4 T 28.6% (p=0.002)., KW A4 XIFIELT T 19.9%
(p=0.009). IfLi% 2z L7 F = VR UL RME A4 T 21.0%
(p=0.010) DY A7 ERAEDSNIze LY FREA ¥ MEKE
FETHHEERIC L B ERITOWTIL, BN THE %%
BARSNLD ol AREBRO R Y KRS ¥ M READE
b, FHEOBALE, LM R EORRERL O RO A
(OAENZ X B Abe, OFBiZE, MmATHEEM. WEH, ReEk
DMEZ & B AKX DT RIS XL B9EE) Tholze T
5NN A% FY 3 AEY LRSS SNAEFICBW T, REHR
AP T 34.3%ET (p<0.001) L7zo F72, a¥ vy rhy
YA E 7 L7 F = SEOM O X2 X 0 GRS B B
BEC T % 13.9% (p=0.003) LT &7 (KT i
18.5%. p=0.01)s —J. /DM RHROFERRHE KL O TEROB
BIYREAL Y ITIE, g g v H 0w LiEHRE (247 H) &
TR (268 B)) EORMICAHELEIALN L o72h,
MEARBEDS O LD a3 s I 2#HbabETwn
BholzlzbThb, BB ARRBRICBT 0% 05 v nY YA
DAEFEMIEIFTH D BITERIC X 2 IEBIOEEIE 7 T 2 KBk
LRI TH o 21D,

FIVERE 751 ) (HARN 44 Bl % &) W129 61 (17.2%) 128
DHNTze FAREWEHIE, OF V346 (4.5%). EA Y 7 Al
HiE 28 B (3.7%) AKHLE 19 B (2.5%). MEIJTHE /957 12 1
(1.6%) THolo T WEMAEMOREEE L, 1116
(14.8%) @B bz, ERBIKRMAMEORELEIL, Mk H
VA BRI (11.9%), Z L7 F=> L5306 (4.0%).
BUN E& 1061 (1.3%) TdH o729,

18. ZERHZEIE
18.1 fERR

TIN5 29 ) 7 AR R I S, 2 O— RS
FRAWTH LA NEVBKICEREND, Oy L RO
VAR VBRIZ, WIN S AW ATEWEATH LT v O T Vv



I (A-T) X LT, ZOZFERICBCTHRREMICHIL. B
JERN & J8 T %o

18.2 7o T2y B RFHERER

18.2.1 A-IZRKICEH T4 4 THMonTBY, oLy v &
AWK VBRI AT ZBER L EIRWISHEE L. A-T o4
R ZET 225 7 T2 MEHIRS 2w, 75 9%
S UAREETH S ACE (= —¥ 1) ICIFHPEOEEL K
IFTE N2,

18.2.2 EB#HY (7 v b) I A4 R A- T AE BOG % Bl
TZ)ZO)'ZDO

18.3 FEE(ERA
ORIy AT ARSIV BRI EITEBREES v
F2)20 BYEEIE S v 2D T EASIEA %20,
SIAE I EARFIE 5 v M S0 IME €7 VEIZB VT,
ME % F RS, MRk S b 2@ L2z ER R %2R . %
7o MUEO T RECHE D Do 8% 203, $e5-dikicte ) i
JED VYN v REGIZA LR wD),

18.4 BiRE(EH
TV y X B O IR 2 R DR S 2 SRERIRNE 2
T &2 LI L D RIREANOBRARN 2 W%HT 2D, F72,
ANVT MY MY UERMERIET v b (4 VA EAFVERE IR
EFNV) DO HRIGEA ¥ A Y IARAEERE R~ 7 230 5/6
YR T v DS BRI [ OFERE R TE O BB E OV BN
B R AR AR OB 0 R 2 S 5,

19. BRI T 2 ELERAMA
— WA VS ) T A
(Losartan Potassium)

1b%4 : Monopotassium 5- {[4'- (2-butyl-4-chloro-5-
hydroxymethyl-1H-imidazol-1-yl) methyl]
biphenyl-2-yl} -1H-tetrazol-1-ide

4513 Ca2HaeCIKN6O

s 461.00

K Ao REORKTH L,
KICHWD THETR T, A5/ =V XiEzy /=)
(99.5) WZHEITR TV,

(28 PP N WCHS
\

Cl N

HO
K
\

22. ‘@

AYILE> KiE2smg [2Hh %))
100 $& [10 §& (PTP)x 10]

(AOYILE> KEEs50mg [2Hh %))
100 $& [10 g (PTP)x 10]

(AHILE> KEE100mg [Z2H42])
100 $2 [10 $& (PTP)x10]
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