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AENTDF &) Z-A], FRAZFOEBEEEAIEOHTSZ &,
BHE, RN > 2 UL kY &L T5~10mgZ 1 H1[E
BRO#KET 5,
BB, Flh, ERICK OEEERT 5,
7=7EL, BEEZESBETIIYEIHES L T2 5mgh 5% 5%
BlIAT B Z EMNEE L,

7. RERVHEICEAET 5 FE

(& MEHE)

7.1 6L EO/NRICEEGTHHE5I2I3IH2mgE B 20w &,
[9. 7&:1@]

(BHLAE BE~PEHEE))

7.2 BEE TII2.omg SR G EHIBT S ENEE LW, [9.8.
16. 1. 2]

8. BEELREFHER

(RhaELiE)

8.1 MEMMICEDT<SDIN, S5DENHLDNDIENHDD
T, EPHE¥E - BBHEOERSERE S B E BT B
HEIEDZE,

8.2 FArAl24R I G Lisn 2 EE-E L,

L.REDERERAIHEELCHTIER

9.1 BHHE - BIEESFDH B EE

(MEEHE)

9. 1.1 MAIEBEIRKEDDH 5 EERISRBETBRIRIKEDH 5 EE
BREPDZH/BNEHENDHEZREMAITRET S &
B ML DA SRER IR A B E DR R I & 0 2B B iae 2 Bk
SELBENDD D,

9.1.2 BAYYAMEDEE
BREPODZH/BNEHM SN HEZREMAITRET S Z &
/o, BRREEE. 32 FOo—-)LARROBEREFICK D MG Y
T LAERE L ZDRTWEE TIRMEN Y T LAMEITEET S Z
Lo @MAVYLMEPERT 282NN H 5,




AYTREE (2)

@AY Y AMEDBEICHBNTE, &Y T AMELEBESE 2
BENND D,

9.1.3 WNEREDH 5 EE

WEDMER IR VIFEZELSEL2BENNDH D,

(S EEE)
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BHIIDBIOBBL., MENLET S ETHEE TS 2
&, VRS —EEOSMRNER T2 THENDH 5,
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BHIIDBIOBMBL., MENLET S ETEHEE 2T S 2
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11.1.3 2HBLRE (HEARH)
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%
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mL O : 20mg
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»
= S—
0 T | | T T T )
0 4 8 12 16 20 24 48
g (hr) (mean*SD., n=6)
fEEERE A, 10mgH [ 4% G-I
Cmax Tmax AUCo-co Tz (@) | Tiz (B)
(ng/mL) (hr) (ng + hr/mL) (hr) (hr)
BimfG |40.0£16.8 | 6.7+0.8| 636209 4.5+1.7 |33.7+10.3

(HIE % : RIAVL, mean=£S.D.. n=6)
16.1.2 RiE#&RE
(1) RERREEA
fRRERRABMEICY > 2 TU)V10ngZ 1 H1E7THMKEROEEG Lz &
EDEMBRE/NT A —F BLLFIIRTO,
fRHERR A, 10mg < 15 4% 55
Cmax Tmax AUCo-24 Tz (@) | Tiz (B)
(ng/mL) (hr) (ng * hr/mL) (hr) (hr)
iEHRS | 49.8+416.3 |6.8+1.0| 643+192 4.4+1.7 [39.2+15.8
(HE % : RINE, mean+S.D.., n=6)
(2) BHEEESNEESE
BHAEIER (IE2 L7 F= 21040, Omg/dL) R OVBHEREAME T (i
WL 7F =21 7x0.2mg/dL) Uil EEDREZFICY S T
10mgZ 1 H1F4~8HMRER ARG Lz & EDEYFEIINTA -5 %
DIFIIRY, BHAEK NEE CIIBHEERBECHRY > U
OPEMAGEEL ., MFEEN EF T2 EARBI N,

16.3 9%
MEFEAFEAR  10ng/mLEL EOJEETRI0% TH o729,
16. 4
AFNIEEATH O, 1ZEAERBEZIT RN GEAT—%),
16.5 HEt
EEPMRBIIETH O, RPICEELUTREBAEE L TN
510 HEATF—4),
B AN BMEIC U S 2 FU)LG, 10, 20mg % B (AN O 518 720 R %
TORBR PP RIZ21%~2T% TH 2720, B2 VT 5 A3 EHE
A B T100mL/minTdHh - 729,
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17.1 BIHERVLLMEICET R

(& IMEAE)

17.1.1 BRI 14858
AR, BYE - PEEARREN: I EE B A i RICAKI5 ~20mg % 1 H
1EN2E %G Uz & & 0ahE R L2t E T )5 71U )L2. 5~10mgl
H1E% G & U - —EE R Tdh 5. ARidBk OFIERFI k13344
BITHO, TONFRIIAFIBELTAG], TFF TV IVEEIT0FITH > 7=,
FRFESHEICI AR (TR LLEXOREFIER/A 2h % i
SEREIE) 1E. AFIEE6S. 2% (107/15761). TF 5 7V )L EE66. 0%

107/162%1) THV. FDHEIF2.1% (B%IEMEXH : —8.2~+

12.4%) THol.
AFIBETORIERRBRRIL. 5% (18/15741) TH o7z, F/REIER
W, BB (7. 0%) e OMEMEST R3S (1.9%) TH o7z,
X BRI E C20mmHg PA E S, 13~ 19mmHg O R Kz 1149/89mmHg LA
T2 R

17.1. 2 BRI TRES NZZ Dt OEEKRER
ENTEES Nz DMK TLH ®20ngE THREG I N/ EH]
TOAEDRIIRDEBY TH o=,

Bt - s AZhE (%)
— R AR 72.0
% - P AREA R M I EE D ) (RS (270/375)
— B R AR 74.2
% - hAEA R E I EE Y Y (BERES) (89/120)
— R R AR 79.1
BEE D il EE B 54301 + i % 5-2461) 19 (53/67)
— R AR 87.7
FEmSIMEE FIRAGEEG) 19 (57/65)

I Cmax Tmax AUCo-24 Tis2
(ng/mL) (hr) (ng + hr/mL) (hr)
e 8 45.1+4.5 5.5%0.3 614.0+52.4 7.6£0.4
i my L 1+4. .5+0. .0+52. .6£0.
T e 9 | 91.8+11.9% | 7.14+0. 4% | 1503.2+228.6% | 10.0+1. 1
K EHE

(I © RIAME, X @ p<0.01, mean=S.E.)
Q) NEEmMEFEES
B EDIFEEN B 56~ 165% AR D/NEBEZ2FICY > 2 T )L0. 1
~0.2mg/kgZ1H1E6 HMLL EEROREG Lk & ZDEYEHE/N S
A—=FELUTFIRTY GHEAT—%),

PR

" : Cmax AUCo-24
i n [ﬁ((% g}cgf)?%] (ng/mL) (ng + hr/nL)
o 4.7 570.3
b~12AH | 12 0-15 (34.0~58.7) | (420.0~774. 4)
- 3.5 549.8
12~ 16k | 17 0-12 (31.6~54.7) | (425.2~711.0)

(B « RINE, AT (95% (5K )
4) enBtireEas
R, RS mE R OB IO AR BEICY > T )Long
Z1H1ETHBRERO#ES Lz & EQEYFIEINT A -5 Wy
LY FZ2 007 5 AUTICRY, @B lbofr2RE BT
I3 R IR N AR (AUC) (MR e 4R35 1T LRI 2R U 72
Vo ) TUNBEI VT I AR LT FZ o075 A EEOHE
NRDHENEY BHEAT—H),

ILTF=ILTFE o

B ZUTIUANIIT T A Z. AUCo-96
critER) | 0| @l/min | L/nin) 7%5;5X (ng - hr/nL)
B0 Be51%
%%ﬁgf 6 [110.6+11.4| 110.529.8 | 47.5+8.3 | 526.2+77.8
%%%gf 6| 672481 | 58.047.2 | 20.8+5.0 |870.4+139.2
iR 1195. 9+

DAREEHE | 6 | 31.2+12.0 | 38.8+10.7 | 12.2£3.7

(77. 8%) 145.8

(HIE % : RIAE, mean=+S.E.)
16. 2 BRUR
PRAEFEIER DN & A 7= I ERIT21% ~27% TdH > 729,

([FR] LA EXOREGIE/ A B ME R 55150
X SEIE 208 E XL, 13~19mmHg D R 5 0X149/89mmHg LA F Iz k%
(BHLARE @E~PEE))
17.1.3 BRI 1R
AReBRIE. BOE - PR O AR 2B R S RICAAIOngZ 1 H 112
G U= 20RO ZetE TSR EBLZZEER
HGRB T h 5, AilBrORIEREIZ20451TH O, ZDNRIZAA]
BELOTHI, 7S5 B RBITHITH > 7=,
MU EEICBIT D %EER ([E] DL EORERIE ARk 561
) 13, AEIHE48. 0% (47/98%1) . 7Tt REE20. 9% (19/91%1) TH V.
D27 1% (95%EHIXM : 14. 1~40.0%) TdH -7z,
AAFETORWERFEHRIZ8. 3% (19/104%1) TH o7z, F2EHWEH
13, 5661 (5.8%). HF W3 (2.9%) K UEEmm2H1 (1.9%) TH o7z,
17.1. 4 BN TRESN=ZDMOERKER
ENTHEES Nz DMK TLHR®10ngE THEG I N/ fEH
TOWERIIRDEBVTH o=,
ENR. %
AR Rl RRR B 19 19
B G R520. 2
(S KL/ A 20 M R TAh st 411 550
17.1.5 SlMEICEIT LM
EN TEM S N B LA EEE TOEIHERKRD. 19, HITHER
BRI R VRS 53520 2012 BN T, 65k LA O E TORIMEM
FEHIERII27. 5% B6f1/13161) TH o7z, T DI BT5EL LD EEHE
IZEGINZHENIBABITH 0. S BEUAFICRITER ORENA SN
7z. T EDOEIRE OBWER OERE DL, %A%, I EK R4,
BIND L2611, 7L 7F > D LERIBIETH o7z,

18. EEZNFEE

18.1 EFR&R

AKENTT o OF T oL VERBRENET DL T VU T
UM OERRENHIL, FiEmEER EFULDAREIERZRT,

18.2 imMEERA

18.2. 1 AREMEIMEERFICHB T, TH1E2. 5~20mgH 51 X 0 M/E
OHATO T 4 =)V RUOEMIBICHEE 525 2 &7 < 24RM%E L
2B IERN R 5222,

18.2.2 EIMEBERRE T v 82 BEEIE S v b2 & OB & 1+
A X2 DN BN TEHAN DR ZBEERZ2RL 72,

KHER (%)
45.0 (50/111)
38.9 (14/36)




U 7))V EEMR%D
Dol MRS O L

18.2. 3 JAsHh B FEE & IfLE B AR FEIE T v MT
BELEEE, BEERZRTEESIC. K
MR DT 2 MH L 7220,

18.3 UL AR2/ER

18.3.1 Y IF 2 VA ERRANDZRE I N TN S EBELAEEFIC
U7 FY)IV2 5~10mgZ a5 L /= & & SEH AR, HFEEJHW”J\
[E. ERMEMEEFIOMK T RO MRE O ERL 7220,

18.3. 2 WEEIRFEZH B OARE T Y b, BRI T ZHBBRNEG Lz E
E, BEAREEIRNER R OPIARIRMER 2RI 2 h o 7228,

1833m@%#“&ﬁu?zv/bfwhﬂmﬁﬁﬁu&ﬁ
IEGNR ST, EOIROME 2R L7229,

19. B3RS I S EB{LZHIM R

—RAFR 2 U TUIVKFIY (Lisinopril Hydrate)
b2t 0 (25) -1- {(2S) —6-Amino—2- [(LS) -1-carboxy-3-

phenylpropylamino] hexanoyl} pyrrolidine-2-carboxylic
acid dihydrate

312 1 Caal3iNs0s « 2H20

it 441,52

PRI - Elé@fr*aali@#ﬁﬂif ENMTHRRBITBWAD S,

IZRREITRT <, AY =IO REITICKL, T4/ —
)]/ (99.5) ITIFEAEEHE TN,
s

NH,

Al 160°C (5

SBefR%E 2 0.0004 [pH7. 4. 1-F 2 % ) —)V/iEER#R]

22. A&
(O >4 Z§E5me)
100z [108¢ (PTP) X10]
(O >4 ZX$E10mg)
100z [108¢ (PTP) X10]
(A >4 ZX§E20me)
10082 [10%2 (PTP) X<10]
*23, EE Xk
1) FIEREA, 1 FEPESIES 2017 5 47 (10) : 1353-1355
2) FREEAH, M BV EERR AR AR 2021 5 29 1 49-54

3) Cooper, W. 0. et al.
2443-2451

4) Herings, R. M. C. et al. : Lancet. 1995; 345 (8959) :1195-1198
5) Tunon-de-Lara, J. M. et al. : Lancet. 1992 ; 340 (8824) : 908
6) HEYEE, i I EJAFE 1990 5 18 (2) : 525-547

T M2 ATE, fh o EREEE R 1990 5 23 (1) : 161-172

8) Hogg, R. J. et al. :Pediatr. Nephrol. 2007 ; 22 : 695-701

9) Gautam, P. C. et al. :J. Pharm. Pharmacol. 1987 ; 39 : 929-931

:N. Engl. J. Med. 2006 : 354 (23) :

10) Case, D. E. :J. Human Hypertension. 1989 ; 3 : 127-131
1) SRS, fit: BfrEs 1990 5 45 (5) :1031-1057

12) fRHE=ZES, fh: e &SRR, 19905 24 (3) :1365-1380

13) FRNHHS, M« HefiEs: 1990 5 45 (4) : 834-858

14) s, fil: SRR, 19905 24 (4) : 2041-2072
15) FEniienE, i : Bk S BF9E. 1990 5 67 (4) : 1209-1220

16) GAHES, b EREEER. 1990 24 (3) :1393-1406

17) fUxEE, ft: ZEEEEERR. 1993527 (13) : 5227-5259
18) WrEB—, i FEREEER. 1993 5 27 (12) : 4757-4776
19) FEEB— fth: FEEEEEER. 1993527 (12) : 4777-4805
20) HEFHZRZK, o Bk EWFZE. 1993 5 70 (10) : 3309-3320
21) KRR, fth: SEEEER¥E. 1993 5 21 (10) : 3727-3737

22) PUEPEE, o FEREEEEER. 1990 5 24 (3) : 1381-1392

23) BIFTFSRE, fth : JRAASEEL 19895 37 (3) : 285-295

24) REME, fh o OASKESEMRE 19895 93 (4) @ 225-234

25) FRESE, fh o HARSEEREMEGE. 1989 93 (4) :235-243

26) JII EfS, fib: JSAHEEEE. 1992 5 44 (3) :295-302

27) Stone, C. K. et al. : Am. J. Cardiol. 1989 ; 63 : 567-570
28) ILIFHETT, fih: JRFASEE. 1993 ;46 (2) : 89-98

29) Wollert, K. C. et al. : J. Am. Coll. Cardiol. 1994 ; 30A,

Abs. 845-160

24. XHEERAERVE VS DS
*D?‘%DDI%%‘tKﬁ BHEWEHOERDO
+530-0005 KWL tho2 E3-2-4
[oX8l, 0120-041-189

FAX 06-6121-2858

®)

26. BLEHRTEEE
26.1 BLEARFETT

HHFm L ERISHL

KWFﬁJEEEPZ%8>2-4

ov4 g (5)

DO

Vv

Naun

FREIR
tE 2



AY R (6)

@



