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W (N) n=3
1 : O FF77VT—1F ;20% 0 TF @DKPIK (U7 hERT P UAR) 5 1.0%LL T




OxF 77U N< LA UEEESEIOmg INikP)  ai3E 40°C EY, KERZ]
ARERIE H 2y b PRI
<> He BH AR IRE 1% H 25 H 35 A
PR n=10
<HHEICERRAZB TS 590 | 1412801 | 9 TV OFEEE | 5 TWHkEOFESE | 5 Wk FEEE | 2 T Wikt FEsE
B o FEeE >
WiERE (HPLC =3
MERR (, ) n 1412801 WA Bk e ke
<W1>
mifE (%)  n=6 1412801 102.4 102.7 102.4 102.9
<3047, 85%LL >
@i (%) %% n=3
1412801 100.0 100.0 99.8 99.3
<93.0~107.0% >
ZEE) mE (N
(BHiE) f E M) 1412801 37 43 40 39
n:
1O FF7 7V T—1F;20% 0 TF @DKPIK (U7 hERT IV UAR) 5 1.0%LL T
X2 RARRIIKHTLEEE (%)
OxF T TV~ LA UEEESE10mg [NikP) @3  25°C - 75%RH [EY:, Bjk]
ARERIE H = PRATIAH]
<> He BH AR IR 1% H 25 H 35 A
Mk n=10 — N N N — . s
. T DT NI | T< T 0IIHEE | < bR
<HHEICEBEAT DO | 1412801 ey @;;wfﬁ% é;&(ﬂj o ,é;&@fj x
XD - - -
HipERBR (HPLC =3
PR (HPLC) - n=8 1 oeon T ERTT RS R
<W1>
WHIME (%)  n=6
1412801 102.4 . ) 2.
<30 4. 85%LLL> 80 0 97.5 96.9 92.6
&R (%) % n=3
1412801 100.0 99.8 100.2 96.4
<93.0~107.0% >
(BEM) #E (N)
- 1412801 37 6 8 10

%1 : O F T 7Y T—F ;20% 0 F @DKPIK (P4 hERT I UAK) ; 1.0%LL T
X2 RARRICKHTLI2EEE (%)

Bitgsh - K5

OxF T TV~ LA UEEESE10mg NikP) @ik 25°C - 45%RH, WYt [2500Lx, Bk
RERTA H = TR R
<HH > =) BAAE 30 77 Lx-hr 60 77 Lx-hr 120 7 Lx-hr
PESC n=10 R e L
< HHEICERRAZA TS 590 | 1412801 | 9 T Wk OHEEE | 5 TV ka0 FEEE | . ZHON, BEAMANE
MO FEEE > A0l OOENZFRD 7=
WEFRER (HPLC) n=3
FUERER (HPLC) - =3 | oeon Wh wh T e
<31
ity o -
miE (%) 06 1412801 100.2 100.2 100.2 102.0
<304y, 85%LL >
a8 (%) *2 n=3
1412801 100.0 100.0 101.0 100.8
<93.0~107.0% >
BEWE) WE (N
(B5H) f" ) 1412801 37 92 99 23
n:

1:D=FF 7Y F— b ; 2.0%LLF @DKP k(P4 hERT VUAk) ; 1L.0%F
M2 FURRITHT 5 EHH (%)




7. ARNERUVBREORELE
YL

8. FILDEAELL (MEILFMEIL)
AL
9. BHt

(1) WEHIBE

T T 7Y~ LA URIESE2.5mg INIkP|, =7 7 7 U b~ LA VEEEEESmg [NikP) K= FZ
TV N~ A CEEFE1Omg INIKP] X, AAERFEELERICED NI TFT T TV L~ LA
Feiise (2.5mghE. bmghe, 10mghe) DOFEHBUSITHG L TWVD Z LRI TV D,

GRERIKIZK900mLZ VY, 7S R/LEICE V. 50rpm CTiBR %179 ,)

TR
E FHLE PRF ] R
2.5mg 15 43 85%LA I
5mg 15 5> 85%LA I
10mg 30 47 85%LA I
(2) SR 2

<z F T 7TV = A CEEESE 2.5mg [NikP] >
BREHLOEMFR SRR A KT A > CERR94E 12 A 22 A E3EEE 487 SHIR)
AR A

HEE AR mHRBRE SRk

[Al#E% K O BRG © 50rpm (pH1.2. pH4.0. pH6.8. /K)

CHIE]
- pH1.2 (50rpm) T, BEAERLKI R OARMITE 1T 15 43 LINIC Y 85%LL Eiat L=,
- pH4.0 (50rpm) T, FEUERIEI R OARSIEE B2 15 LAY 85%LL Fia L=,

- pH6.8 (50rpm) T, FEAERIAFI N OURSIE E HIZ 15 0 LANIZ Y 85%LL EiAH L=,
- /K (50rpm) TIE, FEERE KL ORI E B2 15 43 LANIC ) 85%LL s L=,

Pk ARG O a8 2 RG] (L =~— 2 JE 2.5) & H LICfER, T X ToORBRIKRICHE T 1%
FE RIS DA AR FERER AT A R T A ) OHEIEEITES LT,
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(FA el )

BHE (%) pH1.2 (50rpm) BHE (%) pH4.0 (50rpm)
100 ' A e e - - e 100 A= == -=-
7/
80 | 80 | P
/
60 | 7’ 60 | 7
/ /
40 | —e— TS ANl EsEsE || 40 T e T T EEEEE
w0 | 2.5mg TNikPJ 20 | 2.5mg TNikPJ
— & — L TN—2%25 - = | TN 25525
O b L 1 L O b L 1
0 10 15 0 5 10 15
BEfE (430 B (A7)
EHE (%) pH6.8 (50rpm) EHE (%) 7k (50rpm)
100 | Am == 100 } A== ===
/ /
80 | ’ 80 | ,
7/ Fd
60 |- ’ 60 |- ’
7/ 7
0 ¢ e T UL vEEs || 0 [ —— TS UL 7L UEHESE
20 | 2.5mg TNikPJ 20 | 2.5mg TNikPJ
— & — SN 225 -4 = ZN—3§25
0 ¥ ‘ : 0 ¥ ‘ : ‘
0 10 15 0 5 10 15
BEE (49) BEE (4)
(n=6)

<xF TV = LA EEEE 5mg [NikP) >
BIREI L ORISR T A Ro 4> (R 9412 A 22 H  [EIESEE 487 BRIR)

RBR SR
il AARER S BEHRBRE S RE
[AIERE K OGBRIE © 50rpm (pH1.2, pH4.0, pH6.8, 7K)

CHIE]

- pH1.2 (50rpm) TiE, FEAERFI R OAGITE HIZ 15 53 LANIC Y 85%LL By L7,
- pH4.0 (50rpm) T, FEAERIFI R OURSIE E BT 15 3 AN Y 85%LL LA L=,
- pH6.8 (50rpm) Tid, FEAERFIK OATITE HIZ 15 /3 LANIC Y 85%LL By L7,
< K (50rpm) TiE. FEERIFIK AT E HIT 15 4 LAY 85%LL EIRH LT,

PILE, REOEHZEE 2R ERA] (L =~_—2§E 5) LHBLRR, T XTORBRKIZHBNT
FEEFE S DA FI R R AT A R T A ) OHEIEEITEA LT,

(B i)
BHE (%) pH1.2 (50rpm) BHE (%) pH4.0 (50rpm)
100 A===== w0 . ae-=
80 80
60 60
40 40

—— T35 ULl VERIESE
5mg TNikP 20

—— I ST A EEERE

20 5mg NikP |
0 L T = L= RS 0 L == L= 25
0 5 10 15 0 5 10 15

BER (590 B (50

e (%) pH6.8 (50rpm) Bl (%) 7k (50rpm)

100 100

80 80

60 60

40 —e— TS TUNTL T EE || 40 —— TSIl VEE

#E5mg TNikP
- = | ZN— A5

#E5mg TNikPJ 20
- =, =25

0 5 10 15 0 5 10 15
BFE (&) FrEl (4]

(n=6)
11

=



(3) B ENE 280 EERA O L) 7RO R 1R 9

<xzFF TV =LA RS 10mg TNikP] >
RN DO ERRA LY TFTHIRIEERBR AT A K74 Pk 184F 11 H 24 H  SERFAR
% 1124004 =)

AR
2EE - AASRS  BHEBE N NVE
[l %K ORI : 50rpm (pH1.2, pH3.0, pH6.8, 7K), 100rpm (pH3.0)

CHIE]

- pH1.2 (50rpm) TiE, FEHERIKI KL OARSILE BT 15 23 INIC ) 85%LL EiEH L7z,
FTo. RIS (15 47) 1T 2R MO 2 ORI, AR OFE R+ 15% O #iFH %
B25HON 12 FEF L{ELL T T, £25%DFAEZBZ D b DN/ -T2,

- pH3.0 (50rpm) TiE, FEHERIKI KL OARSILE BT 15 23 INIC ) 85%LL EiEH L7z,
FTo. AR (15 47) ICHT 2RO 2 ORI, AL O V% R+ 15% O #iH %
B25HON 12 EF L{ELLF T, £25%DFAEBZ D b DN/ -T2,

- pH6.8 (50rpm) TiL, FEHERIKI KL OARSILE BT 15 23 INIZ ) 85%LL EIEH L=,
Flo. RIS (15 47) ITHBT 2RO 2 O HERIT, AR O VE R+ 15% O #iH %
HZDHHON 12 P 1ELL T T, +25%D#PHAEZBEZ 5 H DN -T2,

<K (50rpm) TiE, FEAERIEIL AT E B2 15 3 LANIC ) 85%LL Evat Lz,
Flo. RIS (15 47) IZHBT 2RO 2 O HERIT, ROV E R+ 15% O #iH %
Bz 25HON 12 FF L{ELLF T, £25%DFHAEBZ D b DN -T2,

- pH3.0 (100rpm) T, FEAERLAIR OARGIX E HIZ 15 0 LANIZ ) 85%LL EIEH L7z,

FTo. BRAEERES (16 47) ICBT 2R OME 2 ORI, ARG OFLE £ 15% O #iH %
B2 5HOMN 12 L{ELL T T, =25%D#FHABEZ 56 DN -1,

Pl b, RO EE 2 EERE (=) 5 7 ) b~ LA URetEsE 5mg INikP)) &Ml L7-fE 5,
NTORBBEITITNT R D80 B RA O LW ER RSB T A N T A 2] OjE 1
CHE L2 Lnb, EMFIICESE & AR ST,
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(¥ HH )

FEHE (%)
100

pH1.2 (50rpm)

—e— TSI VEERE

BWE o)
100

pH3.0 (50rpm)

Y e THS TN TL A SRR

40 10mg T NikP) 40 10mg T NikP]
20 - =TFS V7L 7 BHERE || 20 - = TS5 F) 7L A VEHERE
5mg TNikP Smg T NikP
0 . ‘ 0 . ‘
0 5 10 15 0 5 10 15
B () BFfE] (53)
BEEE (%) pH6.8 (50rpm) EHE (%) 7K (50rpm)

60 60
'K—-—Ivﬁjwb?wf‘/@fgﬁ —— TSI 7L B
40 10mg TNikPJ 40 10mg TNikP
20 -t =I5 F)IL7L - BERE 20 -t = TS FUIT L EEIERE
5mg [NikPJ 5mg TNikPJ
0 i : 0 . :
0 5 10 15 0 5 10 15

B (59)

B (5)

FHE (%) pH3.0 (100rpm)

100 e 4]
80
60
—— T Tl SEEEE
40 10mg TNikP]
20 - =I5l VEHERE
5mg [NikPJ
0 . ‘
0 5 10 15
BFRE] (1)
(n=12)
10. &% -aX

(1) FENRELESR - AF. NEFRKRLESR - ARICHAT51EH
% L7
(2) A%
L<IFSTI)N=T LA UBIESR 2.5mg TNikP] >
100 & [10 $£X10 ; PTP : §z/&@AIA Y ]
L<ITFSFTIVNT LA UBIESE 5mg TNikP1 >
100 2 [10 #E X 10 ; PTP : & fEHIA YD ]
500 #& [10 & x50 ; PTP : #zfAIA Y ]
500 88 [T A5 NT - WIRAIAD ]
L<IFSTIYNLT LA UEIESR 10mg TNikP1 >
100 2 [10 #E X 10 ; PTP : & aHIA D ]
(3) PHEBE
% L7

13



(4) BHROME

1.

12,

W 7E4 PTP al#k VAL
TF T TN~ A
WiHidE 2.5mg [NikP) [PTP  : K UL E =17 LA, B
V=N RV T2 ()
TFIF TSI LAy (R — RYZ AT - TIAI=TFry S 7TUF
fetEsE 5mg [NikP| L RV ZF LT Ix—|iplihHl Vo
N A TEEM ARBERY T F LT 4L
TF S YN LA [FlRE U BT

fRiEdE 10mg TNikP)

BRI S0 5 RS
AR L

Z D fth
R REHR L

14




V. ARICEYSEE

1. BREXIEPHR
OARREME MR, BV A, B il rmmrr N I =
OTROIREET, v U ZBHA FRAEOERERRA 255 L TH a0 R0N80 bk n
AN

=

&AL (BE ~ 45 0E)

N

. WREREIHRICEHET HERE

5.0 8E I RICEIET 5EE

<BHEbLFrE (BE~PEFE) >

51 X &Y ZBH| FRANEDEFEIREA T+ 0 72 R 03580 G WBFIZ OB, KH % B
54228, k. AAIOBEMEE TOARMEIHL S THRY,

5.2 FSE DB OARITH T D ARAN O VXS S v T, fEHRER DD 720,

3. AERUAE
(1) BERUVRAEOHES
< B MmESE >
WE., KA LT~ A RS LTH5~10mg 2 1 H 1 [RIEO#& 575,
RF,. A, JERIC XY EEEET S,
@LEwyﬁmmﬁ%meriﬁ@%mr®$%f12Mg#E?5%%#¢é’&ﬁmibwo
WEL, A% 1y AU EO/NRICIE, =TT U~ LA VB S LT 0.08mg/kg & 1 B 1 [EIRE 0
542,
72¥. AR, ERIC X B EEET D,
<BHEbLFrE (BE~PEFE) >
AFNZTF 2 V) AR/H, FRAE L T2 Z L,
WEE., KA LT F YU~ A RS L Th~10mg 2 1 H 1 RIEO#& 575,
RE, . ERIC X D EEEET S,
AL, BREEL M BEUIFRAE G OBE TIX 2.5mg (FlAlE) »HEL5E2AT2 2 ENE
F LUV,
(2) RZERUVHAEORERE - B
MG R R L

4. RERUVRAEICEHEY SIRE

lmﬁaamitﬁi?éﬁﬁ
NSRS 5541213, 1 H 10mg 227202 &,

15



5. ERERRLIE
(1) BERT—2/1vH—o
MR L
(2) ERERZEEFER
MR L
(3) HERGERRAR
MR L
(4) BRIEMEER
1) ENMEREERR
< B MmEfE>
17.1.1 ERERFRHER
W - PSR A RN i L E R A R & U7 U B R GRS OVEE I E R A R L LT
HEGERBROFER, =F T 7 Vb~ LA VEREOH AERRD HIL T D 9 9,
<BHLFL>
17.1.2 ENERKRHR
EN 44 gk TEE SN2 7 7R 26l E Lz HER LGB O ERIT 49% (32/65 ) T
b, FIERICHANEEIEATEBY, =) F 7V~ LA VBREOARAENRD bhTWN5D 6,
2) R&EHUHEB
MR L
(5) BE - WEAHEER
MR L
(6) AMMER
1) SEARERE (—REAKERE. HECEARERE. CARBELERAE). REHRFTRT 4R
—ARE. RERFBEBRARONE
MR L
2) RBEHULLTEBFEOABTIEREL-HAE - HROME
R L
(7) 2ot
Pl v/

16



VI. EMEBICEYSEE

1. FEENICEEHSLEMNIIILEYH
T UV FT v AR SR E R
HE : BHEOH DILEMDORIHE - IRF X, BFORMLELSRT L L,

2. ¥BE#EHR
(1) AL - ERBF
< B mmELE>

1811 =F 7 7 U b~ LA UERHIERR ARG Y 7 > RIRICIKS RSN, 2O T v RIKR T v
FT v EREERAE L, EHBOAEWE CH LT AT o N OAEREIHIT S Z LI
Lo TRIEDRZHET D 7,

<BHELFE>

181.2 =)+ T 7V L~ LA VEBEDOIENERTH L VT v RIER, JttELi-v = - T oot Ty
Ve TN RRATRCREMEIT A Z EIZL o T, RICKRIEMERIA B S8, miAN &k O AR
FWIT 5, TOME, MITHREALE S, DHHEOH KD 5 WITEMEGIC L D EmehE,
DIEROUENTED LD 9,

(2) ENERMT SRR

18.2 mMMEICx T %1EH

18.21 FoOA T UERBEREEEA
n vitro BBRIZEB W T I 7V~ LA VBEO YT ¥ RERIZ 7 X OMmEN SRR L7=T v oA
TV BRI L CRWHEER R~ T, £2. 7y RO X2 F T U v LA U
WEROFRGST 5 LR T AT v LISk 2 FEG 2 E4 5 9,

18.2.2 [E/H

OQxFZ7 7V~ LA UEBEITENEARIIET » b, 1 BRBHEEIE T » b, 2 BAEE R
F v FOMELZ FHSE, ZOEMITH 7 F 7V LOK 3R, 723, % ORE 1L 2 B
MEIMET v MCBWTHHZEFEHTH S, /2, e Fesound 7Y REOHAIZL VBRESRD
IR A R D 10,

Q@Qx=F T 7V N~ LA VR E 2 BRIBMER ML T v b, EIEBRIIE T » MIEFiE & 572
R GHIMTRE LT BEDR SO, e, FHPLICES MED Y N7 REGUIAE Ty
10)- 11)

18.3 BiELAF LIS T 5%

18.3.1 MITRIRBICRITTRE

D7 v bORBELAEET VBT, U7 ¥ MR, DIGREICITIEEA SR ELZ 525 2
L RiTAR (EEIRRHE) RO%AnRT CEYBIRE) 2B, OEELSET 5 12,

QA XDEMELARBRETNVICHNT, =FF TV~ LA VI OEICIZIE L A R ELY 52 5
Z e RMmMEER AR S, DEEEAEKSED 19,

BB, A XOAMLAEET MIBWT, V7Y REKE, ERLEMET P4 T oy v T ROYT
NV RAT B AREZIRT 5 Z LI ko T ATAM (EIIREALE) RO®%AR CEHEIRE) %
IR L, DAHEZHRKSELZEARBOLND 19,

18.3.2 EMHE
7 NOEHELARET VIZEBWT, =7 77V b~ LA U Z VERIROBE L7okE R, xHg
BEIC AR 2 W LAEGESEREZICHM L, X 5ICLIERRSET S 19 16,

(3) {ERZRINFA - FribE

MUERR L

17



VI. EMBEICET HRE

1. mMPREOHTR
(1) ARLEDLGOGRE
MR L
(2) BREBRTHERBSA-OPRE
16.1.1 BEEHE
fEFER AT T TV L~ LA VR 5 O 10mg % 1 B O#EE L75a, oI S,
TEWER YT ¥ RO MR E 1T G0 4 R T — 27122 L, BRI 14 R TH 5 17,
16.1.2 REHRE
R AIC T T 7Y b~ LA R 5 O 10mg & 1 B 118 7 B kR 0% 5 L= 54 oM
RN D, EREMEITRRD S 19,
16.1.3 £YF MR F1EHER
<z F 77V~ LA CERESE 2.5mg [NikP] >
IR DAY FHIRI SRR A T4 CERR 9412 A 22 B [E35F % 487 5 BN

TF T TV~ LA CEEESE 2.5mg [NikP| KONV =_R—REE 2.5 %, /0 A4 —_"—EIC L%
NENLEE (=FT7 7V~ A ULl LT 2.5mg) RS IR BRI O &5 L CEE
R T D7 ¥ REOMIERREZRE L, o3 EYERE T A—% (AUC, Cmax)
DT 90%1E FEIX FIEIS CREGHIRIT 21T o 7o R H. il O W 2[R SME A e S 7z 19,

HE/RNT A—H BENRT A —H
AUC Cmax Tmax tue
(ng * hr/mL) (ng/mL) (hr) (hr)
TFIT TV~ A
e . 98.85+40.53 9.19£5.15 6.2+1.2 18.1+14.4
Fsti 8t 2.5mg NikP)
L =~_—AFE 2.5 91.19+31.26 8.01%x4.09 6.1+1.0 12.2+7.7

(1 gg# 5. Mean*=S.D.. n=20)
(ng/mL)
15 -

JI[L —o—IF+S5T IV LA EiRsE2.5mg [NikP]
=3
$10f --A-- L ZAN— X525

i 4 188#%5 , Mean*S.D., n=20

0 10 20 30 40 50 BFE (hr)

1 3% P 2R I HEHERS

Mg RN TNE AUC, Cmax 5 00/37 A — &3, #ERE OFR (R O LA + IS5 O 3R
K& > THRARD RN D D,

18



<z F TV~ A UEEESE 5mg [NikP) >
A R R C B A BRIEYE (BN 55455 4 30 H K5 %5 718 &)

TF T TN A VEREEEE Smg NikP] MOV =_R—RE 5 &, 70 24— —EZLVZEh
FH28E (=mF TV~ LA L LT 10mg) FEEER A B I B ERE 05 L TR
HWTHDL YTV MEOMIETREZWEL, 1550723 mEE 7 A —% (AUC, Cmax) (I
W COT BT IR CRERHIRNT 21T o TofE S, A1 O AW R IR S ME D R S A7z 20,

HIE/NT A—H BENRT A —H
AUC Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
TFT TN LA
, . 710.7+224.3 92.791t24.61 3.8+0.8 5.0=2.6
Bt 8% bmg [NikP]
L =~_X—2§E5H 706.71+2222.8 96.31126.81 3.56+0.5 5.0£2.2

(2 ge 5. Mean*=S.D.. n=14)

100

o ——TIFS5TYNTLA Eeiagismg [NikP]
=
o 80 7 -A-- L 2N — Z$E5
&
’;[% 60 285 , Mean£S.D., n=14
I
¥ 40 -
B
&

20 +

0 . -
0 10 20 30 40 50 B3 (hr)

1 3% 2R I FEHERS

Mg RIS AUC, Cmax 5 00/37 A — &3, #ERE OFR (R OEREAH + IR O #ER
K& > THRARD AN D D,

<z F T TV = A UEEESE 10mg INikP| >
T T T YN~ LA CERHSE 10mg [NikP) 1%, [E 82N/ 5 ik 1 B A 0 41 R R St
BRITA RTA4 2 (CFAL 184 11 H 24 B FEAFAIEH 1124004 7)) (TS, =F 77U v~
LA VEEEEE 5 mg [NikP) ZAEUERIAIL U7- b & WEHZERENE L <, EWFEMNICHS & A S
729,
(3) HHEE
MR L
(4) BE - SfRAEOEE
(TVIl. 7. FHEAEH) OHEZBH)

19



2. EUEERN/ S A—5
(1) #RHTHE
WA R L
(2) RIREEREH
AR L
(3) SHEEBEEH
AR L
(4) FUFFVR
AR L
(5) HHEH
AR L
(6) i
AR L

3. 8%H (KREaL—>av) #H
(1) fBFAE
AU L
(2) NI AL ZBHER
AR L

4. R
MR L

5. 9%

(1) Ini&-fsiBs P& E i
RUERR L

(2) m-ReiREarYEE
(v 6. (5) 4ttm) DOHZM)

(3) Hit~DBITHE
(V. 6. (6) #=FLhw) DOHZEM)

(4) HE~DOBITHE
AR L

(5) Zofhoi@~nBTH
EEER L

(6) MTBOHSE
EEER L

20



6.

R

(1) FRBHERL R R

RUERR L

(2) RBICEST 58K (CYPE) OFFE. F5F

HEE R L

(3) VEEBHNROERRVZDORE

B R L

(4) REVOFHEDOARRVEEL, FELE

10.

1.

DR L

. Bt

ERER AT T 7V b~ LA VR 5 O 10mg & 1 [ O#&E L7254, BIRPICHEE S,
5% A8 I E TORZ T T T L~ LA VIR (REL=F T 7V v~ LA VBB + 2T ¥ NEK)
DR PPEHEERITH 52 KT 64% TdH 5 17,

b5 Y RR— S —I<ET BN
MR L

. BREICLSBER

(Tvil. 10. #WEHRE] OESMH)

REDERE2FTHE8E

16.6.1 BB 2EE

M RE I 7o AN BENE i i E RS R VB MR R 2 A ) il HERF I T T U A~ LA Vg
i 10mg % 1 [ A# G L=%G6 . BT A2EE O MR, B IER B I~
DIEE, B MR & i AR B e AR T B O K358 0 Hiv 5 20,

16.6.2 /MR

1% 2 n A~15 /N EMEEREIC, =77 7V~ LA VR (6 AT : 0.15mg/kg,
6 Ll - CIRE 28kg il : 2.5mg, 6 %L ECIRE 28kg DLk Amg, 12 %Lk Bmg) P & 1
H 1\ 7 HERERAEE L2 BRIZBS N T IEHEAE DT & FIRD AUCo-24he & T Cax [EFHHIZ K
STRIFEE TH 72 KEH =Y OFHEICHR L 72 AUCo-240r 2 O Conax (ZAEEB IS HE > THII L7223,
REEESH 720 OHEICHA U7 AUCo-24nr & O Cax [ZHIMNERED S22 o To, EHRRE CIEME
BT v FEOYRHNL 14 B Th o722 QEAT—#),

) mIMEEIZOWT, RAIOEGE S o/ NEOH &I, £% 1 » HU Eo/NRIZIZ= 270 v

~ LA U E LT 0.08mglkg TH D,

Z itk
R REHR L
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VI. £t (EAELOZEESF) CEY HEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2R (ROBHIZEIBRELEWNI L)

2.1 KA LImBUE OBE D & % B

2.2 MEFEOBERDOH HBE (7o OFT o o EHEH L ER S ORFN & 5 & FE, Eis
PEIME TPIE, % RYEME T IE, R PE S IESE) (S ORI A A o 5 AV HIEZ BT 5 2
LR D]

23 FX¥ 2 M URIBBEEE e —2, )T hT7 7 VEERRY BT L a— L UFR Y = F
Lo T L7 XL — b EHWERERICE DT 7 = L —V A& fairh o B [10.1 28]
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ARl EEPRATAM. 1985 ; 13 (2) : 333-379
HAF M BRI, 1985 ; 13 (3) : 613-658
FAE— L B0 B 1990 ; 152 (10) : 677-692
A \SIE BASE R fatE BE)IEE 2021 ; C978-C984
BT - NEW 38852 eRT55 7 i mVLAE 2017 ; 389-390, 404-405
Gross D. M., et al. : J. Pharmacol. Exp. Ther. 1981 ; 216 (3) : 552-557 (PMID : 6259322)
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E 4 KE

s Bausch Health US LLC

k5844 VASOTEC- enalapril maleate tablet
A - Biks | 2.5mg. 5mg., 10mg. 20mg
INDICATIONS AND USAGE

Hypertension

VASOTEC is indicated for the treatment of hypertension.

VASOTEC 1is effective alone or in combination with other antihypertensive agents, especially
thiazide- type diuretics. The blood pressure lowering effects of VASOTEC and thiazides are
approximately additive.

Heart Failure

VASOTEC 1is indicated for the treatment of symptomatic congestive heart failure, usually in
combination with diuretics and digitalis. In these patients VASOTEC improves symptoms,
increases survival, and decreases the frequency of hospitalization.

Asymptomatic Left Ventricular Dysfunction
In clinically stable asymptomatic patients with left ventricular dysfunction (ejection fraction <35
percent), VASOTEC decreases the rate of development of overt heart failure and decreases the
incidence of hospitalization for heart failure.

In using VASOTEC consideration should be given to the fact that another angiotensin-converting
enzyme inhibitor, captopril, has caused agranulocytosis, particularly in patients with renal
impairment or collagen vascular disease, and that available data are insufficient to show that
VASOTEC does not have a similar risk.
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In considering use of VASOTEC, it should be noted that in controlled clinical trials ACE inhibitors
have an effect on blood pressure that is less in black patients than in non-blacks. In addition, it
should be noted that black patients receiving ACE inhibitors have been reported to have a higher
incidence of angioedema compared to non-blacks.

DOSAGE AND ADMINISTRATION

Hypertension

In patients who are currently being treated with a diuretic, symptomatic hypotension occasionally
may occur following the initial dose of VASOTEC. The diuretic should, if possible, be discontinued
for two to three days before beginning therapy with VASOTEC to reduce the likelihood of
hypotension. If the patient's blood pressure is not controlled with VASOTEC alone, diuretic therapy
may be resumed.

If the diuretic cannot be discontinued an initial dose of 2.5 mg should be used under medical
supervision for at least two hours and until blood pressure has stabilized for at least an additional
hour.

The recommended initial dose in patients not on diuretics is 5 mg once a day. Dosage should be
adjusted according to blood pressure response. The usual dosage range is 10 to 40 mg per day
administered in a single dose or two divided doses. In some patients treated once daily, the
antihypertensive effect may diminish toward the end of the dosing interval. In such patients, an
increase in dosage or twice daily administration should be considered. If blood pressure is not
controlled with VASOTEC alone, a diuretic may be added. Concomitant administration of
VASOTEC with potassium supplements, potassium salt substitutes, or potassium-sparing diuretics
may lead to increases of serum potassium.

Dosage Adjustment in Hypertensive Patients with Renal Impairment

The usual dose of enalapril is recommended for patients with a creatinine clearance more than 30
mL/min (serum creatinine of up to approximately 3 mg/dL). For patients with creatinine clearance
less than or equal to 30 mL/min (serum creatinine more than or equal to 3 mg/dL), the first dose is
2.5 mg once daily. The dosage may be titrated upward until blood pressure is controlled or to a
maximum of 40 mg daily.

Renal Status Creatinine Initial Dose

Clearance (mg/day)
(mL/min)

Normal Renal Function >80 mL/min 5mg

Mild Impairment <80 >30 mL/min 5mg

Moderate to Severe <30 mL/min 2.5mg

Impairment

Dialysis Patients — 2.5 mg on dialysis daysf

T : Dosage on nondialysis days should be adjusted depending on the blood pressure response.

Heart Failure

VASOTEC is indicated for the treatment of symptomatic heart failure, usually in combination with
diuretics and digitalis. In the placebo-controlled studies that demonstrated improved survival,
patients were titrated as tolerated up to 40 mg, administered in two divided doses.

The recommended initial dose is 2.5 mg. The recommended dosing range is 2.5 to 20 mg given twice
a day. Doses should be titrated upward, as tolerated, over a period of a few days or weeks. The
maximum daily dose administered in clinical trials was 40 mg in divided doses.

After the initial dose of VASOTEC, the patient should be observed under medical supervision for at
least two hours and until blood pressure has stabilized for at least an additional hour. If possible,
the dose of any concomitant diuretic should be reduced which may diminish the likelihood of
hypotension. The appearance of hypotension after the initial dose of VASOTEC does not preclude
subsequent careful dose titration with the drug, following effective management of the hypotension.
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Asymptomatic Left Ventricular Dysfunction
In the trial that demonstrated efficacy, patients were started on 2.5 mg twice daily and were
titrated as tolerated to the targeted daily dose of 20 mg (in divided doses).

After the initial dose of VASOTEC, the patient should be observed under medical supervision for at
least two hours and until blood pressure has stabilized for at least an additional hour. If possible,
the dose of any concomitant diuretic should be reduced which may diminish the likelihood of
hypotension. The appearance of hypotension after the initial dose of VASOTEC does not preclude
subsequent careful dose titration with the drug, following effective management of the hypotension.

Dosage Adjustment in Patients with Heart Failure and Renal Impairment or Hyponatremia

In patients with heart failure who have hyponatremia (serum sodium less than 130 mEq/L) or with
serum creatinine greater than 1.6 mg/dL, therapy should be initiated at 2.5 mg daily under close
medical supervision. The dose may be increased to 2.5 mg b.i.d., then 5 mg b.i.d. and higher as
needed, usually at intervals of four days or more if at the time of dosage adjustment there is not
excessive hypotension or significant deterioration of renal function. The maximum daily dose is 40
mg.

Pediatric Hypertensive Patients

The usual recommended starting dose is 0.08 mg/kg (up to 5 mg) once daily. Dosage should be
adjusted according to blood pressure response. Doses above 0.58 mg/kg (or in excess of 40 mg) have
not been studied in pediatric patients.

VASOTEC is not recommended in neonates and in pediatric patients with glomerular filtration rate
less than 30 mL/min/1.73 m2, as no data are available.

Preparation of Suspension (for 200 mL of a 1.0 mg/mL suspension)

Add 50 mL of sodium citrate and citric acid oral solution, USP to a polyethylene terephthalate
(PET) bottle containing ten 20 mg tablets of VASOTEC and shake for at least 2 minutes. Let
concentrate stand for 60 minutes. Following the 60-minute hold time, shake the concentrate for an
additional minute. Add 150 mL of Ora-Sweet SF to the concentrate in the PET bottle and shake the
suspension to disperse the ingredients. The suspension should be refrigerated at 2° to 8°C (36° to

46°F) and can be stored for up to 30 days. Shake the suspension before each use.

2. BB T HEBRERIEER
ERICET SBMER (F—X S UTHE)
AR HEH EOEBEOHOTLHEH EA—A N T U T8 L1385,
(IVIl. 6. FsEOEFAEBTHEEICEHTHIEE] OHEEH)

Drug Name Category
A=A NZ U T DL enalapril D
(2021 4% 4 A #R)

2% ROME
F—A NZ U7 D545 (An Australian categorization of risk of drug use in pregnancy)
Category D :
Drugs which have caused, are suspected to have caused or may be expected to cause, an
increased incidence of human fetal malformations or irreversible damage. These drugs may
also have adverse pharmacological effects. Accompanying texts should be consulted for
further details.
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