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AT NVRIEANC B LT, HRRE O RIESE AR OERIZ L AIEFNROIE L & N7 Lob AN T KA
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)
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FEEAHEET A KT A > i3
PRBRIE - 0> B8 5 S IE i i3

5. RRBEHRURE - FRALOHREE
OF &S0
YL




I. IEICBH9 HIEH

(2) Fid - AL OFIREE
YL

6. RWP OIE
B RN



0. &2#MICE83 SIER

1. R34

(1) #n4
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BT IR > TR L (KII-1),

0.4 -
0.3 1
)3
¥ 0.2
BE
0.1
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IR 40°C ¢ 3% H KERL R FRAENT
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10. &8 - A%
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1. ZhEERITHR
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2. DEEXIIHRICEET HEE

5. PEEXFHRICEHES TR
AANTPE DIAFR A HBY & LIZIRBIZIIRE TH D DT, 2D D T2 T O flE - fiffizT 27
IWRIA S5 Z &,

(fiF7)

M 5-ISMN 2L, AFIRABHRAIZERTD (Tmax 1% 1.5~2 B[] 720, BRI Z > TW A RIEDEMFE A H
BINZHWD L OTIER, ZOHMOEZDICITECICREH LT = rn V) OEFTHEGEL{THONRET
»H5,

3. AERUVHARE

() AERUVAZ DR
WE. RN MR Y VL E RELTIHE20mg 1 B 2 [E2RO#59 5, 2B, 4, ERIC X @Ry
DM, DEAT2EEICIE 1 B 40mg 1 B 2 [EF TR TE 5,
7272 Uy FVEROLE ST I A E R P OE TR AE RIS S OB i 45 HE 0D 1fi “C HAE & HIlr S 7= 455121% 1 [B] 40mg 1
H2EZ&EOKEEGTX D,

2 FBERUAZ0ORERE - 1R

FEIN I TAHERER 9 9CTld, BT 2 7 LR IEAN ARG OFG YN IEB LT WER 2 85 <72ols, A&
LTI HA4mg 572 N HEEFG L. DIRATDRGETHHET 5 Z EREE LW EHE SN,

EIPN S IFRGER O Cld, ISDN RKEE 40mg 47 2 A %ISR & U7z “HE MR Z FEfi L. AH D 40mg 77 2 &5
1% ISDN TR ESSEIZ L~ CHEE B R OV HEE ORI TR DR AR ST,

FIZ, BRKEEIEC S-ISMN #AI 05 A ®23 1 H 40mg 43 2 GhRA 0728813 1 H 60~120mg OFFH TR T
B) EBRESNTWAZLERE X, AAIOBEFEHAEIZONTIT 1 H 40mg 23 2 ENZYTHD LHBrL, NEF.
NI — A Y YV E RE LT 1E20mg 1 H 2 [EE2RAKET D, 2, Filin, JERICE D EEHEBT 2. 2
BARFS2GE5121T 18 40mg 1 B2 [ 5F CHETE S, ERELT

F70. PlE B O TR U2 E M IIERFE Th - T, RAEEERSCHE B 73 e 0D i ¢ Ll T 72 i i
WZxk LTk, AHD 1 H 80mg 53 2 #5134 5-H DO O BB ARV Z &b, FEROHEICIE 72721,
FAERROME X355 VEHEZ B DE CR AR SR K OSEBR 2R 6 OO 1f C BE & I SR 723541213 1 [\l 40mg 1 B 2 [ 2%
G T&E 5, ERELT,

4. AERUVAZICEET 5FE
BRE S ATV

5. ERPRAUKE

MEBERT—2/18y 55—
FE LR
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V. REICEET 5I1EH

(2) B PR R
EWNES T AHRER
TERERL A 7 6 BIICAH] 10, 20 KO 40mg % HEHE 5 U 7-3BR™ | K OMREEE R A 55 1 6 Bl AH 20mg % 12 I
fRC 7 [IXEES LRI 5 —BIER OB RICR W T, 2FICERE ~ P55 O IR IIIHERIES b
oS, ZOMITITRRR T NSERII A SN RD o7, 16> T AAIDOZEMITTERDMEEET 2 T )V RFEH & FFLE T
Ho LTSI,

) AFOABINHELOCHZEIT 1 20mg 1 H2BREOBELETHD GIRA+0725E1E 1 E 40mg 1 B 2 [
FCHIE),

Q) AERIGIERAR
[E P14 1155 T AHRRBR(1)

Pl iE B 120 614 X RICAAK 1 [H] 10mg 1 H 2 [ (20mg) 722H 52041, SRR 072561208 2 W,
18 20mg 1 H 2 [ (40mg). 16 30mg 1 B 2 F (60mg) &HEELAY, #5EBNORMEHRUEE &EUL) 1
20mg T 33.3%. 40mg FTT 45.6%, 60mg £ TT 50.0%THY, E#E8IL 1 H 40mg SHWF Sz, RIERAX
120 i 17 6] (14.2%) IHHAv, 205 LI, I - T, SEEER. £ 5 KO 6 flEEsh Iy,

PN 55 T AHRRBR(2)

POE BT 84 4l A A 1[5 20mg | B 28] (40mg ; L #) KOV 1[E40mg | H 2 [ (80mg ; H#) % 2 JE[H]
BH UGBTI . SRR S22 1 B 3 [EHE GO E LI 2 8# 5 Lz GRITIBEY) ™,
ZORER, B TIRR TR SERED FIXLEE41.2%, HEES0.0%, & IAFIMCIZLEE33.3%, HEEST.1%TH Y,
HEEO T W@ NP =D TR LA EZITRD bReho7z, L 1 A 80mg TIXAIEMDORBENE < 5
HONDHER) . MWIHELE LIS TE 570, @% 1 B 40mg »HEGE2BG L, RAHSREAITEET S 2
EREFELNEBZ LN,

) AFOABINHELOCHEIZ 1F 20mg 1 H2BEOEGETHL GIRA+2725E1L 1 FE 40mg 1 B 2 [
FCHIE),

FEINL 5 TSR GEIN)

B AN A B AR M ST 2 b2 7R LI UE B 77 51 & 6 BRI AHA] 1 [\ 20mg 1 B 2 [A] (40mg) & 1 [A] 40mg
1 H2E (80mg) & O _HEMAEFIILERMZIT o2, TOME., PEEYRHELL LT 40mg T 44.4%. 80mg T 56.0%
ThHhYVARETRO LIRS b DD 80mg 2 EElo7-, HELZREICOWOIMAEMICAE EEIT R < BIEREK
K OGEB Y EE O CHEAIE & W SN DB OAEIZXT L 1 H 80mg #& 50 MR S 7z ¥,

(4) HRELAIEAER
1) ARG ER
] PN 25 T AH ERR
ERFE 206 il 2 /LRI AH] 20mg (T ISDN #BRJKEE 20mg 4 1 H 2 [H], 2 @R L7z 5 5 HEE R Fialit
ZfTolz, T ORR, AHNL ISDN IRIEE & [F% Th 2 LM S iz, AFIFRGREORIEMNFEIHET 11.8% (13/110
#) T, ERANEMIZER 9.1% (10/110 i) Th o7z, WHEMOBITEMAREBREICHEEEITRD HNRN-ST2 0,

- 11 -



V. REICEET 5I1EH

#V-1. ISDN &HSE & O — B S HEERT el s B 5

R oS R ) )
B % H (1915 Pl kot PEIRRLT
PR v W £ 5 & s
% - o oRr | me B RS
%E i %E (%)
AF 34/62 Wilcoxon O 2 HEAR &
62 8 26 18 8 2
1 A 40mg (54.8) p=0.053
ISDN i b 17 /48 x P RRE™
48 6 11 15 16 0
1 H 40mg (35.4) p=0.067

) THhEEEYGE] Ll L oUeERIC$ D HE

2) ReMREB

R W& G 5R

TEEMRERE 18 HlaxtE s L, AF 1 H 10~90mg 2~4 [HI5R) % 3~25 » ARG L7=®, Z0kiHR, e
YLl BT 83.3% T, RMERAIZTEREA 1 fllCRBd 5N 0A T, BEREERE O IZALNRN-T29,

) AFOABINAELOCHEIT1F 20mg 1 H2BEEOELETHD GIRA+272LGE1L 1 F 40mg 1 B 2 [
FTHIR),

(5) B - FAERHER
AR L

(6) A EAMER
DERABERE (—REARERE. BEEARGERAE. FARBLERRAT) . #ERTET —IN—XHE. WHiER
FTRERABRONE
D A pAE A
AR ORI TIX, EEE (A2 RAER) 2,952 I IT DE8GER (SEELL L) 1E 54.8%
(1,618/2,952 #l) Th-olz, 728, AFIOIHOHMIELE L0 RGN 5 720 AFIE RNt OHOpUE SR % 68
A UAFRNCLET LT IER] 743 Flabr< 2,209 B (RIS RIEG]D) 2B 2 HEREEF LIZE A, 705%
(1,557/2,209 $5) Th -7z,
LAVERM R SAEF 3,329 B, A SN-FIERIX 241 6 (7.24%) 310 4 CTH -7 19, (V. 8. 2)F DL DEIE
M1 OHEBR)

N

K V-2, MAKBRAEOSRYGEE (TREHE)

JEGIE GREFISE%) LGS e ORUE I B &t
370 1,248 599 716 19 2,952
A SNNEREA % GLiE B
(12.5) (42.3) (20.3) (24.3) (0.6) (100)
13 48 41 638 3 743
s DU LMEH > & 28 T E
(1.7) (6.5) (5.5) (85.9) (0.4) (100)
357 1,200 558 78 16 2,209
B INERRAT KT GHE 51
(16.2) (54.3) (25.3) (3.5) (0.7) (100)

- 12 -




V. REICEET 5I1EH

@A

EMERBEOZ2M, A W THRAET 2 BT, BIEMME 12 » AL EL U B A RGER A % 550 L 7=,
BelMERE (BRI SIER]) 325 Fllcis i) kR (LBl b)) 13 52.3% (170325 f5) THhoiz, 2B, K
FIDIDFIEZE XV HIFEICTHET 5 720 AFIE AT OFUEeLESR 26 UARNCZE T UER] 102 625 <

223 Bl (OISR R SUER]) (2B D EREEH LIZE 2 A, 758% (169223 i) TH -7,

LAPERH R SIER] 358 Bilrh, HiE SHZRIEMIE 39 61 (10.89%) 58 FETH -7, (VL 8. (2)T DD &EIfE

DIEZ)

F V-3, RSO SMRUGERE (FIREHE)

JEGIE GERFIZ%) FHLGE Gigi DR E A HAL At
57 113 51 102 2 325
B ZIERTAN o S 5l
(17.5) (34.8) (15.7) (31.4) (0.6) (100)
0 1 3 97 1 102
M DFUELMERE D> & 0D ZE 5 SEH]
(0.0 (1.0) (2.9) (95.1) (1.0) (100)
57 112 48 5 1 223
BN RRAT S G 11
(25.6) (50.2) (21.5) (2.2) (0.5) (100)

D)ERRBEBELTERFENRERITER L-AE - ABOHE

3% L7

(7) 2 OHt
AR L

- 13 -




VI. EzhFEBR(CEH 9 5I1EH

1. EERMICEES AN IS mE
HEE - HHREEE T A T LR IRA
g R YV LE R, = kR YR s MEBRT I, =370V
VR MO b B LA, B OB R A BT S Z L

2. EBEER

(D e &ML - FERMR
VERIEBAL « i S fh
Do g SRIEBRE (KVI-1)

DI & L TR ~D Ca> i HMELEIZ & R EIRR 2963 L, ATAAT (pre load) Ziid &85 & &Iz, RIFBIK
R bR L, AW (after load) D S, ERBERDZET L CLHRENE &L S5, Z ORI
B OLRIT, BIRGRIZ EEANFFARGRIS T 2 EM Y & 0 5 122 D),

EEILRMEMIE (HEMEE) & T S8, LPRALGH ~ORIMTE 2 #n3 %,

IEERBINRD KNER Sy ZE5R LT WAL (&) 2B <& & bICMRIIMATE 2 5  5,

after load pre load
after load pre load
o D b
’.ﬁ %
TEEHRM A E
o & F ¢ ARA
DEREFREEE|  |[DRERDE KWNBEIRYLE
DO b ~ O MmFEHEM ANZXLDFH
-
IV BRI 0D
o &=
IR THEEE
D o F

BIVI-1. AFIOERIBE R O

728, 5-ISMN OFUHMEEM X, EIZ cGMP IZ L » THAN S5 BIRILE OMFEERANEZE TH A LEX HN T
%,

- 14 -



VI. E3hEE(CEH 9 5I1EH

A A S i Al D 1R PR

5-ISMN DAL L~ I8 1T 2 A i s O E P 13409 L S BB TI3 20 as, it & L TR D SH JEIC

K D HEEEA A (NO27) ITBn & ni-th, MbEHE (NO) IZ&1{b L. guanylate cyclase ZIEMHE(LT 2 EE X BT

W5, B2, {EML &7z guanylate cyclase 1Z ¢cGMP DAERAEEMEE L, ZOFEHR., cGMP KFEMHEOER Y o RlbEEsE

(G-Kinase) DOIEME(LIEE Z 0 | FHlES~D Ca? " BEHSCAR/INEER~D Ca2" DLV IALEHEIZ K D HIIEN OWERE Ca2t IR

FEOKTEHEZ LT, MEFEGIMEST L2 EEL6TVD (K¥VI-2),

RONO RONO. T
(5 - ISMN) l( R'SH
R'SSR’

NOz + ROH
AL

NO —>

st

guanylate
cyclase

'
GTP cyclic GMP
 TEREL

e N
Fo/iadk ) D A o HRHHEE

XIVI-2. 5-ISMN O IfiL & - i thifg oo VB F Bk Fr

Fm, ME F—X A (BIEE) 13TEL OV T FNAREONT AL VHIE SN TE Y, %12 RhoA/Rho FFH—F

TP CaTERME A TUET 2 L L TR STV D,
Tl 2 77 L R HEH) 0 MR8 SR otk A 0 —EB1213. RhoA/Rho - —EROHHBEHE L TV D EEZXHN T
%19,

(2) B = R T HEHBRAIE
-3y B3
1) it & 3R 4F A
OB K OFFIRILAE (56 D5t/ ER (7 4%)

7 W 2 D17 H 8 R ENIR M OMEEB R # AR 2 VN2 i vitro BRBRICIBWN T, 5-ISMN [T/ LT B2 7 U o TG S8 7=

RER, KEFIRA 2 HBERAICRSE S & & bic, MEM#EA cGMP & B 2SSz, Zh b OEMIZBIIRL

BROEIRMAEICBNTERTH Y, 5-ISMN O KENRICIBIT DB IL, KBk

BT HERICHA 100 0L iR
HTHo72 D (FVI-3),

- 15 -



VI. ENEREICEAY SHEB
(%) (%)
T\, T T T T T T \y T T T T T T
100 F - 20 b -
- ;@ﬁgmﬂm —o- i IR BIHR
ol %‘S rx el ;37 +4 e
o & kiR | = ~o— HEHHIEF AR
=
w15} 1
. 8
¥ el 1 4o
8 % 10 F 4
2 4t 4 ©
2
g _
5L _
20 + 4 ©
0 - - 0 _(I;;\\ 1 1 1 1 1 1
"A\\ S S S (=) 107 10° 10~° 10* 10°° 10

(=) 107 107 10~ 10~ 10~* 10~
5-ISMN 2 (mol/L)
EIVI-3. 5-ISMN O 7 4 4 H R B AR K OVIE BB R BRI ek 9~ 2 148 sthfR VR & i 2 LR PN cGMP & B N1
CEHIfE L HEHERE  n=6~9)

5-ISMN /% (mol/L)

@EMEYERER (1 X)
JRIEEBA A X % Nz in vitro FRERIZEVNT, 5-ISMN (ZEBIR~OT#2E)E  (5-ISMN 0.1~ 1mg/kg % i BRI #E
5) X0 DI S B 2 L < SEIMTT B A A BARIERSHEIN L7z,

(@5-ISMN & ISDN Ozt (7%, A X)

5-ISMN O in vitro FRERIZIBT 5% /11Z ISDN L V550 DD, invive IZ & AR O G TIHIEIFREOIEE 4R Z &
DR E NI (VI BIVI4), ZOZEMD, 5-ISMN [FAFIECOPIEREES R Z 212 < <, EWFENFIHAER
BIFTHDZ ERHELEINIZ9,

FVI-1. 5-ISMN } U ISDN DS FEM: D
SRBIIEME D Fh
[oiL7/ki R SRERTL I D FEIE
ISDN 5-ISMN
JILVEER 7Y DO
7 2 O H KB AR in vitro Mgkt 2 shERE A 1 1/150
(V14 @ a)
- IRIE kA
IR PR A X FRA 1 1/4
(B VI-4 @ b)
R 98 E
PR A X g 1 1/1.6
(V14 @ ¢)

- 16 -




VI. EzhFEBR(CEH 9 5I1EH

(%)
80
70 L FHRBAR (n Vitro)
G} 60 |
(a) & 50
B 40
30
20 o ISDN
10 F & 5-ISMN
O 1 1 1 1 1 1
1077 107° 107° 107* 107° 107%  (mol/L)
s B
(%)
60
o | HHIRPIEE.
IR a0 b
=
(b) i}é& 30 b
b
£ Or o ISDN
10 -+ 5-ISMN
O 1 1 1 L
30 100 300 1000 (pg/kg, %% HE)
® 5 B
(%)
60
o L RS
AR 40 b
R
(c) P 30F
/y
%= 20r - ISDN
10 F & 5-ISMN
O 1 L 1 1
1 2 4 8 (mg/kg, x4 H %)
B 5 B

XIVI-4. 5-ISMN K TNISDN O%hJ b CEE EIEHERR 7 n=6)

(a) THXOMHIIEREIR : /L7 U UK Dot ER
(b) JHEEEA X ARG« IR E
(c) MEJRRIEA %O 5 JRER 1R

2) MITEIREFICRIFTER (EBREA X)
OMmATEEIC KIFTER
MESPREE A X 12 5-ISMN 4mg/kg & ISDN 2mg/kg, M TNZ 5-ISMN 8mg/kg & ISDN 4mg/kg % 7 B A A — /S—{E TR M #
HL72RBUC BT, RS0 138 5% 8~10 Rl E CHERIKTAA LNz, —F, JEsREI0E R O s
BREERONIR N1, £ 70T a7 1T 5-ISMN 8mg/kg & ISDN 4mg/kg D5 TV & B IZED
L7= 1 (KVI-5),

- 17 -



VI. EzhFEBR(CEH 9 5I1EH

- 5-ISMN 4mg/kg #% 1 8 5-ISMN 8mg/kgi# M
- ISDN 2mg/kg # M 0~ ISDN 4mg/kgi® M
@ O T T T T T T 1 @ O T T T T T T 1
k
E IO RRE s (a yx x I « E TI0F
E —oop ¥ * £ —oop *
: e 5 :
n —30F 8 30  Ax Lx *
4 4 » * %
—10L —a0L T

|
[ =
o o O
r 1
|
[ [
o o O
r 1

AHR (beats/min)  AMBP (mmHg) ADBP(mmHg)
|
S
T
*
*
*
*
AHR (beats/min)  AMBP(mmHg) ADBP (mmHg)
|
—
o
T
*
*
*
*

|
— —
o o o
T 1 T

f=l

o

|
N
S

[

|
)
=]

[

oo
f=l
1
Do
(=]
1

—_
f=}
T

j

|
—
1S
f

0 T T 0 T T T T T T
z —10F = —10
= =]
% —20F S —20F %
& —30 [* & —301 TN
q —40F o —40r &
—50F —50t * g
*
—gol —60%
1 1 1 1 1 1 J 1 1 1 1 1 1 J
01 2 3 4 6 8 10 01 2 3 4 6 8 10
B G-I (hr) F G2 IERH (hr)

BIVI-5. MERREEA X O.OBERENE QN LA TEIREIZ X1 T 5-ISMN & OV ISDN OfEA CEYAE H A HERE n=6)
SBP : WAEHIME, DBP : ¥EEHIME, MBP : FIfE, HR : 0%k, DP: ¥ 77 u X7
* o BHRIOMEICXT 26852 (p<0.05)

ONRERAE A & i g pE

MESBREE A X 12 5-ISMN 4mg/kg & ISDN 2mg/kg, M TNZ 5-ISMN 8mg/kg & ISDN 4mg/kg % 7 B A A — /S—{5E TR M §
51U, l#g - iR AT NVREROFEBEERA L B2 5N TV D ETAM (pre load) KO AN (after load) DT
RLIR T B HRIEI TR & SREhaE & OBIR & Ihiiat L7z (KIVI-6),

ZDOFER, S-ISMN (THRKENRIRERAER %277 Lic, F/2 MR o 5-ISMN R E ORIRFRIHER & IRIEN A EH
DRRFHIHERS O FIIXEDMHBRFED iz 17 (KVI-7),

—7J7, ISDN2 KU 4mg/kg #% 1 £ 54 0 M A4EH ISDN R 138514 4 KOV 6 FE THR L7y, ZORERIZB VT
IRIEIZA & 722080 2 77 LTz, ISDN #¢ 5. (2 ISDN A MAE T 2~ & 1857 2 e i AR 36 1T D IRIEID 3R 1%, S
R TdH 5 5-ISMN D MEFRE & I AL (KVI-7),

fit->C, ISDN & 541z DIRERERIL, ISDN & ZOFEEEMERBY TH D 5-ISMN OBEE SI-1EMR &
LTOREND b EHRI N,

- 18 -



e L

VI. E3hFEE(ICEH 9 5188
- 5-ISMN 4mg/kg & H -0 5-ISMN 8mg/kgf% 1
-0- ISDN 2mg/kg #f&H o ISDN  4mg/kgi¥k 11
(%) (%)
50 r .
VIR 5 Sy
= * * §
D % i ¥
Tk 25 W P * * . *
/)\ a s *
%—{ * *
0 L 1 1 1 1 1 J L 1 1 1 1 1
(ng/mL) (ng/mL)
5000 r
./.\
-5-ISMN (5-ISMN 8mg/kg
2500 . - EORES)
e=---5[SMN (5-ISMN 4mg/kg
./ N\ B OR%) \
[ ]
1000 F \ o
500 F o~ \ S \
il ya \ . 5-ISMN (ISDN dmg/kg °\
T L 3 ° . BOEEH) \,
il | N
It 5-ISMN (ISDN 2mg/kg
iy 5 %) o
100 Z ° Z
3 - -
2 B - o
N - ISDN (ISDN 4mg/kg
) [e) % Py
N+~ ISDN (ISDN 2mg/kg L RERRGR)
L EBE ) i 5
0.8} - No
0.6 F - \
0.4F N .
- | | | 1 1 | ] (hr) “ ! | 1 1 1 | J (hr)
01 2 3 4 6 8 10 01 2 3 4 6 8 10
B 54 R e 51 R R
XIVI-6. MERREEA XIZF1T D 5-ISMN K OV ISDN OARERBAER & g Hr iR B ORREHER CEXME L IEHERRE  n=6)
* o FEROEICHT AARZE (p<0.05)
(%) (%)
50 5-ISMN 4dmg/kgfk A#% 5 50 ISDN 4dmg/kght O#% 5
vy =7.4+0.0091 x 2hr
40 (r =0.897, p <0.05) 40 -
il 3hr WK
£ 30 E 30F 4hr 3hr
D )
Tk bz
B 20 B 20k thr
= £ y =—0.1+0.037 x
_+_10hr
0 L (ng/nl) 0 ' L (ng/mL)

BIVI-7. AR A X

500 1000 1500 2000 2500
A 5 - ISMN 2 EE
{Z 5-ISMN 4mg/kg X%

R CPEMEEFEERE n=06)

- 19 -
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VI. ZE3h:

KEICRHJ HIEE

@ILiEF 5-ISMN OIEWERE(E
JREEA X2 5-ISMN 4mg/kg & ISDN 2mg/kg, W TNZ
B L7=3BRicBW T, IMIEF 5-ISMN OIEWEREE &k N F O EMREE Hsmat L- (FVI-2),

TORER, 5-ISMN dmgkg R AHFEE Lz & 2 OEMZFIAEE 100% & LiZGE
\Z &% 5-ISMN OFMIAEHZEFIRRIL, TNETN 59.6% (A
ISDN Z#% &5 L=

ThHhoT, ZOZ LT

Hh 5-ISMN O 34T

FVI-2. HEFREEA X

5-ISMN } (N ISDN Z#% 05 L7z & & D 5-ISMN OHEYEHEE T X — X

5-ISMN 8mg/kg & ISDN 4mg/kg % 7 17 A4 —/N—{E TR O #

. EDHIT75%H> 5-ISMN |
$7-, 5-ISMN #f%A#%E L7z & X omifEd 5-ISMN OZFEYERefE o 8RE0EL,. ISDN #R A% 5 Lz & = ol

BEOEERE LD /NI ol 1D,

& . ISDN 2 KUY 4mg/kg #% 1% 5
1 73.6%) KON 62.1% (F/VHMAE
WCEEIN=Z L 2T THDOTHD,

: 76.6%)

5-ISMN O EMEHRE T A — X
IR R O 55
. Cmax Tmax T1/2 AUCOﬂIO CBA
(&)
(ng/mL) (hr) (hr) (ng * hr/mL) (%)
2,462+224 2.174+0.17 2.08+0.22 10,202 +881
4mg/kg 100
(22.3) (18.8) (25.7) (21.1)
5-ISMN
4,492 +462 2.00+0.26 1.96+0.15 18,042+1,779
8mg/kg 88.4
(25.2) (31.6) (18.1) (24.2)
631130 3.17%£0.48 3.12+0.44 3,042 327 59.6
2mg/kg
(50.8) (36.9) (34.3) (26.3) [73.6]
ISDN
1,185+171 3.3340.67 4.08%+1.01 6,331+834 62.1
4mg/kg
(35.4) (49.0) (60.8) (32.3) [76.6]
(CE¥E SHEHERAZE n=6) () WNIZEESRE : CVIE (%)
C.B. A. : XA F AR R [ ]:E/ b
N MBEER VMITHEICRIZTTER (FREFRRA X)
AR RS Z — VBB A X & VT, 5-ISMN 3mg/kg #RPIHBEG-1C & 2 OBEREE ONZ AT ENAE 1 M IFE 45

ZRE LTz,

ZORER, 5-ISMN #2502 & 0 SEHEIIRE K& OSEASEIIRBAE 3BT L, A DEER O DEE S FHHY
AL, BICAEOEIREHE S HEIKFE L T Lz, 202 b SISMN ALK O L ORiA R 2
W SELERZAETL O Bbie, —JF, IEEMLEOME FIIGEIMEOK FIEETIiIR<EMTH, &
R M EEHUTBD T 2 L E W FETRP -2 L0 D, BAKISHT 2B R ITET &M 5 B
ER L D55\ EBHEER SN,

ko Z &6, 5-ISMN IZRTA I I
7= 13,

Mz T, BAMORED HOMHEBRENEEOEBIZAFICEH Lo L Ebh
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VI. E3hEE(CEH 9 5I1EH

4) EERMEER ST RILICRIFTER (V9%

FEBROEDIFEET LD 1 DL EX LN TS 2 L AT 12— VAN Y Y ¥ O high-pacing 12 & ¥ #% L7 LERX
L@ ST FREIZHT 2 S-ISMN #lRN G2 K DB 2 RET L7,

2% L AT r—LEARET 20 BEGEE Lz hF a0 b ey — L REE RSB U, A0 B A SR A A A
U high-pacing #1T 272, pacing #3020 L D 100~200 beats/min 7 < 725 K 2 5% L 7=, high-pacing B4k 45 5
%0 ST O S %, 5-ISMN 3mg/kg IR 5-Fit: Tl U725 %. 5-ISMN I3 high-pacing (2 £ % ST T4 A EIZHD
il L7z,

[ERPRZEZE]
1) A2 5 EEN AR ER AR

FEHBIRD 2 UL EIC T5%LA OSBRSS & b - 2 E S VEGIE B S Blc, RBRES 1 AICAA] 10mg, 5
2. 3 HICARA 20mg KO 7R (EFITHEES IR . 5 4 BICARK 30mg 2 Z 2R HEHRS LY #5057 1 K
B O G-t% 1 BRI O T, B b Ly R I VEBAM R A FiE L7z, £, 0T S-ISMN o2
HIE L7,

FTORER, MAEH S-ISMN JRE IR REICHIE LT L7z, F72, AHF 20mg & O 30mg £5-Tid, 5% OEHRE
M GEBIHAEGE) 138 5RTOEBIRE (2> he—L) ([CHAFEICHEMLEZ S (KVI-8),

()

200 - [[]:=avbu—n @560
. * I RS

G 600 - l L AHI G-
&) l:;:
g 400 -
Eil

200 4

0

7*Z7+tR  10mg 20mg 30mg
& 5 =

KVI-8. 77 &R KOAHF 10, 20, 30mg %512 L HIEBNRFHE CERIE CAEZHERZE n=5)
*:p<0.05 (2> br—/L &)

W) AROARINIHELOCHEZT 1E 20mg 1 A2 BROBELETHD GIRA+0728551E 1 E 40mg 1 A 2 [
£ CHIE),
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VI. EzhFEBR(CEH 9 5I1EH

2) BDE B E DEEMAREICRIZ TR

FEPOERE 11 B2 7T AR R OARA] 20mg Z B D8 S L, B5E1, B5% 2, 4 ROVT RRICZEME N
R IVIEBV AR F2hE L7, 7o, O CRFNR 5% 0 M4 S-ISMN R 2 JIE L7,

ZORER, AANELGHOEBFIIZEOBLICENTH T 7 R ESHOEBFEEICHSAEBEICEE L (p<
0.01), AAELH#D ST RALET 7 B RELZRITS, B RIS UIREREE RS R o7, [F—##)
BEAUCB W TIIAE B (p<0.05) LB Em %2R LT,

Flo, KAEGHOMIES S-ISMN R EILEB LR R ORAI 5% O IEBIRF [ — A GaT O EBIREH) & 13F
FRkZR e AR L (IVI-9) . Wi (I3 EOM A EMBERZRO bt (p<0.05),

LLEDORAEN D AFNTRE OB G1% 7 FERILLEICh 7z > THIERE RE OEBAREZ A EICHMSE5 2 &0
RS,

(ng/mL)

600
500 392.84166.4 T 331 04115.7
400 | o
300
200
100 |

238.8+96.4

MR E

105.0%+69.7
100 83.4+74.1

(10)
70.8+67.2

S

i

TR B

£ Rl 2 4 7 (hr)

He AR
BIVI-9. AF| 20mg #5654 O Mk 5-ISMN L & BB IE R Ref]  (AHI 3¢ 5-1% O TE B ] — AHI B G- O B[R] DR
R CPEOMEEERERAE n=11)

A PMEEZEDLMATEIEICKRIETEA
FHEPERSE 11 Pl kg s LT, AFIREGANS TR O b 2 EEhifk il & 3 DB B fisBio L 2 X — 2 —JEf)
AR Z il L7z, £ 0%, AH 20mg HERE AR G%, &G0 & R EBIRH 2 &l & 9 2 EB AR 2 52
L. JEEF R OFEAER O DIMATENRBIZ BT T EH 2 Mt L7z,
ZOfER. LT OREMEDFF DT,
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VI. EzhFEBR(CEH 9 5I1EH

Oap (11 #) (EBHFRELER EICE M ST T 2D, KR 5#% 10 T STIR FOBERA LI,

QL FRFO NI, PRIR M, MBI A XA 5% AEIIE T L (22 p<0.001, p<0.05, p<
0.05), ZEEAM, EBEIBERMABOAE Y (p<0.01, p<0.05) bRD LN,

@IETH, PEIRBAE OBMIHI R A St (KVI-10), Fio, 765 B & OV SRR 258 O $ N A3 2 &
niz,

@ A%k, DFREL. Pressure-Rate-Product, A M HT, 7EFHIR ML HE 7 M ORL I B HEH UL AHI IR 5-Ail 2 TR iR,
RIS HICHEEE RS Rh o,

AFRBRAE R D . AR OHPEERIL, ATRMERIC & 2 DFIRRFREORA PN FEERN & 2 itk 2,

(mmHg) QO avhu—n
@ +F
* p<0.05

20 A * %k p<0.001
fiti
)
R
i
A 10 A
£

ZipE EERAAE  GEEBA  SEBRM EDMC TR EDNS It EERG TR
35 653 957 145 345 95
(25 W) (50 W) (75 W)

BIVI-10. HEsHT /L= A —Z —AATERIC BT D MBI AL OHER  CPME LR ERZE n=11)

4) 52 Bk Y 5R 4 R

M5 OREE D= DIZABE LT BE 9 BliC, KA 20mg % & FHE LIZBEOmBINRIEIEER % @BhiRE I L 0 B
LD, HEEREORIE X, AHA ORI 575K A4 segment DS ZFHI L. T OEEE Z N4 EE
ik (RCA). ZZEHBNR (LMT), A F17kE (LAD) K OMEIEE: (LCX) OWE (—kA—& —MER) & ME L7z,
—RA—=H —OMEDGET b b A EBRA =R (RV), AEBRO FEPEEEE (), A (D). Sk
(OM) DO—EEALAFHA L T kA —F —MERE LTz, Fio, kA —F —MEQEO—EEAAAFHI L T =K
F—F—MERE LTz, 72, RIS S-ISMN BE A RIE LT,

ZORER, AA 20mg FFEE 5 %I, AAHEBRO—K, 2k, =R —F2TIZBWT, RAKS
ANCHE NG ERIBER A BN (FVI3), —J7, AP 5-ISMN JE T F %5 5 0% (61.4ng/mL) 75 EH L, 1
e i (281.7ng/mL) Z 7R L7z 9,

- 23 -



VI. EzhFEBR(CEH 9 5I1EH

FKVI-3. AAl 20mg & T #5-Hi% O FEEBIRE DZEAL

Fe LA (mm) $e 5% (mm) LIRS (%)

RCA 2.78+0.48 3.14+0.56"* 12.85+2.14

LMT 3.97+£123 4.53+1.45% 14.48+4.20

— KA —H — 1 LAD 2.284+0.43 2.5540.34" 13.37%3.30
LCX 2.77+0.66 3.02£0.64" 9.68+2.72

) 2.97+0.98 333111 12.57+1.55

ZWRA—H —IE 1.70+0.25 1.93+0.28"* 13.96+2.50
ZWRA—F—IE 1.01+0.15 1.24+0.17"** 23.71+4.34

(P SRR ZE, n=9) ** : p<0.01 ***:p<0.001

) AFOABINAELOCHEIT 1F20mg 1 H2BEEOELETHD GIRA+2725E1L 1 FE 40mg 1 B 2 [
FCHEE),

(3) YE ST - Friuhefa
1) YE AR TR
5 oMM AREE 7 FE G L LT, &K 40~80mg & HERR OE L% | 30 045 8 Rifflth £ CIRRENE KL
UL HRE A HE Lz, ZORER, EMILEEITRE5% 30 2 TROIE T L. 6 FFHE L ARORMEL k7228 8 IF
RIS ATEIC L~ A BE LR D o 72 2,

) AFNOARENTRE TN RIIIMETH Y . JIELOCHEIZ1E 20mg 1 A2 FEREOKBLETHE GIRA T+
Ay EEAIE 1 [E 40mg 1 H 2 Bl E THERE,

2) {E PR ¥FHREE A

FHEPRIERTFE 11 flastge s LT, AH 20mg ZHEROKGH, 2, 4 KOV 7 BRI EB) & #5080 2 F0E L 726
B AFoROFEEEL 7 R LICHh 0 EBIMAREA G EISHENSE L 2 eArnInic 19, (VL 2. 3w % Bt
VDR | DXIVI-9 SR

- 24 -




VI. EMEFREICEET HIER

1. MAREDHR
(N aREEMGMAEE
AN IR EE (X 2 TIE 2R W,
A 1A 2 D FRE DIRREIC X > TR D &b D 28, 100~200ng/mL & & % Hius 19 2),

Q) ERRABRTHRESIN-OFRE
1) B[RS
TERERE A 7 6 BICAFAI 10, 20 KO 40mg ZAHEFE NS LD Mt SISMN REZJIE Uiz, ZOfER, i
M S-ISMN R, #0545 2 BRI CLEIE Cnax IS L, TinlZ 5~6 M TH o 72, 2B, Cmax L N AUC 133 5512 LL 41
LCEMmLEZ D (KVI-1),
(ng/mL)
800 r

600 [
400

200 f

I

24 (hr.)

e 51 RefH
BIVI-1. fEEER AT T-I2ARAK 10, 20 OV 40mg 2 AR A& G Uiz & & oMl S-ISMN R EHERS
CESE AR HERZE  n=6)

FVI-1. @R A B FITARA 10, 20 KON 40mg Z HEIRE OGS Lz & & ORYENHRE T A — X
(BB O IR BNREME . & FH L 72 1E)

Cmax (ng/mL) Tmax (hr) Tiz (hr) AUCo—» (ng * hr/mL)
15724297 1.8+0.7 55405 1,701+263
ome (18.9) (37.3) (8.4) (15.5)
373.3+29.3 1.7+0.4 5.0+0.3 3,306 391
2ome (7.9) (24.5) (6.0) (11.8)
709.7+107.3 1.5+0.4 6.010.2 6,525+951
Home (15.7) (29.8) (4.1) (14.6)

CPOEERERSE n=06)

) TEERE  CVIE (%)

W) AFOARENAELOHARIZ 1E 20mg 1 H2 BEOHRGTHS GRATS2GEIL1E 40mg 1 H 2 [H]

FTHE),

- 25 -




VI. EMEFREICEET HIER

2) RIE®RS
BERERN T 1 6 FlIC AT 20mg 2 12 RefIIR T 7 MIER OG- L. T S-ISMNRE &2 E L7z, £ ORER, 2
[\ H LA O E 12 R o Mg S-ISMN IREE, #lE#E S 12 RGO M S-ISMN IRE LV FEICE -T2
23, 2 [ HU#O 12 RE#OMERIREOM TITEEZREIT <. RIRMAEPRIREIL 130~150ng/mL O —EHPFHANIZ &
V. WET 2EINITRD ot (K/IVI-2), 72, R GRED Tmax KO Tin IWEHR GRS THEZET A
SReotz (RVI-2),
#E-C, B MZ S-ISMN % 12 BRI CRER NS L CH BT 282 < BMNEOE TOoR# EoZ{bix
pipntEZHND D,
(ng/mL)
600 F

500 |

i 400 F +
i
o300 b
\z}%
B o0l
¢
100 ' ¢
O 1 1 1 1 1 1 1 1 1
6 12 24 36 48 60 72 78 84 (hr)
B HA% RFH

BAVI-2. {ERERRA B FIAHK] 20mg % 12 BB 7 BIKER D& S5 Lz & & oifEd 5-ISMN B E OHES
CESE L HERZE n=6)

KVI-2. BEFHERRA T FIZAFH 20mg 2 12 B[R T 7 BISER D& 5 LTz & & Y EE/ T A —X
(BB DI BYREME > & L L 72 E)

Cmax (ng/mL) Tinax (hr) Tiz (hr) AUCo—» (ng * hr/mL)
367.6+65.2 2.1%1.0 5.0+0.3 3,058 +285
FI|EE =2
(17.7) (46.6) (5.9) (9.3)
515.5+39.6" 1.9+1.1 5.4+0.5 4,648 +332"
e -
(7.7) (58.1) (9.4) (7.1)

CPOEERERSE n=06)

Q) &=

E R L

() ZZEEREC: CVIE (%)
* RGO 5 HEE (p<0.05)
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VI. EMEFREICEET HIER

4 EE - REOEE
NEEHRVUBREDRE
TEFERR A 557 3 BT 12 FRRDH A1 S OB & 1.5 R IS AA] 10mg & AR 05 L2 fE R, ERIZX Y 5-ISMN

D Cmax ‘ii&T L/\ Tmax i@ﬁ-@—é'f@\ﬁ%ﬂi\‘ L/f:ﬁ§\ TI/Z&U AUC i?’iﬁ) &)%ﬂfo@ﬁ)/) 712__ &75‘6 i@\ﬁ cké 5-
ISMN OB KT BTV RV DL EZ LD 7,

RKVI-3. RN T FIZAH 10mg 2 HLEIRR O %5 LT & & DIEYEFE T A —&
(BB OIRMBNREME > DB L7 18)

Cmax Tmax Tl/2 AUCO*)QO
(ng/mL) (hr) (hr) (ng + hr/mL)
232.01+34.8 0.7£0.3 5.620.7 1,508 =410
12 ReRil A e
(15.0) (43.3) (11.8) (27.2)
173.1*+17.6 1.3%0.6 6.110.5 1,697 =167
B/ 1.5 RfE% S
(10.2) (43.3) (8.5) (9.9)

CEPMEEAEAE R 2 n=3) () FEHRE: CVIE (%)

) AROEARENT-HELOCHERIZ1E 20mg 1| H 2 BEREAKRGTHD GIRAR+4525E1L1E 40mg 1 B 2 [H]
* CHE),

) EMBEICRIZTRENTOZE
BERERN T 7 8 T A 20mg Z#E A4 5 L, SEMERBIC KT T RENEOREL G Lz, BF T, sELE (8

3,100kcal) EAERAEHGR (%92,100kcal) % 7 1 A A4 — N—{EIC L o> TERE Y2, TORE,. AFIE 5RO AUC 1XEE
Wifs L ARNENG B OEEUC L 0 =ITRD R -T2 2,

2. EYEERB/NS A4S
(1) &t A&

-2y RX—= AV =TT D

(2) IRURIRE E 3

Q) ERREEHR

@DHhoI75v

O) R HEHE

FVI-4. B[R EROFEYEETRT) ST A —F
£ SNy W B e (hr!) HAHEER (hrh) 27 Y7 Z A (Lhr) SR (L)
10mg 1) 3.96E1.22 0.13£0.00 6.0£0.8 40.7

20mg 5.74£2.51 0.12£0.01 6.1£0.8 42.1£83

6.2%1.0 -

40mg — _

CESECARHERRE n=3, 7 V7T 7 ADLFHEIFERE n=6)

W) AFOARINIHELOCHEIZT 1E20mg 1 H2BROBELETHD GIRA+0725E51E 1 E40mg 1 B 2 [
FCHEE),
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VI. EMEFREICEET HIER

(6) Z Dt
MUE R L

3. BEE (REaL—a>) i
OF 2 p>
AR L

QN A =L EHER
g L

4. R
1) PR URERAL ., IR URAE S
L TR S 4L, OBIHER 22T 5, WIREIIUTO L) Th 2,

\;/ 1
e — Mk — g - &&
Z v MZSISMN 2 OE L&, IBENLHRINEND Z ERBDOLNATND 2,

2) JUn
FIE100% EEXbID,

Z > MTS-ISMN 1, 5 KU 50mg/kg ZHARRO#KG Lz &, WTFNOFRGEIZBWLTH 5% 30 23 LANIZ Crax 12
L. Tinld2.5~3.0 ReH DI THEBIZIHA L7 (RVI-S5),

F7o. Imgkg R O#& 5 L7c86 O AUC IXFHEZ RN G L7256 O AUC LI1RIFE L <, BA 7B RNFIH
TR SN2 (KIVI-3, RKVI-5),

(pg/mL)
20

10

TSRS

0.1
D #E0 1lmg/kg

D #0 5mg/kg
D #%0 50mg/kg
: ¥ lmg/kg

oemeO

ot 514 R
KIVI-3. Z » BT S-ISMN % H[E#RE OB G OCHEFFIRN G- L7 & & O fiEd S-ISMN REOHER

CPEEEIERERE n=3)

- 28 -



VI. EMEFREICEET HIER

FKVI-5. 7 v MIT S-ISMN Z H[E[f O &5 K OCHEIFEIRNE S LT & & OIERYEIEE T X — ¥

PG . Tinax Crmax Tin AUCo= AUC
K ER . 3
(mg/kg) (hr) (ug/mL) (hr) (pg * hr/mL) (& /iR
1 HARA — — 1.8+0.5 1.92+0.54 1.00
1 e 0.83%£0.17 | 0.49%0.06 2.5%0.6 2224038 1.16
5 e 036*0.14 | 1.62%0.34 3.0£0.5 8.03£1.70 4.18
50 &0 0.83%£0.17 | 20.36%+2.34 29405 124.68+15.15 64.94

CHRE RS n=3)

5 5
(1) %A B8 P9 @@ 1
Z > MZ 5-ISMN 50mg/kg Z HERR O G Uiz & & BN O 5-ISMN R E I EVEEZ R L2 2, (TVIL 5. (5)%
DA OFE~DOBATE] DESH)

(2) I i%-RaAEEAPT @@ 4
IR 18 HHA D Z » M “C-5-ISMN Img/kg & HEIRR DG Lz & & R R ORI OB AU AR E I3 5% 1
WFEIC & bICRmEZ R U, IR VAR A REIR IR, RESHLAR T BRIR EE D 80~86% & /k L7=/y, B4 24 W
B CIIRHA R OV R DA & b B @i fE D 3% LN FIgiid L7z 29,

Q@ it ~DBITHE
i 14 AETROME S Z » T MC-5-ISMN Img/kg Z#% A5 Uiz & & FLIT O e B (R f i b i ae

BEOHRE LIZIZR%ETH 722,

() BB~ DB ATHE
BB L
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VI. EMEFREICEET HIER

(5) Z Dt DR~ DFEATHE
FVI-6. 7 v NZ 5-ISMN 50mg/kg & HERE OB G Uiz & & OfMEF 5-ISMN KO ¥ YL e K ((RE) RE 2

e G- RER
Fe 5% 10 5y Feh-1% 30 43 e 54 240 4
5-ISMN AV YNLER 5-ISMN AV INVER 5-ISMN AV INER
JiT i 7.70+4.14 11.40+2.93 8.01+0.44 7.44+1.71 2.5710.04 4.11+1.39
i Mk 10.45+3.09 2.231+0.06 17.10+1.02 5.77%+1.02 491+0.56 6.07+1.20
LR 10.73+3.14 2.59+0.14 19.04+0.65 3.08+0.42 5.630.54 3.90+0.40
ek 11.13+2.88 — 19.63+0.88 — 6.061+0.49 -
fifi 9.15+2.73 2.49+0.83 15.52+1.73 3.41+0.24 473+0.28 2.88+0.67
ik 10.66+2.71 0.99+0.31 17.39+1.08 232+0.16 6.17+0.21 2.07+1.04
A 9.80=2.64 — 18.8110.54 - 5.24+0.21 -
b it 9.81+2.76 — 17.90%0.90 - 5.0510.48 —
F B 9.00%£3.36 - 14.49+1.94 - 6.0610.26 -
HERST 2.16£0.55 — 3.41%0.50 — 1.18£0.05 -
337.48£44.58 - 127.66+51.63 - 11.88+4.13 -
N 420+1.47 — 6.2120.66 — 3.25+1.49 —
=l 6.72+2.31 — 9.80+1.18 — 2.44+0.29 -
e ek 10.30£2.70 - 19.29+1.35 - 5.24%+0.75 -
B & 4.68+2.02 - 9.87+0.60 - 2.67+0.16 -
k3 11.54+3.18 1.74+0.15 19.61+0.10 3.92+0.39 5.23+0.50 243+1.28
41l 10.90+2.92 - 18.56+0.93 - 5.800.60 -
CEYfE iR = n=3) — CHERT B pg/g 7oL, SER VML u g/mL
(6) MIFEAIEEE

AF 2 i R BBRES ([ E L & 2 omEEAREAR (G 3 B, [RAMERE) 20
HAEH (5816 m%) :3.9% (CEHE n=14)
Bl (8416 %) : 2.5% (EHE n=14)

1) AFN OGS E T RESUT R RIZIRIE TH 5,

6. 1t
(1) RBEAL R R BHRER
PREFEAL . EIITFR
RAHREE : S-ISMN # b FROYT v MO NG LIRS 2 it L7, RIVI4 o X 9 2 REHREE S HEE S h
72
fEEERX AN 1 3 Bl S-ISMN 40mg Z H[ERE %G Lz & &, #5 48 Bl £ TORFITHEGRED 29.0%
2 SISMN D77 v VAR E LT, 42.0%0834 Y e RELT, 20%BREEE LTENE
Ak S 7 2,
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VI. EMEFREICEET HIER

AV JIVEFR

|

CﬁHl/lOﬂ

D-J/LE k—

AN R n RS E
BAVI-4. 5-ISMN OFRCHHREHE
Glu: Z)v7 o g

RO ORE#Y (T >~ b)

Z v M S-ISMN Z HEIRE NG Lz & & &% QM E TICHEGED 14%23 5S-ISMN 7LV o o U Blask e L
T icHREt S, RE({ERIZD T Th o7z, HEltS iz SISMN 747 v UG ROIE & A EBRFRIRS
Too E7o. 5% 24 Wi £ TORTIT 27%78 5-ISMN Z L7 11 VTR AR, 47%705A Y VL e FE LTHRES ., R
TALRIL 6% T e ode, FHICITIT L A LRSI N o 7=7e®, 550 OIRFPRBIIL D-V L E b=, A
YYNE ROV a  BIRSEEEEBZ N (FVI-5),

=]
DNE | s-1smn v s e mial o o
(14%) 5-ISMN 217 v o B Ak
HE/:_I_ A4V )IVER

5-ISMN
(100%)

‘ LV ILER 4T%)
5-ISMN 7L 7 o VEAHE (27%)
FR  5-1SMN 6%)

MVI-5. 7 v MR T 2 RE PRI R R

Q)RBI-BEET 5EF C(YPEH) OnFiE, F5FX
TNEFTFH L S- " T AT 2T —F
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VI. EMEFREICEET HIER

X7 my — LR R R KITTRE (T 1)

Z v MIZ S-ISMN 20, 100 & 400mg/kg #2401 B 1 [ 7 BEKER DS L2, IFEE, IFIs7ay—
LEAR, F 7 a—L4 P-450 &, NADPH-F h 7 m—2A ¢ (P-450) ETREREM, FF7 v —L4 bs &, 7-T hF v
7=V OB F IALEERIEER O X 7 U v N-JA FOUABESRIE Moo FRE & el U TR EZEM 72 <. 5-ISMN
TITFM ARG EIIRRD b h o T,

@) YEEESROAEERVZFDEA
fEEER A B T 6 BITARK 10, 20 KT 40mg 2R AHKE L- L & K5 /IZHIT D 5-ISMN @ Cuex X T AUC 1T
FIFFN AW D ER R HREANEZ TR T2 L5, YIERES OB IMmMO ThhntEZ LN D,

(ng/mL) (ng - hr/mL)
Y=18.2X—11.0 8000 Y=160.8X+92.0
r =0.96 r =0.96
750 F 6000 F
« O
g -,
© s00f < 4000}
250 F 2000 F
O 1 1 1 O 1 1 1
10 20 40 (mg) 10 20 10 (mg)
% 5 & w5 &

BAVI-6. {EFERRA B FITAHK] 10, 20 LT 40mg 2R OHF G L7z & 05 E AUC, Cua OFHES
(EHE L EHERZE n=6)

W) AROARBINIHELOCHZEIZT 1 E20mg 1 H2BROBELETHD GIRA+07285E51E 1 B 40mg 1 A 2 [
if“iai)o

G RBMOFEDERERVEMELL, FAELE
S-ISMN O ERFHMTH DA Y Ve ROFIEM % S-ISMN & lRG L7I2fER, 1 Y Ve Rid v S
KERD 7 AT 27 U SR LT 5-ISMN @ ICso fED 10 {5 M I DT B S8 A MIF S oo, kA
XIZ 100mg/kg FEIRINEE G L72fE R, MR, O OBRIEIZ I SR 2R & 97, BERREL A X~ 100mg/kg #% 1 #¢
HlZRWTh, IRERERAZ RS2 o7,
Filo, A4V VNE RO—EHRBRICIWN T, —BIER - PARARSR (w7 X 1,000mgkg # 1), MRS (6
JE Y b)) KUK - EBRERH (T b 1,000mgkg F2A) I2OWTH, I SEEITRD SRR hoTz,

1. B
FEFEAICRH SR, T LTRPICHRES N S,

) EEES
TERERR A B 7 3 BICAA] 10, 20 KON 40mg Z A% N5 L KA 5% 60 B £ TORP~DOPEZ Bt L7
H. 5-ISMN KUY 5-ISMN O 7L 7 1 Ui E RO BAgHRI EiX 2211 2,75, 4.73 X1V 12.48mg & HEKFEEZ R L
(KVI-7), & o#ERICRHT 2 HEIERIZZ T 22.6~31.5, 22.0~263 K 1)24.6~35.6% Th-7=, BERIEED
7B, K 95% N5 24 BT E ClcHEt S vz D,
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VI. EMEFREICEET HIER

(mg)
20.0
R
o 15.0 F
s 40
mg
Ui
HE 10.0
iin
=N
T
5.0 20mg
10mg
1 1 1 1 1
12 24 36 48 60 (hr)

e HALRERH
KIVI-7. fEEERRA S 1 3 BICAA] 10, 20 BN 40mg Z H[EIEE 05 L7z & & 0 5-ISMN O JR H RAgHEI &

CPAEEARER A n=3)

) AFNOABINHELOCHEIT1F 20mg 1 H2BEEOELETHD GIRA+2725E1L 1 FE 40mg 1 B 2 [H
¥ CHEE),

Z v T ¥C-5-ISMN Img/kg ZHEREOHKG Lz & &, #5% 120 FFHE TITHEEED 90.5% M IRHIZ, 5.6% M3 3
HIZ, 0.6% MBI IR STz, RO EHZOBEEEDPEIITHELHTH Y . DD 24 R LINICHRPEE D
99% PR S N7z, Fiz, HEIERICHEZEITGED Hed o7 ),

HRERE

FEREAA T 7 3 BICAH] 20mg % 12 FREIEE T 7 BIRKER G LS5, ERIB 5% 12 BRI O 5-ISMN JEtt=R1X1%
E—ETh-o72n, PIEFRGRHILE L TOOHEMT 2EmAH o7z, LavL, R&EGHZIZIT 5-ISMN ([ RFIZHE
LM PR XA, 48 BRI CHEIIIFITR T L2,

8. FSURKR—E—IZET BIER
YER R L

9. BRHICLDBER
BelMiE & AT DI IMEENT B 6 FIICAH 20mg 2 1 B 2 BIRRO#KS L, B, F6ENT B ISR 2 0E L
Too EOREE, FEFHTHOMBFFREITESMETHY . ZHEIDARBEOBD N ER EB 2 bz, £, MEKENTIC
X 2R ERITH 80% Tho7ohd, BHHE T4 b M PR E IR R 7o T e,
RHN ZABVE MU BN BE G T 556, AROMESILER2NEBbND, FEEN B OmIEFHRENR N2
L. BINTORBEZ T D LHEEBETOIVLERD D LEEZDND ),

10. BEOERERT SBE
AR L

1. 20t
PR L
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REZTDER
EENTHAR

. 2% (ERLOZEESH) ITEY 5IEE
ERE

2. (ROBEHEIZIFZE LGN
2.1 ST E X

&)

LMY g v 7 OH 5 BE
Z I
2.2 PRIEME RN O B

[REZ EHRSELBENRH D, ]

[HHENEEZ LRSI BZANH D, ]
2.4 JERENLD DD EH

[ AEYERIEANC &0 IS EZ KT S8, mRE2E bS8z d 5. ] [9.1.1 ZH]
2.3 BHAMEG LT LD & 5 B

L £ Fic & ik (D FEV,
2.5 f4EE - MEAEEET AT L RIRAN 5 Lt

B BAE) BEASELIBENRD D, ]
BIEE OBEERE O & % B
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15 1.1 AHIE A HUSAHI ST O FHER - HEER T 2 7 L RIEANIS L, IEMEZ AT, fEABRE T2 280355,
B, HUMEEY (=2 Uk ) ORBRIIHEATOHEREICHT D 2 b r—/b SHTAEORK
ABRAARIZ LD & RERFAE Z LI IMEENRRTE 2L oRENRDH D 37,

15.1.2 k&Y (MiEA Y YL ER) OREIZE T, A PNEZrEVIERH bbb L ORENRH L,

15.1.3 PROERFEZ MR L LI2HERBRICHE N T, KFNIAIA LT LEHA] (=7 =D ) 1T, LT L HE
DHANTIHAR S HlRA Y YV E MRIGEE L RIS TH L L Hllrs iz,

(fif7n)

15.1.1 AH &Mt FEHEDO BRI DWW CTHIfE A 7 — Z1E 72\, RS - BANEE = 2 7 L RIEH & OBzl 8~12 K15
& (M) ICLy, M2 EREUIEIE S5 2 & AHE ST 25 3 3, SLETIE S-ISMN O Ol %
LEPIEBEIC SR N 1SRRG L725HE. 77 BRICHE L CEBRFMASARICIERE Lz ORERH S 39,
Mt S BURF DL )75k & U CIEI R G- Off, &, MAIDFHERS 2 5N 2 B3 L Sz FIEIFRE S Tw
72wy, (IVIL 5. BEFEREANPER L2 0Mb) OESHR)

15.1.2 fElE - FAEEE = X 7 L REANL, ARNICB W TERTMA~E I n ey (Fe?') ZB{kL, A h~ETrE Y
(F&") 2BMTHZEBMOENTND,

i ER (X)) TiX, AR SJISMN (15, 375, 75, 19Img/kg) EOEGIZED A F~EZ 1B O8Nx
ISDN ORIBH G DEAED 1/10 Th o712 & DWENH 5 40,

BHEED SISMN 52K 5 A b~E7 v EVMAERR O AREMEITERW & B 2 5508, e RMERFEEA KM O
MIZE > TERIET D2 LB 26N, AFNZEH L THLERBMLETH D,
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X. JFERIREAERICBEI H1RE

1. FEHER
(1) E3FEEHER

VI, I EE$ 5 HA ] OEHSR
(2) REMEEHAR

1) IR RIKT T B 1ER

~ 7 AT 5-ISMN 100mg/kg Zi#t A G Lic e &, —RIER, BIRER &R, ~0 b re s — L afsiER, 2 )%
==X R T b TR, T 2= bp-RX Y R BRI LT T R E T RIIRD S AR o 7z,
F7-. 7 v b 5-ISMN 100mg/kg R D&% G Lz & &, EFEREROERBMEICR L CREI_XEFTRITED b
MoTod, 50mgkg LA D@ A E THIREB D HOT MNRIBEIA A STz, Mo PRIk LT HERE RS 72
MolzZ Lnn, MATEIREOEIIC LD “RINZRER EEZ X b, ok, AARIIHEEHEAARELZE L THmD
TRETHY . 5-ISMN ITITHHRIERITRNb D & EZ bz 4,

2) R 2R - RIRBRICH T H1EH

JREEA 1T 5-ISMN 1~10mg/kg % FEARINE G L7 R, PERER - IRBRER R W TR BICIRTF L2 R FAEA &
MEZACIZEE 5 REE N & BN 2 DA OEMBERD biviz, UL L, LIIHES . R OV BRI % LT
LEEIIRD LT, A X TO B EMNREBSEIC L 2R ROEIIIK L THM HEELY 5.2 ol Eiz,
JRERA X OB IR 512 X0 B iR & A D3 Lz,

3) EiEMICxT H1ER
EFAEY b, Ty PR T A2 HNT 5-ISMN OSBRI T 2 EM 2 ME LI2RER, £/0F v MEHEGIEA
DFAFRIEBYEIC L 2 PUE-CH R EREA D v 7 U I & @R Ch 322l L7225, £/VE v b o
KEROT v b FEEICE L TIRENES, o, <7 AHEAEREREICH L TOHA L RERZ RS2 -

7o,

HARANETOEVERBICRIFTEHE

A I 5-ISMN 100mg/kg ZfEH4&E LIZfER, M A h~T 7 a B AR A RE L=, ZOREEFHL, Bt
7a RO 2%ICT Eehole, Wk - BHERT X T AREHRO A bAET B EERE, ERELE NO T ICL D E
ENTVBA, S-ISMNIESMOF= h LA Z D IZ< Wi A bAET v BV ARERRTH VL0 LB 2 L 4,

5 £ 0t
5-ISMN [FIEE L « B #E A K O A R RIS L T DR B2 < E /e, MigEEE R L OB FEM 2R

LY AY/Y R

(3) Z DI D EBHE
LR L
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X. JFERIREAERICBEI H1RE

2. HHEHER
(1) BEESHEMERR
~YUZAKROT v FOMEREIZ 5-ISMN %A, FRIRNSUIMERERN R G- L7o/ER, — Rk e LT, BRERO
Wb, RIRPEAAT, BEENESS, EEMEF MR, SEEERA LIV, SETITRSEGIN R 5% 24 FFRILINIZED b
e, BENEETIEIS VADLEE I HHETHEL TH LT 9,
A X DOMERET 5-ISMN Z R N5 LR, ISEEOIRT ., EBRHR, BMEERA LR, ECHITRD bR
Mmooz,
INHOZEE, MATHREOELWELRSEELZLOEEZLNEN, BENRS CIIEREOEELEZ LN
oo B, ¥VA, Ty FRUA I~OFAKE T, —HRELOBSERICHER CHZEITRD bhenol,

FKIX-1. 5-ISMN @ LDso (mg/kg)

LDso (mg/kg)
BFE id - —
o FRIRAY JEIEN
3 3,210 1,820 1,810
<7 A
Q 2,910 2,250 2,070
3 2,010 1,880 1,920
7 v b
Q 2,360 1,750 1,760
3 >1,000 — _
A X
Q >1,000 — —
Q) REHREEHHER

1)7 v MIZ 5-ISMN 125, 250, 500, 1,000 & O* 2,000mg/kg/day % 3 » A M#E O # 5 L= BRI VT, 250mg/kg L
OHETHRI VAT v — /LEOHEM, 500mgkg L EOAETA hA~ET v B UfE, fRRMERFE R E Y L
EDHEA, 1,000mg/kg LA EDHET AST {EHED EFENL LIV, 2,000mgke DHETHEEHINA LI, £,
250mg/kg LA Lo B CRIRER OB, 1,000mg/ke LA EO A ECIHIKEEOHEMNENRD Sz, Zhb0E{biX
1 % AR OEAERER TR LB 2R Lz, MEEET 125mg/kg O & THREEBORMAD MNA izl ,
125mg/kg DL &Il S 47z ),

2)F v hZ 5-ISMN30. 90, 270 % 8 810mg/kg/day % 6 » A RI8E 4 5 L7238k 51 T, 90mg/kg UL _E o> fil T LDH
TEHEE Y CPK {EHEO R MBEEOA . 810mgkg DR TA h~ES 1 B UfE, MRIRIMEREL O HNE A3 A &
AL, E£72 90mg/kg LU E D M CEIRE R OMMNTED bivie, EREREIL 30mgkg &Sz 4,

3)A XIZ 5-ISMN 50, 150 K U8500mg/kg % 6 » A IR OG- L7273 BRIV T, 150mg/kg P o il & C bl oD
500mg/kg DHETA PNEZ B EUE, a2 L AT o —/HERQY VIEEMEOHEM, WONZ AST IHHEK Y ALT 1%
PED EF RO HIREESEEE AN A D, SETHIANGED bz, MEERIL Somgkg & HI Shiz 49,

Q) BfaFEHER
AR 2 O DR IR ZERA SakBh . Wi pLE D REF ML 2 AV 2 G (R B R & ONT - B3 &2 O 5/ MR I ds
WT, 5-ISMN OB 2 it L7k R, B R RERIC IS W THERFRIC QAR RS O HEBLER DG L 7278,
DR TITNTNGRETH 722 &M 5, 5-ISMN ORURTFEMEITIFV S D &l S vz,
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4) AR ER
EREERBR O ICBO CEEEEETH L O LS, RO ERERERBRICB O TR AFNEZ 5
OB EAEITRO BT, 5-ISMN O IZB W T HBEEEEL OB AFEIZET 2 M EITRO TR,

(b) ETEFEEF MR
1) PR 8RR R BT IR#D A 1% 5 5%

WEREZ » M2 5-ISMN 20, 100 K O 500mg/kg/day % ATARRAG M OUEARAIH] (R - ZZBEAT 9 JBR R OZZECHIR M « 22
R 2 R, SECHIF R OUTHR 0~7 B) (SO #E LR, BEh o —iairE 2 8o L i, 500mg/kg
SR CHEREI —@ M 0 B FEBI OME], K ONRIREO B AR TE O BG4 H A7 72 D BB R T 100mg/kg & RIS
Ni-, BEMMEEOASHEE, WONIIRIRIZE L Qg B8IIR o b d, #8813 500mg/kg LA E & HEE S 7z 40,

2) REMHHR S HER

IEHR T~ MIT 5-ISMN 10, 100 & TF 1,000mg/kg/day Z 2B TZA (AEUR 7~17 H) ISR AES L72FER. 1,000mg/kg
DA THEWIC—HIREBOZE( & U CTEMERR, VA K OSBRI KT 2 RISHEOIR TR b i, KEDH
INHE RS Dl iz, WEEEIT 100mgke EHWT Sz, £2, BEEKOCHAERORE - BEICEL T,
1,000mg/kg O F 2T R OV AV O RIS S 03 4 i T- 72, MREEIT 100mg/ke & HIKT Sz, HARD
FEREATEN S OVETEASREIC B3 2 M 51T 1,000mg/kg BA b & HEE S 47z,

AEHR D B U 5-ISMN 20, 100 KUY 500mg/kg/day # 2B ULk 6~18 H) ICRO#KE LR, 100 X
500mg/kg DA TRHEMIC LA & BT, BRESHIMG, EFFREERLON, 20O BEMO—KEE PR
BRI L MBI 20mgkg SRS ALz, Fo, JRITICBIL TESE, HEHMH], EAEEEOHEETRD T
HERZ RN T 500mg/kg DL b & HETE STz 47,

3) AEHAR NRELER 5 HER

IEHRZ > MIZ 5-ISMN 100, 300 K& OF 1,000mg/kg/day 2 & EM R O AL (W00 17 H~5#0t% 21 H) 205 L
TAER. 1,000mg/kg O FECREBIICEAFRIRIE, SRS X 2 BOSPEDIR T E DR B, WHEREOIK T, EEFRED
BOSERBD BN, ZO7, BEWO R EME K ORI KIE T 8N 3 2 AR 1T 300mg/kg &R Sz,
Fio, WA LTI, 1,000mgkg O R & THAIROEESIECROBEM, HREOHIMME & 5E - 5 hOBER
NI, FERERIT 300mg/kg & MW S ALz 39,

(6) AR AL ER

DX D R g K ORGSR 9~ 2 — R PEERBR I 35U T, S-ISMN O JRIFTHIRE I 2 st L 72 i 3R, 2 E g o
LB K OVEE HE oD IR NS48 0D I AE IR SR AN E D A7z A8 HEAT 72 BRI M OVlR 24 BRRIAR (IFH R ST L 72 2 &
MO JRETRITEIE IR 72 b 0 LW ST 49,

(7) Do HE
DinR®E
EATY NORFEETF7 47X —WB, EMKET 7 0 7% —H B, SENRETF 7 1 7% —H Bk
IZBWT, 5-ISMN OHUFEME A L2/ R, WTIhoRBRICBWNCHHURME A RE T 2 B iEi 0 bk o729,
2) REtmoEH
5-ISMN O ER#MTH DA Y VL E RORAMTRIEICOWTUIFHIE L7=FE 3. A Y YL E Fid 5-ISMN 1T, &
DIXFETHD LB X BT,
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1. B

—H4lgA Y Y Ve R

RIK] . T A ha—/VEE 10mg, 20mg AAGFEEIES (FE-EASOLMGFEICLVERTHZ L)
B

2. AREIRA

AR

R RAT

34

BERIRETORE

4. BEWEDEE

BEIN TV AN

5. BEMITEM

BERERGLTA R 2L
<TFhYoLBY : HY

[l —pi oy 3K
@ %h

1. EffREEEAB

-5 - A%

19814511 A 17 H

%L

R Y Y VE R, =hrJ BV =a T rUn

HERTARBEARRUVARES., EMELNSEEAR. RERKBEAR
WER e AR H H TRE HEAMFEYEIEAFEA H HR7EBAtA- A B
T A b a—/8E 10mg 20600AMZ00923000
199444 A 1 H 1994 4£ 5 A 27 H 199447 A 5 H
T A b a—/EE 20mg 20600AMZ00924000
MEEXFEREM,. RERUVAEEFENEOEABRUZORRA
3% L7

BEERR. BIHEHRRLRFABRVUZOAR

FIEAAMTWMEA B 1 2003 4 11 H 25 H

BRESUTANR, HER O EDOER T2,

. BEEHM

199444 4 1 H~200043 H 31 H

REHMBIRICE T 21

(64, #&T)

AFNT, B (HDVIERE) BIFICEET 2 HIRITED S TR,
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X. EEMEIEICEHT HIEH

13.

KEI—F
. JEAE GBS SIS YE | ERIERE S o — R . . L7 MR
W 7c4h ‘ ) ) HOT (9#7) &% o i
Ik EHE S = — R (Y =2—F) VAT Afa— R
7 A b a—/8E 10mg 2171023F1023 2171023F1023 103301402 612170716
T A b a—/L8E 20mg 2171023F2020 2171023F2020 103302102 612170717

RISHAF EDEE
B R ORANA
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1. ELGNETORETRKR

HES TORGRIRDUILL T D LBV TH D, (2026 4 7 A HIAE)

E4 iz FITE a
S Monoket HEA 10mg, 20mg
R Ismo BEAI 20mg

E) EERSBIZOWTIE, 94 B ZABRO R WEENRTE L TV 5,

2. BHEITHERRIIEER

B 2 HsME R (A—A T U T8
HARDEFEHRXD 19.5 i), 19.6 3w OHEOTFIILLTOLEEBY THY, T—ANFUTHEEIFRE RS,

AFNZ BT DA LR

9.5 R4

PRI SUTHEIR LTV 5 ATREMED & 2 MEICIE, 18R EOFRRIENERIEE EE S Ll SN 258 IC0RRET 5
L, MMER (T ) TRERGIZLY, REEROHAROKERMME ., HAEREFROKT, %5 -

DEIEHHE ST TN D 39,

B EDOFRMEROEARBOFRIEELZE L, RO T 1k 2
HABATS 2 2 EMME SN TN D ),

A —A +F U 74348 (Australian categorisation system for prescribing medicines in pregnancy)

B2

Drugs which have been taken by only a limited number of pregnant women and women of childbearing age, without an increase
in the frequency of malformation or other direct or indirect harmful effects on the human fetus having been observed.

Studies in animals are inadequate or may be lacking, but available data show no evidence of an increased occurrence of fetal

damage.

1¥) Therapeutic Goods Administration : Prescribing medicines in pregnancy database

<https://www.tga.gov.au/resources/health-professional-information-and-resources/australian-categorisation-system-prescribing-

medicines-pregnancy/prescribing-medicines-pregnancy-database>  (2026/07/14 7 7 & A)
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NELEENTEY, HAETHLRBMEN TV HHBRFIETEONIMHMEELFEEL LTERRL TS, EREEEEN
WEPRIE A 2 Hatd 2 ETOSERBERTHY . MLEOAEEZRTHDOTIZRY,

s
[a[=N=§

BT NG END, RBRITIEFESRHEL L THRN

(1) ¥ 8%
FXIM-1. 7A b —/LEE 10mg, 20mg ¥eth D2 ENE
PRAESRAT RIFFERE PRAEHIM (S
FIZRES (K9 5001x) Bl ik 4 iz L

ABRERE PR, SR

(2) Bt - BBERURERET 2 — T OB
LB L

2. TOMOEEEN

F=TxA I3RS ERERE T A — L=

https://med.toaeiyo.co.jp/
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