2021 4 3 AGET (5 2 i) HAZREER D EES - 873992

EERAVFEL—T+—L
AAFKRESTRO | FREEMRE 2018 (2019 EEFHMR) (ML THER

X 35t B SR
T/ =) BT F M) LK R IESE

ke of: 19, B Y Sl

ADETPHOS kowa ENTERIC COATED TABLETS 20

#l | &l BBAMT74LLa—T 4 T8

HHE ORHERX S| EHELGEY

&
o
o
o

18P 7T/ U= VBT F M) ro LIKFIH) 20.0mg

m & 7T7/OU0Z )BT F )2 LKIY (JAN)
¥ % : Adenosine Triphosphate Disodium Hydrate (JAN)

HERTARZEFAB | BERFTAEEHRH 1970588 22 H
2O K ¥ IR & - | EMEENSERABE1972F 2818
Bk 5% A B BREKH®BERBR 1972F2A81H

& (@A) - @ﬁEﬁJLEj\- Fu **ib\ = lT‘i
-l &HA GET: BEIunen

TEL. :
FAX. :

HEIMKRASH BEHEYFR—FE 44—
B L & b & B O TEL: 0120-517-215 FAX : 076-442-8948
EEBFZRERITHR—LR—  https://www.nichiiko.cojp/

ATF 132021 4 3 H SGETIRAT SCE O RLRUC IS S ET Lz,
O OIEHIT, IRSLATBGE N B G SRR e SR O RS A BUR R — U TR L TS 280y,



EHA 22— T 3 — 2R OF0 OB — H AR AANT =—
(2020 4 4 AekzT)

1. BERBA VB Ea—7 +—LERORE

P R SR O AR 2 BHIEH & LT, R AERLIASCE (CUF, IRESGE) b
%, EEPRELL CEERD « SRAFNAN S O BEIRAEEE A B 25 B2 KL 00 1IE 4 A 2 1%
T 2BZ1E, B SCEICRE S NG 2 BT 2 EIZEEM R S B R GE R H D |
R RO EIEFRALE (LT, MR) FE~OEROBIGHEROERIC LV FREMTEL
TETW5D, ZOBRCHEREREZMEVICATTLOOHE Y A e LTEHRERA >
AEa—7x—25 (LLF, I FEMKT) 233EAE LTz,

1988 M2 HAYFBEsEAIRT = (LT, B P 2 /NEESMN T FOMEMT, 1TF
SOHEAER. 1 FRR#EEAZEE L, 0% 1998 £12 RRHFEINGE 3/ EES M, 2008 4,
2013 I HSREHKEREZEE SN 1 Fl#EHOWET 217> CTE T,

IFﬁﬁEﬁm%uM\lFﬁPDF#@@¥%T &L LTIt % Z AL E e
ST, ZHICK Y RN CEOFTEARUT N D> 2B A ICKGTORIT — 2 2B LZT F
#ﬁ%ﬁu%&éﬁé kk@otomﬁmmlFi RS R RS R O (LT, P
MD A) OEFHERLEHRMRED— (http://www.pmda.go.jp/PmdaSearch/iyakuSearch/)
IZTAR STV 5, Hrﬁfi mm&ﬁ@%EimwlF@Mﬁ%&ﬁﬁém%kb
TIA VA 2a—T 3 —2BatE] ZRE L, a0 1 FRNERMNSCGER2 G52 5 8 Ed
e UG g - Rt L“Cb\é

2019 FE-DORA CEFLHEEOE T I AL, [T FitaiEaE 2018 NAFXR I, 4k TE
e EE R S DO IR FE G AT R BN BT 2 0 A R T A > ) ([CBE T S RIEH OO, TOHE
B AR E LTz,

2. IF &

I FUIE T SCESEoFMA e L, A - ERIRTE O BERIEFEE 1 & - THHEBICY
e, EIRMONWEEBDO T DOEHR, WO DD R, RAOT-OOEHR, EHKML
O EMEH O 7= D OEHR, FEFENRBE T T O OFEFRENEN SR EM 72 ER O
IR E L L C, B LHEEHEE R E L, HEAIRE O 72 D12 Y54 3 5 O BLE IR E

SO FE I HE o D TR L ORI 2K HH L T 5 2 & B ku%H Tons,

I FICEE#ET2HEARYIIARENRE L T FaldiE IR L, —5ofist 2k
HKROFFANOIEFRAFLH SN D, 7272 L, BEEAEOMEFICED 2 b O K UFIHEAR &
DEEAM « HIT « SRt REFHFEIT T FOREMFHEL T2 6720, S0Z 5 &, B
DORMEE N T Fix, FIHFE B O350 - HIr - BRREH T2 & & bis, LT E T
HHDENIRIHAEFFOZ EEAHEE LTS,

I FORMKIIEBETF7T—FE2REAL L, BEMSETCORAKT TlX7auy,



3. IF OFHIZHT=> T

BPEARO T Fix, PMD AOERHERMLIERMREOR— JITHEFESLINHRE ST
W5,

BURAET TR A VA B a— T+ —AERO TG & | 16> T 1 F Z1ERK - #2452
2. I FORFMSZESE 2 BERABICARE L TWAIERSC T FAEARRFICFRHE L eI
DONWTIFHEEBEEDOMRE~DA LA 2a—IZ L VFIHEE OPRNE L RESE, TFD
FIRAMEZ SO DIVLERS D, -, RFSET SN D EoEE%ICBE T 2 FEICE L T,
I FARNET SN ETOMIT, MEMENMRMET I2UGTNEZH LT LI CES, HDH 0
XA FEO EIAHF MRS — AR L0 EARE R S0+ 5 & L bz, 1 FOMH
7= o> Tl EEOUASTEE PMD A OE 35 RS AR R D~ — O TR+ %
VENH D,

2B, WIEE AL EEOMERO RO SN TV D VSRR < [XILEEE
B, TXMLES ] (2B 2B SR EZZ T TV RWERNEENDZ B H Y | ZDHL
DIFNZITHIREETRETH D,

4. FIHCELTCOEER

[FZHFEEB BN TRNTZENTERWVERBERFE LTEH L TWeEE
W, I FIZAREOERE 25 1) T, YazEHE N ORERTE U RTE IS D B ENER - $2
fied- 2 | EIRGEIEME A O 7= O OFHTERCTH D & OALE-SIT 208, fodl - HHUTITEIR S,
AR OME ., AR OL MO MR BT 21 O [R5 RO MR ILE
FHA KT WK a— KT 7T 77 4 ZEOHINE —EREZ TS5 2520,
IRFETEMIBITREN T A KT 4 U Tlt, REGBIESOKGRIN O HIEFICBET 2 FRgkicon
T, RS ENEREFEENODORDITIS L TTHI T EITELE 2RV EENTEY, MR
BEADA A 2—CH LD EGEER SICLY, FIHEELON I FONEE2RESED
REBLDOTHDHZ EE2BHLTEBLRITFIT AR B, BERMSEN LG LN D IHROFF
BRI fEl L, T ORBINMEZ ik | RIS D B 2 etk 55 2 & 13 3EHIE
DOABETHY, 1 FEFHLTHFEELZBIMES 5 HDIZ LTV X0,



I.

O W N

]

Im.
1
2

9.
10.

11

12.

O W N

[ 1 U RSO

0 N O Ok W N

BZEICEY 51ER
BB DR e
LR D VRFE IR e
B D BB B e
. ERERICEI U CE AT R & R
. TRERGE KON - T B

. ﬁj\%ft& U\ﬁj\%% .........................
AL (WAIE) SUIARRL oo
L ERA, B4, BEE. BREE T
A ICET 5ER
. #@}E{E?B@Iﬁfﬁ ............................
. BRI OBFEEM FICRT S

ZZ‘TET& ........................................

FUTH oo
BUE 1Y (o
VSRR SARL EI W A0 5 S
T oo
IBNT D ATRENED & 2 Sy oo

- TR ORI DI oo
A OBAL

(AL )
{E lﬂ M;E ........................................

%"ﬁ'ﬁ . @% ..................................
. %[Jé&%ﬁj\:éﬂé%*ﬁiﬁ ...................

INEE TN e
NI | =B QS E SN 2p: g RPSREcH <NRLLLLLELES
FBVEIG ORI e
. HHEM O M BB DR e
BB e

. BRI OBRFSRME T IR D2 ENE -6

«

R

2

VI. ;?“eﬁ?)J;TiIEEIZEEITéIEE .................... 13

1. SR BE D 5 (L AW UT
,ﬂ:/a\%ﬁ ................................... 13
2. 1}%{/'5)5‘% ................................... 13
VI. fe#@i}]%l:%ﬂ?’élﬁﬁ .................... 18
1. mqj/%};f@%% .......................... 18
2. FEWPHEERAR /T A B e 18
3. BEM (R —vay) fifglr - 18
4 . [&W ......................................... 18
5. ﬁj}%ﬁ ......................................... 19
6. 'TJCEET ......................................... 20
7. *j'idﬂf ......................................... 20
8. hTUAR—L BT D HH - 20
9. @*ﬁ%\;a:i é%%%ﬁ .................... 21
10. BFEDEEAEFTHRE oo 21
11. %@ﬂﬁ ...................................... 21

I ¥£1% (EFRALDIEF) CET S

51 = R PR PP PRRRREE: 22
1. %tlﬂj:qu'fﬁ?& F DR e 22
2. %EW@&%@fiEH .................... 22

3. ARESUINRICEEES SR &
FEDFREY o 22

4. MEACHEICEET EE L
FEDFREY <o 22
5. HERIEARNER L TOME o 22

6. FrEOERZATLEHICHETD

{I% ......................................... 22
7. *HEM;)EH ................................... 23
8. BIFEF e 23
9. %W*ﬁﬁ%%a:&afj—%;@ ........... 24
10. @i#&g ................................... 24
11, WA B OET ooevrreeen 24
12. %@ﬂﬁ@&ﬁ ............................. 25
X. QEEEHEEEKIEQI:F;Q?-%)IEE ................. 26
1. %ﬂ%ﬁgﬁ ................................... 26
2. %1l~$§ﬁgﬁ ................................... 27
X. %i@ﬂ‘]%lﬁl:@j—élﬁa ................. 28
1. /i:‘ﬁﬁ%u IZ‘% ................................... 28
2. ﬁ;ﬂ]ﬂ}qﬁﬁ ................................... 28
3. /ﬂ%)ﬁ:%f@ﬁ?{f{ ....................... 28



0 N O Ok

B E DT e 28

L OBREENT AL 28
. Ejgﬁkéj\ . ﬁ;ﬁ% ....................... 28
c [EIBSHEAAE H H oo 28

. BUEHGE AR A A R OV

FAMFEAENGRAE A B
A BEAAAE H H oveereeoeeeeeeeneenes 28

- IRESUIRNAGEIN, HHEKR O &

EHEBMEDOEA BEORZEOHNE - 28

10 FRERACAEA, FERPARS AR A B
T TORT DPNEE vvvrrnrnvrneneenenens 28
11. ﬁ%ﬁ/ﬂﬁ&ﬁ ................................ 29
12, BEMHIBC BT D el 29
13, BRED— R oo, 29
14. 1%Kﬁ7fﬁé\{ﬂ»i@/£%f ....................... 29
XL . TR v 30
1. BIFSTRR v 30
2. %@ﬁﬂ@yj}ﬁ%iﬁﬁ ....................... 30
X1 . %%ﬁ*q_ ..................................... 31
1. E2RHETOIETEARDL -ooeverrerennes 31
2. AT BB SARAH oo 31
XII . 1%%— .......................................... 32

1. S - AREESTH IS U CRRIR I &

TN TOBRERER - 30

. %@{&@E@@%ﬂ, ....................... 32



I. BZEICEY5ER

I. MZEICEA9 5HIEH

1. FAXOREE

1929 4=, Fiske! K O Lohmann? & 235 AFHARIR H HIC ATP (75 7 v =V V) #RAL
Tk, < OMEHIZEY ., ZOEKRNIZEIT 2 EENBRRMEH I T,

ATP [X, Vo % Energy rich phosphate bond % H 3 2L AW ONRERI72WE & L TAKNIZILL
FELTEY , EERNTOLE T X LXF—|T ATP IC XV G SN Tn5b, 72, ATP OfEAIC
M AETLEERA S Y | ROz 8Ems 2 & & IO 2 MG L, Mgt T 2,

COXIBMERERT D ATP (F, BCRICBW CEERE LTER S, ®AE L TEERZ S
O HHIENITHOI T X T2,

HAIZIUWTIEL, 1958 FRICHERA & UTH - MR RICKHT 203580 HivTLk, A FHE
WAZ E =N DIEBRCE - RBIRIEA & LR SN TE R, F72, 1964 LI, ROl LTh
ZOERPREIND & LT, BRICHEHR SN TE 7z, Z O/, FMAME ATP OFKELEH OARMRIL,
Z OIEFFRM 7 MAEILRERIC L EEESRO M E2 dET 5 & & HITRBhER ARG L, FE
fifes DIREZ WET HRIZH D Z ENRHLNITR> TIN5,

TT vy =D TS N Y U LK) (ATP-2Na) & F Ry & 55 T T 78 A oo IFEREE 20
1% 1970 FIZHGR S 7=,

728, HETHRSHIT 2021461 A L0 0F58 28065 L7=,

) 1964 EICT F A A L o IEYASE (20mg) AAFREITWEA, SR OB L IFRL DL, KD T

1970 427 T AR A oo IHEREE 20 237KGR S 417z,

2. HROBEFHEFHE
(1) 7T HRA L JBIREE 20 1T ATP 8UHK|ITH Y LI TOEKIER 2B/ 5,

- MAEPEE - MR EH] (13 HZM])
- AUEHHRTS 1 (15 HZ M)
+ UG 1 EE 5R 1 E ] (16 HZMH)
- BB - BRI UM (16 HZM)
» AR ERD SRR (17 HZ M)

(2) BHEAMEAIEIC R LT, BA, FHEE, D F WV, BRERR EOMERE KE LT,
(11 E&M]R)

(3) DAREIH LT, BREROL S AedeE LT, (10 HZMH)
(4) FEVEIRFEIE ST I8 LT IREER (BB, FHF U457 L) ek (8w, HEkR
&) W RIER 2 e L7z, (O HZH)

(5) THLEHEREIR T O DL DB E RICk LT, FRHIEBIERI O B RIER 2 S E L,
(11 BE&R)
6) 77 7=V -7 N TLORWEMAE LT, BBEE, B, Z2FKERNH LR

5ZERbD, (23 HZH)
3. RAORAFHFE
T TR A o BT HE 20 IXEIEREI T H D, (6 HZ M)

4. BEIEFERAICEL TRAMTNE4E14E
24 LA

5. ARBEXUHERUVRE - EFRALOFHREER

(1) A&
BN

(2) @ - ERLOFHIREE
BN
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0. &ICEEY HIER

0. ZIZET HIEH

(1) #n4
T TR A o BTREE 20

(2) #*4
ADETPHOS kowa ENTERIC COATED TABLETS 20

(3) &IDHBEX
Adenosine triphosphate 7> & THEDOE 5y &2 B> T L7z,

2. —f&4

(1) ¥4 (dp4iE)
TTF )= N oAk (JAN)
(TF /)= _F ~J 7 JAN [HA )

(2) *%& (a%&i%)
Adenosine Triphosphate Disodium Hydrate (JAN)
(Adenosine 5'-Triphosphate Disodium : JAN [H4 ##)

(3) RATL
R
3. BEAXILTHER
NHz
ONa OH k
NaO—-P-0-P-O0-P—0—CH: o -3H=0
RN
0 ° ° H H
OH OH

4. BFARUNTE
43 F2 0 CioH1sNsNaxO13P5 + 3H,0
1 605.19

5. tF%& (@%i%) XIFFE

Disodium adenosine-5'-triphosphate

6. [EF4A. A&, KBS,
A4 ATP. ATP-2Na
Wi TTF )=V Ui R A

)

o
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. A& ICET 5IEE
1. MBI E

(1) 5 - R
HEORE s XTI Om AR T, IZBWIER <, DIFNITHBE® H 5,

(2) BfEtE
KIZEFRT L, =4 =1 (95) TP =FAT—T /U E A ST R0,

(3) RiEME
BB L

4) B (OER). BR. BER
HERR L

(5) BERAEMEH
BB L

(6) HERE
BB L

(1) ZDHDE 7 REE
5.0g ZKIZ¥ED» LT 100mL & L72i P pH (£ 2.5~3.5 TH 5,

2. BMHSDEREZSHTICETHREN
BB L

3. AUMRDOHEERERE. E&!
e ABRIE - AASERAMES U (77 o =0 VR T b U U A OREGRRBRIEIC L D,
R AARRRIAMNERER I (77 /v S0 VBT R DA OFERIEC LS,
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V. &HIZEH9 HIEHE

1. FiF

(1) FRoXA5
T g bha—F 4 7k (BIREE)

(2) HEDNEERTIER

PEIR HEOZ7 4 Nvbha—T 178 (k) Tho,

®O=

B 8.3mm, JE X4 44mm, EHE 220mg

(3) #A—F

&owe 120
(4) EFIDHHE

M ER e L
(5) Zhith

34 LA
2. HHEIOHER

(1) AMES (EHERD) OSERUVHMEA

CEIp%) L§gdh 77 /v =0 BT R U LK)

20.0mg

TUBR MY = F v, BETFE L IAF TR a Y

fmtluo—RA, L Ao—ACa, bR o ilkla—x 2577 Uik
Wl | Mg, A7 UAlgarRl)~—LD, 79U U/LRiE Na, AU Y A_X— K80, #1L7/, 7

(2) ERBEFDRE
BARSAYA

(3) &=
BN - AP

3. RTBEREDHRRUVE=E
BARSAYA

4. Hif
PPN

5. [EAT HFIREME D & 2 KM

TTF =0, TT Y TR




V. ®HIEHI HEE

6. HAEDFERHTICETIREM

PRAFSM: PRAFHAM A RE RS
(§£%§§§§ 34 PTP+ 7 /LI 48 HIFEN
m%\ﬁ%M{ 6 5 PTP+ 7 /L 42 RN
(I ERER) 7 AR RN

BIEER - PER, B, EEmAERR, W, 58 (EHERARR)

PR, HEFRRAER, TAHIME, AR (INERER)

TTTX:g%%ﬁﬂ0®ﬁ“%bf®%$i§ﬁ%ﬁ\

HICBT 2HE | Z2H)

REERVBERROREN

A L7

ftuFl & DES L (HMEIEFRZEIL)

LRk L

BHE

AL 3 TH 5,

(X B HA g

AFNX, ARERGHEEGHET 7 =) BT MY U LK) 20mg IHEESER HIEK

B (a)
(F71k)

AT 2,

AR T — el i italiis (O8N R

Zf [Bl#REL - 75rpm

BRI T
(558

AR

1k (pHL.2) M OVWEH

SLE)

EREE 2 i (pH6.8)

TR

pH

BLAE R H]

e

20mg

1.2
6.8

120 53
454y

S%ELTE
85%L k.

2 (R)HEEH

90 -
80
70 r
60 -
50 -
40 +
30 -
20 -
10}

e pH1.2
-- pHB.0

— pH6.8

— %k

300 360

R ()

SpH1.2 HOVK Tl E A EIEEET

T THRR S oBEiAHE 20 DA AR




V. ®HIEHI HEE

10. &&% - a%

() TBOSBELEE - 8%, MELSEREESR - QRICHT HER
BB L

(2) a%
PTP : 100 §i& (10 %< 10)

() FREE
BN

(4) BEOME
PTP : RV b =L, T
TAItR— TNAI=TL - RVZFLUTIR—FT /LA

1. &Rt In5EMEE
M ER e L

12. Tt
L



V. JARICEY 51EE

V. BRICET SIEH

1. EXIEHR
OTRERBITH S HEERORE
ERARSMERIEIE
oLt
OREHIRFEIES 128 1T A EED R EL
OHILEMBETOA 5N HIEIEE X

2. EEXIIHRIZEET HFE
BRIE STV

3. ABERUA=
(1) BERUVHEED#ESR
TTF )= U R sk E LT, 11a140~60mg & 1 H 3 AR A&E 5,
ek, GEIRIC X EEHEET S,
(2) RZERUVHAEDHRTERE - Bl
1999 4£ 6 A 29 HAROFEHIHlFE RICE SIS, BIEOHELOCHENHE SN, (IX10.5H%E
BHRER, RS RAREHH B R OEDONE] DIEESMR)

4. BERVAZICEAEYT SR
REIH TR

5. BRERAE

(1) BERT—31\vH5—
g2 L7

i

o

(2) ERPREFEBR

1) #E - REEBARMITIZMNIER

BERERRA B 11 BN T 7 AR A oo B8k 10% (ATP-2Na & L C 100mg) Z Hi[E#E O# 5 L, HEH
BIIR X% O SHBNIR ML M T B2 @ Ny 77 —RIC K VR LT,

ZDORER T TR A o FERL 10% PR 2 Be 1% OO s =R 3HEE Bk 58.3432.1%, #EHBIR
244+93% ThoTz,

%
100(1>

Mean=*S.E.
(n=11)
80 —

ml 60 —

AL

b

m o a0 4

¥ T

20 —

0

BB AR TESEEDAR



V. ARICEYT S1RE

2) FAEIMERRFER S IC XS HEGRARE ¥

FREIEARAG I 57 BB 5S4 INZ 7 T AR A oo R sE (ATP-2Na & LT 180mg/H) % 1 H 3 [8], 4
MREOEE L, BRER, R Gl SE L OFRET)) MOV SGERE 26 E LT,
< BRIER >

H IR OE LR IL, BHOBEIE 80.0% (n=20), HMBEW 90.9% (n=11), I F 135 84.6%
(n=13), 54J% 77.8% (n=18) K UNGHHE 78.6% (n=14) 72 & Th o7z,

<At TR L >
AT AURNE OFERATF DT FUER R ORI I OHEBIZ TR O®@Y Ll o7-,
(mm) IR OHETE (D) SRET I DHERE
100 ~ 7 =
= AR (N=46) = 5ER (N=54)
== : % fR (n=40) 6 == 7R (N=54)
80 - %% p<0.001 N.S.: BEEH L
(#B5HTE DLEE) (HE5RTED )
Mean=*S.E. 5 Mean=S.E.
. 60+ %%—E N.S.
iz 5 4 N.S.
= 404 3
sokok
2 -
20 ~ Fkek
1 .
0 0]
®50 #51% B5H #51%
< BRYGEE >

ERRUGEREER T, 23 0 BELL L 24.1%, oW ELL E 79.6% T o 72, oW EHLL EDORh R
B2 2% &0 1 EBILANDS 20.9%, 2 LN 65.1% T > 77,
AT D L YE
B AR B OB O HIE RS R AR S L. IR 5 BFE CEME, 270tk Rk, RE,
L) 1T EHE L7,
<HEIEA >
RO LR T,

3) BFIEATP 2 - #ikEHEMIER Y

AR ERER O & D 1BMEZAENEH REE 10 Fla 12, 77 A AL H8k 10% (ATP-2Na &
LC150mg/H) # 1 H3[EEAO&KEE L, BENORE 25 TR G & &5 12 BRICHRER K
BN B IRERE O A I L, ATP &, KK EIZ OV TRE L7,

FOFER, EESEED ATP B3, FIEESS 25.76+6.01 75 33.44+8.61nmol/mg, AE 23.72+5.90
25 31.79£8.75nmol/mg & & H L OILIZEB W TH AR (p<0.05) 72i#EN% /K L=, PASIndex"C
Kt U7 BRI BRI EERD 9.3251.87 7205 11.28+1.65% (p<0.05). {A#B 7.10+£1.95 75 9.86+
1.32% (p<0.01) & ATP & EFIERICED B OB W T H A EZREMEZR LT,

¥, EERIERI TR BRAA1LA0 1 ~2 R C EIEM A EREFITSGE L, IREFRERITRD b
o,

*PAS Index : PAS Y[ E O THiIRL & 925 b R o Hifg L



V. ARICEYT S1RE

HIEES & &b
(nmol/meg) (nmol/mg) Mean=S.D.
50- 50 % * 1 p<0.05
%% p<0.01
404 404 paired t-test
a 30 o 304 ]
= =
< 20 < 0 }
10 104
0 0
W5 wE5% BE5HE wB5%
BHIEATP £
HIBERD * B
(%) * (%)
14 14 ok
l 1 1
124 12
< 104 < 104 {
3 &l 3
£ 8] £ 8] }
w B N u
z °© < ©]
o 4] o,
21 24
0 0
5l B5% %5 i w5%
BHRE

(3) RERGERAR
DR L

(4) tREERIEAER
1) AERGEEAER

OLFLEFRIHTI2EN_EFHRAR7

DTS 296 B (ZZAMEMNTXISYER] : 346 f51]) (27 7 R A Lo iGlaHE 20 (ATP-2Na & LT
180mg/H, UUFT7FHRRA) XII7FF7®R4 1 H 3 ESEBKEAKEL, —EEHRIEICLY BRIE
ey MR AT L OV s i % Phls i gt L 7z,
< B RSER K O pir AL >

B GRIZICBIT DIER*OHER & 5 Befly GEUISGE, hEEUGE, BREUGE, R, B oo
. GER (REMGED L) AR L,

NYHA 73 0 EEREFNC T 2 B RAER O 8 #E B 5% o (g ELL L) 13, 7T R A
7 30.0% (30/100 ) . 7T B AREE 16.8% (17/101 f5]) TH V. TTFHRAERNEEIZE N >T-, F
7o, L BEFRATIEF O 8 W G5 OUGERIX., 77 RARE 732% (52/71 #i), 77 wREE
55.9% (38/68 i) THY ., TTRAMNAEILEN ST (& HITp<0.05, P RE),

AT O LMt T 5 % G- 4 Wk OUGERIX, 77 A ARE37.0% (47/127 ), 77 &R R
24.1% (28/116 f5)) TH Y, 7T HRAREPHEIZFED -T2 (p<0.05, ¥ RE),

HRAER, MRFTR S HIZ, TOMDEBIZOWTHBZEITRD DR -T2,

AR B, B0, N (R - O UERE) | BESEARE (ZOEREE - G5IERE) . Tl A, BEL AL RO

LN, BECRIE, RIR, JE97 % OV NYHA 2 HEE OHER

MUBERT R, - DM, VRIE, FFRERR CREFSARGE) . MO T 5. BRORMIWEFES M. M X R0 S o Mg, LB

B (B2 Pvi (L)
< BfECEE >

ERRUGEE LT TR ARE 64.1% (98/153 B) . T 2 AREE 503% (72/143 ) THY ., TT K
ART T T B ARRECH AR THEICE W EESR (RES =L L) 278 Lz (p<0.05, 2 KOV U #7E)

S A f 3 D) S

BRI, BT R R O O OB RS LT 5 B CEMME, ks, WEksE, 14, B
k) CEHAE L=,
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V. ARICEYT S1RE

<HEIEA >

TTHRARETTH 3.9%), 7Z7EAREET 1241 (7.1%) RBd o, BWEHONRIZT 7 HA
FECHBEEZS3H (1.7%), 0¥, B, 8, N7 27 I —8 EARE 1] (0.6%) 78
biv, T EARBETHBEED 6 il (3.6%). WK OWRE R HBLAE 2 6] (1.2%), IEKE D
LA 16 (0.6%) 38D BT,

BEEIME R BERE I T IERNEERAR Y

SR IME R BAE R 67 BIlZ 7 7 AR A oo IR EE 60 (ATP-2Na & L C 180mg/H , LA N7 7 AR X)
N7 o7vAR%E 1 H3ME, 48RO ES L, —EHERZ 0 A4 —/N—{EIC X VIER, HEK, O
F Ve E ORISR UIRGER I T 2 R DV THEBRET 21T > 72,

AR 7T HRASTTEAR, BE: 78R >TTHRR)
<HRAHIE >
A BEOFRHNIT TR A 553% 138 41), 77K 7.9% (338 #i), BEEOAHZNRILT Tk
A 65.5% (19729 ), 7&K 6.9% (229 45]) THV . A, BEEE bIZT T RARERENR T 7 &R
BERFICERTHEEIZE o2 (p<0.01, McNemar 7€), £72. FIERBITOHRERD S B, §H
i, BHEK, D FEV, BRI EOFRIZOWVTIR, 7T RAFGRENR T 7 B REGRIZHERT
HEICE)-7- (. JHER : p<0.0l, HFEV, BERE : p<0.05, McNemar &) .
KA HIE O E H e
BHHT RO 4 BRIEOBE O SUIGRZ LT O 5 BEICHOE L, ®E5p1EE_TIUEBP LD

Z TRz, BleoBObNholob 0 TR, 1 LRENML2b 0% [k & LU TRHE L7,
0 : YFERZFRD o720 3:2 XiE 4 DR
1:0 %2 o 4 ZOFERDOEHCE Uo7 b D
2 B NTERDPRD SN H D

E¢%>
u»u &) Eﬂ’biﬁ?ﬁ") 71:_0

QEMBERBERIIHTIEN_EETHRAR

BOTHEZE ) BT REE 211§ (LM GIEG] : 242 Fl) 1IZ7 78 A Lo IGEREE 60
(ATP-2Na & LT 180mg/H, LAF 7T A R) XEF 7R % 1 H3[E, 4 BEROKS L, BEEN
@%%:E%@%K;Dk@@%bto

A E >
&5%%;&ﬁﬁﬁﬁ%ﬁ-ﬂifétfﬁ®@Aﬂ%x BIHEME BELLE) X 7T
A AEE 54.8% (46/84 1) . 77?TH%P%QWUW)T%D7TTXHﬁ BllEmhol-, £

7o, BRIEROGERE (6 LLLE : BAE, 5 LAT : #E) 12 X 2 HIEIC féﬁ@@(ﬁwui>
X, BIEFNCOWT T 7 AR ARE 58.8% (20/34 ), 77 EAHRHE29.2% (724 ) THY ., TTHA
ﬁmﬁ&tfﬁ CHARTHEICE -T2 (L HI2p<0.05, 2 HIE), 723, BIEH O T 7 O
iﬁ@fi%#wﬁ%ﬂ@ﬂoﬁo
SCHABHITE O He U
TREHOHEBZ IR L T HERERHIERB RN 5 Bl B, A2, 0R0f%h, A2, Bb) 1240 5HE L
77
AR - MR, JEE AP, MR, I, A, AR, BAE. D EV., i
ST - X s, (RE, Ry L7 F=0, Bk
<EMEH >
RO BRI T,

@FREHERBRTEE T Z2EN_ETHRHER ¥

FRER PRSI 55 BRI T T A A oo IYEE 60 (ATP-2Na & LT 180mg/H ., n=19) XiZ7 7 &R
(n=30) # 1 H3[E, HRYVATZZ 8 Ilmg 200 LT3 AMKA#EL L, BRODREEY &
BRIEIC LY lE LT,
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V. ARICEYT S1RE

<IREHIE>
BAHIEHIZBIT DHERR (LG LE) 12, 7T R ARE73.7% (14/19 1)) . 77 B REE 53.3%
(16/30 f5i]) TH Y, HEETED bNeh o7z, BREIERIZOWTS EITZRD biveno i’ i
HIRFETAEMEIZ 31 D AN (KA R L) 1%, 77 48 AR 84.2% (16/19 i) . 7°F & REE 50.0%
(1530 ) THY ., TTFRABHIT T EREECH_RTHEICE -2 (p<0.05),
SHR A D i e

B AR R OFHERE RIS M OHER B2 R A L, RIRER ORI Y FE N 5 B 5%, G4, 20F

B, R, BEAL) (ST EHE L,

<EIEH >
RO BN T,

2) REMHER
ZEEE R L

(5) B%E - FEAIHR
ek L

(6) AEENEA

1) ERBERE (— %ﬁﬁﬁ%mﬁ BEFEARERE. FRARELERE). RERFTRT—42
R—AAE. HERTRERABROAR
BN /e

2) RREEMELTERFEORNBRIEREME LI-RE - HBROBE
A L7

(1) Dt
REER e L

12



VI. EFREICEY HIEE

VI. E3hEIE(IZRHJI HIEH

1. ERPHICEEHHEEYRITILEYE
TT )
EE  BEOH LAY ORNEE - IREL, BFTORMLEEZRT L &,

2. EIB/ER

(1) 1EARRLL - YERHR
TERERAL « M8, A5 ldes
TEMIBEFF « ATP [ 3€ O 1iAT A 5E90 NS AL ZERITE NS & 0 A58k O R 2 VS 95,

(2) EEERNMTHEBRAKE
1) MEHRE - miTEMER

Ol mFEEMER () Y
JSHHZ ATP-2Na 1.0~3.0mg/kg - FARP AR G- L. BVEE R L a2 FH VO T LR & A R Rp A L 6 5
L., &558LOMBIC OV THFET LG R, &% 5 & TO overshoot OFFGERFENITLL T D &L 5 72k
bR Uiz, £z, BESMIHEA L7123 L — 2 T 20~30mmHg Fij# O ETEZE N E AR 2 T 72
RETOMMITEDOZIFLL TO LB THoTz,
ATP-2Na 1.0mg/kg %25

20}
o m
_1of 100 200 300 (sec)

ATP-2Na 1.5mg/kg %5

20
o ﬁm

_10b 100 200 300 (sec)

ATP-2Na 3.0mg/kg %5

W
1.0
10 100 200 300 (sec)
MR ENZEL
fémiRE - M/ - BR$A - ECG D EAL
ATP JIb4 Mm% = JiiNES
No | Wi e | BN TRk Frigemeps | IR | ECG
(mg/kg)
(sec) (sec) (mmHg) (sec)
1 17 160 5 15 B
2 86 200 35 84 =
3 40 120 30 40 —
1.0 4 40 120 50 100 — QRS |
5 33 - - - —
6 68 80 50 80 —
7 60 720 60 108 —

13



VI. EEE(ICEY HIER

ATP JIbd Mm% = M+
(mgrkg) | O | ISUIRAEER | s DR TR R Prgensm | WRHD | ECG
(sec) (sec) (mmHg) (sec)
1 65 270 - - —
2 40 960 25 34 N
3 80 330 30 80 ! QRS |
1.5 4 18 80 25 52 —
5 60 100 50 110 !
6 80 132 50 108 — QRS |
7 110 120 75 280 — QRS |
1 102 1520 - - —
2 66 1800 30 60 —
3 130 900 50 130 !
4 120 280 40 120 ! QRS |
3.0 5 180 1800 45 180 !
' 6 80 450 40 120 ! QRS |
7 45 250 40 - l QRS |
8 108 480 55 276 ! QRS
Extra |
9 120 1200 85 340 ! QRS 1
fmiFE - MEDNEL KREERTR)
ATP JIR4 L B I E
(mg/kg) | NO | A B AN TR R Frigee e
(sec) (sec) (mmHg) (sec)
1 50 240 45 28
1.0 2 32 240 40 32
3 80 120 60 150
1 36 800 65 50
1.5 2 53 340 75 100
3 110 400 70 240
1 - - - -
3.0 2 - ; B} )
3 140 600 70 270

QEMmFIEMER (14 X)
MERERL RIZ ATP-2Na Z 8¢ 5- L, &R sat 2 AW O i ic &I %ﬁﬁ“&’*ﬁ?ﬁ L7,
R BE S (100pug~1mg/kg) T 0)#&5?& 20, 40, 60 K U* 120 FHZIS1T D Mt B L =RIT LA T
DEBYThoT-, =, RN G (30~300ng/kg/min) “C@/f]\ﬁ'ﬁﬁu % 3, 5 V10 5312
B HREMEELRIZILLTFD LB ThoT,
(kPN S it B - R A FR 55 R

O ATP-2Na 30 ug/kg/min. (n=4)
@ ATP-2Na 100 ug/kg/min. (n=8)

A ATP-2Na 300 ug/kg/min. (n=5)

2501 200

200

0O ATP-2Na 100 ug/Kg i.v. 150r

@ ATP-2Na 300 ug/kg i.v.
A ATP-2Na 1mg/kg i.v.
n=3

100f

% Changes in L.C.B.F.
% Changes in L.C.B.F.

[$2
(=]
T

50

20 40 60 120 (sec) 3 5 10 (min)

A N
| infusion |
L.CBF. : EREIfEA M7 r 1

Gl b HARMERS
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VI. EFREICEY HIEE

Q@B MmFEEMER (1 X) 2
MEEGE L7 A X2 ATP-2Na 100pg, Img Z@fJkNixh- L, 2 HERIGE, B iEEIZ- OV TRt
L7z,
ZOFESR, ATP-2Na [3/5H BIRIGE 2 #00 S &, [FRFIC B IEB) OHRIEIE K & V8RO 5%
~LT,
2min

1

DR 250

s e A )

(beats/min) 150 T T

mE 200[
(mmHg) 100 m m
t t

FamE 200
(mmHeg) 100[WMM

1 1
HiE# SS[WWMMWWWWMMWNNMWWWMMM MMWW
(cmHz0) o5 T T
R S Y S
(mL/min) 10 T

ATP-2Na 10048 i.a. ATP-2Na 1mg ia.

2) KHEE/ER

O BIEER (EE) WY
HEeezZMN, ¥/ 7 )T 7 B MR EARE U, FIRCHKE) - §FkOEFE
BN 2 E LT, SHERNICE G- L7z ATP O 2 38 L 7=,
Z OfR, 4 ATP IR EETOMRIMm TR & MRFEHERIIUTO L) ThHhoT,

(mL/100g + min) (mL/100g - min)
8 — — 120
M pim g l
7 [ mmssns l
():n — 100
6— Mean=S.E. l
I~ 80
5- l T 7
i
24 i
E l Leo I
B T 1 i
! T &
E 3]
- 40
2_
20
1 -
0
0 10-10 10— 108 107 10-¢
(12) @) @ @ @ (a1
ATPZFE (mol/min)

MR ER VKB REEE

15



VI. EFREICEY HIEE

3) ARURHE HiEsRIE R

DI FRlURHE D188 ER (ATIV in vitro) ¥
BRATZNVOOEBELZRIH L CLESFFZ/ER L, v~ 7 XRAENICED H1F, ATP-2Na % i
#% (Ringer %) 12 105~5X10*M #% 5. L 7=,
ZORER, BB (—RAO7REM) & IHIME (R 7285 ER) @ 2 ¥ O IUHE 7158 1E
Mz L, ATP JREEQIENNINE > THIH OB O % OMGIFE B3 & 7r o7, fifHOlE Tk
ATP5X10"M LV 2 M EOIUHE HHETRIER 2~ Lz,

QBBE T BHINGEHIEERER (S Yk in vitro) Y

43 AR 7 v FOE A L CHIESEA K OMWIPTRSGR Z21ERLL ~ 7 X ANICBE L T,
FERUKIZIAfR L 7= ATP-2Na Z N O%2EiE (Tyrode k) 1285 L7=,

ZOREFR., BIEE X 10°M DL ECIHEER 278 L, 10°M THRORINMEIZEE Lz, BAPRS A 1X
10M LU Tt otz 2 11 2 WHEER 27~ LT,

4) BEBNRE - BB WIREER

OBEEHREER (X)) VY

24 A& & 9 12 ATP-2Na Z kN E G- L, B IEEHANICHARBIE Lo Sy — o INEE{ LA R
L L CHEBICOWTRE LT,

AEPRRIEHR 0.1mL/kg #E CIXEWNE, MEE OV AEIC LI A B> 7223, ATP-2Na
Img/kg FHEIZ LD BNEIZ BRI T L2 ES- U RIFRC HEE O TTEN RS S iz,

2min

. 2min 10- L
=EH) 11+ BiEE or M
om0y ol Wl et CmH0) gt
oL 1 " f
1001 oer
E E——— i e —
H
(mmHg) ol i (mmre) o~ t
3001
DEE
300 (beats/min) ool
DR [ S
(beats/min) 200 t 190% 1
SHERIER
0.1mi/kg i.v. @Tg'jngﬁ,_
EEBRREER ATP-2Na % 5 F§

QBB MEHEER (DY X invitro) 19

W28 52 T B ORG RESA A OO B8 A WA 2 it LT, ATP-2Na 78 52 % 85 % 3H- 7 )L 2% 3 o D ik

X E L7,

Z ORGSR, FOGREH 30 43123617 5 ATP-2Na % 107 K TN 10*M T8\ T, ef e (7RI |
XU TCPH-Z7 v a4 3 iR OAE &%Mﬂmwgm,Mth®ﬁﬁﬁﬁ@wE@ﬁﬂ\w%
HEERD RSN,
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VI. EFREICEY HIEE

30minute incubation

(cpm/well) Mean+S.E. (n=4)
#341 p<0.01 (IFER (EARHN) B & DLES)
600 Student’s t-test
* %
i T
5 500
"4 ¢
) i T
12 |
e 400
v
>
Js 300 — —
B
g 4
200
100
0
paLict= 106 105 1074 (M)
(&%)

ATP-2NaiRE

5) #HIMEEDRIEER (DI invitro) 7
T 3 )L D RZEAEREHIR 5D ATP OAEFIZ- DT, Ml PN EERRE M OV EE AL [ & 14512
LVRFI LIz, ZORER, ATP XV T 7 AFHEOT v F a2V o RRESZNE 2 B3 &[RRI,

T T ARBEO BN 2T U CTIEBEM O A et L, £,

@
S— I

~
s

LIEEIE ANGZAE N

(cpm/well)

600+

500
400
300

200+

100

ATP-2Na ZhE# (10—4M)
—@— TR (BRI B T

Mean=S.E.(n=4)

T T T T T T T

1
20 30 40 50 60 (min)

HRTHRMERS R > B DI D)

EHHRZ D SETURZLWHI L7z, ZALOERICEY . ATP (I EDE DI E R %
RORINL XD EEZMA, RREOFRILZITNDLbDEEZ BN,

(3) YEFISEIRBERT - FGERSRA
BB L

17



A

VI. EMEEICEY 4S1EE

VI. EYEEE(CB9 5IEH
1. MPEEDHR

(1) AELAML hRE
BB L

(2) ERARAEBRTHRE SN -IMPIRE

EFEBVEIC T TR A L o BIEEE 20 (TF 2=V i) v U v akFnd (LT ATP-2Na)
& LT 120mg ™| n=5) ZHEERR OB L, B59% 30 43, 60 43, 120 43, 180 Z3i2331T B IfH ATP
A RE LIRS, # 5% 60 70 C EROBMAZRDIZN, MR GRE O BEEL R

kot ®

) TTARA L IBEEE 20 DR SN AEROCHEIL 11 H 40~60mg % 1 A 3 EREAKRET 2] TH D,

(3)
MR L

(4) BE - HAEOTE
BB L

2. EMEERI/NTA—F

(1) #7734
ek L

(2) RIEETER
LR L

(3) SHKREEH
ek L

@ HUFTUR
ek L

(5) HHEH
WAL L

(6) Z it
ek L

w

OF LivF
BB L

(2) K5 A— S EHER
BB L

4. RN

g TR S D EBEZbRL, Y (RAIGEERAITH D)

. B&EH REaL—ay) @h

18



VI. EMEEICEY 4S1EE

+ B EEO ATP MFEE (ELEY M)

E/LE » MI ATP-2Na % 100~500mg/kg + —f5EA&K G- L, MIRMEFO 7 7= X7 LA F
NREZELEHRR 7 o~ N7 4 —ICCTHELTZE ZA, HEIKFLT T =X 7 LA
F NREOEKEZBD T,

F7-. 500mg/kg &5 5 3B OMEET T =0 X 7 LAF RO IT ATP £ 35%., ADP ) 17%.
AMP ) 49% Cd > 7=, 19

HER (&5571%) @ ATP 5 %28 (ATP-2Na 500mg/ke i.d.)
(nmol/mL) ] ADP (nmol/mL)
20 20r ATP
O AMP =
Mean=+S.E. [ ADP
(n=4~5) EAmP
15 15f Mean=S.E.
(n=5)
10 10k
5F 5L
- rl\_-nlll 0 ’l“ll‘ e
Control 100 300 500(mg/kg i.d.) Control 5 15 30 60(min)

FIRMEBHR T T2 X9 LA TF FRE

5. o
(1) % — fixi BE P9 @@ 14
LR L

(2) mi%—MREERFTEBME
RHER e L

(3) Eit~D#iTH
REER e L

(4) BERANDBITHE
REER e L

(5) %@ﬂtd)‘fﬂffﬂv\aﬁz TiE
RHER e L

HEsfm (Sv k)
Z v T 8-1C-ATP X% 8-“C-AMP %+ —feipN#& 5 Liz & 2 A, K. A%, Bz sm ik
FEEDSAFRD B, ATP sy & Ui RISRImER, AT, M, OB, B cmt Shr-, 20

[ 8-14C-ATP
[ 8-14Cc-AMP
(cpmx1076) (%)
2.0+ a 6.0
i 1 7
# 1.0 Lso &
[ ﬁl:
2
T':_ == = = 1f
1= 0.5+ 5
P ]
5 m k1.0 &
FIE 0.24 m
0 e [ P )
m # B E$ B B D
i3 g i1 Eﬁ A1 &

TR S 15 D RICE 1T HRESTRED SR

19



VI. EYEREICEET HIEH
[ 8-14C-ATP
[C]8-14C-AMP
(cpmx1074) (%)

%gﬁ 0.2 %

ﬁm_ a i

A 3.0 0.1 ?5

C 10 M 10.03

tor fi LB % g

s 5

- H L

n

% o N W . o 0

o m & B B B O M O

Re # M B OB OB M i

K
+ e G 15 2 EOHBERN ATP B2~ D RETRERIA A

(6) MITFEAFEER

LR L

6. R

(1) REHERAL R UM BRI
LR L

MmiFhAREY (S h)

7w BT 8-MC-ATP T 8-"C-AMP % "5G4 S Lo E M TERO LB

N Chot, 0
8-"*C-ATP R U\ 8-"“C-AMP M I 5E X i

(2) KHI-FAE5T 58K (CYPH) DHFE, FE5FX
RHER e L

(3) MEEENROHBERVTOHE
ek L

(4) REYOFEHEDEERVEMSL., FELE
75 vy (IVILTAREAER ] OTESH)

7 . HEitt
MR L

8. FSUVARKR—AE—IZEHT BHIEH
MR L

20

7V AR 8-1“C-ATP 8-14C-AMP
(cpmymL plasma) 15 5 30 4y 60 4 15 5 30 4y 60 43
T Hc R 26,870 42,743 39,782 5,743 11,760 14,559
ATP 717 650 73 N.D. N.D. N.D.
ADP 723 402 169 N.D. N.D. N.D.
AMP 10,984 5,177 1,202 528 N.D. 14
IMP 349 1,256 691 47 N.D. 16
PRE 3,639 11,140 7,793 1,810 4,759 3,237
XHoFro+eRFHF 1,529 1,376 1,792 N.D. 275 205
TR 9,736 22,082 27,136 3,379 6,926 10,876
A 722 660 926 N.D. N.D. 211
TFE) v N.D. N.D. N.D. N.D. N.D. N.D.
VA= N.D. N.D. N.D. N.D. N.D. N.D.
N.D. : B+




MENREICEE Y S1EE

10.

11.

. BIFICLHBRER
R L

REDHERERT OEBE
LR L

T D1t
RHER e L
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VI. ®2t (FRALOXES) ICET5ER

I. 22 (EFRLODFEES) AT SHIEHE

1. BEHEABRELEZTDER
RESN TN

2. BERAHABRELETDER
REIINL TV

3. MEXIIHERICEAET HFELZTNDERH
BRE I N TR

4. AERUVAZEICEET 5FE L ZTDER
BRE I TR

5. EELEARNITELZNDIER
BRIE STV

6. RENERZAI HEBEHICHT IR

(1) &6HE - IEEREZEOHLEE
BREIN TR

(2) BHpEfEERE
REIH TR

(3) RFTHpEfEERE
REIH TR

(4) HIEREZH T 5F
BREIN TR

(5) bEiF

9.5 it
TS TR L T D ATREMED B B &tz &G LW Z ERZEE LV,

(fiFa)
1984 4~ 9 H H E&GETIC L 5,

(6) #=FLi%

1B EOF MR ORARBOAREZZE L, RILOMGCSUT T IEZRETT5 2 &,

(fiFsn)

2017 # 6 H 8 HAHEAEEEI « AR/ RE W KA 0608 55 1 5 & VR4S #EE
o TR RS R RE R AL 0608 5 1 B IO X | IR SCE A Rl i I G T
L7-BCBRE LT,

(7 INR%E

9.7 /NR%E
INREE b 5 b U T A e OV et 2 FEHE L U 72 BRI BRI T 350 L TR,
(fiF3n)

1987 % 6 H H E&GETIZ L 5,
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VI. ®2t (FRALOXES) ICET5ER

(8) EWrE

9.8 ShE

BET 22 EEET L2 L, —MRICAEKEMET LTV,

)

1995 4 11 H A EAGTIC L 5,

7. HEER

(1) HFAZEEELTDER

A L7

(2) HAZELZTDER

102 fEREE (BIRISEES S L)

e SRR

HRPRIEAR - FEIE T 1E

B&FF - fEBRIAT

ey HE—L

VEIVXE—IET T =) R
(ATP) fEMITH DT T /Ot
B BRSO DEILE ST S EH 28
ST D EDHRENDH DO T, HHICHTZ-

PV XEE—LDOTTF )
DIABINHIERIZ L D . ATP 4y
R CHDHT T )OI
FEN ERHT S,

TITEEORELZ +DICBET A EE
BT5Z L,

(fi#L)

2001 4F 5 H B EGTIZ X 5,

PV FE—IT T L ORMER, MEBEA~DFIR YV AREZIHTH Lk, 75
VUM FREE B SE DB E ST AERZ R ST D EoRENH S, BV EYEI B

8. EI{EF

1.81EFR
WORWERANRH 5D Z ERHDHDT, BlIEE 21TV, ENRBO NG EIZITES
ZHIET A7 P E AT Z L,

(1) EXZEIER & AHER
BN

(2) ZothOEIER

1.2 ZDHDEIER
1.0% A3 HEREANEA
H b # L, BHOCRNR, BIBREE. SMEm, Ak
i R A 2 By B IEK
W E Z 9 FERK %
R AR ., IRX RO DEBAEDNRND
& " A Hug
z O . 77
) FEEBEE X E R M OVERIA O ZhEEB IR 3 1 B HEFHT RS,
(i)

9% 12003 421 H H EdGETIC X 5,
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VI. ®2t (FRALOXES) ICET5ER

10.

11.

ENERKEERICE 1T HEIERRTINR

F— L (1984 4E 9 H) O35t | TERAIOZhEEENEE (1988 425 H)
AT E B 1,547 373
B E 8 BUE (5115 25 10
BIE 3 BUE R 1.62% 2.68%
~ BIVE R BLBIE (%)
Gl V] DT . i
ERORR 5 wcmiein (198479 01) it [oE v OBBENN (198875 )
FZJE - B R IR b 2 (0.13) 1 (0.27)
DR - BB 2 (0.13)
VINOPDS 1 (0.27)
X - KRR R R E 2 (0.13)
FIsbr 1 (0.06)
OO ZHILY 1 (0.06)
WS - RipERR S 1 (0.27)
g 1 (0.27)
i e B 3 (0.19) 2 (0.54)
IR 3 (0.19) 1 (0.27)
KROMEHENRND 1 (0.27)
AL B 14 (0.90) 6 (1.61)
H R 5 (0.32) 1 (0.27)
T 3 (0.19)
CIDTIN 2 (0.13) 1 (0.27)
% 5 W 1 (0.06)
15 Fit 1 (0.06)
{58 FAME 7] 1 (0.27)
BRI 1 (0.06)
iR 1 (0.06)
B AR 1 (0.27)
H I 1 (0.27)
H N8 1 (0.27)
OFE - DU R AREE 1 (0.06) 1 (0.27)
EyLES 1 (0.06)
B R Eh R 1 (0.27)
— R A By B 3 (0.19)
JiiE NP 2 (0.13)
s = 1 (0.06)

ARBRERRICRETEE
BN

BERS
BN

BARALDEE

14ERELDIE
141 ERIFNBFOEE

AENIIGAEMERFN O 7=, LTIV ORE RN &,
14.2 ERIZTEFDIE

PTP WD IANT PTP v — "Dl H L CTIRAT 2 L & T2 Z &, PTP v — M OAK
2R D BWSATR N EE R A L, IR B 2 L ORI S o REE A IHES
RTHZEND 5D,
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VI. ®2t (FRALOXES) ICET5ER

(fiFa)

141 AR BEERAICH A Z LIC L ABEFETH D,

1421996 =3 H 27 B} B HEFE G 240 S 2S5 <, (AAREKFAHEES SO H FH LA DT EHIA)
12. ZOHDEE

(1) ERERBERICE D {1F#
L

(2) FEEREREABRICE D < 1EHR
L

25



X. JFERPREAERICEIY HIRE

X. JERRAREBRICEAS STHE

1.

(1)

(2)

I ER
BN ER IR ER
(VISR B A THE ] OESMH
e EEHER
A BRIE H Y F 51 R OV B
ATENC RT3
1) —fi%47E) ~UA, T v b Img/kg DOFARN L 5-C—i M B FEEE) O] 2

. B TIE R G E RIS B O, IRERDZE
. 2R, iS00 bivi,

10mg/kg DEIENTR G- T B FEEB OHIH, S 512
i B C IRt IR RE 23580 B LT,

2) BEATH) ~ A 3mg/kg UL EDOERENE G CRIGITEI R N 2 /¥
Za A= YU K B EERIER) 2 ) L7,

TR, A M T3

1) ~"F IR ELZ—)L |TTRA 100~300mg/kg D G 1EPN T G- THERRE ARFR 13S0

PRIz 39 2 1EH OMEME S, MEIRFRRIZER Shiz,

2) B ~ A N T T Y VEEBIIx LR EE 5 2T
epilepsy mouse D¥EE 2%} LTI 30mg/kg UL EDE
FEN#E 5. & 5\ T 1000mg/kg OF% 1 #E5-CHpHIE
MZERL, EBIZ Y A X U4 OFEEIE % 18
g L7,

Jibd 8 Jo OV B S AT TS B o | ok =2 Img/kg LA EOFNRANE 5-C, ME FEZHE-7-H

L RIE T R

T AR IR (LR 258D 7=,

IR P 5 TR SCORTR BV AL 3 I S, 24—
v=tbtn 7z )i EORBILEREE% T,
ATP OFRAN K O F5IBANE G THIR 35 2 &
TR,

RAGRE R KINT T R
1) A& phiet — PERE A AR A

2) BIREEA

3) i H A A R

Z v MHEME RS

T =l

T A )L S AT I

BRI BRI B O AR N B 512 8\ TR 73
WmEnT,
FFARNES- & D WIZSHBIRN Ffe i 512 L v 7 v
T R UT U AT XD BRI OSSR S T
10°M T slow IPSP 3R & 41, 77 /34 Tk D

fREE A slow IPSP™#if &h B 1L I Z 89 S nvi=,
ME 5 PEER R 2 K E
-2
1) MR, i, OERIC [EALEY B DX E R-R, P-Q, Q-T MR DIER ., P D &
AESER-A ORI O EE A 3B STz,
ELE Y b + BN TR & IIE THZ2 3R DOEM
IXAMP K OX7 5 /v K0 TH o7,
2) WO LD | BTy MDERS A S P S iz,
A4 A X EFRILEER, | IGHES I S -0 bR LT,

PN M F R
1) fisE
2) NG

3) f R
4) i ik e

E/LEY MRE
ELE Y MNG
7Y G
E/VE v MG
7 v NS

i

107M L b Colikz L 7=,

10°M Toifz L. 10*M~3 X 10*M TILHE L 7=
107M LL_EC H BhiEEh Y —@ P s B S vz,
107M L b Colikz L 7=,

5X10°M LA b T—I@ME IR EE OGS 2 B T2,

26




X. JFERPREAERICEIY HIRE

HERIE H T A5 J7 1 M Ot R
5) fEHE PRERER T » R [10°M LA ETIUHES - v, FIEH = Tk
3X10°M LI T HENEEB O TTER A S v,
6) AKH AV ES Img/kg OFFRNEE G THWNER —BPEICOE T

L. £O% EF LT,
Img/kg/min OEHLEANTIT, BHEEF LA L, Hi
TSI LT,

i

7) AEEE ZAUAes 0.3~ Img/kg DOEFARNEE G- T—iErEIC H%%JE@J ?fll
HlE 7=, 3mgkg DL ETITmil RIS
L7,
Z DA PR
1) KRR 7 v b JEEN ., B8 A& G CHETKIRFRIIIA BICIER LTz,
2) IRIRICKIE 58 ~UA 30mg/kg DIEMENTEL G- T, ARIRANBREEIC TR L7z,
*IPSP : Inhibitory Post-Synaptic Potential (FEPN S hi B/ A A B R
(3) T DD FEEHER
M EE L
R
(1) BERES5EMHER
LDso (mg/kg) Van der Waerden %
EOEZFE BN i3 i3
i 266.3 275.3
~ 7 A BT >2000 >2000
(3 >2000 >2000
B 380.4 387.4
7w b ' >2000 >2000
(s >2000 >2000

(FL PN St mR/ P A R )

(2) RIEEBRGEMHER
Z v b 1820 PEiZ ATP-2Na 20mg/kg/H . 200mg/kg/H . 500mg/kg/H . 1000mg/kg/H % 185 H fit]
HARO®RS L, (KE, —BRE, MR Frfed, #sas O =& O TR A 217 - 72k,
ATP2Na 252 KD & B2 DD BE TR O b ignoTz,
(F1 PN FE Ji a5/ A PR G R

(3) EiEHEMERB
BB L

(4) DARHRER
BB L

(5) tEREREBIHR
BB L

(6) RATAISIERER
BB L

(1) ZOMOEHEH
BB L

27



X. EEMERICET SRE

X. BEHMNEIEICEHY HIEHE

1. RHEXS
BUH) 7T R A Lo HEREE 20
BARSAA
By - 7T =0 T B Y T AokF
BARSAA

2. BHHM
AR - 3 4

3. EFRKETOITE
EIRIRAT

4. BURWLWEDEE

20. Bk LV EDEE
7L o —adERRER IR R AR CTIRIET D 2 L,

5. BERITEM
BEMESLAA R 2L
KFVOLEY : HY

6. Rl—mD - FzhE
[W—psy « 77 AR A Lo IBEEE 60 - FEAL 10%,
NU 2 U RGEEEE 20mg - IEIEHE 60mg « FERL 10%%5
(FEHAFIE LT) 7T HEAL o_oiE 10mg « 73 20mg « 7 40mg

7. ERGEEEAE

R
8. HERFTARDFAARUVEARES. EMEXNEFAR. REMKFEAR
WL KRR A AR S H TR R BFC A4

14500AMZ02758

1970 4 8 A 22 A (IH: (45AM) 2758)

197242 H1H 197242 H 1 H

o. MERTMREM, MERUAELEEMENERBRUZONE

ZhRER [EZNR DB
RN

10. BEEHRE. BIMORELARFABRUVZORNE
FEMAS M EE A B 1984 429 H 27 A (55— R FFEEATY)
DL OFFHERSE RO & B0 §HEE & i,

AR REAF{Iif
i o 8 i 7 <HEHTHDHZENRHETEDH LD >

2 | S E TARARBIC 5 R DU

B | LR ML (Rt G, ISR . RHBOIRALAE) |

5| AT TS 2 N

gl | IRk 57 DARA

i LA HAEIE T D% B 1L B 4t

TFPEIRRS 5 251 % AR AR D 2 (L

*AH] (1970 F£KFR) 1%, B RETL ORI B OB TH A0, 1964 LEIKRENTZT TR A Lo IBIEEEIC D

28



X. EEMERICET SRE

11.

1

N

13

1

S

L2H0L L THD TERETF L2, H— IR0 E & o7z,

FRMmfsE RmamaEHA B 1996 423 A 7 H

RS () KRRSHO A VIR 14 R 2 HA ST RIS LY LRV,

KRN FE RIS

TR S FIER O TR ICHE > AR ERREE (2 & 5 FER O
o | BB (R LR R | Ty | e
| mReiLi) | S e ML O P L 6 BRE E) | R
X lers A Bt
) | MRS T 02 b 5 1B B % LRS
R GRS\ B0 B MERREORIE | HLATARIE T O b S HIER %

AATPEILRSSE 125 1) % MMERRERE D 22 (L

SRR (MBI ) 12>V Tt TRAEIERIAE ) 1287, 85, AAIOTAIE R

PRI 8 R 2 D b O TR < | I RIS KD BB - IR

DOFERA C DI E X GR &

DI, T DOZNREDOFIH A BMEANIEER R EIZ & e & L7z,

i SmEaEH B 1999 46 H 29 H

- () KRRSHO A B AT 14 1% 2 HA ST RISHIEE LRV,

FERFAMARS 2R

AEIPERRASIE 57 12 3 1) % AR EIbRE D EAL
HILEBRRIK TOR LD 1M

KGR
TR BT D B PR IE BRI T 12 K D REAEIR O
5 | =
BE | MAIMAE PRE (04 HH B EOAE  JRAE 28 2 JBUIE)
é HRAME R TBIE
i ‘L‘Z:/ﬂé
ES

TRORBUSHE O FHEIR DU
SHHBSME 1% TEUE

DARAE

AHERPEIR RSN 57 12 36 1 2 AR ER B RE D 22 ek
HILEREIR T oA LN D8R &

TRERRUCHE D B PERMIR R I |2 X 2 R Ot

i o 7 e 5

CHig HH o 756 T, IbGRE ZE 4% BUE)

WZOWTIR, AAMZ R TERPRE SR -T2Z LD, FREXIIRNRZHIBR LTz,

BETHM
BN

REHEFRICET S1FH

AFNL, BRI BIT 2 HIRIZED BTV,

f£Ea—FK
AR A I | ERERR o — R o Lt AL
B K (Y 21— 1) HOT (047 &5 SR Afm— K
3992001F1084 3992001F1084 108780203 613990039
RIFEIT LDEE

BARSAYA

29




. X

X1. Xk
5| B>k

1.

1)
2)
3)
4)
5)
6)
7)
8)
9)
10)
11)
12)
13)
14)
15)
16)
17)
18)
19)
20)

Fiske CH, et al.: Science. 1929; 70: 381-2. (PMID: 17756191)
Lohmann K.: Biochem Z. 1931; 233: 460-9.

FEIEFN M. JLRE & BRR. 1982; 16: 3617-20.

At IRFHER R . 1990; 84: 1635-8.

Ve 2 R s 3t BEER & AFZE. 1999; 76: 2053-6.

AL B ELMEMER G AR, 1982; 75: 1711-26.

IR AL BEER & BFZE. 1978; 55: 207-20.

RIS HRER L VR, 1975; 3: 923-32.

—OFRK AL SEPR & JR¥E. 1975; 3: 950-72.

ERTAE S, FEBE & JRIE. 1975; 3: 933-49.

SFH 5 L. 6 & fR. 1976; 28: 151-6.

fif] FH 2 LA JEBE & JR9E. 1978; 6: 3553-7.

Forrester T, et al.: J Physiol. 1979; 296: 343-55. (PMID:119042)
B IE.: A KE RS MERE. 1970; 33: 1652-64.

W LE.: 38 & V5. 1978; 6. 3559-65.

Ota S, et al.: Gastroenterology. 1994; 106: 1485-92. (PMID: 8194693)
WA A [EEO B DA 1982; 122: 635-8.

TTEF 724t PN} 1971; 28: 943-5.

HORTEGREA.: SKBE LA, 1988; 16: 783-90.

Sato F, et al.: J Biochem. 1978; 83: 1-7. (PMID: 624700)

Z Db DS E

TVIL7. (2) BFREE L TDER) ICEHT25EEH
Z:1) Watt AH, et al.: Br J Clin Pharmacol. 1986; 21: 227-30. (PMID: 3954939)
%:2) German DC, et al.: Clin Pharmacol Ther. 1989; 45: 80-4. (PMID: 2910640)
223) Mader TJ.: Ann Emerg Med. 1992; 21: 453. (PMID: 1554190)
%4) Lerman BB, et al.: Circulation. 1989; 80: 1536-43. (PMID: 2598420)

30



Xi. sEZ&H

1. ERSETORTRER
L

2. BIMNIEIT BHERRIEER
REER e L

31



Xi. sEZ&H

XI. g%

1. A - REXMEICR L THRRHIZTOI1CHE > TOSEER

(1) ¥
VIILILEAH EoEE] 22352 L,

(2) BiE - BELRURERSF 21— I OB
BB L

2. ZTOOREEEN
BB L

32



	目　　　次
	Ⅰ．概要に関する項目
	１．開発の経緯
	２．製品の治療学的特性
	３．製品の製剤学的特性
	４．適正使用に関して周知すべき特性
	５．承認条件及び流通・使用上の制限事項
	６．ＲＭＰの概要

	Ⅱ．名称に関する項目
	１．販売名
	２．一般名
	３．構造式又は示性式
	４．分子式及び分子量
	５．化学名（命名法）又は本質
	６．慣用名、別名、略号、記号番号

	Ⅲ．有効成分に関する項目
	１．物理化学的性質
	２．有効成分の各種条件下における安定性
	３．有効成分の確認試験法、定量法

	Ⅳ．製剤に関する項目
	１．剤形
	２．製剤の組成
	３．添付溶解液の組成及び容量
	４．力価
	５．混入する可能性のある夾雑物
	６．製剤の各種条件下における安定性
	７．調製法及び溶解後の安定性
	８．他剤との配合変化（物理化学的変化）
	９．溶出性
	10．容器・包装
	11．別途提供される資材類
	12．その他

	Ⅴ．治療に関する項目
	１．効能又は効果
	２．効能又は効果に関連する注意
	３．用法及び用量
	４．用法及び用量に関連する注意
	５．臨床成績

	Ⅵ．薬効薬理に関する項目
	１．薬理学的に関連ある化合物又は化合物群
	２．薬理作用

	Ⅶ．薬物動態に関する項目
	１．血中濃度の推移
	２．薬物速度論的パラメータ
	３．母集団（ポピュレーション）解析
	４．吸収
	５．分布
	６．代謝
	７．排泄
	８．トランスポーターに関する情報
	９．透析等による除去率
	10．特定の背景を有する患者
	11．その他

	Ⅷ．安全性（使用上の注意等）に関する項目
	１．警告内容とその理由
	２．禁忌内容とその理由
	３．効能又は効果に関連する注意とその理由
	４．用法及び用量に関連する注意とその理由
	５．重要な基本的注意とその理由
	６．特定の背景を有する患者に関する注意
	７．相互作用
	８．副作用
	９．臨床検査結果に及ぼす影響
	10．過量投与
	11．適用上の注意
	12．その他の注意

	Ⅸ．非臨床試験に関する項目
	１．薬理試験
	２．毒性試験

	Ⅹ．管理的事項に関する項目
	１．規制区分
	２．有効期間
	３．包装状態での貯法
	４．取扱い上の注意
	５．患者向け資材
	６．同一成分・同効薬
	７．国際誕生年月日
	８．製造販売承認年月日及び承認番号、薬価基準収載年月日、販売開始年月日
	９．効能又は効果追加、用法及び用量変更追加等の年月日及びその内容
	10．再審査結果、再評価結果公表年月日及びその内容
	11．再審査期間
	12．投薬期間制限に関する情報
	13．各種コード
	14．保険給付上の注意

	ⅩⅠ．文献
	１．引用文献
	２．その他の参考文献

	ⅩⅡ．参考資料
	１．主な外国での発売状況
	２．海外における臨床支援情報

	ⅩⅢ．備考
	１．調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	２．その他の関連資料


