P0825-A4 04
2021 12A%ET (5B 1HR) HREEERIEES
872129
$E50mg $£100mg
B SRR SRR A PR L ] EZES | 21800AMX10635000| 21800AMX 10636000
MR © 34 SRARIE RN - SODAE SR BRESREMA | 1993% 2 H | 1993% 2 A
RFPU I VIGESIEKFIEE
n o ®
I am
A7) - 50mg
n O, ®
I am
A7) J-)b:z100mg
e ‘
ISR < RIS ORI Bepricor” Tablets 50mg & Tablets 100mg = ORGANON
EOERTEE a
1, s 52 DEMBOMEL. ROZOBROAFALOMHEREZENE LTE

FREOBEHEEREZNRE UBERRRERICBVT,
DESFEN STETICE S TERID' H SN, DEHEIR T
FAEEDEBREZR/R E UIERARARICHWNT, Torsades
de pointesz0.9% (4/4596l) ICRIRLc&EDHREN S
30DT, BEDQTER. Torsades de pointesDFIRIC
THEETDHE, [11.1.10 17.1.1 B8]

2. 22 (RDEBEICIFRS LBV E)

2.1 S-MELARLEDH2EBE IDA2EzBEbsEsBEN

2.2 BEORMCERE (FE7uy s, AE7ay7) O
HHEE [HEEEL2XHIHHIL, 22EE7uy >
RPEEORKEFIEREZIIBZENLHS.] [9.1.2
iy

2.3 FBHLIAERIRO H 2 BE [RKEZIE T 5/ERA»H
D, KOBWRIRIREEE 22 BF NN H 5,]

24 FBHZQTEEOH 2 BHE [QTEEEHICKD. #ik
BABIRZFHEHRTH2BTNDIH 5]

2.5 IR AR LT W A TR D H 54t [9.5 BHR]

26 U RMFEL, BFFEILAVILEBE, 755 F LR
H, RAT7 L FELALT I LK. £ b5 aF
V=, 7345 IERE (FH). TVILAY Y
MEABIE., KRR T7 v LVBEEREFOESE
[10.1 K]

3. #ERK - MK
3.1 f8m

ISEFICENENIROB T %2 &F

Bise® | NFYa—L%%E50mg | XFY T —LE100mg
BRI N7 DIVIEBRIEKY

Gr 50mg \ 100mg

RHA %%twu—x\xf7U7@75197A\E7

gXxu—2A, v-7uaId—)L6000, BitF%

3.2 HEIDMIR

fized | NTYa—L%%E50mg | XFY T —)L%E100mg
Al - B3R Hea~WEAEO 7 LA T— M E

GRQ oRe
® )
WEE s . omp - Es | @s - EE - EE
(mg) (mm) (mm)|(mg) (mm) (mm)
80 6.1 2.9 | 160 8.1 3.5

ZT 1 HK 1
Y ORGANON Y ORGANON

Aala— R

4. HHEEX (FFHER
O TEDRETHOMABIRENMEATERND, RIFEHD
=]
Rt EEE
SRIRMEREENR (DZEE)
O BRiDVE

5. PEEN IFXRICEET DER
GEREE D EMRED
5.1 2RI OEMB OFFREEDERBRE I EEERY S
TR RS LT Wa LS hizBaET 52 &, |

5952,

6. BIENUHE
S D EHEED)
EH. BRACIER T DIVIEBIEKY E LT, 1H100mg»
5HE BB L. BRI RT57%5E1E200mgE THEL.
1H2EICS T TROBET %,
BB, FR. ERICKDEERET .
CGEIRMEREEIR (D= RO
BEE BRAICIEART ) DIVIEREKI E LT, 1H200mg%
1H2[ENC3 T TROKS T %,
B, E ERICE D EEERT .

8. EERERNER
(GheEHE)

8.1 AHNZ., MHAEENEEREBIGET 2 CHEEIAMZEY
b, OO ZOMIETARMENRIALLENVWC ENFHDHD
T, BEIARELEAICRCIOHBEBE T, ST L,
AN & B EREEIRIER E S 0 Th JHEERKICD
HIHBZNNFHADOT,. HEBOABIIERICITH>Z &, ¥
SRg I EER. P L 3EMIZLEREBICEE. D
BRBREZTV. DERQTHEDBEDEED W IEEE
OFRIR. MEET. DMERZEOBREFEPRD S5 NizGAI
. BHICEEBXIIHRSEFRIETSI L,

8.2 AHIDBEICKE L TIFSEENICEZOREZHE L. THIC
DEX. JRE. ME. DEE2HERS 2 &, BERICITFEE
ELTDENZHEL. BEOPQOEE. QRSIEOHEK.
QTOEE. #®Ik. MEKTEOREFEFRD 6 NIGH
123 BB ICEEX GRS 2RIEL, BFEES0MKRKRES
EHETAHZ &, [9.1.1. 9.1.8. 9.8.1 &&]

8.3 AHIEERICIEA Y 7 L BEZRE L. EHY 7 LMED
BAEICEH 5P OB L NE2{T- 728, REIZ2HE5T 5
2,

8.4 RFFGHICHEMNM % (&G4 AUNICZW) 2°H
LEbNBZENDHD. BHRNEEALHHDT, BHRERZ
THICHE L, EHNICHEXREORELERT S &,
[11.1.3 ]

8.5 ML Al OB G 2AICHIELZE X, SERVELL
TEGIPRESNTWADOT, KAIDKREZET 255138
RETITH & Ty BEICEMOIERE LICRSEZ
FELZVWEDITERET B &,

8O6HFNENHOLLNAZIENDHAHDT, HHEDEELSE, &
W% P D B OIRIEICREE T HBRICIIERT 2 L5 BEICT
FICHAT S &,

(R DB HIED)

8.7 EELEFRIERD 0. 1H200mg» 5% 5 %2BET 258
. JFRIE LTHEEZ ARSECEMOBELEHFICE X,
BEOZ2MZ+FICHRT S &,

8.8 DEMBBEEOMBIEILEZYL ., WHAEMEZE2ENE LTRSS
ENED, BEFHOBEIPSLBREKESTHI 2T
7o AEIOFSRGER IS ER A & EHMIC, BEOID
BRPEREREZ+2ICBE L. BDEIS U THE LK
HIIOVWTHEETH &,

8.9 AHIO¥EMIA%. —EHEFER%Z D .. FRtDEME 2
Bl BRI E S NAHREESMEVL RS h5E
Ik, BE5E2HIET 52 &, (EPNERRBRTIE. REHRS%
ICRRHME LR Tld. ZT0IFEA EDRESRBZ6ERML
PR L 2R 7z,)



8.10 FMEE LK ICIRE L, AARSEREFOFFHROGEHREIEL &
50T, +HoEBEIT A&,
CGEIRMEREIR (DEMS) ROBDE)
8.11 1HHE200mg#BA THE T 2BI3. BEWERREBIOWHENE
PHERTHIOTERTHI &,

Q. ENERZRITDEEICHTIER

9.1 BHHE - BEEEDH2EE

GheEE)

9.1.1 ERVERE (DEIEE. AIEE. DHES) DHIEE
DEHFH. DEMBARATE2BENMNEL. FFiZ. D
REZRTBENOH ZBETIE. KFZ2DEH S BHA
THRERERBICTHAERT S L LB, HENLER
MEZERL. BBREZ]~2EMIARSES 2 &, (8.2
ZHE]

2.1.2 MR EBEE (BEJ0v7Z. EEJOvI. fio0Owv
J%) DH3EE (L. BEONRGCEREE (BE
JOvJ. EEJOvD) OHdEE=ERRL]

TS EENHERICED.,. ThoDEEZ S S5ICELS
BEBENNDH B, [2.2 BE]

9.1.3 EEIDERKIEEEDHEE
DEMEZIHI T AMERICELD . XDBRVDEKEERE
ZRRITBEINDH 5,

9.1.4 BEICMEDKVEE
SHICMEZRFBBENNDH S,

915 MBFBAYILBETPITRYILBETREDEHREESE
DHDEE
QTERICKD ., Fl- AR EBIRE2FHKRT LI ENH S,

9.1.6 UK ZSRHIcEE
U EROBEOHIC, RMREEFIFRESNTWVS,

9.1.7 JEETHMPESALEMODES
QTEERH 5bNPT L,

9.1.8 thDOPFIAEIREZHA LTV 2 EE
KElZDEDORBT AR ERSGRICHIEET S EE
HIZ, HEIDEBERBREZERT S L. Bl B2
HEAHENL L Tz, [8.2 2HR]

(R D EHHED
9.1.9 BBMIEE (BIMMEIEEPDHES) DHIEE
DLEDOSHBURRELRELRR/NRICEEDZ L, #
BBICHHERET A EEBICHEENCDEREE 2 £ d
5L, EHZLDBERQTERICE &k  EAREARMEH
HobNAHA NS H 5.
9.2 BikseEERE
9.2.1 EELBKEEEEDH2EE
BRHBEIC KD, BIEA DS bNEBEZNDH 5.
9.3 FHikaeE=EEE
9.3.1 EELITHKEEEEDH 2 EE
REBEICK D, BEADSDNEZBEZNTH 5.
9.5 itiw
TR IR L C W A ATEE O H A HICIZRE LW &,
G - RAEEERE (Fv ) ToOmEE. HAEROKEE
ML CEFEROBERPHFESN TS, [2.5, 16.3 &
i)

9.6 EFLIR
R EOEREROCBARBEOEREZZB L. BAOMS
Rigik2HE T 58, Ty P THITHRAOBITHRE S
nTns, [16.3 2]

9.7 INR
NS R R & U7 BRI I LT LR,

9.8 &

9.8.1 A& THRER2MIAT A ENEZ LW, KEIZDE
POBBT A ERERBICTFAERT A L&D I, HHE
ICDBERBREZEHT S &, [8.2 BE]

9.8.2 BEICKRET S L., —RICEBE TIZ. BT - SHED
BETRLTWBZENEL, £, KESDLBWEADL D
572 CRIERSHEB LT WV,

10. HE{ER
10.1 HHEZEZ HALBWLWI L)
A2 E iR - TEE W - fEREF
JrFEL DEFPEFEOEELE| NS5 0EROF k
() —¥7) ERZEITBZEND 710 —LP450120d

YFFELRTIVE
b=}

(frE5—%)
77 ¥F CILEREEE
(LAT7% )
RRAT7 U TFLFEL
FV S LK
(LZvI7)

[2.6 7]

H%o

DA NEERERIC
0. BFRALEBA.
ZAH O [ R EE Ak
B ERTHEN
FHlsh 5,

A r5ary—n
(£ FUV—=))
[2.6 ZHE]

ARE|O MR BRI
0. QTEEDFER
THHREEDTH S,

N6 OEFOF -
70— LP45012 %9
HHEEEHICED,
AHNORBAPHE S
N2AREED D 5.

7 IAFu  IERE
(x5

(7rHhu i)
[2.6 7]

BERIC & U Torsades
de pointesz# 23 Z
EWH B

TYTIVAY Y Ml
ARIE

(HFNH)
[2.6 2]

BEAIC & 0 QTEES
EEL2BENDH
60

PERICEDQTEER
18 A5 FE N B 1 18 58
THEEZOND,

VRZERTTILEE
(X—=¥ > })
[2.6 Z2R]

PEAIC & D Torsades
de pointesFEDEE &
PEREZECHBZEN
WHB,

VRZERTTIE
D51 X DK
BRDT B0,
I & D RER %
I DBENDDH B,

10.2 HtRER (A

[SERTBHIE)

HHB%E HEARREIR - 5B AR W - fElRR+
MmEH Y 7 LEZ K REREFHT L LN T LEFPERT
T 2HH BH5 (KAKRSHNC| % & B EEED I

FIRAIZE MmEH Y7 LEBEZH| S, AFIOFKEIC
FE L&A Y 7 AMAE| & O # 72  REIR %
DHEFIHOP O FEHKIT LI ENDH 5,
Y72 LB % 4T > 7o
KEIZHGTHT &),

QTREET 2HEH | REREZ2FHIT S L | AFIQTEREEH

FoYUE BdH 5, BHo. HICKS

BEOQTEENE
Zo6N5,
VIFT v DIAFTUOHBER VIFI VOB RY
(. S, DFVLEBHNT7YTPT V2%
%) phobhsZ&|BAbsE, YIFV
BH5HOT, DEIH| >oMbEEL ER
NEYITF Y UEBRE|SELEEZIOND,
5,
B % BIRDH 5bN BT & |ARH KRR E M3 I1Z

Furs/ua—)
ERIE%

BH%.

Caftpis
NF)8 I )VIEREIE
%

HE I ZE AR5
TERZEHT %,

ARAIK O Catthiskid
HEICE E R B
TERZHT %,

1

1. BIfERA

ROBWERADPHS5DONB I EPH LD T, BEZTFITITVL,
BEVPRDONIGAITIIHREG2PIET 5 7% S#E 2 LE 1T

ST &,
1.1 EXEIER

11.1.1 QTER (4.2%). DZE$EH (Torsades de pointesZ=
) (0.2%). DEMEN BEEREA), JAFELE (0.1%KiH) .
BEJOv7 (0.1%Ki)
QTHEE. D= (Torsades de pointesz&te). i
Eilg., FELE. BE70vy s, PYLA - AR—TR
EBRENPDSDNEIENHHDT. EHN»DNEIZ
ISCTOBERBEZTV. EELZHVIERIRDO 6N
B EIEEEE2RIEL, U RAOA Y, BB~ XYY
LKFI. 4V T LF ) VIEREOEIE. Bl# -
Dy TBROBYRNEEITS 2 & [1., 17.1.1 ]

11.1.2 $EFRAIRE

(BHEEANBA)

HERRIERE (FIHER @ 3B TR Bl 25E818%)
PHESNTVDY,



11.1.3 EEMARX (0.1%AKH)
BOEN IS0 H 50T, FEE. MK, FFIREE. WS
DEE (IREF) EPROLNIBEITE. BEB5ITKA
OFGEHIEL, PP IWERXREORE L EM L. &
BREALVEVAORSEOBYILMEZITS I &,
(8.4 2]

11.2 Z0HOEIER

0.1 ~ 5% 0. 1%
TEBRER IR, THRSERE . BiF KIpFELE
JHF Bk ASTER. ALTER. Al-PER.
v-GTP bR, JFHRERE

iiRjs3 B Bk

RS IR, DTV, 550X

HbER MEsk. B ERAIRER. BEARAPRER. &k
AR TR RS, R, HE

B AE #Z

Z DAt B, PHREE. FE. IR,
13TH

FBUAE . BRI O RGERAE» SR L.

13. BE%5

13.1 EEIR
QTEE. =M (Torsades de pointesZ &), DEHM
B, TYLR - A= RAERHEORANTEINS,

13.2 4L
DERBEICK 2 BRELREHPERIED 5 NHE I,
EHICHEN RS 2HIET 5 &L HIODBERETRIBEZ
ZHAITO, ERICIECTY AL >, B 7274
K. AV T VF) VIEBEOEE, RlgPR—> T
FOWY)WEEITS &
ARSI R L ERD T CICRBER LW LD H S
DTEET B &,

14. BRALOIE
14.1 FERIZMEFOER
PTPEEDOHEAIIPTPY — b2 SWMOVHE LTIRET 5 L5
HI BT &, PTPY— bORREICK D W HIAE A BEHR
JEARIA L, BICIZEAE2B LU THBIRARSEOEE 2 &0
EEHFETLHIEND S,

16. EYHNRE
16.1 MOGEE
16.1.1 BOli%5
fRFERRA B 7286 R 7Y P IVIEEEIEK I 100mg 2 B[ 118
5 U856, MEREE R 553 1 REcREME (124.6ng/mL)
IEL,
16.1.2 RE&%S
R A S TR T ) D IVIEBIEKNY200mg/H (432) %
20HMIREHRS L Ha., MEEhREIFH1I4HE (10HE~
21HH) TEEREBISELL. 21HBIIRT ) D IVIEREEKNY
100mg 1[E1#5% 5.8 OHFEH R IIHKI80R I TH - 720
16.2 RN
TR B T 2861ic R T D IVIERRIE/KFIY 100mg 2 B EFE O #% 5
L7254 HIEED 5 OMIUIES »TH - 2.
16.3 7
F v MIHUC-RTY VIVIERIEKIIY 2R O#K5 L2548, HILED
EAF. B MR O ICERE IS Uiz, 72, BRIRKRORHH
IZHFRICKIT LIz, [9.5. 9.6 BIH]
16.5 it
RN HC-R ) D IVIERRIE/KIM 2R %5 L2354 Ry
3 51% 2405 & TICKI24%. 7THE TIZH50%75, 7z, #HITi
THETIR2~22% Rt sz HEAT—%),

17. ERPRRIR
17.1 BYERUREECET BHER
G EE)
17.1.1 EREERE 18R UE IEHER
7THEL ERifES 2 DE MBI 2 MR E L7 7 e AN B EEMmILE
AEROFER. AAIODEMBENEIEICH T 5 ENEPBIEE Nz,
DE B EIERR K O % O IR RIGHE B9 % BRI R

DEBYTH-Tz,
£1 DEMEELERROZOHERIGHEICET 5 R
B8 BRI S FHIE I BHE (%)
758 R 1/29 3.4
100mg/H 12/32 37.52
200mg/H 20/29 69.0b

a: 7RI UTREMIAER (p=0.001). b : IRt L THEN
AE (p<0.001) KU100mg/Hicxt L THEHER (p=0.014)

—3—

BERIX. 772 REE30MIF6MH (20.0%) 114F, 100mght334
361 (9.1%) 8. 200mgHF 2961761 (24.1%) 114 TH -
7o EREWEAIZ. DERQTER3MF (V3'hb200mght). D
EHAIR2HF] (100mgBEKX U 200mgHETELIB) Tho7z. B,
AHEORRBEBFBNEETE L VDEEMRL DVFETICE - 725
Bln, 200mg/HHEETLHFED 52, [1.. 11.1.1 B3]

GRIRIEAREIR (D=MH)

17.1.2 ERERRER

DEEBSMGE 2 MR E L ZEEREBEBOKR, KFOH
MDD 5Nz,
ZHEREEHE T & CREARIRICON 9 2 BB IZER20
EBDTHo7Y S,

K2 BREARIRICN I 2 B R

BREA BRDBIEL 5h R E IR AEIER (%)
(DS IXAE 102/162 63.0
DEPEST 4/6 66.7
BRIDVE)

17.1.3 ERERRAER
FHESRDEE R O HEREEIRDEZ MR & L7z ZHERHEBHR
OFER AR OAERENFTD 5N,
ZEEREGRR T & R DE IS 2 BRRRBRAE IER30

EBVTHT,
3 EHOEICHT 2 BRRBRE
BREA BRI R E £ BHE (%)
FHERDIE 45/71 63.4
Vil RE RDIE 24/40 60.0
LRI 2/3 66.7
ah, AREEPLIE, FPDIE T 5 AR LT
o) -8),

18. IR
18.1 {ERER
KN, DEF#EEONat, KR OCa2t (LEKROTR) F v 2 I)L2H
#U. DER. FEEMEHE. DEH L EDORRRIBEREZHD S E.
FLANCHAER S E 52 EOFERICK VRARRKIERZRT. &5
12, EIME 2RSS & MABRORMNERT2HO S €52 80D
FERIC K D D OBRFERNT VA2 BET 5.
18.2 HisEIRIETEEIRVER
18.2.1 HERHSEIRIEREEIRICK T B 1EFH
(1) DEMEIRE T IV
FTA-FUFERHR (X BLEY M), EEBRER (X, T
b DFEERROYF Y Y ZMERICBIT 2BLAEFERIC KSR
BIREFIVEBREICBWT, DEHEH. DEME) O MFNRE I HR
DBEIERANRD 5N TN B 13,
(2) DEMEIETIL
HUERHENEAER (BESX) DEMBET LICBVLT. A%
NS OEEIC T 28 - BEFRA BRSNS & bic, LA
Ca?*F v X )LOMRNA L N)VOE R HIH S h 2 DEMEAHEER
WYETY Y TICRT HUEBEEAPRDHNT NS 15,
18.2.2 EREEFHER
(1) BIEK*F v+ RILICHT B1ER
EILEY MEELHMICE T 2 BEETFKEROBE VRS (Ik)
B OBIEREFKBROE VRS (Ik). & MaEBMAEKHEK293
MR R S 728 FKVL.SF v 2L OIEF ITE W IEHELEE 2R
TREEFKBR (Ika) 20T NLBERENICIMET 5, £/,
TEFNLaY) EZEKTER (Ikacn) ATPEZEKYER (Ikate)
W ICHIFIANa FRKEBR (Ikva) D IEBERERICNEIT 5, 2
OMIcH, FF I (YY) 1BV T, WS EHREER
(Ik1) s BEZHEMESAEEBR (k) RO—BENAEER (Io) 2
BERFNICINGH T 510 20,
Ca2tF v RV 1R
DEH (ELEY M) IZBWT, Ca2EBi (Ica) ZEEERENRIC
HT 5, TLEY MHEEEOHMEOLAECAZF v 2L DI, ICTE
CaztF v 2 BT 520 22,
NatF + 2V g 1R
DEH (v ) KBWTNatEH (Ina) ZIEBERFAIIIHEIL .
DEHETLER (ELEY M. PR IEME (YY) KB
T BRI R % M9 511 21, 23, 24,
SEBIENIICK T B1ER
TAEEE (79 F) . DEM (BELEY M) OF B EMH i EE
(APD) ZIEEEHE 5, /2. TULF LI (YY) ITBVT
X, APDRSEMRES 5. &b, DEH (ELEY b)) RODLER
(BELEY ) TOBEBMICITHEIRD SN TLRWnID. 22 24,
(5) RIGHBICK T B1ER
DEM (BELVEY M), BEEEH (79F), DEH (V¥F, 4 X)
RO F >y il (fX) ORISHZERSE 29 25 20,
(6) {GEIRICH T S1EA
DE - ARMEROL AR -DEEE (V5 F) OB 28
EESH 520,
18.3 FURIDEER
18.3.1 DVHDERER/NS > AEER
(1) FHDIRIEAR (ELVEY b) ROBREFBRRICBWT, BMELE
XA EIMTEZ KT 520 29,

(2

-

(3

=

(4

=



(2) RERICBWT, REMEEREZE TS ERARERBIT &L
12, DFBREEBEREZRDT 52 29,

18.3.2 Bfi{kEFEHECa?*F v+ XILRUO'SBHEEECazF v R LINFITER
WHARBIRTE (79F) B0 T, KIR 7z =1L 7Y vtk
0 492 R I 2 IR B IRAA RIS L. ALK ECa2tF v
IR OZEMEBECa2tF + 2L & HITHIHIT 5 Z EARES
n»30,

18.3.3 HILEF 2 U VICHT B1EA
Ca?*-HINEF 2 VIKEEARI ARV T AT T —F¥OFEERY
Ca?*-HILEF2YVICLD IF Y VBEMEFF—YOEk2HES
230, 32)

19. BT CRAT 2IB(LFNHR
—ME - X7 VVIEEEEKHY) (Bepridil Hydrochloride Hydrate)
{E%4 : (£)-N-Benzyl-N-[3-isobutoxy-2-(1-pyrrolidinyl)propyl]
aniline hydrochloride hydrate
PFI : C24H3aN20 - HCL - H20
DFE 421.02
BE -

i, CHZO
/

\CHfCHszfCHgf(‘ZHfCHsz
i

R HBE~MEABOKRE IR EORERT, IBLIEAL K
FEWV, X¥ ) —)b, BEEE (100). YZ7uuxy rXidzy
J = (99.5) IO THEIFRTL, 7 b UICHEIFPTL.
WAKBEBICPRBEIT P T <. KBTI, YZFLI—F
JUIZHR®D TEEFHITL L,

B =:89~93C

DEFRE : 2.5 (pH1.2, K=F 2% ) —LFR)
>4.0 (pH6.8\ K—F 7% J —)L %)

20. BRWL EDFR
ET 5 & YA~ REBERICELT 5O THERIIBRA LB, &
BRUTBAHCRET 52 &0 (RANIRIRIC K VEET 54, 213l
B3, EREELEX V)

22. &
(RZU3—)L%E50mg)
100$¢ [10%E (PTP) x10]
500%¢ [10$E (PTP) x501]
(RNTUI—)LeEE100mg)
100%E [10%E (PTP) x10]
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3) HNEERI=. Ath. BRPREEZE. 1989 5 5 & 41-58.
4) MEEM=. fth. BRAREEZE. 1989 ;51 2187-211.
5) SHEE. fth. BRREEZE. 1989 ;51 77-88.
6) MEEFI=. . BRPREEEE. 1989 ; 5 : 59-76.
7) WIEHC A fil. BEPREESE. 19885 41 1197-213.
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