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r Tk]j\j/c\ﬁ)gf:o
X Fb U5 U7 % 60 HEN RIBEE 120 Flx-hr. #ESSMET T 4OV F —200W-h/m?) HE5)

¥OXPEEOLT » 7 (1,0001x) % 50 H RS

ARERVBBEOREM

(%) 7T V4§ 40mg (B

) DREME

PRAF S

RAFTRE

A

il

i
I

{H

i

40C /75%RH

37H

:l:.(J]]l :I:W ijtT

T A (F)

(H ¥ 600~700 Ix)

7T

PEIR
RSN

PR
[S=EA

BEOTO Y X v TR
(371 H%). %@ﬂﬂ@(ﬁﬂﬂg
HHIZBWTIEHBENT
Ho7z,

BEOTa Yy X v TR
(0.5 7 H#) . Zoflioil
EHBICBWTIZHEEA
THo720

PEIRIZZ LR Lo T oflio
HEHE B IZBWT b H%
m(&)‘/) f:o

PEIRIZZ LR Lo 2 oflio
WEIHIZBWTHHE
WT&)O f:o




V. WY 21EE

8. fl&l & DECEZEIL (MIE{LZEHZEAL)
MR L

9. Wi
BRI L

10. B2 - @&

(1) TP VDELRR - 9%, HEHF/EBHELTEH - QEICHT 5158
UL

(2 @k

100 #& [10 8 (PTP) x10]. 100 & [K Fov, 2¥F ], 1,000 £ [10 & (PTP) x 100]

() FHER
B L

(4) BHROME

PTP a2 5
PTP: UVH v NERY7FavlL ., 7IVIH

s

n

INT n
xR FLy
Fyv S R)TFL

O

o

1. FRREShZEME

BN

12. ZDftk

FA LR



V. AEICEEY 3I1EE

1. RhEER(IRHE
DN
OHMRMEARENR (OB - HIB), FE1EME s tsim)
O tiE, Ltz (B Z ). Zoto ik ors
N

OMIRMEATEIR COBE) - M, JefFit REMAET)

2. WEERIIBHRICBIET B

5. MEEXIHMEICEET 28
AN A B BTS2 B, /IR O REEIR A I L 2R 2 2 b HERELR O
b YOI, BV 22 % BN LHE SN B A OMEST 52 L. [9.7.1 B

3. HEARUVHAE
(1) BERUCAEO®ES
DN
CHEMREAEENR (O BEAmED - AMBh, FSVEME R =) )
WERA, 1A 1~2 8 (NF83 UHERRE L LT 1/ 40~80mg) %. 1 H 31535, %
B, Fl, FERICE ) BEFEET S
B, DgE (B ZEC) . Zofio Rt )
WERA, 1A 1~2 8 (NF83 UHERREE LT 1/ 40~80mg) #. 1 H 3HEEI1#H%53 5, %
B, EE. ERICE ) EEEKT S,
/N
CHEBRIEAEERR (OB - AEh, FSIEME L= M) )
W NEIZIE, NT NI VIR S LT 1 H 3~6mg kg (72721, 1 H 240mg 22 %2\) %
1 H3ENCH TRIOKRSGT 5. B, FEilf. ERICE D EERET 5,

(2) RERUVHAEDRTERE - RA
RMER R L

4. RERVHAEICEET 5FE

RESNTHWARW

5. BRPRRLIE
1) BT —F2/Nyor—3
ML an

(2) BRPRZEIREER
B L

(3) AERICRFEHER
B L




V. BEICEAYT51EE

(4) BEERORR
1) HHRTERR
RM LR L

2) ReMHER
RMER L

(5) B - IRREHIGER
BRI L

(6) AEERYfERA

1) FERRERE (—REARERE. BEFEARERE. FARBERAT) . RERTEHT —4~N—
ZAFRE. RERGTRERABROAR
(%) NEOT—%
N8I NV O KRB RAERRE (DAVIT I : Danish Verapamil Infarction Trial 1T )
S OEZERR 7T~15 HORBEF 1775 2 /R, 77 2 RB I EEREIC L 2 KRR Z 5
Wil 7z0 A 2 BRIHED S5 NF83 L% 878 B12 360mg  HEY, HAHWIET Ik R%E 897 412 12
~18 # A MO G LR, MM O TRICEERLZIRDO LN o7 L2l LAED
R VIEBNIZ BV TR I NI VI CEERZ A EIML T 3872 (p=0.02. NF— FIE 0.64. 95%15HA
X, 044~0.94)c BZ 5L NI INHPHET S EMWAR: - BEUEZDERD. BRS040
BURTRME T2 EL S5 2 & TLHBREREROR T2 726 L200E2 61D Y,

(%)

20
] TR (bARLEL)
1 = = — — F5ERLFLSY)
1 NRZIIV(DF2%L) T
q = eI L e 1
w6l NS (DT E ) T

L A
0 180 360 540 (B)
WM

A UBHEEORE 2 BEER, 5 DRBRETE

ED PelE, LEE (B ERO . 2o gt R EDOKBHEL CHER [NXF /8
IVIERRIE & LT 1181 40~80mg % 1 H 3 [IAEI 15, 7 B4FHn, JERIC & 0 @EH RS 2 |
Thbo

H2) 9 o MEOAEEZDBRAEREDO®H 5 BEFIIEER G ORNRTH %,

10



V. AEICEEY 3I1EE

2) ABEHELTERFENHARIIIERL -BE - HBROBLE
B

7) ZOft
FA L v

1



VI. EHEEICET 5HE

1. EEZHICEEDH 2LEYRILEYEH
INVFTEL, =72 TVEY

2. EIE{ERA
(1) 1ERAERAL - 1EARF

A
O RIS,
e AT

Mfas b Ca* " MBI AT A BLIEIC 3D { Ca' " HEFUERICTH 5 7,

(2) Ezhe BT T 2 HABREIE

1. REIMERIE T, MEFEEL2 8T 5
A2 B MMECEREEE ISRORG L2E, MEZEEICHET S8, DR REICHD S &
bo ZORER, DAFEIBR L., OHBENBEIH SIS VY,

2. FEIRBYIR R FAE M % Lok %
A XFGHOR R MR A X & W72 EZEBRIZ B WL wIREIIR % & € 15 s /) o B — U S RE %
PR L. IR B L SRR R R AT B 07,

3. DA PREEE 2R
M ST B OMILNEEECa”™ " DFFAE, BE O T I — VT I VI X o TERIN DL
LN ATP DR ZAZHD O DOZEPEICR L, RIEIZ TN SH 2 OLHEMEF R I L T
OFEMEZIRIL, O RETLIIENT Y N FTHRAINTNS Y,

4. Ca""mMATIZ. PIAEIRIEH 27/~
ENVEY RO FOREUHE V7232 B W T, slow channel %38 % Ca’™ " Dt A % #ifl
T5IEDHERSIN TN D, Fhoy A X 2 W2 EBRT, FRICEEREEHIIER L TR ZEnE
AOABAICH ., EREMAS 2 IR S 4, BREEEEEE S 000,

5. JIVT L) RERHEIC & 2 EBRWAEENR %2 #0532

(1) A XFHOHEHWZZFERIZBWT, VT FLF ) Y OREEEHNORIHGIC X > THER
EN D EEMEI A WSO ER IS8T 5
(2) FREEA X % W2 FEERICB W T, BAEIZ L > THER SN2 LEMEIEOLE L — b ZiEd
Xgp W,

(3) EFSETRBERR - F5HEFE
LB L

12



VI. EYEREICEEY BIEA

1. MeREDHR
(1) BAELELMGEE
(%) NEANOT—%
ZEGVEMR CE IR LTy 50~100ng,/ mL & DA 5,
ML R IVERE O 50% LR % F5) & 53 5 & 50~100ng,” mL Tl AL 77% & OHEDDH
2 13>O

(2) EREREABR CRERE S h - IR fE
KHI 2§ (NF28I)VIEREE & LT 80mg) % ERERAT T 10 Z IR OS24, 4
FEIZFe 572 2.2 BER (the) CHEE (Cox=86.2ng/ mL) 1 L. DRIEEAT ALK L7,
B, 5% 24 Wl F To MR E AR T (AUC) 1 450.9ng - hr,/ ' mLTdHh - 72,

(ng/mL)
100 [
80
Jiiig Mean=+S.E., n=10
i
Hoo60[
;i;;%
< 40r
20
Il Il Il Il Il L—é
0 2 4 6 8 10 24 (hr)

IRE ]
NZ /N3 JVIEERIE 80mg (D B AR O% 585 D MM 3F hiB E HEFE

NZ /N2 JVEFRIE 80mg D BB O SEEOEYFHE/NT A — 5

tmax Cmax AUC0*24
(hr) (ng/mL) (ng - hr/mL)
22%0.2 86.2t8.1 450.9+37.3

(Mean+S.E., n=10)

(3) st
A ER R L

4) BE - ftAEORE
JEE Sy P S
RN 124 (B8 &, Lt 44) 12NTF /83 VIERRE 80mg (ARK 2 §8) % 22y & £ 30 4
BICHRPIRORG LR, SSNF 830, R-RNI NIV E D IZ Chue AUCEHEDIYEIHE /ST X —
FIZHEBREALDN R, AEORELIILAEZIT RV LAV L7,

NZ /N2 IVIEFERIE 80mg B AR O SEFDEMENE/NT X — &

Cnax tinax AUC,-.. CL/F

(ng/mL) (hr) (ng-hr/mL) (L/hr)
S-NFRI) | 22 83*5.0 19=14 38.1+24.4 1565.2 + 1474.3
faxd 7.8*4.3 31*16 49.2+24.9 889.8+315.2
R-NF/83 )1 | Z2f: 41.7+19.1 1.5+0.8 186.4+95.3 242.3+114.8
Bk 39.8+16.3 3316 203.2+71.1 198.4+53.1

(Mean+S.D., n=12)
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VI. EYEREICEY BIER

2. EYRERINT X -4
(1) B
A ER L

(2) TIVEEE
A ER R L

(3) HREEER
B L

4) 7VTF7Z> R
2,750mLmin (fEHEA 6 %)™
(%) MWEANOT—%
6,380mL,min (fEHERK A 6 %)

(5) P EIE
1.46~2.84L kg (TN 6 44)"

(6) ZDfth
U EA R L

3. BEM (RE2L—>32) @i
(1) B TTE
U EA R L

(2 NI X - ZEEER
U EA R L

4. TRYR

(1) NAFTRAFEY T4
(%) NHEANDOT—%
T 22% (12.1~32.2%) (EERRA 6 44) 1
(%) HMEAOT—%
RN T 6 ZE2xfRE LT, ZHAE % 2 Mo/N)V— 2T 20em BRI D . XRF33 )L
80mg % 15 75T L. [AIFIZ 2H~NF /33 )L 5mg % 15 70 CHIRNIES- L7z 2 A, XT3
SVDONAFTTNAFEY 7 1412193+4.0% (Mean+S.D.) Th-o72 17,

(2) IBFEPSINS NS,
(%) NEANDOT—%
ERAB 6 %20 RIC, Efi L7z 2 A, BEDS OWRIERIX76.0+18.0% (Mean*S.D.) T -
7= 17,
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VI. EMEREICEET 51RE

5 9
(1) Mm% — RREFTEE
(%)
7 v MIHMC-NF /83 VEEERE (3mg kg) ZHHIRMNICIRGT 5 &\ %5 3 RO AE = 13
MEFREDR 3/ TH o720 LA Ly 30 0 R ICIEIME i EED 1,72, 5.5 el LU O X N iCH re i
BRI S e dp o 726

(2) & —BaEEREFT@EE
(%)
IR 14 HHO T v MZUC-NF /28I VIERE (Imgkg) ZEHIRNIZG-3 2 &, RIEHFORGHER
FEEHARIE O 1.2 75 (#%5-30 531%) MU 25 65 (4FER) Th o745, 12 K LIBEIIMIB S e o
72

(3) it~ DBITH

(%) NEANDOT—%

Andersen (1983) 12X % & BHMRIZANT 2SI VIERRIE 1 H 240mg (80mg x3) A #ELIH5- L. HE% 3

~5 HORMIZ 5 MHRFLE BRIM A FMFF I T o728 2 A, BILPANR TSI VIBEOFEIL, AR RED

D 23% T, FLHTHREERE IS ED 0.01% LT CTH > 720 FEROMANT 78I VB IZAH

4 HHT 2.1ng/ mLC&d > 72A%, IRHAHIE 38 FEf % Tld Ing/ mLLL N TR SN o720 —,

Inoue & (1984) 12& % &, RHRIZANT /I VIERREZ 1 H 320mg™ (80mg x4) #EO#5 L7-H54,

FEFLH AN T 78 I OVIEFE & R AR T 78 I OVIEEE X IZ AR CHERS L, FLit iR i 1 300ng, ' mL

2% 3% L 720 Andersen D5 TIEFLITAIREAS 30ng  mL @ & ZFLEMAREEA 2.1ng/mL & 72 -

THBYH, ZohFE FiTHiEeE 300ng,/ mLIZH Tidow b &, FUBIMPIEREIX 20ng, mLIZET 5 &

Inoue HIFHEE L. XIS IVIRHTIIIRAZ T RETIE LRV ERRTW D, L 2AHADBZDHKR, XTI

IVOFLT IR XA O 60% T O | FLIEOBIE I RHENOF 518 0 0.5% A & fEE S 1L,

COE TIEREFIEALZZEIET 20823 v E 0 (Miller. 1986) (Anderson. 1987) 7A3%56% &

nNTw5,

L, RINRNINDPFTHIIBITT LI L IIHONTH L0, TOEORK/NIDIDbLETNT IR

WaEESEINTWLIRITRILZ BT LRETHY) ., FHEOFEREIZLZDO L) ICREL T 5,

F) ARHERCHE HEIREAEIR (OB - B, 3S7EE =) OWaid. @Rl
NZNIVIEERIE X LC 1 40~80mg % 1 H 3 R 5-9 5, #@H. ANEIid, XF,83 00
EWRiE X L C1H3~6mg kg (7272L. 1 H 240mg %2 7%\) %, 1 H 3 BN TR
59 %, B, Fin, ERICEDBEEHET . JOE. GCHEZE (BMHEZEO . 2oo
MO EOS AT, BERA. NT 28I VIERRIE S LT 1 [ 40~80mg % 1 H 3 R 1#%5-
T 5o B, Flh. ERICK VBT 5.] THbH,

(&%)
SiRE 12 HEDO T v M MC-NF 83 VIEREIE (Img'kg) ##IRMNTES-$ 5 &, FLith o lgse
TEREIE 1R A TR D 5.3 5 Th o720 PIARIKT L. 8 KRR IRRE & AL 7 o 72

(4) BERANDBITH
BRI L

(5) Z DD DT
(%)
UC-NRF NIV 3mg kg T v MIHEHEORS L7 & & e A6 13355 1.5 BT X OVE T,
F 720 24 BRI R CIsBEASE 0 o 72 DAL, Mo de CILEIEREE 2K A o 72 ¥,
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VI. EYEREICEY BIER

(6) m*ﬁ%EﬁA‘ 2
In vitro \2 BT % & MMIEEE & O
(%) NEINOT—%
fEHER N T 13 &7 S 1572 3 TR F 73 3 )V 50~2000ng ~ mL % #5% & i 4l |
(35~1557ng,/mL) 2B B EAFKEAFIZ. UWTOEBY) THo72 Y,

BEBRAICEFINININVOEARKEE

A%, 93.7£0.7% (Mean=SE., EHEKAS L) Tho70

CHNZ TS N7z R

6. e

A e EEAEAE
(ng/mL) (%)
35 89.3t2.5
75 89.6t2.2
141 89.7t1.5
757 89.7£1.9
1,557 89.7t2.3
89.6£0.17

(1) KRB RO RBER
7 by BVEY POR PHFRROE FORBD SO & L ARBEWATE SN ZIs O

(Mean+S.D., n=13)

oI 70y —aTitbhd b, & LTO-BATFVLEN-BT VFIVETH o 72,

O X TFMAKIZZFDIFE A EN TV a0V BHERTH 720 B PORPTIADELT 255 d L o722,

CH30

eN H
HO %;y(‘:—cm—cm—cr-b—N—<:|-|2—<:H2
CH

OCHjs

CH30

H

CN
OCHg<—CH;0 %;yc;;—C|-|2—C|-|2—cr-|2—N—(:r—|2—<:|-|2

OCHjs

CHs:O

CN
OCH—CH:0 Oé*CHfCHfCHZNHZ

I
CH

P P P
CHs CHs CHs CHo /L RS5 /83 L CHs CH,
B PR22 ER D620
Zv b BIVEY M 43X ER Zv b BIVEY R 41X, EF
/ \
CH:0 on CHs OCHs
CH;0 (-CHzCHz-CHy-N-CH-CH, OCHs
CH
N
CHa CHe\ ~NZNI
CHO_ CHs OCH3
CH:0 @(‘: CHa-CHaz-CHz-N-CHa- CH2
CH
P
CHs CHs PR24
Fv b BIVEY R 41X
CH:0 on CH OCHs CHO oy CHy OCHs CHso CH,
HO @?CHTCHTCHfoCHgCHQ OCHs —» HO @c‘; CHa-CHzCHz N-CHa-CHz OH CH O (‘: CH2 CHzCH-NH
CH CH _CH
Cﬁ \CH Cﬁ \CHa CHa CHa
3 3 3
PR23
PR21 D617

Zv bk BIVEYR 41X ER

CHsO

Ty b BIVEY R AX

|

N CHs
HO c;:—CHz—CHZ—CHZ—NH
CH
Pl
CH; CHa
PR25
Sy b, BVEY R AX ER
NINIINVOFERBERER
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VI. EYEREICEEY BIEA

(2) REICBEI5 T 2E% (CYPE) O49FiE. F5%F
NFZ IV ORHE D L EEE (CYP45055) O FlEix FE T 572012 FE L7z, e MFIZ78a Yy —
LENRTISI N OREFEEROER, RHWD-617 K055 THEix. CYP3A4 & CYP1A2, / )VXF /%
IWVEROSFREIE, CYP3AA TH DI AL 722,

(3) MEEENRDERERS ZDEE
80% ~90%

(4) KEDDEEDOBERVIEML. FIEEE
N ARG NI IZIERT NI VDR 1,75 DPAEIRMEH D 5T b,

7. HEt

(1) HERERAL R UM HE RS
(%)
T MR OA 2B B EHRIREE I CTH o 720 “C-F783 )b 3mg kg% T v MIZHEREIH%
HL7z& &, #51% 5 HHE O seRRE=1E. #dh (68%) T, RHP (15%) 3R o7z. &5
% 21 B2 OIFR R HEINI RO SN o 72 9,

(2) HEttts=

(%) NEANDOT—%

POEBE AN T 8 IOV ERIE 120mg & BRI LIS Lz & 2 A, %5 48 BRI F TIZIRAR

ZALMEIE 1%, B D VT332 )0, D-617. D620 1F& %2.2%. 11.4%. 6.7%Hlt = 7=,

UC-~NF 78 3 VI RRIE 80mg % & NIRRT S L 72 B8, #5120 KRR % £ TIZHR T 65.8~70.4% O

TR R S iz 2

1) ARHEROCHE I THIREAEER CLEME) - MHB), SO EEWHEIN) o%a1x, BEmAL
NF I VEERRE X LT 11 40~80mg % 1 H 3 %59 5, #H. ARIZIE, NF33 )1
MR L LC1H3~6mg kg (727201, 1 H 240mg %82 %x\) %, 1 H 3 NI4T TRO#H
H59%, %8, Fif. ERICEVEERET 5. PoE. Oz (BHMEZEREL) . 2ofho
BRI R EOE AL, BERA, NF8I )VIEREE S LT 18 40~80mg % 1 H 3 [HI#EI1#%5-
T 5. B, Fim, ERICEVEEMEETS.] THb,

(3) Pt
M TR L

8. FIUAKR—Z2—ICET B1EH
U EA R L

17



VI. EMENEICEIT HIRE

9. BNZFICLBBRER
(1) MM EHT

(%) MHEANOT—%

MR BN % 2 TV A BHEBAREER 6 %412, BNTIEFEMEE L O 7 HELLED 1 72 @ Rk,

NF 83V 120mg & BRI 5Y L 2B oSEMBRE ST A — & & ERGT L7z, NF 33 vk,

INVRIGIINVOENTIZE A7) T T ATEHATELEETH - 72 MEENTERFEOt,, (X 3.6

+ 1.1 EERICRT L. BATIRSEMERR L 3.4 0.7 B Td o 720 MIEBHT EE TN T3 )L % HARE 1%

B LBOEYEIRE T X — 513, EEAN EREBREOLOLEUTHL L, NFNI VL)

WARFNINVIFEIMEBENTIZ Lo TIEALRESINZWZ 0, HSEOEIMILELRVWEE 2

5B %,

B ARRRE R ORI THEIREAEAR (OEED - A8, S7EME E=ME) OB a . EE A
NFSIVEERYE L LT 110 40~80mg % 1 H 3 MR 59 5. #H. /ANEIZIZ, RF/83
WIERRIE S LT 1 H 3~6mg kg (7272, 1 H 240mg %@z Z2\) %, 1 H 3 BN TR
545, B, FEilb. ERICX VEEEET 5. SO, DL (BMEHERO) . 2ol
OFIMPECEEOLEIX, WEEHRA, XT8N )VIERIE L LT 10 40~80mg % 1 H 3 [M#E
535, B, Fin, ERICE)EERT S.] THbH,

(2) HEFE MG
(%)
W% (DHP : Direct Hemoperfusion) 12X 0y L 2 72X I8 VHEHOEFHREDTH 5. 27
O DIROBMET, WHFHEHF 28 Ha (NF/33 )b 2240mg DftIC 5K % &Te) ZIRA L. Eik
RREsE, PRI R EETRRE CHA S 7z DEMUAEIRE 2 a v Z7IRE S L 720 T, K1) v —#E L —
ZRIEER A 725 (HPP-1 75 L) MW/ 2DHP %246 L72. Z @ 30 4014, =aklE L. ANER
L. TEERBJREATTE L7z MR T 783 VIREEIE. APRERF 616.3ng, mL. DHP2 ¢ #% 88.0ng
/mLTHHo7,
FEHOD, ETNVERRE LT, MHEXNTSINVOEFEIZHT S DHP OEMNER in vitro TGS L 7-
LA, HARE S 720 OBFRIE, D555 TRIININVE0%, / IV RXTINI )V 83U TH -7,
EWGEIINT 5 B EREFZEOEGIE. WAERKS 5 TXF /830 453%., / VX F783)0 41.6%
ThHY ., EG5E0Ra 0 RERE S »,

10. HEDERZFI5HBE
1) EhE
R EEE 124 (BVE6 4. K64, P21 ) ROEEE (B 6 4. ik 6 4. P 70m%)
IZNF 83 )VIEFRYE 80mg (ARHA 2 $8) % ZefERFICHERIHRG L2k R, BEE 12815 S-RT
NIV, R-ARTIRINVOD Con AUCIE, HEBRIZHNEEICKT, 277 Y AIAEEITNTH -

729,
NZ /NI IVIEERIE 80mg B AR OIR SR DEMENRE/NT X — 4
Conax AUC,-.. CL,

(ng/mL) (ng-hr/mL) (L/hr/kg)
S-NFRI | BEE 23.2+14.5 51.6+36.9 19.4+13.3

i 63.4+29.1 213.1*126.0 52+34
R-NF/83 )V | HEH 163.9+73.1 589.8 +264.4 1.39+0.76
oty 340.7+141.1 1420.2 +528.2 0.60+0.21

(Mean+S.D., n=12)
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EWENREICEEY 515HE

11.

2) BREEEY
(%) NEANDOT—%
TEHERL N 6 44 & R4 8 B2\ T /%32 )L 80mg & HL RS IIH - L 72 ot b IIL P8 FEE 1) 52 1 ] 1 fi B
BN 72 55, BEARAD 924, pHIERI I RN 134 40 BAA 161400, 2 ) T T ¥ AT
137mLmin kg, A4 126mLmin kg T & AR A B R =D L hr o727,

Z Dt
U EA R L
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VI. R&M (FEALOZFEE) (CEAT3EE

1.

3.

4.

EERR EZTDER
RESNTHWARW

BRARETOEH

2. B2 (ROBHIZIIBELEVE)
21 mELR ) oI IOAEOH 5 EE
[ARFNIPEEZIER 2 A L, OASERZ B ICESEL 20 5] [9.1.1 ]
22 ENENLEOEZE7uy 7, lAE70y 705 EE
[AFKNL S EAEET AEE 265 2EHZ A L, IS HICELS 2 2 L0 5, ]
2.3 MR SUTHEIR L TV A WHREMED B 5 et [9.5 S
2.4 BRI OBAR LSBUE OB O & 2 BH
25 ANT T Y VIR ARG o BE [10.1 2]
26 I KR VVBEERHS OB (101 28]

(FFa)

21 RENIBEHENERZE L. OASERET BB SEL 2 LhH 5,

2.2 RENIHFEGEHT, A EZIE T 2EHE2E L. HiMmE2 FIZELSEL 2205,

2.3 [VI.-6.-(5) IEifw] DIHZ

2.4 KA OB LBBUEDOBEHEE DO H 5 BEAF %5 L724a. L0 EE R BEED I
OHRDVEBENDD D,

2.5 KANZ X BF b7 1 —24P450 (CYP3A4) K3 Z3iBmIBHEERIC L ) . AHFEEH O AR %
FREE, BEOGHR S HDLNLZ LD DL, ([W.-7-(1) PHHEZES L Z0HE ]| OHESHK)
2.6 KANZ X BHF b7 ua—24P450 (CYP3A4) ICHT A28amHEERIC L) . HTFEH oM RE %

EASELE, (W.-7-(1) PEHES L Z0HH] OHESR)

REER IXNRICEET 2B & TDER
[V.-2. ZIEESUIRRICEE S 215 2255 2 Lo

RERUVAEICEEY 238 & TNDEH

RESNTHWRW

20




I &2 (EALOXEF) ICEBY5REA

5. ERLEFRWEE L TOER
8. BEELEXKEE
8.1 ATy AR ORG E SRR L2 & EIRDVEAL L 7HER P HE SN TWAH DT, AH
DIRE 2 ZT 2581374120 L. B8 eH0I47) 2L, /2, BFICEMOTER % LIZHRE
EHIEL VI ITERT A &,
8.2 AHNOFGZKE L T, (OEM. IR, MEZEHIICHNS 2 & PQOER, fRIR, MEKT
FOREFADRO SNHEICIE, EHISREX I RG 2T 5 2 &0 [11.1.1 8]
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(ICR%) I 195.0 11.2 97.2 79.8
5y b i3 189.9 22.2 57.0 46.7
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R 13%E | 1 INDICATIONS AND USAGE

Verelan® PM (verapamil hydrochloride extended-release capsules) for oral use is indicated for
the treatment of hypertension, to lower blood pressure. Lowering blood pressure reduces the
risk of fatal and nonfatal cardiovascular events, primarily strokes and myocardial infarctions.
These benefits have been seen in controlled trials of antihypertensive drugs from a wide
variety of pharmacologic classes including this drug.

Control of high blood pressure should be part of comprehensive cardiovascular risk
management, including, as appropriate, lipid control, diabetes management, antithrombotic
therapy, smoking cessation, exercise, and limited sodium intake. Many patients will require
more than one drug to achieve blood pressure goals. For specific advice on goals and
management, see published guidelines, such as those of the National High Blood Pressure
Education Program’s Joint National Committee on Prevention, Detection, Evaluation, and
Treatment of High Blood Pressure (JNC).

Numerous antihypertensive drugs, from a variety of pharmacologic classes and with different
mechanisms of action, have been shown in randomized controlled trials to reduce
cardiovascular morbidity and mortality, and it can be concluded that it is blood pressure
reduction, and not some other pharmacologic property of the drugs, that is largely responsible
for those benefits. The largest and most consistent cardiovascular outcome benefit has been a
reduction in the risk of stroke, but reductions in myocardial infarction and cardiovascular
mortality also have been seen regularly.

Elevated systolic or diastolic pressure causes increased cardiovascular risk, and the absolute
risk increase per mmHg is greater at higher blood pressures, so that even modest reductions
of severe hypertension can provide substantial benefit. Relative risk reduction from blood
pressure reduction is similar across populations with varying absolute risk, so the absolute
benefit is greater in patients who are at higher risk independent of their hypertension (for
example, patients with diabetes or hyperlipidemia), and such patients would be expected to
benefit from more aggressive treatment to a lower blood pressure goal.

Some antihypertensive drugs have smaller blood pressure effects (as monotherapy) in black
patients, and many antihypertensive drugs have additional approved indications and effects
(e.g., on angina, heart failure, or diabetic kidney disease). These considerations may guide
selection of therapy.

MER O H=E | 2 DOSAGE AND ADMINISTRATION
THE CONTENTS OF THE Verelan PM CAPSULE SHOULD NOT BE CRUSHED OR

CHEWED. Verelan PM CAPSULES ARE TO BE SWALLOWED WHOLE OR THE
ENTIRE CONTENTS OF THE CAPSULE SPRINKLED ONTO APPLESAUCE.

2.1 Essential Hypertension

Administer Verelan PM once daily at bedtime. Clinical trials studied doses of 100 mg, 200 mg,
300 mg, and 400 mg. The usual daily dose of extended-release Verelan PM in clinical trials has
been 200 mg given by mouth once daily at bedtime. In rare instances, initial doses of 100 mg a
day may be warranted in patients who have an increased response to verapamil [e.g. patients
with impaired renal function, impaired hepatic function, elderly, low-weight patients, etc. (see
Use in Specific Populations (8.5, 8.6, 8.7))]. Base upward titration on therapeutic efficacy
and safety evaluated approximately 24 hours after dosing. The antihypertensive effects of
Verelan PM are evident within the first week of therapy.
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If an adequate response is not obtained with 200 mg of Verelan PM, the dose may be titrated
upward in the following manner:

a) 300 mg each evening b) 400 mg each evening (2 X 200 mg)

When Verelan PM is administered at bedtime, office evaluation of blood pressure during
morning and early afternoon hours is essentially a measure of peak effect. The usual evaluation
of trough effect, which sometimes might be needed to evaluate the appropriateness of any
given dose of Verelan PM, would be just prior to bedtime.

2.2 Sprinkling the Capsule Contents on Food

Verelan PM capsules may also be administered by carefully opening the capsule and sprinkling
the pellets onto one tablespoonful of applesauce. Swallow the applesauce immediately without
chewing and follow with a glass of cool water to ensure complete swallowing of the pellets. The
applesauce used should not be hot and it should be soft enough to be swallowed without
chewing. Use any pellet/applesauce mixture immediately and do not store for future use.
Absorption of the pellets sprinkled onto other foods has not been tested. This method of
administration may be beneficial for patients who have difficulty swallowing whole capsules.
Subdividing the contents of a Verelan PM capsule is not recommended.

44 1 ¥ A
Ead Accord-UK Ltd
W 7E 44 Verapamil Tablets BP 40mg. 80mg. 120mg. 160mg

HIIE - Btk

$E#l. 40mg. 80mg. 120mg. 160mg

DIFBEEIEN

1. The management of mild to moderate hypertension and renal hypertension, used alone or
in combination with other antihypertensive therapy.

2. For the management and prophylaxis of angina pectoris (including variant angina).

3. The treatment and prophylaxis of paroxysmal supraventricular tachycardia and the
reduction of the ventricular rate in atrial fibrillation/flutter. Verapamil should not be used for
atrial fibrillation/flutter in patients with Wolff-Parkinson-White syndrome

R O H &

Adults:

Hypertension: initially 120mg twice daily increasing to 160mg twice daily where necessary. In
some cases doses of up to 480mg daily, in divided doses, have been used. A further reduction
in blood pressure may be obtained by combining verapamil with other antihypertensive agents,
in particular diuretics. For concomitant administration with beta-blockers, see section 4.4.

Angina: 120mg three times daily is recommended. 80mg three times daily may be completely
satisfactory in some patients with angina of effort. Less than 120mg three times daily is
unlikely to be effective in variant angina.

Supraventricular tachycardias: 40-120mg three times daily depending on the severity of the
condition.

Paediatric population:

A paradoxical increase in the rate of arrhythmias in children has been noted. Therefore,
verapamil should only be used under expert supervision.

Up to 2 years: 20mg 2-3 times a day.

2 years and above: 40-120mg 2-3 times a day according to age and effectiveness.

Elderly:
The adult dose is recommended unless liver or renal function is impaired.

Method of Administration:
For oral administration
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(An Australian categorisation of risk of drug use in pregnancy)
(2025 4 1 HHIAE)

F—A T TOGH
C : Drugs which, owing to their pharmacological effects, have caused or may be suspected of causing,
harmful effects on the human fetus or neonate without causing malformations. These effects may
be reversible. Accompanying texts should be consulted for further details.
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