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AUy TAFNHEE~OFME ] DY TH D EHWr a2 & 2% T, /NEOHIRMEAREENR (L7
& - B, BOEME RSV ICT AR EFE (R IIE. HEKOHE) O—H A KR
HEF 21TV, 2011 45 5 HITAR I LT,
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(1) #n4
75 L ®FE 40mg

(2) *4
Vasolan® Tablets 40mg
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M ZJEET 5 H D (Vasodilator) LV 4Si7,
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(1) & (adik)
R RIVIEREE (JAN)

(2) *#4 (afi%)
Verapamil Hydrochloride (JAN)
Verapamil (INN)

(3) AT L (stem)
SHHERA], XTI VBB - —pamil
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=
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5. {4 (fifiE) XITKRE
(2RS)-5—-[ (3, 4-Dimethoxyphenethyl)methylamino]—-2—(3, 4—dimethoxyphenyl)—2—-(1-methylethyl)
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e fiz (100) 7
J a a R )b A 3
T X /) —/ (95) 25
oK KO 20

7K 35
T T —F ) 10, 000 VL E

(3) WimtE
A TPAEMEZ RS 220, (Rdh 1g ZFECAUICEY . ZHEMHEE 50%~91% D A T A& H
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2. SR A~ kv
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HOH.C OCH;

3, 4-Dimethoxybenzyl alcohol
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IV. ®HAICE9 HEA

1. #R

(1) FIRDORH
BEAEE

(2) HEIDHEKR O

AR5 7 5 U BE 40mg
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i -
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BE (mg) 145

E X (mm) 4.0

@, Lt e
(3) #EAa—FK
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Q) FREE
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V. BRICEII SEE

1. EEXIFHE

4. HhEEXIEHE
A
OfERMEFZIR (LEHS) - HE), FREMLEMEER)
OMlME. DFEE (RAMHZR) | TOMOELELEE
INR

OSERMEFZEAR (DEME) - B, RAFMELEMER

2. MRERIFHRICEET HEE

5. MEERIEBRICEEET S5
INREZARRN 2T 2856, NEEOREEARIER IR L- N5 2 &, %
BOBLGAIL, BEERY A7 % LRSS GAICORBETH2 L, [9.7.15
]

3. RERUVHAE

(1) RERUVAE DR

6. RiERUVAE

DN
AR ZAR (DEME - M. FEMHLEMSER) )
WE AL LA 1~2 88 (T 33 uifElgtE & UC 118 40~80mg) %, 1 H 3 [ O&ET 5,
7ok, . JERICKX v EERET D,
GRDE. DHEE (RMHZER<) . TOMOELELESR)
WE AL LA 1~2 88 (T 33 uifElgtE & LC 118 40~80mg) %, 1 H 3 [ O&ET 5,
7pEs. AR, ERIC XV EEHERET 5,

AN
CERMEAZAR (DEME - ). FEMELEMSER) )
WE L, NI, RIS EREE L LT 1 H 3~6mg/ke (7272 L, 1 H 240mg & H 2 72\H)
Zo 1 H3IENZT CTROBET 5, 72d. Fln, ERICE 0 EERET 5,
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LR L
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4., AERUVAZICEET SEE
PREZ LTV

5. ERERAUAE

) BET—2N\vyr—o
M L

(2) BREFRENE
LT L

(3) BERGRRRER
AR L

(4) HREERIEER
1) AhEREEEER
951 B OV S L SO I R 58 D ML R £ K0 2 A B 25— AR PR AR < 35
WTHER STz,
ARFNE AR ORI FE O P im 2 80 L, PROIIERIECCHE Al THE &2 S
HE &b, KRR LENLCAMLENOSEENREZ R Lic, FIRICESINAGEZ NS &
7 1) ~3) .

2) REMHR
BRI L

(5) B% - HERIHR
MR L
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(6)

AEHER

1) ERARERE (—RERRERE. HEERRERE. CRARBLERE) . HERTRT %

2)

R—RFE. RERTREBRABONE

(%) SNEOT—X

AR Z N2 VO RIFRERG R B FE (DAVIT I : Danish Verapamil Infarction Trial 1I)

MR LAEZER T~16 HOBEFE 1775 LA XtRIT, 77 AR T HEMRIEIC X 2 BRI
ZFEME LT, RIE 2 % BT I L% 878 Il 360mg, HEY | B A WEL T TR E 897
K2 12~18 » AR O BG L7/E R, MM O TRICHEBEZITRD Nz, L,
DAREDIRWEFNZIB W TR T ORIV R E GBI T S ®7 (p=0. 02, ~F— Kk 0. 64,
95%[ZHEIX . 0.44~0.94), BEL 5L XTI UNET LEEMZER « BEZE H/EA S, B Bk
HERED DR FTRMER T A LS5 2 L CLBMEBERDETA2 b0 LE0D L
Ezons Y,
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20 |
] TR (LFLEL)
— — — — FSER(LFLHY)
******** RSN (DFLHEL) T
] T NS (DT H) ) VJ/ff’fJ
; | "/’ —
12 Pavs
SE ] / ‘JJ_
T 1 / _
] /s s
S ] S o
8 + o7 L
] o/ L
4 “ -~ _/JV
1 4 . R
1 S ; ~
O -
] JI f / -
1 - .-/ L
] K.;\ /.—
o
S B R S
0 180 360 540 (H)
B M

SV LFREZEDRIE 2 W% D DB TR

FE1) BOLIE. DFFETE (APERIEBR<) . 7 OO MBS DR O R (<73 L5
HiE LT 1 40~80mg % 1 H 3 ERECELE., 2B, FERIC k0T 5] Th 5.
H2) oML RAIEZ OBEREOH 5 B TREOSREHT 5 BHICHT 5 ORETHS,

AREEMHE LTRETFEORNERIRE LI-AE - BRBROBE
AL L7

(D 20t
AR L
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VI. EHEEICREI HEB

1. EEZMICEEHHILEMXITILEHEE
CNFTEL =TI
HE : BHEOH HLEMONRE XTI RE L, BFTOBETRLEZZRTHZ L,

2. EBE{ER

(1) YERERML - fERMEF
TEFERAL
O R R, A R
TR
FAEAME Cat* OMIRNTEABLLILIZEE-S < Cat " HEHUER TH S 7

(2) EMEZEMITHABRAE
1. RmEERNE T, MR85
ARIEZ B MM OE BB IR OEL LA, MIEZERICE T I, Db BE D S
Lo TORER IMEEENEFE L, OFBRIBAEEELIHSINAD Y Y,
2. FEREIARCAM M A LET 5
A Z D ACRRERA X & W2 EBRICE W T, IR ENR % & e i A2 T A 0 B — I R
AL, R EA BN L, KA AR5 Y
3. LREERZ T
eI, i, R OIENEERE Cat T OF/E, WMEION T a— LT I Lo TEEIND D
AMEREN ATP DR ZAZFES DF O U, RIEIT T S FE A OO 2T IR 1125
L COMZENZIE L, D2 E#ET 22807y bR IR THREA TS Y,
4. Ca*THAEM A, PIABEIRIER 2 ~3
ELEy MRS XOREH O 2 W= FEERICE W T, slow channel 2185 Cat " O A ZH
Hl4 22 EBHERBRESNTWD, £7o, BiA X 2 HWEER T, BICESEMEHICER L CESE
EROFMRIGH, BN RGZIER S, BEEEZBIESES Y~
5. /T KLU U RERMNRIC L 2 KB REENRZ Bl 95
(1) A XD Z AW FEZBRICBWT, AT KLU ORERMEEH~O RS L > T
RSN D MR A SO T E ISR 5 1,
(2) JFRlREA X & W= EZBRICB W T, BERINKIC L > THR S LEMBEOL=EL — h &
BosEs W,

(3) {ERFTUHAI - FHERERY
LR L

VI. HhHH B9 2 IE B 14



VII. EWEEIcBv 515

1. MREDHR

(1) BELAEDGLFREE

(B%5) SEANDOT—X

LEEIEMER DEIZ KT LT, 50~100ng/mL & DAL H 5,
FLy R VIEREIO 50%ERE 2 A%) L aHli§ 5 & 50~100ng/mL Tl, ARIRIT 77% & OGN
%613)0

(2) BRRFAEBRTHRSIN-OFRE
AH 2 88 (RTXIVHEERE & LT 80mg) AR AT T 10 A ICHER O G LA, mfEd
REEIT#HE-1% 2. 2 BF] (o) Ti@ME (G =86. 2ng/mL) (T L, LA HLIRHELHNT A LTz,
¥, BhH% 24 FEE E Co mAE IR AR T EAE (AUC) 1% 450. 9ng « hr/mL Th o7z,

(ng/mL)
100

Mean+S.E., n =10

EERRE
o
S
T

'S
S
T

0 2 4 6 8 10 24 (hr)
i ]

NS /\NZVIEELIE 80mg D B[R O 1% 5 B ) 3% iR EEHERS

NF/N3 VIERLIE 80mg DEEBOR SR OEYBIRE/ S A —4

tmax Cmax AUC0*24
(hr) (ng/mlL) (ng * hr/mL)
2.2%0.2 86.2%8.1 450.9%37.3

(MeantS.E., n=10)

(3)
AR L

W) ARAELOHET THEIRME AR (DEAE) - B, JSEE ESEEER) oBAa1E, BHERA, <78
IJVHERRE S LT 181 40~80mg 2 1 A 3ERENELT 5, @, NRIZIE, XTI UEMEE LT 1
H 3~6mg/kg (7=72L. 1 H 240mg Zx72\) %, 1 H 3ENZZT TROKET S, ok, Fin, ER
WXV EERET 5, BOE, DIFEZE (BMEER<) | TooBitE LEEBOEA X, BE A,
NIZNIVIEREEE L LT 1 [A] 40~80mg % 1 H 3 BIRRO&EET 2, 72, M, RIS X0 M@ EEd
%, | THD,

VII. #E@EhreicBlJ 2 IHE 15



4) BSE - tREOEE
BHEHHR
BEEERR N 12 4 (BPES8 4, Lotk 4 4) 12T /82 LR 8omg (A 2 88) & 22l & &7 30 4y
BICHER O L LTRER, S—_T 330 R—_XT 83 L BT Cpye AUC ZEDSPBNRE /X T A
— HICHBREN 2L, BEORBLZIILALEZT RN LM LEZ Y

NS/NZ)VIEELIE 80mg HERE DR SRORYMEE/NS A —F

Covax Enax AUCy- CL/F
(ng/mL) (hr) (ng * hr/mL) (L/hr)
S—RF)RI)V | ZERER 8.3£5.0 1.9£1.4 38.1%124.4 1565.211474. 3
1% 7.8+14.3 3.1*+1.6 49.2+24.9 889. 8+315. 2
R—~_F/R3)L | ZefEhs 41.7%+19.1 1.5%0.8 186.4+95.3 242.3+114. 8
Bk 39.8%16.3 3.3£1.6 203.2x£71.1 198.4+£53.1

(MeanS.D., n=12)

EMEER/NT A —4

(1) R4
LT L

(2) RAGEEEH
DR L

(3) HEEEEH
DR L

4) 2IVF7S R
2, 750mL/min (fEHEREA 6 44)
(3%5) SEANDOT—H
6, 380mL/min (fEFERLA 6 445) ¢

(5) HHETE
1.46~2. 84L/kg (fEEEREA 6 41) ¥

(6) Z0it
AR L

) AGEREEOHEIT THEIRMEAEIR (LEAE) - M8, FEMNE EEMEER) oA, BEmRA, <7331
WElsE & LC 1 [8] 40~80mg & 1 H 3 [EREO#E95, @, DRIZE, XTI 3IUVEREE LT B 3~
6mg/kg (7272 L. 1 H 240mg 2272\ %, 1 H 3[ENCHT TROEBET 5, 7. Flh, fEkic kv iEeT
RS 5, PEOE, OFZE (AMEZERS) | FOMOEMIEEBOSGETL, WEERA, XT3 LR
& LT 1E40~80mg % 1 A 3 M NHFE$ 5, 7ok, Fin, ERICX VBTS2, | THho,

VII.
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3. BEH (REaL—Tav) @

(1) fB#TFk
LB L

(2) 185 A — S EHER
BAE R L

4. IRIR

(1) "AFT_ALFEYT 4

(%) SNEANDOT —#

5 22% (12.1~32.2%) (fEHERRA 6 &) 1

(B%5) HEANDOT—X

fEFERATE F 6 £ %5 L LT, ZIpafiEiz 2 Ho /30— T 20em BRI . _F 831
80mg % 15 43 CHEVE L. FIFRIZ 2H~_F /83 )L bmg & 15 0 TR G- L1- & = A, "5 33
VDA FT XA FTEYT 1319.354.0% (Mean®S.D.) Th-o7- ",

(2) BFENBWRINEIL 5,
(%) NMNEANDOT—X
B AT 6 A 2R BRIC, FEii L= A, BEND OISR 76.0+18.0% (Mean*S.D.) T

ot 1,

5. o
(1) Mm% —AxEEFY@E s
(B%5)

7 v M MC—_TNIVIEIRIE (3mg/keg) ZEARAICER G5 L. &5 3 % OMMPIBERERRE
(TMIE PR DK 35 Th -7z, LavL, 30 3R ICITME FIREED 1/2, 5. 5 REfH LARE O B PI3ER
RETR BE 1T H S via o 72,

(2) mi%k—RREEAMEEE
(%)
HIR 14 HE DT v MT"C—_XIXIVERE (Img/kg) ZFRIRNEG-T 5 & IBIEH O RElR
FEVIRHARMIRD 1.2 {5 (B£5-30 431%%) KOV2.51% (4 FEf#]) Tho7ohd, 12 FEFLFE I S
o iz,

W) ARAEE O E HEIREARER (OIS - fE), RBIEM E=MER) oA, @EmkA, <78
SOVHERRYE & LT 1 [R] 40~80mg %= 1 H 3 RO G35, @, NI, NI NIV E LT 1
H 3~6mg/kg (7=77L. 1 H 240mg Zi# 2 72\) %, 1 B 3ENCHT TRAK G T 5, k. Fin. ER
IRV HEERET 2, BOiE, DIEE (AR |« oot EEBOSA X, @ERA,
NI VIEREE L LC 1 [B] 40~80mg % 1 H 3 BIRRO&ET 5, 72, Sl ERIC X0 wEEEEY
%, | Ths,

VII. #E@EhreicBlJ 2 IHE 17



(3) EiA~DBIT

(%) SNEANDT —

Andersen (1983) (24X D &, BHRIZR T NI VHEREE | H 240mg (80mg X 3) ZfROfeh L, HipER
3~5 HODORNZ 5 [MHEH LRI 2 R AT o728 2 A, AT RT NI VBEOYE)L, R
TEEE DS D 23% T, FLIT TR EIZHRGED 0. 01%LL F THh o7z, FAEROMP RT3 )1
B4 4 HE T2 1lng/mL Th o728, MRAFIE 38 KeffIt: Tl Ing/mL LU F TR S /e -
77o —75. Inoue & (1984) 12k B &, FHRIC TSI VIR A 1 H 320mg ™ (80mgx4) 1
PG Uz, BT S IVIREE L RHRIM AR T oS VR XIZIE BRI HERS U, L i
T3 300ng/mL {2 %3 L 7=, Andersen DA TITELiF T B 255 30ng/mL 0> & & 7L I i B A
2. Ing/mL 72> THEY , ZOHRZILIT P 300ng/mL (2H Tixd 5 & FLIR M0 P 1% 20ng/mL
\ZEET 5 & Tnoue HIFHEE L, NI ANINVRATIIRALZ TRETEH RV ERITNS, AN
ZDh, XTI VOAF P EE D FEEDOR 60% TH Y, ILILOBREIIRHE~OK 5 ED
0. 5% At L HEE S AL, ZOBETIIRIEHIRALA LT AL 0 & DG Miller, 1986)
(Anderson, 1987) AR EIN TV 5D,
LU, RIRIAPAHTFICBITT DI EITHLNTHLEINE, TOEOK/NIPID LT RT
NINEREGEINTOWALREBITRAZRT ARETHY, FH EOTFRICHLZOL I ICHEEH LT
WD,

(%)

W% 12 HED T » M MC—_T I U (Img/kg) ZFRIRNE G35 & FitH o idbe
TREEIT 1 KL TP IRED 5.3 5 Th o 7o, LMRIK T L, 8 FRMZICIL MK PR & F% & 7o
770

(4) BEEADBFT
TR L

(5) Z DD~ DIBITHE
(%)
MC—_F 3L 3mg/kg &7 v MIHERRO#KE Lz & &, e omIT S 1.5 BEICHT L O
T, F7o. 24 BEMRICIF CIRRENE - 72LISL, MOl CIXIREMEN o721

) AGRAEL ORI THEIRMERENR (O GEME) - FB), REME LR OnA I, WERA, <73
SOVHERRYE & LT 1R 40~80mg % 1 H 3 RO G35, @, MR, XTI NIV E LT 1
H 3~6mg/kg (7=72L. 1 H 240mg Z#Z72\) Z. 1 B 3ENCHOT TRAOFKGT 5, b, Fin, ER
WXV EERMET D, FOlE, LIEIE (BMEHNEZER) | 2OoMmoRinEDREOEG I, W@ERAL
NI VR E LT 1 A 40~80mg & 1 H 3 BIRAKRLG T2, 26, Fln, RIS XY SEEHEET
%, | Thb,

VII.
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(6) MIFPEAFEEE

In vitrolZBF A NIIEEA L ORESZEIT, 93.720.7% (MeantS.E., HERAS4L) Tho
770

(B%E) AEANOT—H

HFERAEF 1340 5B IMETRT 33 )L 50~2000ng/ml. ZREEHRIZIN 2 THE & U7 5 R
(35~1557ng,/mL) IZBITHEAMKARIL, UTOLEBY THo72Y,

BEBANZBITARS NI IIOEQRZEE

M R EAMGEE
(ng/mL) (%)

35 89.3%x2.5

75 89.6E2.2

141 89.7*t1.5

757 89.7%x1.9

1, 557 89.7£2.3

89.6*0.17

(Mean£S.D., n=13)

1) AGRHE L ORI TERMEREEAR (O EAIED - HLE), ROEME REMSER) OBATL, BEmA, XT3
VIR S LT 1 [F1 40~80mg 7 1 A 3 ERE AL 5, W, NRICIE, XTI VEREE LTI
A 3~6mg/kg (772U, 1 A 240mg Z#Z72\) Z. 1 A 3ENC/OT CTRAOFST 5, k. Fin, ER
WX 0 EERET D, POE, DHEZE (BEMERLS) | TOMOBMENRBOLA L, W@EKA,
NI VR E LT 1A 40~80mg & 1 H 3 BIRAKRLG T2, 26, Fln, RIS XY #EEHEET
D, | ThHD,

VII.
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6. 1k

(1) BB R VR BHERR
Z v b, EAEY bOR, BBHF RO NORFLEO X5 BN FEE SN, bR
FHEEIHFOI 7Yy —aTiThbivd EEbhv, EELTO—BAF L N=T ¥/ ETH
ST 0= A FIAKIZFDIFE A ENR T VT v UG ERTH -T2, B FORFTIL D617 235 H

Lol
CH:0 CN H OCHs CHs0 cN H OCH, CH:0 (I;N
Ho@c CHz-CHy-CHz N-CHy- CHz@OCHﬂ—CH o@c CHz CHyCHx N-CHz- CHZ@OCHg—-CHJO@C—CHE—CHE—CHZNHE
g g pe
CHa CHa CHs CHa ARSI CHs CHs
i PR22 i D620
Sy bk BEYR AR ER S b, BIEY R, 1R, EF
\
CHO oy CHa OCH;
CH:0 - CHy CHy-CHy-N-CH,-CH, OCH,
H
N
CHy CH: N5 830
CH:.0 CHs OCH,
cHgo@(lz CHy GHy-CHy-N-CHy- CH;—@OH
cH
s CHs PR24
Sy b, ENEY b, A
CHO oy CH, OCHs CH:0 cN CHs OCHa CHO CN CH
Ho@cl: CHz CHy-CHy-N-CHy- CHEGOCHS . Ho%;ycl;fCHZ—CH;—t:Hg—;la—cHzch2 CH0 @(l:—CHg—CHz—CHgNH
o CH CH
it CH, CH, CH cf, CHa
PR23
Sy b, BEY b AR, Eb " 2R . o
Fy b ENVEYR AR Fy b, BIEY R 1R Eb
CH:0 on oHy
HO@—(I)-CHTCH;—CHQ—NH
CH
N
G, CHs
PR25

Zy b BEYER AR ER

RSN ILOFERBHER

(2) RBICBEST 58%F CYP%H) ONFiE. F5F
NI NI NORBICEHD HWEFE (CYP450 &) Oy FFZFRIE T H7-DICE ML, & MFIs o
V=L ERTRINVOEEREROER ., G D—617 LDyl CYP3A4 & CYP1A2, / /L-X
FRINVERDL TR, CYP3A THH Z EHBA L 2V

(3) EEBHEDEERVZDEE
80%~90%

4) REYOFHEOEERVESL., FHELER
IR G 82 JUZIIRT I L DF) 1/5 DFIAREIRMER 380 ST\ 5
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1. B

(1) BEMERGL R UNERR
(%)
7 v P ROA IZBT 5 EPMREHITIANT Th o7, "C—T/33)L 3mg/kg &2 T v MIHEIREN
b Llze &, &E5% b5 HEOBSREDRRIZ, #Eh (68%) Tw<., K (15%) 1FME»-7,
B b4 21 RERPZ O HRINIRRD S vl o7 W

(2) Bt
(3%5) HEANDOT—#
e lME BB T 8 VI FEYE 120mg Z BERE AFK G Lz & 24, &5 48 BRI £ TITR P~
REAAKRIT 1%, RFD ) L_F33 1 D—617, D—620 135 %2.2%. 11.4%. 6. T%HEH S
7»: 22) .
MC— TR VIEFRHE 80mg & b MR DG L7ZBE, #5120 BRI £ CTITRH -~ 65. 8~70. 4%
DR RENR PR S 2,

(3) it
BB L

8. FIUARR—A—IZEET BIEHR
RMEER L

) AGRAEL ORI THEIRMERENR (O FEME) - FB), REME REMER) OnA I, WERA, XT3
VR S LT 1 [F1 40~80mg & 1 A 3 ERE AL 5, @, NRICIE, XTI VEREE LTI
H 3~6mg/kg (7=72L. 1 H 240mg Z#Z72\) Z, 1 B 3ENCHOT TRAOFEST 5, B, Fin, ER
WXV EERMET D, FOlE, LIEIE (BMENEZERLS) | 2oMmointEREOEG L, W@ERAL
NI VR E LT 1A 40~80mg & 1 H 3 BIRAKRLG T2, 25, Fln, RIS XY BEEHEET
%, | Thh,

VII. #E@EhreicBlJ 2 IHE 21



0. BIEICLIBREE

(1) 1M iEET

(B%5) SEANDOT—X

MIRFENT %521 TV DIEMEB AR REE 6 410, BHTIEENRE L O T HFLL LS T 7o BT MR
RF X)L 120mg A HEFRE DG U7BROEKWERE T A — X 2 R Lz, <7831k
INRGNINVDOBINCE D7 VT 7 AXBRTE HREETH - T, MIEENT MR D t,,1% 3.6
1.1 FEECx U, @I FERaREE 3. 420, 7 Rl Th o 72, MIKENT R 1T /NI 0% HiElRR O
B Lm0 BENRE R T A —H X, RN, MREBEZEOLO LRI THDLZ &, XTI
& NI RIVIMIEBITIZ L > TUFE A ERESNARNZ 0D, BGEOHMIILER N &
EzHhD W,

(2) B HEHET

(%)

1% 75 (DHP : Direct Hemoperfusion) (2L 0 Rifn L 2 7= _XT R VB HOIEFRELH 5, 27 7%
DEEH SIFD BT, WA 28 By (RT3 )1 2, 240mg DM 5 FlZ2Gde) ZARM L, EikkE
EOPELRERRAE T S Lo, DEMAREARE 3 v ZREED kR L 72D T, TJV—W%E~
TARIEVEIR 1 Z 2 (HPP-1 7 Z L) & W= DHP ZBAth L7-, = d 30 /0%, EiklalE L, RIEIRA
H, TERERENIEA S L7e, M= Z S VIREE L, ABERE 616. 3ng/mL, DHP2 K¢fi]f% 88. Ong/mL T
o7,

EHEON, TTIVFERLE LT, MPRITINVDOEREIIKTT D DHP OFIME% in vitro THETLT=
LA, B &2 OFRERIL, BMD 555 TRT /28I 8.0%, /T /NI 8.3% Th -
Too BELGEICHT 2 BHRERORIGIL. WAEBRME 5 5 TXT /NI 45.3%, /AT R0
41.6% TH YV, EEEEORFD #%%@%éh%w

) ARAEROCAEDT HEIREAENR (OEME) - MBh, FIEE EEEER) O%aIL. BEmRA, XT3
IVIERBE LT 1181 40~80mg & 1 H 3 [EE A& G35, #@F., /NI, XTIV EBRIEE L T1
H 3~6mg/kg (7272L., 1 H 240mg M2 72\) %, 1 H3ENZH T TROKBET D, 72db, Fln, fEK
IRV EEEET 5, Pl OFEE (BHHAR) | TotoE M REOSE T, BERAL
R RI VR E LT 1 [E] 40~80mg & 1 A 3 BfEN#EET 5, ks, Fln. SERIC X0 EEEET
%, | ThHD,

VII.
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10. FEDERZATHESE
1) &l
B AEE 124 (Y64, &ik6 4, V21 KOS (BiE6 4. tt6 4. K570
%) (ST N IVHERRYE 80mg (AF 2 $E) A ZEERFICHEIRE 045 L2/ R, @il iICkB 1 5 S
TRk, R=RT IO Cpys AUC X, BHEFIZHANFEICKRT, 7 VT 7 RAIHEILNTH

o7,
NZ /T )VIEFIE 80mg BHEIRORSHOEMEE/ NS A—42
Crax AUCy— oo CL,
(ng/mL) (ng * hr/mL) (L/hr/kg)
S—RFRIL | HEE 23.2+14.5 51.6+36.9 19.4+13.3
i 63.4+29. 1 213.1+126.0 5.2+3.4
R-_TRNIV | EEFH 163.9+73. 1 589. 8+264. 4 1.39+0. 76
EEnE 340. 7+ 141. 1 1420. 2+528. 2 0.60=+0. 21

(Mean=S.D., n=12)

2) EHSREREE RS

(B%5) SEANDOT—X

fERERC N 6 4 & B4 8 Bl T /NI /L 80mg A HEIRE OG- Uiz, B il R B B R i) | e
BN 72 53, BARA 925, B AR 134 47, BAL 161 4y, 7 U T 7 > AR A
137mL/min/kg, B4 126ml/min/kg TS WRERENC A B 2R =082 o 12 20,

1. 0t
DR L

1) AGERHE L O EIE THEARMERENR (O EAED - HIB), REME R OWATL, BEmRA, XT3
IVIEERE & L C 1 [E140~80mg & 1 A 3 [EROBE T 5, @, /R, XTI 8IERE S LTl
A 3~6mg/kg (772U, 1 A 240mg Z#Z72\) %, 1 A 3ENC/T CTRAOKST 5, k. Fin, ER
X0 BEERET D, POOE, DI (BENERLS) | TOMOBMENREOL AL, W@ERA,
NI NRINVEREE S LT 1A 40~80mg & 1 H 3 BfEAHET 5, 7ok, Fn. ARSIV EEHEET
D, | ThD,

VII. #E@EhreicBlJ 2 IHE 23



VIII. &2t (EALDOZESF) ICETHIEE

1. EHERBREZNER

BRE STV

2. ERABLEZFDEH
2. BB (ROBFIZIEIEBELLZWNI &)
2.1 BER Y s LARALEDH 5 EHE

(RANIEMEENERZHA L, DASIERZFICELLIEL R8BS, 1 [9.1.1 5]
2.2 FEUEL FEOERET oy s WE7v vy 7 ObbHEE

(ARANIEERMET, AT EZ T 2ERZA L, IREEEZRICE(IIEL22 L8355, ]
2.3 WA XAFAENR L CW D RIREMED & 5 et [9. 5 S
2.4 KHID I3 LismUE OBEEIE D & 5 B
2.5 A NRT T UUERRIE RS R ORE [10. 1 ]
2.6 B I X RAVEEE ARG ROBE [10. 1 M

<fiFin >

2.1 AANIEMESIEREZR L, DASEREZFICE(LIEDZ L83 B D,

2.2 AFNTEEAE, ﬁ#%%%ﬁ#é@%%ﬁb\ﬂﬁﬁ%%ﬁm%méﬁézkﬁ%éo

2.3 IVII-6. (5) #fhw) DHEZHR

2. 4 RHNDORIY KR UiBBUE OBEERE D & 2 BEFITAKN 2 K5 LI-5E, £ BE L BEUE DR
IZORMWABBENDLH D,

2.5 AFNZLAHF b7 v—2P450 (CYP3A4) (Zxd 2WEABIBHEEAIC X 0 . TS O i Fh R
 ER S, BECKRIRNRSL LA ZERH D, (IVI-7. (1) AR EFoHA] OES
R)

2.6 RANZLHTF 7 m—2P450 (CYP3A4) \Zxid 2 BEARIBREFIERIC LV | FHTIEH o i H iR B
ERsE5, (-7, (1) PPHZESE 20 E] OESMR)

3. MEERIFBRICEET HFE & ZNER
(V-2. ZhEEIIRICEAE ST HEE) 2ZMT 52 L,

4 RERUVA=ZICEEYT HFELEZNDEH
BEINTHZRWN

VITI. 222 (R LoEEs) 1+ 55 24



5. ERELGEAMIE L X DER

8. EELERNIE

8.1 v o sfhiflof G2 alchik Lis & & JERPEL LTIEFI A HE S TNDH DT,
AHNOKRIEZ ST D553 R 2 ICHEL, BIEE2+7I1175 28, 0, BFICEMOER,
LICRIE A FIE LR WE Y ICHEETHZ &,

8.2 AFIDEHIZEE L CiX, LEX., kM., MEE2 EMINICHH~S Z &, PQ DIEE, MRIR, [+
K FEORFEFT ANED SN IGAIIE, BEHICEE X F&E G255 8, [11.1.1 53]

8.3 7 7 A I FIREJRAI, B —EKiAlE OGFHIC LY, DR T, SEORAR, FE70 v
NHELDLNDLIZENDD, Fio, VXXV RALEOHAICEY ., BEOHRIK. BET vy I3
LONDLZENHDH, ZNOHOIEAEFHT 2HEIT. BRIERICERET D & &bz, EHN
WCDERRAEZITV, BEREO SN EA I, AFI I FEA 2 E TP k570 L
WYIRE AT Y &, [10.2 BR]

<>

8.1 =7 =V EEARTILLIEEZA, JBEPTOEMENEGAIL VB LT EORENS, B
T DEEFAIT R TR RERIC U N RIZOWTOFERZRH L TV D,

8.2 AANIFE =R E-OIREH 2 fil T 2MEHCREEIMEREZ A LT v, OEXEE, WK, m
R TEZEZTZEnHD, 20D, LEM, /. MEZEHRNTHET 20BN & 5,

8.3 AAIX, 77 A I FIREEARA, B WA, X ) 2BAILHEH SN HEENE L. AFIDHK
BEH (F2MEZER. MAETRIER . S R ONRREE 2 m6l 2 1/EH) &b oM
ERIZ LY SEORIR. BR7u v 7 Sih5bhb 2 ENb 5,

VITI. 222 (R LoEEs) 1+ 55 25



6. RENDEREHIHBEHICHT IR
(1) &BHHE - IEEFOHDEE

9.1 AHHE - BIEEFOHLEE

9.1.1 S-MDLTE (EELGS - MELFL2ZR<) XEZOBREEDHLHEE
AENTREMEENER 2/ L, DHEEEZ TR TS 220305, (2.1 B3]

9.1.2 SEORIK B0H 2K . RIIFIEOEEIOVIDHHESE
AFN IR, WREE 2 HE 2 EA 28 L, RS2 BB bS5 28 03bH 5.

9.1.3 EMEDESE
AFNIMESSRIEM 2 A L, MEZEIRTFTSEDL 0D 5,

9.1.4 WPW, LGL fEIBDH D EE
AFNOFEECEIMFEEMIC LD | LDFERENEURER 2@ L3 < 2ok e LTLEMEZ
ELDZENRHD,

9.1.5 AMIERE (LDEE. FIEE. SIERMEESE) OHLHEE
AENTEMEEDER 2 A L, DHEREEZE S22 L0 D 5,

9.1.6 HFRA AT —DHEEE
ARENT TIN5 % bilkE S 2 VEREANTS L CTOIEI 2 A L, BlE 2B ks 85 2 i
b5,

9.1.7 SEARMEAFEIR (DEHME - B, RAEMLENER) OHLESE
Ttk TR EAEGRE O 5 OfERME D & < 72 5.

<>

9. 1.1 AANIEMEENERZA L, MEREEZFIRTSE2 208355,

9.1.2 RANIFEEME, WAEEIAZMET2EHEZA L, IMEEERICELLIELZ L0 H D,
BE7 Ay 7 IMEREEOREIZLY 3 FIZKH S, R OSE 1 B IIIARANITIE
BERFEGENPLETH L0, PEE, EEON, MEITZEZTHD.

HBIET oy s BREEREBNERE LTS, B1S PQ MFEA 0. 20 MLl Lot D,

BUNET a7 BREEPET Y PR S COEN D LDE~FENMab 572 2555,
DyEINHE DT OARILIT L VD Wenckebach R (EREE O & FHEE
RIS IRT) 2R LTRSS 5 Mobitz 1L PQIER A (LT
WA 1 20 LD DO LEIFES LTS T 5 Mobitz THRINH 5,

FBUET a7 BERERENERITHER Sh, DEIERAREEIC &0 DEIT R ARIC &
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9.1.5 DOAIE, FFYE, @M EME R BSEOMENIERE AT 5 EECOSEENE T LIZEBE T
X, ARG DEEMEEDERICL 0 DMEREEZ B I BEZNNH 5,
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L SN TV A 7= ohiH LTz,
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Mo, 20X REBEITAAZERT 256103, AR E IR S5 ATREEN &
L1z, WEIL, AARSIEEROFHE R OEBRIEN G 72 5,

(2) BHEEREEERSE

9.2 BHmREEERE

9.2 1 EERBTREDHLHESE

AANIIF R O CRE - Pt S 2720, 20 &5 B3 TIEARRI O MR EEA FRILL EICH
L. BWERICERT D 20D D,

(3) MrRElEERE

9.3 FrikeelEEEE

9.3.1 EELGHTEDHLESE

AANIITF R O THRE - Pt S L2720, 20 &5 B3 TIEARRI O M IR EEAS THRILL EIZH
ML, BWERICERT D Z L0305,

<>

ERROBRETIEBEZ V7 7 AR T T 208, REMKDOIRFPE TR DN &b H D, M
HOEERRIZZLITER D b7, £z, BITIZ L > THIMPFREIZZLIZA STV e
ST, AFREZE. JENIFOBREBEIC T /RI )L 5~10mg % 5 4y CErE+ 5 & e (1 BfLLIN) T
VEEERERR AT Rl U C i R E O D R 238D bi/e o7, Las L, JERIC 22 D LA
BHNT A~B IR, 7 V) 75 2 A% 1/2~1/3 1R U, PR i3 s nk AN L 0 s s i L
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9.5 1%

B0 XAFAEE L CW D RTREMEO & D ctEicix, &5 LaenwZ &, R (v R) ThIEE
M (FER) NERE S TW5, [2.3 58]

<>
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BIR EOARIERORFRBOARME L EE L, RAOM UIT L 2R 2528, & MZ
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1. #HE%EHA

10. #EEH
AFNTTFE & U CTHAHEESE CYP3A4 TIUET S D, AFNE CYPSA K ONP-HEEADKE CTH D &
& HIT CYP3AL KON P-FEEE AICRT L CREERZH T 5,

[16.4 ZHE]

<>

[VI-6. (2) {R#HCBIS-3 8% (CYP5) Oy 1., H5%] OESH D

(1) BHAZELEZDOER
10.1 HHREZZE (BHALZWI L)

A4 F
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P450 (CYP3A4) ZxkfT B e
FIBLEEMIC L v |, AHTFHKHA
DIFREEZ ER X5, £
oo DB R AR NG
R 5,

oI A ERAUILERE
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1 = T A1 MEDETAEIRT 2 Z &2 | AH & ML T A 0O M & LR
Do RIS 5,
B B Al DHEREDIR TR & B odu | AANT B2 ML ) E <5 = |
T OFANT 4 T A DD, BRAEIR, LER | i, RS 2 mE T S ER 2 A
(8.3 Z ] FlEE L, A ROLNT | L, WEOLEEIEREEIC

HRED, Flord s U 2R
A& o 3 FIPHEFTIIEER T S

FZ kD mE ek (O - MR,
BRI, B L 95 57 UREE)
BHLbONLZEnHD, EH
I DERBREZITV., X4
U 2 @R BER O M % e
L, HEZIHE L TYFHXY ZAD
MmARELZREST D, BENR
O HNTHEAEITIE, W & R

ST IET 2% 70 CiE G e dLiE &
1792 &,

BEITH>Z L, e,

PUREERA WAk, BETa v 7 3d bbb | KR PUREIRER OB <e
X = U VR KT 220DV, WMEOREIRIC | KLY U AMIEIZ XY #ERER
FahA T I NEERE HEIEDLZEBHD, BRIE | (EABAEL S,

U RIA v WUD%H%’&%Lzﬁ“ﬁ%
EL A = RIGESEKFIY) | O BIZEAICIE, ARFI X
TV hA = REERE S %%ﬂ%@;ﬂi*tﬁé:

BAV U LAMEZEZTRBEN | &

W 2 HHl
FIPR A%

(8.3 &)

DX Z Y R FMEOHRIR, BET vy 750 | FIIN 7R FE AR - IR
TaxL v IRIRIEARZEARD B Bt d 2 & | EHOBRO Y ¥4 U 200l
AFNT XL E BdD, £l ZNHORENRE | WIEAIZ LD RERPEL 2,
(8.3 ] GO UXZY Z20MmIEE | EH B -EWTA & o 3HIGEH RS

HEETLZ L, . UFF Y
2D ML FPEEED EFITAK DD
¥ U ZOBHRMIHEIC LD b
DEBEZLND,

VIII.

et (EA EomEs) (BT 5EA 30




KA 5

BRAEAR - HEE TR

B - fEBRIK -

LONERIES

DHEREDIR T IRIARD & & b
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HBAEERAEREER VERREERE &
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BB % BOR %

WO E B K 5069
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% BLOJE ] X 11.21%

I o fidE BIWEHFBE (%)

(K28 - I R ae B )
¥ B 7 (0.14%)
B % 4 (0.08%)
(HHX - KA R I E)
5H UE 32 (0.63%)
BEW 25 (0.49%)
BN L 5 (0.10%)
LU 3 (0.06%)
BZ 2 (0.04%)
85 L 1 (0.02%)
fifR 1 (0.02%)
fE A 1 (0.02%)
9 & 1 (0.02%)
AT 1 (0.02%)
(H AR E
AN 3 (0.06%)
(EF - RiEERE )
Hig v 2 (0.04%)
Riiil-c3!
iR & 5 (0.10%)
IR 3 (0.06%)
i1 1 (0.02%)
HLO 1 (0.02%)
H L E )
8 191 (3.77%)
HL - TR 23 (0.45%)
ERIEN 8 (0.16%)
HIERE 7 (0. 14%)
Mg 9 7 (0.14%)
T 4 (0.08%)
BACRIR 3 (0.06%)
H b 1 (0.02%)
i e 1 (0.02%)
A28 1 (0.02%)
(FFhigk - MBAE R B
iRy T 5 (0.10%)
ALT (GPT) F&H- 5 (0.10%)
CCF otk 3 (0.06%)
i 2 (0.04%)
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(fR3F - SeaBhEE)
Al-P E& 2 (0.04%)
(I 1 (0.02%)
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BIL/EF O fEdE BIVEAFBE (%)
OOy « ifn 8 )
M ERE T 27 (0.53%)
DB 10 (0.20%)
JEE ST PRI 10 (0.20%)
R4 8 (0.16%)
7 E 7 (0. 14%)
|57l 1 (0.02%)
INOE N 1 (0.02%)
COA% - DU X AEE)
BELRE Ty 36 (0.71%)
DT 11 (0.22%)
RHEERR 9 (0.18%)
R 7 (0. 14%)
L PANING 1 6 (0.12%)
WE7a 7 5 (0.10%)
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(-8 25 5 P )
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BUN |5 1 (0.02%)
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(1992 4= 2 H4EEH

VITI. 222 (R LoEEs) 1+ 55 36



9. FRRBRERBRICRITTHE

11.

PREZ LTV

13. BEHRE
13.1 #4% - fERK

vav s, EFRBRIMERT, DARAEOEN, BRERET v 7ERROLNTZEORENRDH B,
13.2 &
13.2.1 3 v 0PLF20ELLDEE

FehaIE L, FIEAL O3, BEiEEOR 50 IABP ZOMMEROEMA 2 BET 52 L,
13.2.2 MELEDPELEETIOVIDIGE

BehHaEMmIEL, 7 hu CURBEKRTY, Y 7L F ) LV EEOERGRER— Y v T O &
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T O OBEHER 2~6% 2~ < . AR ERICIE, XTI LoREIABEFICEL TN D 2 EN
TR E N Y,
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14 BARLOEFE
14.1 ERIRFEHFEDOEE
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L0 OSBRI AT L, FICIT AL 23 2 L CHENRTRA & o EE 2 A OHE % OF
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(1) EREREAICEDCER

15, ZDMDEE

15,1 ERERERICE D < 1EHR
KERBAFR AN & 23 TR WA, SMENZ IRV TARSER G D ZEC I EN & b bz &L o
WED DD,

<fgsn >
RIEBIERITEA 5 2> TIE 2R WS, R T R U R AR B E R 3R T R I VIR A AN L 5
WA DEEEARBRICBW T, AEFL L L COMRZESIMEDRE N D 5,
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IX. FFEREREAERICEE Y HTHE

1. EEHER

(1) EXhFEEHAER
VI BB HTHE ] OESMR

(2) REMEERER

(%)

1. DRE RIS 5
0.063mg/kg (Fi¥) UL ETHEBLAEHFMZERE L, MEZIKFIEZ, 72, 0.125mg/kg (§F
1) DL ETOLRRIGHE 2 S8, 0. 1mg/g (FE) UL ETOLEEREZRD S (1 X) |

2. HURARER R IR 2 A
Img/kg (§f{E) UUTOHET, 178, PUSHAER. KR, T ICH L TRE L 2o T
(w7 A, v b, UHF) , 0.3mg/kg (FE) LLE TR OB 28R A LN (VY
x) .

3. THERRRITKT 2 8
BT WA DOUNT 0. 3mg/kg (FfE) £ T, BIHEEENCOWTT Ing/kg (FE) FTHEL &
ES 2o T2, 3mg/kg (FiE) DL ECTHE#HZMHI L (T ) .

4. TEHEBEICKIT S R
5ug/min OBEEARNFFFHEANC LD | JRE, Na®, Ca "HRENHM L7 (1 X) |

5. IMERITHKT D52
Y XMAMEDOT 7% R KON ADP (2 X D64 250 umol /L (1. 2X107"g,/mL) LAk CHui
L7z, F72. & MMI/IMRD Cat A A7 7 4TI X BEEES 50 pmol /L LLETHIH| L, ADP (2 &
%l 2 500 p M CHRI L 7=,

6. 1X10°mol /L (4.9X107g,mL) LA L CHEAGHEOIRENVEA OFAMEE, 2 H S0 3 E K RIS
ZEHI L7z, E72. FEVEEHEAICE DT 1X10°%mol/L LLETHEER O B3I, K ks
B OAF 2 b 2 IR AN LTz, KUE IR AEARICIBW T 500 p g/l TV EFLal) o k
AH 7 BN XD UUHE & Lz,

(3) ZOtOEEHES
LR L
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2. HMEAER
(1) HEREEMHER

LD:, (mg/kg)

EukZ PE % FrAR KF N
<2 1 218.0 12.2 75.8 45. 1
(ICR %) i3 195. 0 11.2 97.2 79.8
AR 1 189. 9 22.2 57.0 46. 7
(SD %) i 154. 0 21.3 57.7 49.5

(2) REEHEEGSEMHHR
1) dAMEEM

12.5, 25 OV 50mg/kg/ HZ 7 v RO E—Z M ENLE 14 3 K O 16 @it 05 Lz,
7w b T 25 & O 50mg/kg/ B CHREEDIF 7 U 2 — 47 > O & B RS O LML R E 132
ST, KEOHIMINERATH 72, ©— 7L TR, (KEHINCEER <, ik, @ik
AL R ORI ASRE RILIER C, JWBEAR PRIl T BE T RITA b o T,

£, 7w M 12.5 XU 50mg/kg/ A % 3 » HEEKERE OG- Ulc, (REMEM, 1TENIER
M HIER Th - 7=, JREHEE AT 50mg/ke/ H THF. BHTEEE DA I H LT 23,
M DONRERI NI BI LA D e o T,

2) &ML
B —ZLIZ 10.0, 25.0 M O® 62.5mg/kg/ H % 54 HMERREOKRE Lz, TOE 10.0,
25. Omg/kg/ H CIIHFIC B EFT RIT A SN2y o 7205, 62, 5mg/kg/ H THREE DOEFEO IS M., BEFL
WOk, MER AT IR, NHIZR AR B4, S-GOT, GPT, JRFEEHRITEE EH L, LEX
TR ST IDIER S IRAIRDEM A2 Tz, WEHEABIE TIIWThoREETHERIC
HEXHonienot,

(3) EizHEMHER
28 SR MR ER
FAIF T AW MO TR BB ORR, ERFEIEMITR O bhrinoT,
b b U B E O T Gt R SRR M Ol R e (IR 3 IR SZ HRRRBR O R . Ye IR SR R R
IR b RinoTz,

(4) BRI
LR L

(5) EEFRAFMHER
~ U ADEGETERANC 2.5, 8, 12.5, 100mg/kg/ A AR ARG L& 24, RHAICEFEITRD b
RIS THN, 12, 5mg/kg LA BTN GRD bz, FAERITEGEIEITRO bhiknoTz,
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(6) RATRIBERE
LR L

N ZDtoEHERE
B R L
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X. EEMFEICEYSER

1. BHERXS
B H U YT bE 40mg AL EEESK W
E) TR IEMEOMFEICIVERTAZ &
BRI + NToSIVEEERE B

2. A%ERM
HENHR : 34
(Mv-6. HWA|OLKFELM I 2 EEMN] OHEBR)

3. BERETHIE
Iy ik ERRAF

4. RV LEDFEE

20. Bk EDEE
N EIEIBRE. AR | BREBTRTETDHZ &,
AHNIHIC IV ECT L ENHD, 2B, PTPIZW Iy N7 4 Vv AZFEHLTND,

5. BEMITEM
BEMERLTA R 2L
<FvoLEY : HY

6. R—pLs - EXE
[Fl—Rsy « XTI VIR EE 40mg [ X2 A 99— %
Ml % 3 ONTFTEBLAERE, =728y, PV E—L F

1. EREEEAR
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Mot VERELAN PM

FIWE R OV & B 7L, 100mg + 200mg + 300mg

PIEEESIES

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

X1, BEEE
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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.

MEXR O &

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

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. 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

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 (2X200 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.

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

(202247 1)
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tA4 Accord-UK Ltd
Hz 724 Verapamil Tablets BP 40mg, 80mg, 120mg., 160mg
FIWE R OV & FEA, 40mg, 80mg, 120mg, 160mg

PIESEESIES

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

MELCH &

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

(2024 £ 10 1)
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Pregnancy

adverse maternal effects reflected in reduced weight gains of the dams.

KERASCE
(2022 4£ 7 A)

in umbilical vein blood at delivery

Labor and Delivery

Pregnancy Category C. Reproduction studies have been performed in rabbits and
rats at oral doses up to 1.9 (15mg/kg/day) and 7.5 (60 mg/kg/day) times the
human oral daily dose, respectively, and have revealed no evidence
ofteratogenicity. In the rat, however, this multiple of the human dose was
embryocidal and retarded fetal growth anddevelopment, probably because of
This
oraldose has also been shown to cause hypotension in rats. There are no
adequate and well-controlled studies in pregnantwomen. Verapamil should be
used during pregnancy only if the potential benefit justifies the potential

risk to thefetus. Verapamil crosses the placental barrier and can be detected

It is not known whether the use of verapamil during labor or delivery has
immediate or delayed adverse effects on thefetus, or whether it prolongs the

duration of labor or increases the need for forceps delivery or other
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obstetricintervention. Such adverse experiences have not been reported in the
literature, despite a long history of use of verapamil in Europe in the
treatment of cardiac side effects of beta—adrenergic agonist agents used to

treat prematurelabor

Nursing Mothers

Verapamil is excreted into human milk. In case studies where verapamil
concentration in human milk was calculated, the nursing infant doses ranged
from less than 0.01% to 0.1% of the mother’s verapamil dose. Consider

possibleinfant exposure when verapamil is administered to a nursing woman.

A=A T VTDO

C (2025 4 2 H BIfE)

<ZE  EOME>

A —AFZ U7 DO5¥E (The Australian categorisation system for prescribing medicines in

pregnancy)

Category 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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HH FLAN A
. Pediatric Use
SKE O SR , , o ,
Safety and effectiveness in pediatric patients have not been
(20227 H) )
established
Paediatric population:
A paradoxical increase in the rate of arrhythmias in children has been
. noted. Therefore, verapamil should only be wused under expert
HL[E D SPC o
supervision.
(2024 4210 A) .
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.
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