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PROPRIETARY NAME (and dosage form) 
 

ISOPTIN®  
40 mg 
Film-coated tablets 
       
COMPOSITION       
Isoptin 40mg:  
Each film-coated tablet contains 40 mg verapamil hydrochloride 
Other inactive ingredients in the tablet include: Calcium hydrogen phosphate dihydrate; 
croscarmellose sodium; highly-dispersed silicon dioxide; hypromellose; macrogol 6000; 
magnesium stearate (Ph. Eur.); microcrystalline cellulose; sodium dodecyl sulfate; talc; 
titanium dioxide. 
 
PHARMACOLOGICAL CLASSIFICATION 
C08DA01: selective calcium channel blocker with mainly cardiac action, phenylalkylamine 
derivatives.   
 
PHARMACOLOGICAL ACTION 
Pharmacodynamic properties  
Mechanism of action and pharmacodynamics effects: Verapamil belongs to the group of 
calcium channel blockers. These substances have an inhibiting effect on the calcium influx 
through muscle cell membranes. It also acts as a calcium channel blocker on the smooth 
musculature, particularly in the area of the vessels and gastrointestinal tract. The effect on 
the smooth musculature manifests itself as vasodilation.  As a calcium channel blocker, 
verapamil also has a clear effect on the myocardium. The effect on the AV nodes manifests 
itself as a lengthening of the conduction time. In the area of the working myocardium, it can 
result in a negative inotropic effect.  As a result of the vasodilation, in humans verapamil 
causes a decrease in total peripheral resistance. There is no reflex increase in cardiac 
output. Accordingly, the blood pressure goes down. 
Pharmacokinetic properties 
Verapamil is a racemic mixture consisting of equal portions of the R-enantiomer and the S-
enantiomer. Verapamil is extensively metabolised. Norverapamil is one of 12 metabolites 
that can be identified in the urine. It has 10 to 20% of the pharmacological activity of 
verapamil and accounts for 6% of the active substance excreted. The steady-state plasma 
concentrations of norverapamil and verapamil are similar. Steady state after multiple single 
daily dosing is reached after three to four days.  
Absorption: Following oral administration, more than 90% of verapamil is rapidly absorbed 
from the small intestine. The mean systemic availability of the unchanged substance after a 
single dose of non-prolonged release verapamil is 22% compared to approximately 32% with 
prolonged release verapamil owing to a marked first-pass effect in the liver. Bioavailability is 
approximately twice as high with repeated administration. Peak verapamil plasma levels are 
reached one to two hours after administration of non-prolonged release verapamil compared 
to four to five hours after administration of prolonged release verapamil. The peak plasma 
concentration of norverapamil is reached after one hour (non-prolonged release) or after five 
hours (prolonged release). The presence of food has no effect on the bioavailability of 
verapamil.   
Distribution:  Verapamil is widely distributed throughout the body tissues with the volume of 
distribution ranging from 1.8 to 6.8 l/kg in healthy subjects. Its plasma protein binding is 
approximately 90%. 
Metabolism:  Verapamil is extensively metabolised. In-vitro studies show that it is 
metabolised by the cytochrome P450 isoenzymes CYP3A4, CYP1A2, CYP2C8, CYP2C9 
and CYP2C18. In healthy men, orally administered verapamil undergoes extensive 
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metabolism in the liver. Twelve metabolites have been identified, but mostly only in traces. 
The major metabolites have been identified as various N and O-dealkylated decomposition 
products of verapamil. Of these metabolites, only norverapamil has any appreciable 
pharmacological effect (approximately 20% of that of the parent substance). This was 
observed in a study with dogs. 
Elimination: Following intravenous infusion, verapamil is rapidly eliminated bi-exponentially 
with a rapid early distribution phase (half-life of approximately four minutes) and a slower 
terminal elimination phase (half-life of two to five hours).  Following oral administration, the 
elimination half-life of verapamil is three to seven hours. Approximately 50% of the dose 
administered is eliminated renally within 24 hours, and 70% within five days. Up to 16% of 
the dose is excreted in the faeces. Around 3 to 4% of the renally excreted active substance 
is excreted in its unchanged form. The total clearance is nearly as high as the hepatic blood 
flow, approximately 1 l/h/kg (range: 0.7 to 1.3 l/h/kg). There are major interindividual 
differences in clearance. 
Special patient groups 
Paediatric:  Only limited data on pharmacokinetics in children and adolescents is available. 
After intravenous dosing, the mean half-life of verapamil was 9.17 hours and the mean 
clearance was 30 l/h compared to around 70 l/h for an adult weighing 70 kg. Steady-state 
plasma concentrations appear to be lower in children after oral dosing compared to those 
observed in adults. 
Elderly patients: Aging may affect the pharmacokinetic effects in hypertensive patients. The 
elimination half-life may be prolonged in elderly patients. The antihypertensive effect of 
verapamil was found not to be age-related. 
Impaired kidney function: Impaired kidney function does not affect the pharmacokinetics. 
This was shown in comparative studies involving patients with end stage kidney failure and 
patients with healthy kidneys. Verapamil and norverapamil cannot be removed by 
haemodialysis. 
Impaired liver function: In patients with impaired liver function, the half-life of verapamil is 
delayed. This is due to the lower clearance of the orally ingested substance and the 
increased volume of distribution. 
CLINICAL PARTICULARS 
Therapeutic indications 

• Symptomatic coronary heart disease: chronic stable angina pectoris (angina of effort) 
unstable angina pectoris (crescendo angina, angina at rest); vasospastic angina 
pectoris (Prinzmetal’s angina, variant angina); angina pectoris in post myocardial 
infarction status in patients without cardiac insufficiency, when beta blockers are not 
indicated. 

• Heart rate disorders in: paroxysmal supraventricular tachycardia; atrial 
fibrillation/atrial flutter with fast AV conduction (except in WPW or Lown Ganong Levine 
syndromes). 

• Hypertension. 
Posology and method of administration 
Posology 
Verapamil hydrochloride, the active substance of isoptin, should be dosed on an individual 
basis, depending on the severity of the disease. Long-standing experience shows that the 
average dose in almost all indications is between 240 mg and 360 mg daily. A daily dose of 
480 mg should not be exceeded as long-term therapy. It may be increased for a short 
period. 
Unless otherwise prescribed, the following dosage guidelines apply: 
  Adults and adolescents weighing over 50 kg: 
Coronary heart disease:  The recommended dosage is (120 mg) - 240 mg - 480 mg 
verapamil hydrochloride daily in 3 to 4 single doses, corresponding to: 3 to 4 times daily 1 
film-coated tablet of Isoptin 40mg (corresponding to 120 mg - 160 mg verapamil 
hydrochloride daily). The use of Isoptin 40mg is indicated in patients in whom adequate 
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efficacy can already be expected at low doses (e.g. in patients with liver function disorders or 
elderly patients). For higher dosages (e.g. 240 mg - 480 mg verapamil hydrochloride/day) 
pharmaceutical forms with suitable active substance strengths are available). 
Hypertension: The recommended dosage is (120 mg) - 240 mg – 360 mg verapamil 
hydrochloride daily in 3 single doses, corresponding to: 3 times daily 1 film-coated tablet of 
Isoptin 40mg (corresponding to 120 mg verapamil hydrochloride daily). The use of Isoptin 
40mg is indicated in patients in whom adequate efficacy can already be expected at low 
doses (e.g. in patients with liver function disorders or elderly patients).  For higher dosages 
(e.g. 240 mg - 360 mg verapamil hydrochloride/day) pharmaceutical forms with suitable 
active substance strengths are available). 
Paroxysmal supraventricular tachycardia, atrial fibrillation/ atrial flutter:  The 
recommended dosage is (120 mg) - 240 mg - 480 mg verapamil hydrochloride daily in 3 to 4 
single doses, corresponding to: 3 to 4 times daily 1 film-coated tablet of Isoptin 40mg 
(corresponding to 120 mg - 160 mg verapamil hydrochloride daily).  The use of Isoptin 40mg 
is indicated in patients in whom adequate efficacy can already be expected at low doses 
(e.g. in patients with liver function disorders or elderly patients).  For higher dosages (e.g. 
240 mg - 480 mg verapamil hydrochloride/day) pharmaceutical forms with suitable active 
substance strengths are available). 
  Children (only in the case of heart rate disorders): 
Older pre-school children up to 6 years of age:  The recommended dosage is 80 mg - 
120 mg verapamil hydrochloride daily in 2 to 3 single doses, corresponding to: 2 to 3 times 
daily 1 film-coated tablet of Isoptin 40mg (corresponding to 80 mg - 120 mg verapamil 
hydrochloride daily). 
School children aged 6 - 14 years:  The recommended dosage is 80 mg - 360 mg 
verapamil hydrochloride daily in 2 to 4 single doses, corresponding to:  2 to 4 times daily 1 to 
2 film-coated tablets of Isoptin 40mg (corresponding to 80 mg - 320 mg verapamil 
hydrochloride daily).  For higher dosages (e.g. 360 mg verapamil hydrochloride/day) 
pharmaceutical forms with suitable active substance strengths are available). 
Impaired kidney function:  The information currently available is described in Special 
warnings and precautions for use section.  Caution should be exercised when administering 
verapamil hydrochloride to patients with impaired kidney function. Strict monitoring is 
required.  
Impaired liver function: In patients with impaired liver function, depending on the severity, 
because of delayed metabolism of the drug the effect of verapamil hydrochloride is 
potentiated and prolonged. Therefore, in such cases the dosage needs to be adjusted with 
special caution, starting with low doses (e.g. in patients with liver function disorders initially 2 
to 3 times daily 40 mg verapamil hydrochloride, corresponding to 80 mg - 120 mg verapamil 
hydrochloride daily).  
Method and duration of administration: The product should be taken without sucking or 
chewing, with sufficient liquid (e.g. with a glass of water, no grapefruit juice!) preferably with 
or shortly after meals. Verapamil should not be taken whilst lying down. Verapamil may be 
used in patients with angina pectoris post myocardial infarction only 7 days after the acute 
myocardial event. The duration of administration is not limited. After long-term therapy, 
verapamil should under no circumstances be discontinued abruptly but gradually decreased. 
Contraindications 
Isoptin 40mg should not be used in the case of:   Hypersensitivity to the active substance 
or to any of the excipients;   Cardiovascular shock;  Pronounced disturbances in stimulus 
conduction (e.g. second- and third-degree SA or AV block; except in patients with a 
pacemaker);  Sick sinus syndrome (except in patients with a pacemaker);  Heart failure with 
a reduced ejection fraction of less than 35% and/or pulmonary wedge pressure above 20 
mmHg (unless secondary to supraventricular tachycardia which responds to verapamil);  
Atrial fibrillation/flutter and concomitant presence of an accessory bypass tract (e.g. WPW or 
Lown Ganong Levine syndromes). These patients are at greater risk of developing 
ventricular tachycardia, including ventricular fibrillation if verapamil is administered;     
Concomitant administration of ivabradin.  Beta blockers should not be administered 
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intravenously at the same time as treatment with verapamil (except in intensive care 
medicine). 
Special warnings and precautions for use 
Acute myocardial infarction: Use verapamil with caution in acute myocardial infarction with 
complications (bradycardia, hypotension and left heart failure). 
Conduction disorders / first-degree AV block/bradycardia/asystole: Verapamil affects 
the AV and sinus nodes and prolongs AV conduction time. Use with caution as the onset of 
second or third degree AV block (contraindication) or unifascicular, bifascicular or 
trifascicular bundle branch block may warrant discontinuation and the introduction of 
appropriate therapy, if required. It affects AV and sinus nodes and can in rare cases trigger 
second or third degree AV block, bradycardia or, in extreme cases, asystole. This is more 
likely to occur in patients with sick sinus syndrome, which is more common in older patients. 
Asystole in patients not suffering from sick sinus syndrome is usually of short duration (a few 
seconds or less) with a spontaneous return to AV nodal or normal sinus rhythm. If this does 
not occur promptly, appropriate therapy should be initiated without delay.  
Anti-arrhythmic agents, beta blockers and inhalation anaesthetics: Anti-arrhythmic 
agents (e.g. flecainide, disopyramide), beta receptor blockers (e.g. metoprolol, propranolol) 
and inhalation anaesthetics may potentiate the cardiovascular effects (severe AV block, 
substantial drop in heart rate, onset of heart failure, increased hypotension) if administered 
concomitantly with verapamil hydrochloride. Asymptomatic bradycardia (36 bpm) was 
observed in one patient fitted with a migrating/wandering atrial pacemaker who received eye 
drops containing timolol (a beta blocker) and verapamil concomitantly.  
Digoxin: Digoxin dose levels should be reduced if administered concomitantly. 
Heart failure: Heart failure patients with an ejection fraction higher than 35% should be 
compensated before starting treatment and adequately treated throughout. 
HMG-CoA reductase inhibitors (“statins”) :Neuromuscular transmission disorders 
Verapamil should be used with caution in the presence of diseases adversely affecting 
neuromuscular transmission (Myasthenia gravis, Lambert-Eaton syndrome, progressive 
Duchenne muscular dystrophy). 
Hypotension: Particularly strict monitoring is required in the case of hypotension (less than 
90 mmHg systolic). 
Other information 
Specific patient groups 
Impaired kidney function:  Although in comparison studies it has been reliably shown that 
impaired renal function in patients with terminal kidney failure has no influence on the 
pharmacokinetics of verapamil, individual case reports suggest that in patients with impaired 
renal function it should be used only with caution and under careful supervision (ECG, blood 
pressure). Verapamil cannot be removed through haemodialysis. 
Impaired liver function:  Exercise caution when administering to patients with severely 
impaired liver function. 
Interaction with other medicinal products and other forms of interaction 
In-vitro studies have shown that verapamil is metabolised by cytochrome P450 isoenzymes 
CYP3A4, CYP1A2, CYP2C8, CYP2C9 and CYP2C18. Verapamil inhibits CYP3A4 and P-
glycoprotein (P-gp).  Clinically significant interactions have been reported with CYP3A4 
inhibitors, causing elevated verapamil hydrochloride plasma levels. Contrastingly, CYP3A4 
inducers have lowered plasma levels of verapamil hydrochloride. Patients should therefore 
be monitored for interactions. Potential pharmacokinetic interactions are listed in the 
following table: 
 

Potential interactions 

Concomitant medication Potential effect on 
verapamil or 

concomitant medication 
 

Comment 

Alpha blockers 
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Potential interactions 

Concomitant medication Potential effect on 
verapamil or 

concomitant medication 
 

Comment 

Prazosin  prazosin cmax (~ 40%), 
no effect on half-life 
 

Additive hypotensive effect 

Terazosin  terazosin AUC (~ 24%) 
and (25%)  
 

Anti-arrhythmics 

Flecainide Minimal effect on 
flecainide plasma 
clearance (< ~ 10%); no 
effect on verapamil 
plasma clearance 
 

Further information (See 
Special warnings and 
precautions for use – anti-
arrhythmics, beta receptor 
blockers and inhalation 
anaesthetics) 

Quinidine  (~ 35%) oral quinidine 
clearance 

Hypotension 
 
Pulmonary oedema may 
develop in patients with 
hypertrophic obstructive 
cardiomyopathy 

Amiodarone Increase in amiodarone 
plasma levels 
 

 

Anti-asthmatics 

Theophylline Oral and systemic 

clearance  by ~ 20% 
 

Clearance reduction was less 
marked in smokers (~ 11%) 

Anticonvulsants/antiepileptics 

Carbamazepine Carbamazepine AUC  
(~ 46%) in refractory 
partial epilepsy patients 

Increased carbamazepine 
levels. 
 
This may trigger 
carbamazepine side effects 
such as diplopia, headaches, 
ataxia or giddiness/dizziness 

Reduction in verapamil 
hydrochloride plasma 
levels 

Phenytoin Verapamil plasma 

concentrations  

 

Antidepressants 

Imipramine Imipramine AUC  
(~ 15%) 

No effect on the levels of the 
active metabolite, 
desipramine Increase in verapamil 

hydrochloride plasma 
levels 
 

Antidiabetics 

Glibenclamide  glibenclamide Cmax 
(~ 28%) and AUC (~ 26%) 
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Potential interactions 

Concomitant medication Potential effect on 
verapamil or 

concomitant medication 
 

Comment 

Increase in verapamil 
hydrochloride plasma 
levels  

Anti-gout 

Colchicine  in Colchicine AUC 
(~ 2.0-fold) and Cmax 
(~ 1.3-fold)  

Reduction in colchicine dose 
(concomitant administration of 
colchicine and verapamil 
hydrochloride is not 
recommended) 

Anti-infectives 

Clarithromycin Possible  in verapamil 
levels 
 

 

Erythromycin Possible  in verapamil 
levels 
 

 

Rifampicin  in verapamil AUC 
(~ 97%), Cmax (~ 94%) 
and oral bioavailability 
(~ 92%) following oral 
administration 
 

Blood pressure lowering 
effect may be reduced 

No change in PK following 
intravenous administration 
of verapamil. 
 

Telithromycin Possible  in verapamil 
levels 
 

 

Antineoplastics 

Doxorubicin Following oral 
administration of 

verapamil  in AUC 
(104%) and Cmax (61%) of 
doxorubicin.  

In patients with small cell lung 
cancer 

No significant changes in 
doxorubicin PK with 
intravenous verapamil 
administration 

In patients with advanced 
tumours 

Azole fungistatics 

Clotrimazole Increase in verapamil 
hydrochloride plasma 
levels 
 

 

Ketoconazole Increase in verapamil 
hydrochloride plasma 
levels 
 

 



 7/14 

 

Potential interactions 

Concomitant medication Potential effect on 
verapamil or 

concomitant medication 
 

Comment 

Itraconazole Increase in verapamil 
hydrochloride plasma 
levels 
 

 

Barbiturates 

Phenobarbital  clearance of oral 
verapamil (~ 5-fold) 
 

 

Benzodiazepines and other anxiolytics 

Buspirone  buspirone AUC and 
Cmax (~ 3.4-fold) 

 

Increase in verapamil 
hydrochloride plasma 
levels 

Midazolam  midazolam AUC (~ 3-
fold) and Cmax (~ 2-fold)  

 

Increase in verapamil 
hydrochloride plasma 
levels 

Beta blockers 

Metoprolol In patients with Angina 

pectoris  in metoprolol 
AUC (~ 32.5%) and Cmax 
(~ 41%) 
 

See Special warnings and 
precautions for use 

Increase in verapamil 
hydrochloride plasma 
levels 
 

Propranolol In patients with Angina 

pectoris  in propranolol 
AUC (~ 65%) and Cmax 
(~ 94%) 
 

Increase in verapamil 
hydrochloride plasma 
levels 
 

Cardiac glycosides 

Digitoxin  digitoxin total clearance 
(~ 27%) and extrarenal 
clearance (~ 29%) 
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Potential interactions 

Concomitant medication Potential effect on 
verapamil or 

concomitant medication 
 

Comment 

Digoxin In healthy subjects:  in 

digoxin Cmax (~ 44%),  in 

digoxin C12 h (~ 53%),  in 

digoxin CSS (~ 44%) and  
digoxin AUC (~ 50%). 
 

Reduce the digoxin dose. See 
also Section 4.4 

H2 receptor antagonists 

Cimetidine AUC of R- (~ 25%) and S-
verapamil (~ 40%) with 

corresponding  in R- and 
S-verapamil clearance 
 

Cimetidine reduces verapamil 
clearance following 
intravenous verapamil 
administration. 

Immunologics/immunosuppressants 

Ciclosporin  ciclosporin AUC, CSS, 
Cmax (~ 45%) 
 

 

Everolimus Everolimus:  AUC (~ 3.5-

fold),  Cmax (~ 2.3-fold), 

Verapamil:  Ctrough (~ 2.3-
fold) 
 

Concentration determination 
and dose adjustment of 
everolimus may be necessary 

Sirolimus Sirolimus:  AUC (~ 2.2-
fold); 

S-Verapamil  AUC 
(~ 1.5-fold) 

Concentration determination 
and dose adjustment of 
sirolimus may be necessary. 

Tacrolimus Possible  in tacrolimus 
levels 
 

 

Lipid-lowering agents/HMG-CoA reductase inhibitors 

Atorvastatin Possible  in atorvastatin 
levels 

 verapamil AUC (~ 43%) 
 

For further information see 
below. 

Lovastatin Possible  in lovastatin 
levels 

 verapamil AUC (~ 63%) 
and cmax (~ 32%)  
 

Simvastatin  simvastatin AUC (~ 2.6-
fold) and Cmax (~ 4.6-fold)  
 

Serotonin receptor antagonists 

Almotriptan  almotriptan AUC 
(~ 20%) and Cmax (~ 24%)  

 

Increase in verapamil 
hydrochloride plasma 
levels 

Uricosurics 
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Potential interactions 

Concomitant medication Potential effect on 
verapamil or 

concomitant medication 
 

Comment 

Sulfinpyrazone  verapamil oral 

clearance (~ 3-fold),  
bioavailability (~ 60%) 
 

Blood pressure lowering 
effect may be reduced 

No change in PK with 
intravenous verapamil 
administration 
 

 

   

Other cardiac treatments 

Ivabradin Concomitant 
administration with 
ivabradin is 
contraindicated due to the 
additional heart rate-
lowering effect of 
verapamil on ivabradin 
 

See section 4.3 

Other 

Grapefruit juice  in AUC of R- (~ 49%) 
and S verapamil (~ 37%) 

 in Cmax of R- (~ 75%) 
and S verapamil (~ 51%) 

Elimination half-life and renal 
clearance unaffected. 
Food and drink containing 
grapefruit juice should be 
avoided during the 
administration of Isoptin. 
 

St. John’s Wort  in the AUC of R- 
(~ 78%) and S verapamil 
(~ 80%) with 
corresponding reduction 
in Cmax  

 

Other interactions and additional information 
HIV antiviral agents: Due to the inhibitory potential of some HIV antiviral agents such as 
ritonavir, verapamil plasma concentrations may increase. Caution should therefore be 
exercised and verapamil dose levels decreased, if necessary. Similarly, verapamil may lead 
to an increase in the plasma levels of these medicinal products due to decomposition effect.  
Lithium:  Increased sensitivity to the effects of lithium (neurotoxicity) has been reported 
during concomitant administration with lithium with either no change or an increase in lithium 
levels. The administration of verapamil has, however, also resulted in the lowering of serum 
lithium levels in patients receiving long-term oral lithium therapy. Patients receiving both 
active substances should therefore be strictly monitored. 
Muscle relaxants:  Both clinical and experimental animal data show that verapamil may 
potentiate the activity of muscle relaxants (Curare-type and depolarising). The dose of 
verapamil and/or muscle relaxant may have to be reduced when the drugs are administered 
concomitantly. 
Acetylsalicylic acid:  Increased tendency to bleed. 
Dabigatran:  Dabigatran Cmax and AUC levels increased following concomitant 
administration of oral verapamil and dabigatran etexilate (150 mg), a substrate of P-gp; 
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however, the extent of these changes depended on the time between administrations and 
the verapamil formulation. Dabigatran Cmax and AUC levels increased by approximately 
180% and 150%, respectively, when a rapid-release formulation of verapamil 120 mg was 
administered one hour before a single dose of dabigatran etexilate. No significant 
interactions were observed when verapamil was administered 2 hours after dabigatran 
etexilate (Cmax and AUC levels increased by approximately 10% and 20%, respectively). 
Close clinical monitoring is recommended when verapamil is combined with dabigatran 
etexilate, especially in the event of bleeding and particularly in patients with mild to moderate 
renal impairment. 
Ethanol (alcohol):  Delayed ethanol degradation and elevation of ethanol plasma levels, 
hence the effect of alcohol is potentiated. 
HMG-CoA reductase inhibitors (statins):  In patients who take verapamil, treatment with 
an HMG-CoA reductase inhibitor (e.g. simvastatin, atorvastatin or lovastatin) should start at 
the lowest possible dose and be up-titrated. If a treatment with verapamil is added to an 
existing therapy with HMG-CoA reductase inhibitors (e.g. simvastatin, atorvastatin or 
lovastatin), a reduction in the statin dose should be considered and there should be back-
titration against the serum cholesterol concentration.When verapamil and simvastatin at 
higher doses are used at the same time, the risk of myopathy/rhabdomyolysis increases. 
The simvastatin dose should be adjusted accordingly (see manufacturer’s production 
information).Fluvastatin, pravastatin and rosuvastatin are not metabolised through 
cytochrome P450 isoenzyme CYP3A4. An interaction with verapamil is less likely. 
Antihypertensives, diuretics, vasodilators: Potentiation of the antihypertensive effect with 
the risk of excessive lowering of blood pressure. 
Anti-arrhythmics (e.g. flecainide, disopyramide), beta receptor blockers (e.g. 
metoprolol, propranolol), inhalation anaesthetics: Mutual potentiation of cardiovascular 
effects (severe AV block, substantial decrease in heart rate, onset of heart failure, marked 
hypotensive effect). Beta receptor blockers should not be administered concomitantly via the 
intravenous route to patients during intravenous verapamil therapy (exception: intensive care 
medicine). The concomitant administration of intravenous verapamil and anti-adrenergic 
active substances may lead to an excessive lowering of blood pressure. The risk of these 
undesirable effects is increased especially in patients with pre-existing cardiovascular 
diseases such as severe cardiomyopathy, congestive heart failure or recent myocardial 
infarction following the concomitant administration of intravenous beta blockers or 
disopyramide with intravenous verapamil, since both classes of drug suppress myocardial 
contractility and AV conduction. 
Fertility, pregnancy and lactation 
Pregnancy:  Verapamil can cross the placenta. The plasma concentration in the umbilical 
vein blood is 20 - 92% of the plasma concentration in the maternal blood. Insufficient 
experience exists with its use during pregnancy. However, data on a limited number of orally 
treated pregnant women do not suggest a teratogenic effect. Animal studies have shown 
reproduction toxicity. Therefore, verapamil hydrochloride should not be taken in the first and 
second trimester of pregnancy. It should be taken in the third trimester of pregnancy only if 
there is a compelling indication, taking into account the risk for mother and child. 
Lactation:  Verapamil passes into breast milk (milk concentration approx. 23% of maternal 
plasma concentration). Limited human data following oral administration have shown that the 
nursing infant takes in only a small amount of active substance (0.1 to 1% of the maternal 
dose) and administration is therefore possibly compatible with breast-feeding.  A risk to 
newborn infants/nursing infants cannot be ruled out. However, because of the risk of severe 
side effects in the nursing infant, verapamil should be used during breast-feeding only if this 
is absolutely necessary for the well-being of the mother.  There is evidence that in individual 
cases verapamil can cause hyperprolactinaemia and galactorrhoea. 
Effects on ability to drive and use machines 
Treatment with verapamil requires regular medical supervision. As a result of individually 
occurring different reactions, the ability to react can be changed to the extent that the ability 
to take an active part in driving, use machines or work without secure support is impaired. 
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This applies to a greater extent at the start of treatment, when the dose is increased and 
when the preparation is changed, as well as in combination with alcohol. It may increase 
blood alcohol levels and slow down its elimination, thereby potentiating the effects of alcohol. 
Undesirable effects 
The following undesirable effects have been reported in clinical studies, post-marketing 
monitoring or phase IV clinical trials. They are listed below according to system organ class. 
Frequencies are defined as follows:  very common: can affect more than 1 in 10 patients 
common: can affect up to 1 in 10 patients;  uncommon: can affect up to 1 in 100 patients;  
rare: can affect up to 1 in 1000 patients;  very rare: can affect up to 1 in 10000 patients 
unknown: frequencies cannot be estimated from the available data. 
The most commonly reported adverse drug reactions were headache, dizziness or 
giddiness, gastrointestinal disorders (nausea, constipation and abdominal pain), in addition 
to bradycardia, tachycardia, palpitations, hypotension, flushes, peripheral oedema and 
fatigue. 
Adverse reactions reported from clinical studies with verapamil and post-marketing 
observations  

MedDRA system 
organ class 

Common  Uncommon Rare Very rare Unknown 

Immune system 
disorders 

    Hypersensitivit
y 

Nervous system 
disorders 

Dizziness or 
giddiness, 
Headache, 
Neuropathy 
 

 Paresthesia, 
Tremor 

 Extrapyramida
l symptoms, 
paralysis 
(tetraparesis)1, 
cramps 
 

Metabolism and 
nutrition disorders 

 Reduced 
glucose 
tolerance 
 

  Hyperkalaemi
a 

Psychiatric disorders Nervousness 
 

 Drowsiness   

Ear and labyrinth 
disorders 

  Tinnitus 
 

 Vertigo 

Cardiac disorders Bradycardia, 
Onset of heart 
failure or 
deterioration 
of pre-existing 
heart failure, 
excessive 
drop in blood 
pressure 
and/or 
orthostatic 
dysregulation 
 

Palpitations, 
Tachycardia 

  AV block (1st, 
2nd and 3rd 
degree), Heart 
failure, Sinus 
arrest, Sinus 
bradycardia, 
Asystole 

Vascular disorders Flushes, 
Hypotension 
 

    

Respiratory, thoracic 
and mediastinal 
disorders 

    Bronchospas
m 
Dyspnoea 
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MedDRA system 
organ class 

Common  Uncommon Rare Very rare Unknown 

Gastrointestinal 
disorders 

Constipation, 
Nausea 

Abdominal 
pain 

Nausea  Abdominal 
pain, Gingival 
hyperplasia; 
Ileus 
 

Hepatobiliary 
disorders  

 Probably 
allergy-
induced 
hepatitis with a 
reversible 
increase in 
liver-specific 
enzymes 
 

   

Skin and 
subcutaneous tissue 
disorders 

Erythromelalgi
a 

 Hyperhidrosis Photodermatiti
s 

Angioedema, 
Stevens-
Johnson 
syndrome, 
Erythema 
multiforme, 
Alopecia, 
Itching, 
Pruritus, 
Purpura, 
Maculopapular 
exanthema, 
Urticaria 
 

Musculoskeletal and 
connective tissue 
disorders 

   Worsening of 
Myasthenia 
gravis, 
Lambert Eaton 
Syndrome and 
advanced 
Duchenne 
muscular 
dystrophy 
 

Arthralgia, 
Muscular 
weakness, 
Myalgia 

Renal and urinary 
tract disorders 

    Kidney failure 

Reproductive system 
and breast disorders 

    Erectile 
dysfunction, 
Galactorrhoea, 
Gynaecomasti
a 
 

General disorders 
and administration site 
conditions 

Peripheral 
oedema 

Fatigue    

Investigations     Blood prolactin 
increased 
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1There has been a single post-marketing report of paralysis (tetraparesis) associated 
with the combined use of verapamil and colchicine. This may have been caused by 
colchicine crossing the blood-brain barrier due to CYP3A4 and P-gp inhibition by 
verapamil.  

Note:  In patients with pacemakers, an increase in the pacing and sensing threshold under 
verapamil cannot be ruled out.  In the case of patients with pre-existing cardiovascular 
disorders such as severe cardiomyopathy, congestive heart failure or recent myocardial 
infarction, the risk of severe undesirable effects increases during concomitant administration 
of intravenous beta blockers or disopyramide together with intravenous verapamil as both 
classes of substance have a cardiodepressant effect 
Overdose 
Symptoms of an overdose: Intoxication symptoms after poisoning with verapamil progress 
depending on the amount administered, the time when the detoxification measures are 
applied and the contractile functionality of the myocardium (age-dependent). The following 
symptoms have been observed in the case of severe poisoning:  Severe reduction in blood 
pressure, cardiac insufficiency, bradycardia or tachycardia arrhythmia (e.g. junctional rhythm 
with AV dissociation and high-grade AV block) which can lead to cardiovascular shock and 
cardiac arrest.  Clouding of consciousness progressing to coma, hyperglycaemia, 
hypokalaemia, metabolic acidosis, hypoxia, cardiogenic shock with pulmonary oedema, 
impaired renal function and convulsions. Fatalities have occasionally been reported. 
Therapeutic measures in the case of overdose: Priority treatment consists of 
detoxification and restoration of stable cardiovascular conditions.  Therapeutic measures 
depend on the time and method of administration, as well as the type and severity of 
intoxication symptoms. In the case of intoxication with larger amounts of prolonged-release 
preparations, it should be noted that the active substance can be released and absorbed 
into the intestine even longer than 48 hours after intake.  Gastric lavage is advisable after 
oral intoxication with verapamil, and even later than 12 hours after intake, if no 
gastrointestinal motility (bowel sounds) is detectable. If intoxication with prolonged-release 
preparations is suspected, comprehensive elimination measures are indicated, such as 
induced vomiting, aspiration of stomach and small intestine contents under endoscopic 
control, intestinal lavage, evacuation, high enema.  Because verapamil cannot be dialysed, 
haemodialysis is not advisable, but haemofiltration and possibly plasmapheresis (high 
plasma protein binding) is recommended. Usual intensive care resuscitation measures, such 
as closed cardiac massage, ventilation, defibrillation and pacemaker therapy. 
Specific measures:  Elimination of cardiodepressive effects, hypotension and bradycardia. 
Bradycardia arrhythmia is treated symptomatically with atropine and/or beta 
sympathomimetics (isoprenaline, orciprenaline); in the case of life-threatening bradycardia 
arrhythmia, temporary pacemaker therapy is required. Asystole should be treated with 
conventional methods including beta adrenergic stimulation (isoprenaline). 
Calcium may be used as a specific antidote, e.g. 10 to 20 ml of a 10% calcium gluconate 
solution intravenously (2.25 to 4.5 mmol), if necessary repeated or as a continuous drip 
infusion (e.g. 5 mmol/hour).   
Hypotension, as a result of cardiogenic shock and arterial vasodilation, is treated with 
dopamine (up to 25 μg per kg of bodyweight per minute), dobutamine (up to 15μg per kg of 
bodyweight per minute), epinephrine or norepinephrine. The dosage of these medicinal 
products is guided only by the effect achieved. The serum calcium level should be 
maintained at high-normal to slightly elevated. In the early stage, because of the arterial 
vasodilation additional fluid is substituted (Ringer's or sodium chloride solution). 
 
IDENTIFICATION 
Isoptin 40mg is a white film coated tablet. 
 
PRESENTATION       
Isoptin 40mg is supplied in blister packs of 100 tablets. 
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LEGAL CATEGORY: PRESCRIPTION ONLY MEDICINE 
 
STORAGE CONDITIONS:  Do not store above 30oC. 
 
MANUFACTURED BY: 
Famar A.V.E. 
7, Anthoussa Avenue 
Anthoussa, 153 44 Greece 
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Abbott Laboratories S.A. (Pty) Ltd.   
Abbott Place       
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Constantia Kloof 1709, South Africa 
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