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| CASE REPORT I

Drug Interaction of Amiodarone, Flecainide, Metoprolal
and Diltiazem leading to Heart Block

Vijay Kahajuria, Sanjeev Gupta, Roshi, Nedlam Rani

Abstract

Amiodarone, flecainide, metoprolol and diltiazemindividually are known to cause heart blocksduetotheir
cardiac depressant property but the current case report isworth reporting because it resulted because of
druginteraction of multiple drugs dueto possible medication error.
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Introduction

Adverse Drug Reactions (ADRs) in cardiology are
common. There are numerous reports of drug induced
bradycardia and heart block (1). Co-morbid conditions
often coexist with cardiac ailments and results in
polypharmacy which enhance the chances of drug
interactionsculminating to adverseevents. Inthe current
study report patient was prescribed multiple drugs for
cardiac arrhythmia and he presented with heart block
and bradycardia. Though amiodarone, flecainide,
metoprolol and diltiazemindividually areknown to cause
heart blocks dueto their cardiac depressant property but
the current case report is worth reporting because it
resulted because of drug interaction of multiple drugs
dueto possible medication error.

Case Report

A 60 years old male diabetic patient with normal
thyroid functions, on oral metformin 500 twice and
glimipride 2mg once a day was diagnosed with atrial
flutter and was prescribed tab. amiodarone 600 mg
once aday orally by the cardiologist. After one year of
medication his TSH levels increased to 50ulU/ml.
Subsequently exogenous thyroxine 50 micrograms was
added to the regimen and the dose of amiodarone was
reduced to 300mg once aday. After six months, hisTSH
reached within normal limitsbut he started experiencing
pal pitations. On eval uation he wasfound to have counter
clock wise atrial flutter on ECG which was unrelated to

thyroid dysfunction. Hishemoglobinlevels were 13g/dl,
total leucocyte count 6000/UL, neutrophils 56.5%,
lymphocytes 30.5%, eosinophils 5.2%, monocytes
7.6%,basophils0.2%, platel et count 1.5 lacs, serumurea-
33mg/dl, serum creatinine 0.90mg/dl, prothrombin time
10.9 sec ,INR 1.04,hepatitis serology was non reactive,
blood sugar random 182 mg/dl, TSH 1.4ulU/ml, serum
sodium 142 mmol/L ,serum potassium 5 mmol/L.

He was prescribed tab.atenolol 20mg and
tab.procainamide 20mg which did not bring any relief.
So radiofrequency ablation was done which was
uneventful. The patient was put subsequently put on tab.
metoprolol 12.5mg X R once aday, tab. atorvastatin 10mg
bed time,tab. diltiazem CD 120 once a day,tab. aspirin
75mg oncedaily, tab. flecainide 100mg morning and 50mg
evening. He continued with Tab. thyroxine 50
micrograms once a day empty stomach, tab. metformin
500mg twice a day and tab.glimipride 2mg once daily
before breakfast,

After onemonth of taking above medication the patient
devel oped light headedness, shortness of breath and four
episodes of syncope prompting him to seek medical
advice. On ECG (Fig.1) sinus rhythm bradycardia with
first degree heart block was seen with PQ duration of
224ms, broad Sin V3, V4, V5, V6 and flat T wavein
AvL. The said event could not be correlated with any
other disease or biochemical abnormality strongly pointing
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Fig 1. Showing Heart Block on ECG

K SCIENCE

2 0 e

e ] IS S
o ) o s o o

/s 18an/nV 58Kz ADF ~Auto isocnron 25n8

® I B s o SR e s
B B i - L G ) Sl J‘/\‘L'VI‘V‘M‘/\\,N‘ AN
S /%\/kmﬂ\/\—\v\.x/\-‘—uy/\—

B A o e e e e L #‘/x«,w\_/\wﬁl/\«_u\/\h\;‘/x

/s 18mn/nV SBHz ADF Auto isochron

W A IR e LR i e

1t aVF b i

T A %—4‘/\— N
H ‘
|

Snn/s_10an/AY

tothe possibility of druginduced adverse event. Keeping
thisinto consideration tab. metoprolol was stopped but
the patient was not relieved of the symptoms. He continued
with dizziness, light headedness and occasional syncopal
attacks.The dose of flecai nidewas al so reduced to 50mg
twice a day. No specific medication was given for first
degree heart block other than dechallenge of metoprol ol
and dose reduction of flecainide .

Discussion

The Naranjo casuality score was 7 and WHO
Causality assessment showed probabl e correlation with
the current adverse event. (2, 3) The severity of reaction
was assessed by Hartwig Adverse drug reaction
assessment scale (4) which classified it to be mild.
Preventahility status was worked out by Schumock and
Thornton scale (5) which classified it to be definitely
preventable. Sincethe adverse effect wasrelated to the
pharmacological action of drugs it can be classified as
Type -A.

Amiodaroneis abenzofuranic derivative iodinerich,
class 3 antiarrythmic drug which blocks inactivated
sodium channels and acts as an antiarrythmic. It also
decreases calcium current and blocks outward delayed
rectifier potassium currents. Sinceit inhibits 5'deiodinase
activity, it decreases peripheral conversion of T4to T3
and decreases clearance of reverse T3. (6)

Metoprolol isnot apure cardio selective betablocker,
but if prescribed in low doses becomes cardio selective
and decreases heart rate, cardiac workload, oxygen
demand and diastolic and systolic period (7). In  the
present case low dose metoprolol was prescribed rather
than conventional dose and this could have contributed
to bradycardia and heart block.

Diltiazem, a class 4 antiarrythmic drug, is a non
dihydropyridine calcium channel blocker which decreases
velocity of AV nodal conduction. AV node block can occur
asaresult of decremental conduction and increased AV
Nodal refractoriness. (7)

Flecainide is a class 1c antiarrythmic agent which
blocks late opening of sodium channels. It slows
conduction of heart and increases time taken to conduct
fromatriumto ventricle.(8)

Sinceall the drugs prescribed have cardio depressant
action, so cumulative effect of thesedrugsare morelikely
to adversely affect heart conduction (9).Since
dechallenge of metoprolol could not relievethe patient of
the symptoms, dose amelioration of flecainide wasdone.
This brought relief suggesting the drug interaction
depressing conduction of the heart to be responsible for
bradycardiaand heart block rather than single drug to be
responsiblefor this.

Conclusion

The current case report highlights potential drug
interactionsof drugs must kept in mind before prescribing
multipledrugsin cardiology.
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