
INTRODUCTION

Anti-depressants�are�associated�with�suicidal�tendencies�
in� adults� with� two-fold� increase� in� suicidality� and�
aggression� in� children� and� adolescents.[1]� Venlafaxine�
is� associated� with� higher� suicidal� tendencies� compared�
to� citalopram,� ƀuoxetine,� and� dothiepin.[2] Suicidal 
tendencies�are�common�in� the�ſrst�week�of� starting� the�
drug�hence� it� should�be�administered� cautiously.�All�of�
the�above�mentioned�studies�are�done�in�abroad�and�there�
are� few� Indian� studies� that� reƀect� the� same� prevalence�
in�Indian�population.[3]�Cardio�and�neurotoxicity�are�the�
common�features�following�fatal�ingestion�of�venlafaxine�
and�large�clinical�data�are�available�in�literature.�Features�
of� fatal� dose� of� venlafaxine� on� liver,� kidney� and� other�
organs�are�not�fully�available�due�very�less�cases�subjected�
to�autopsy�examination.[4] Largest ever postmortem study 
was� done� on� focussing� femoral� blood� concentration� of�
venlafaxine�and�its�various�drug�interactions.[4] This case 
highlights the effects of venlafaxine and escitalopram 
when�consumed�in�fatal�dose�and�difſculty�in�toxicology�
analysis� of� these� least� known� drugs� and� the� role� of�
forensic�experts�in�reporting�adverse�drug�reactions.

CASE�REPORT

A�32�year�old�female,�suffering�from�depression�attempted�
suicide�by�consuming�10�tablets�of�Venlafaxine�
37.5�mg)�
and� 10� tablets� of� Nexito� 
combination� of� Clonazipam�

and� Escitalopram).� She� was� found� unconscious� at�
home� and�was� taken� to� a� local�hospital�where� stomach�
wash�was�done,�later�referred� to�the�tertiary�care�centre�
where� she�was�declared�brought�dead.�On�autopsy,�500�
ml�of�straw�coloured�ƀuid�was�found�in�the�pleural�and�
abdominal� cavity.� Multiple� sub-pleural� haemorrhages�
were� found�over� the�lungs� and�on�cut� section�the� lungs�
were� oedematous.� Rest� all� organs� were� unremarkable.�
Since� quantitative� analysis�was� not� available� in�RFSL,�
only� qualitative� test� was� done.� To� our� surprise� after�
extensive� analysis� it� was� reported� that� viscera� showed�
traces�of�benzodiazepines�rather�than�the�expected�anti-
depressant�drugs.�Histopathology�of� lungs�showed� intra�
alveolar�oedema�and�inter�alveolar�septal�oedema.�Liver�
showed� sinusoidal� congestion� with� focal� necrosis� and�
kidney� showed� acute� tubular� necrosis.� The� ſnal� cause�
of� death� was� opined� as� combined� effects� of� cerebral�
oedema,� pulmonary� oedema� and� acute� tubular� necrosis�
due�to�benzodiazepine�poisoning.

DISCUSSION

Venlafaxine� is� a� serotonin-norepinephrine� reuptake�
inhibitor�
SNRI)�used�as� an�antidepressant�drug.� �From�
1998�to�2000,�Venlafaxine�has�caused�death�at� the� rate�
of� 12.7� deaths� per� million� prescriptions� compared� to�
other� 
Selective�Serotonin�Reuptake� Inhibitor)�SSRI,�in�
England�and�Wales.�[5]�Venlafaxine�not�only�has�an�effect�
on�the�central�nervous�system�
CNS)�but�also�on�the�cardio�
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vascular�system�
CVS)�like�QRS�and�QTc�prolongation�
and� ventricular� ſbrillation.� Tachycardia� and� prolonged�
QTc�are�mainly�dose�dependent�and�are�noted�following�
ingestion� of� large� doses.� � 
7)� Fatal� doses� may� cause�
acute�Left�ventricular�failure� and�myocardial� infarction.�
[8,9]� Venlafaxine� fatality� is� associated� with� severe� drug�
interaction�to�tricylic�anti�depressants�and�citalopram.� [5] 
Central�nervous�system�toxicity�is�mainly�depressions�and�
seizures.�[10]�Rhabdomyolysis�and�myopathy�are�associated�
with�venlafaxine� toxicity� in�adults.� [11]�In�our� case�Tab.�
Nexito� 
Clonazipam�and�escitalopram)�was�co� ingested�
along�with�venlafaxine.�Escitalopram�is�an�SSRI,�would�
have augmented the toxicity of venlafaxine in our case, 
because� both� these�drugs�are�proconvulsants.�This� case�
typically features serotonin toxicity due to venlafaxine 
and�citalopram;�hence�death�would�have�been�more�due�
to� cardiac� toxicity.� [12]� The� setback� in� this� case� report�
is� an� obscure� toxicology� report,� in� which� venlafaxine�
and� escitalopram� was� negative� but� a� benzodiazepine�
derivative� was� detected.� Detection� of� benzodiazepine�
derivative�was�probably�due�to�presence�of�clonazipam�in�
the�Nexito�tab,�co-ingested�along�with�venlafaxine.�Lack�
of�quantitative�test�is�a�also�major�setback�in�toxicology�
analysis�done�in�our�labs,�due�to�which�fatal�doses�of�drug�
cannot�be�substantiated.�Focussing�on�the�histopathology�
feature of this case, liver demonstrated focal hepatic 
necrosis,� which� is� a� feature� of� venlafaxine� toxicity.[4]

Demonstrating� of� acute� tubular� necrosis� in� venlafaxine�
toxicity� is� unknown� in� the� literature.� Further� autopsy�
based� tissue� sampling� studies� are� needed� to� widen� the�
knowledge�of�venlafaxine�toxicity.

CONCLUSION

There�is�wide�source�of�literature�on�venlafaxine�toxicity�
globally� but� very� few� or� no� statistical� data� regarding�
venlafaxine�toxicity�in�India.�In�this�case�the�patient�had�
previous�history�of�suicidal�attempts�unfortunately�both�
venlafaxine�and�citalopram�was�given,�which�are�potent�
suicide�ideation�drugs.�The�grounds�on�which�the�patient�
was� put� on� these� drugs,� by� the� treating� physician,� this�
in�spite�of�the�danger�of�suicidal�attempts�is�beyond�the�
scope�of�this�paper.�However�treating�physicians�should�
be�more� cautious� in� prescribing� these�drugs� in� patients�
with�suicidal�ideation�and�attempts.�Role�of�the�forensic�
expert is far more important in retrospectively alerting the 
physicians�on�fatality�due�to�such�kind�of�dangerous�drug�
effects,�thereby�ensuring�the�cautious�use�of�these�drugs.�

Conƀict�of�Interest:�

Declared�none.

REFERENCES
1.�� Sharma�T,�Guski�LS,�Freund�N,�Gøtzsche�PC.�Suicidality�and�

aggression� during� antidepressant� treatment:� systematic� review�
and� meta-analyses� based� on� clinical� study� reports.� BMJ.�
2016;352:65.�

2.�� Rubino�A,�Roskell�N,�Tennis�P,�Mines�D,�Weich�S,�Andrews�E.�
Risk�of� suicide�during� treatment�with�venlafaxine,�citalopram,�
ƀuoxetine,� and� dothiepin:� retrospective� cohort� study.� BMJ.�
2007;334
7587):242.�

3.�� Rajgadhi� H,� Gupta� S,� Malhotra� S,� Thakor� A,� Patel� P.�
Antidepressants�triggering�suicidal�ideation:�An�area�of�concern.�
Indian�J�Pharmacol.�2016;48
6):733.�

4.�� Shaw� MW,� Sheard� JDH.� Fatal� venlafaxine� overdose� with�
acinar� zone� 3� liver� cell� necrosis.�Am� J� Forensic�Med�Pathol.�
2005;26
4):367–8.�

5.�� Launiainen�T,�Rasanen�I,�Vuori�E,�Ojanperä�I.�Fatal�venlafaxine�
poisonings� are� associated� with� a� high� prevalence� of� drug�
interactions.�Int�J�Legal�Med.�2011;125
3):349–58.�

6.�� Cheeta� S,� Schifano� F,� Oyefeso� A,� Webb� L,� Ghodse� AH.�
Antidepressant-related� deaths� and� antidepressant� prescriptions�
in� England� and� Wales� ,� 1998� to� 2000.� Br� J� psychiatry.�
2004;184
1):41–7.�

7.�� Howell�C,�Wilson�AD,�Waring�WS.�Cardiovascular�toxicity�due�
to�venlafaxine�poisoning�in�adults:�A�review�of�235�consecutive�
cases.�Br�J�Clin�Pharmacol.�2007;64
2):192–7.�

8.�� Caroselli�C,�Ricci�G.�The�venlafaxine�“Heart�revenge:”�A�short�
report.�Clin�Cardiol.�2010;33
4):2009–10.�

9.�� Batista� M,� Dugernier� T,� Simon� M,� Haufroid� V,� Capron� A,�
Fonseca� S,� et� al.� The� spectrum� of� acute� heart� failure� after�
venlafaxine�overdose.�Clin�Toxicol.�2013;51
2):92–5.�

10.�� White� CM,� Gailey� RA,� Levin� GM,� Smith� T.� Seizure�
resulting� from� a� venlafaxine� overdose.� Ann� Pharmacother.�
1997;31
2):178–80.�

11.�� Wilson�AD,�Howell�C,�Waring�WS.�Venlafaxine� Ingestion� Is�
Associated�With� Rhabdomyolysis� in� Adults:� a� Case�Series.� J�
Toxicol�Sci.�2007;3232
11):97–101.�

12.�� Kelly�CA,�Dhaun�N,�Laing�WJ,�Strachan�FE,�Good�AM,�Bateman�
DN.� Comparative� Toxicity� of� Citalopram� and� the� Newer�
Antidepressants�After�Overdose.�Clin�Toxicol.�2004;42
1):67–
71.�


