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A	
  27	
  year	
  old	
  man	
  is	
  found	
  unconscious	
  surrounded	
  by	
  
packets	
  of	
  amitriptyline	
  and	
  venlafaxine	
  (slow	
  release).	
  	
  
On	
  arrival	
  in	
  ED	
  his	
  pulse	
  is	
  110	
  bpm,	
  BP	
  109/67mmHg,	
  	
  

GCS	
  12/15.	
  	
  
An	
  ECG	
  is	
  performed:	
  



What	
  does	
  this	
  ECG	
  demonstrate?	
  

A)  Atrial	
  fibrilla0on	
  
B)  Broad-­‐complex	
  tachycardia	
  

C)  Narrow	
  complex	
  tachycardia	
  

D)  Normal	
  sinus	
  rhythm	
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Given	
  the	
  clinical	
  history	
  of	
  amitriptyline	
  and	
  
venlafaxine	
  overdose,	
  what	
  is	
  the	
  pathophysiological	
  

basis	
  of	
  this	
  abnormal	
  cardiac	
  rhythm?	
  

A)  Beta	
  blockade	
  
B)  Calcium	
  channel	
  blockade	
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  channel	
  blockade	
  

D)  Sodium	
  channel	
  blockade	
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  blockade	
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D)  Sodium	
  channel	
  blockade	
  –	
  leading	
  to	
  
prolonga0on	
  of	
  the	
  cardiac	
  ac0on	
  poten0al	
  
with	
  resultant	
  QRS	
  widening	
  and	
  poten0al	
  for	
  
ventricular	
  arrhythmias	
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  first	
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From	
  Toxbase	
  

	
  Even	
  in	
  the	
  absence	
  of	
  an	
  acidosis,	
  consider	
  alkalinisa4on	
  
with	
  IV	
  sodium	
  bicarbonate	
  in	
  pa4ents	
  with:	
  

	
  QRS	
  dura4on	
  greater	
  than	
  120msec	
  
	
  Arrhytmias	
  
	
  Hypotension	
  resistant	
  to	
  fluid	
  resuscita4on	
  



The	
  pa0ent’s	
  condi0on	
  has	
  deteriorated	
  significantly	
  
with	
  his	
  blood	
  pressure	
  being	
  barely	
  recordable	
  and	
  his	
  

cardiac	
  monitor	
  demonstra0ng	
  runs	
  of	
  VT.	
  	
  
His	
  ECG	
  now:	
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Intralipid	
  –	
  fact	
  or	
  fic0on	
  

1.  Most	
  pa0ents	
  with	
  TCA	
  poisoning	
  who	
  reach	
  
hospital	
  survive	
  

	
  In	
  single	
  centre	
  study	
  only	
  1	
  out	
  of	
  302	
  pa0ents	
  
died	
  despite	
  significant	
  toxicity	
  

Time	
  to	
  agree	
  a	
  format	
  for	
  repor0ng	
  tox	
  case	
  reports?	
  



Intralipid	
  –	
  fact	
  or	
  fic0on	
  

2.	
  Lipid	
  sink	
  theory	
  –	
  crea0ng	
  a	
  pool	
  of	
  lipid	
  for	
  drug	
  

	
  500ml	
  intralipid	
  contains	
  100g	
  fat	
  

	
  Average	
  human	
  body	
  contains	
  10,000g	
  

Is	
  it	
  likely	
  that	
  sink	
  theory	
  can	
  make	
  big	
  difference?	
  



Intralipid	
  –	
  fact	
  or	
  fic0on	
  
3.	
  Could	
  intralipid	
  increase	
  drug	
  absorb0on?	
  

ORAL	
  DOSING	
  



Is	
  it	
  too	
  late	
  now	
  for	
  intralipid?	
  
45	
  Directors	
  of	
  US	
  poisons	
  centers	
  -­‐	
  all	
  felt	
  intralipid	
  had	
  a	
  role	
  in	
  poisoning	
  
	
   	
   	
  	
  

in	
  seeng	
  of	
  cardiac	
  arrest:	
  	
  

intralipid	
  administered	
  ‘always’	
  or	
  ‘ogen’	
  	
  

bupivacaine	
  (43	
  out	
  of	
  45),	
  verapamil	
  (36	
  out	
  of	
  45),	
  	
  
amitriptyline	
  (31	
  out	
  of	
  45).	
  

	
   	
   	
  	
  

in	
  seeng	
  of	
  shock;	
  	
  

intralipid	
  administered	
  ‘always’	
  or	
  ‘ogen’	
  	
  
bupivacaine	
  (40	
  out	
  of	
  45),	
  verapamil	
  (28	
  out	
  of	
  45),	
  	
  

amitriptyline	
  (25	
  out	
  of	
  45)	
  



How	
  can	
  we	
  improve?	
  

Across	
  Europe	
  
1.  Can	
  we	
  help	
  develop	
  clinically	
  relevant	
  animal	
  

models?	
  

2.  Can	
  we	
  do	
  highly	
  focused	
  early	
  phase	
  clinical	
  
trials?	
  


