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      History of Presenting Illness  and Examination Findings   

- Anorexia 

- Nausea 

- Vomiting 

- RUQ pain 

- Jaundice 

- Bleeding 

- Encephalopathy 

- Edema 

- Sepsis 
 

Important things to know:  
- When was the paracetamol ingested? How much was ingested? 
- Was it washed down with booze? How much? 
- Social factors: Not the first suicide attempt? Management of depression?  
- Are they on MEDICATIONS WHICH AFFECT PARACETAMOL METABOLISM? 

- Eg. anticonvulsants, antibiotics… PHENYTOIN, RIFAMPICIN 
- Are they STARVED (reduced glutathione reserves) 
- Is there any chance they may be pregnant ? (paracetamol crosses placenta) 

Investigations             
   Paracetamol level: after 4 hours of ingestion it can be plotted on the NOMOGRAM 

   LFTs  looking for characteristic 5000+ elevation of transaminases 
   Prothrombin Time +/- INR- is liver failure impending?… 

   EUC  
   BSL 
   Hep Viral Serology if the history suggests there are other kinds of liver damage 
   Screen for Drugs of Abuse + URINALYSIS (acute renal failure??) 

MANAGEMENT            

   SUPPORTIVE:    DEFINITIVE: 
     AIRWAY 
     OXYGEN 
     IV FLUIDS 
     Nasogastric tube 
 MONITOR EVERYTHING!! 

- Blood Pressure 
- SaO2 
- Urine output 
- ECG 

Gather a Swarm of Consultants About Yourself: 
- Gastroenterologist 
- Psych Team  
- Transplant Surgeon 
- Toxicologist 

First 24 hrs 

Next 24 hrs 

Next 48 hrs 

- pallor,  
- diaphoresis 

 
 

- RUQ Tenderness to palpation 
 
Jaundice and Edema  
 

 
 

RUQ pain coincides 
with LFT elevation 

It only takes 24 tablets! 
The smallest fatal dose recorded in adults is 18g. 

 

Should be done for any unconscious patients  

Was it JUST paracetamol? 
Is there an opiate 
component to this toxicity? 

 Pinpoint pupils 

Activated Charcoal: 
- Within 1 hour, its effective – but it will also absorb every 

other oral drug you give them. 

- After 1 hr, the stomach has emptied, the horse has 
bolted. Don’t give them charcoal. 

N-Acetyl-Cysteine:  
- Early administration of NAC, within 8 hours of 

ingestion, is nearly 100% hepatoprotective. 

Gastric Lavage: 
- Does NOT have any role in this scenario. 
- In fact, nobody uses the stomach pump any more. 

- UNLESS: the ingestion was MASSIVE and it is 
taking a while to empty that kilogram of 
paracetamol out of the stomach. Then you pump. 

You will need a liver transplant if fulminant 
hepatic failure takes place.   

They may BLEED OUT: 
especially in late 
presentation with no clotting 
factors; hence you may want 
to GROUP AND HOLD 
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Mechanism of Alcohol-Acetaminophen syndrome     

 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Ingested Acetaminophen: 
Lethal dose ~12g, or one 24-pill 
packet of Panadol 

CHRONIC ALCOHOLISM or 
MASSIVE ACUTE INTOXICATION  

95% metabolised by 
conjgation with 

− Glucouronide, or 

− Sulfate 
 

5% goes to the MEOS system: 

Cytochrome P450 type 2E1 responsible. 
Normal pathway: 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

   ...BUT: 
Overactive MEOS: thus 

MORE THAN 5% GETS 
METABOLISED THIS WAY 
Thus: glutathione depeted more quickly 

���� TOXICITY OCCURS 

Acetaminophen 
 

OVERACTIVE MEOS 

NAPQUI (TOXIC METABOLITE) 
 

Glutathione conjugation 
(in limited supply) 
 

Detoxified NAPQUI 
 

MEOS 
CYP450 2E1 
 

HEPATOCYTE NECROSIS 
Classical “centrilobular” pattern 
seen at autopsy, its very pretty. The 
dead cells are those closest to the 
biliary canaliculus (where the 
NAPQUI seeks its exit from the liver)  
 

= AST raised (to over 3000) 
= ALT raised (less so) 
= Bilirubin raised  
...ALT and AST will drop by 50% in first 24hrs 
 

Beware! This is the same LFT picture that 
is seen with massive ischaemic injury to the 
liver.  

WORST EFFECTS: when an alcoholic takes too much panadol after withdrawing for 12 or so hours. 

− This way, alcohol is no longer competing with acetaminophen for the MEOS enzymes.... 

− ...But they are still upregulated! THUS: toxicity occurs at much lower doses. 
COMPLICATIONS of someone in this kind of  acute liver failure: 

− coagulopathy, bleeding into the GI, renal failure, acute metabolic acidosis, encephalpathy, 
synthetic liver failure, hypoglycaemia, hyponatremia, hypokalemia.... bad things.   

Mortality 18-19% overall, up to 75% if liver failure develops or if there is concomitant viral hepatitis. 
For acute acetaminophen liver failure, i.e fulminant necrotic hepatitis, transplant is the only option. 

Nausea, Vomiting, RUQ tenderness 
+ maybe stigma of chronic liver disease 

We give it to everybody, but  
WHAT THE HELL DOES IT ACTUALLY DO? 
- analgesic and antipyretic actions in the CNS 
- It inhibits prostaglandin synthetase in the hypothalamus 
- prevents release of spinal prostaglandin 
- inhibits inducible nitric oxide synthesis in macrophages 

 
In therapeutic doses, prostaglandin inhibition is not 
significant in peripheral tissues, so paracetamol has 
minimal, if any, anti-inflammatory or antirheumatic actions. 
 


