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FIGURE 2.1 How poisons enquiries are answered




Acetaminophen (paracetamol)

NHCOCH,

Recommended dose - 4g. Toxic dose >4g |

Most common form DILI in US & UK >

Treatment with acetylcysteine Of

Cannot design out toxicity NCOCH, NHCOCH,
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Cleary defined chemical insult

SG

Multiple mechanisms reported — o
apoptosis, necrosis, mitochondrial |

dysfunction, inflammation
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Presentation and association with primary outcome — easily spot delayed
hepatotoxicity cases missed by current tests
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Acetylated HMGB1 (ng/ml)
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 potential novel biomarker

e evidence in man for innate immune
system

o Multi-cellular event
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Real world safety

Standard Modified
21h Regimen 12h Regimen | Absolute
18 months 18 months Reduction
N=786 N=855 (95% CI)
n % n %
Anaphylactoid reactions 88 11 12 2 10
phy (8 - 12)
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Real world safety —

repeat presenters (N=41)

Standard Modified Absolute
21h Regimen 12h Regimen .
85 treatments 125 treatments Reduction
(95% CI)
n % n %
Anaphylactoid reactions 8 9 1 1 J

(3-17)
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Real world efficacy

Modified
Discontinue acetylcysteine if: Standa_‘rd 12h Absolute
21h Regimen Redi Reducti
INR 1.3 or less N=786 egimen eduction
and ALT <100 U/L N=855 (95% CiI)
and ALT not doubled
0
n Y0 n %
Acute liver injury
0)
Treatment beyond 21h 81 10 88 10
(-3-3)
0)
ALT > 1000 U/L 23 3 24 3

(-1.5— 1.8)




Real world efficacy

Modified

Standard
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Modified
Standqrd 12h Absolute
21h Regimen : )
N=277 Regimen Reduction
- N=267 (95% CI)
o)
n Y0 n %
Acute liver injury
ALT > 1000 U/L 11 3 11 3 0
(-4 -3)
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Conclusions

12h regimen Is associated with:

« Significantly less adverse effects

 No increase Iin liver injury

e Current 10h blood rule out criteria appear safe



Conclusions

Biomarker tool kit can stratify patients

Activity Is underway with regard to point of
care / clinical assays

New NAC regimen is safer and shorter



% 4 , 10
1 OK("

( !'&N
0 !

( 0

I &((

&

[

# 11 @ %%
#11)

0 ; (,
#1001
((

(" &N

5

@ Ht

$
00O;

2

% 4
[ V& */

Chest
Heart &
Stroke
Scotland

4



