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Why has the Emetic concentration
in PQ products re-surfaced now?

@

Department of Health prOJect won by DTL (2018-2020) to assess
the skin decontamination of Methyl Salicylate (hydrophobic) and
Paraquat (hydrophilic) poisons

Review of the toxicity of the chemicals, lethal dose in man, oral
vs skin exposure and prevention measures currently in force

Collaboration with PHE, DSTL at Porton Down and Technical
Review Group of Poisons Experts

DTL acquired radiolabelled PQ and is studying the absorption
from various formulations

Reviewed the current status of PQ Registrations in 2018 and
FAO Specifications for the Technical Concentrate and
Gramoxone
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FAO Specification

Paraquat concentrates must contain the triazolopyrimidine
compound PP796, as stipulated by the FAO for agricultural

pesticides

Important that it is included at an appropriate concentration in order
to be effective in human poisoning cases

The FAO specification as required by EPA/PMRA stipulates that
“‘emesis must occur in about half an hour in at least 50% of cases’

For the US TK (320g/L) the PP796 concentration must be at least
0.8g/L. This is equivalent to 0.5g/L (or 0.05%) in standard
Gramoxone which contains 200g/L paraquat ion

The ratio of 400 : 1 gPQ ion ;. emetic) is based on an estimation of
the effective dose of PP796 in man by Rose (CTL/R/390R) in 1976

This was ratified by the Agrochemicals Board and published

Surprisingly this has not changed since it was pointed out that the
gmela(tl_c v%/gsé(l)neffectlve In animals and human poisoning surveys
ack in
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Mike Rose’s Lab Book with a hand drawn
graph of the human dose response to 6,
fitting the Pharms volunteer data between the
primate and pig CTLdata. ~
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The 4/37 (or 11% value) is based on 4 volunteers vomiting at 2mg but not
taking into account that they didn’t vomit on the subsequent occasions they
were given this dose. There was no emesis at 2mg in either of the 2 Normal
volunteer studies. This should be 4/1356, not 4/37 in any case
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The ED dose
response for the
emetic and the LD

¢ ?@ i Ermetic (E0) Faraquat {LD}
5 H
both quite steep. !
Unique position of !
having both in E
multiple species S GRS S
P . g " F
including man. koo ; i
* i ;
. . : :
Bringing these ! | |
M §
together by either 0 § L ;
diluting the product 815 poss (mg/kgy  1°
or {aéﬁéﬂg iﬁ@ @m@i%@ Dog doto suggests the obove rotio for effective smesis
\52{:} an e ﬁ@sﬁ%%%{@ E@V@E following o lethdgl poraguot dose.
in the current o PARAQUAT = 15 _ .00
product is likely to EMETC 048
provide a significant CUMONE  PIRAAT = 20,
. . 18977
improvement in FMETIC 008
survival in both sg{m;%%:;cma X5 EMETIC = 0.25% RATIO nggg - B
accidental and o
Fgm g g GRAMOKONE L X 2.8 EMETIC = 0128 RAﬁi}mﬂm
suicidal poisoning. S < 83

SYNG-PQ-24585526



Safer Formulation Strategy

No disagreement that a higher emetic concentration in paraquat
products should be evaluated

Magnoxone delivered the PSAC requirements. It contained 5X
emetic built and higher gel built into a 200g/L product

Cost constraints of circa £30m /annum plus a new emetic plant
forced a reduction to 3X emetic (1.5g/L) and lower gelling
capacity that were finally used in Inteon

Improvement in survival was demonstrated in Sri Lanka and was
In line with expectations

A new Inteon with 2.5 g/L emetic would further improve survival
but questions would be raised on the selection of the original
concentration of 0.5g/L
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Recent publication
from EPA shows that
there are still a
significant number of
accidental poisonings
in children.

If an effective emetic
concentration had
been present in the
product that met the
FAQO specifications
and regulatory
requirements then
these children may
well have survived!
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