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REFORT OF THE POISON CENTRE WORKING GROUP FOR THE PROJECT
ON POISONS INFORMATION PACKAGE FOR DEVELOPING COUNTRIES -

Opening Ceremony

1. An TPCS Working Group to launch the Project on a Poisons Information
Package for Developing Countries was held in Lohddh, UK; 7-11 Mareh 1983;”
convening at the Worshipful Secciety of Apothecaries of London on the first
day, and meeting thereafter at Guy's Hospital, and the DEpartment of Heath
and Sccial Security (DHSS), London. The Project is a JoinL activity of the
IPCS, the Canadian Centre for Occupational Health ard Safety (CCOHS) and the
Centre de Toxicologie de Quebec (CTQ) with financial assistance of the .
Canadian International Development Research Centre (IDRC) It wasg organized
in the context of the cooperation between the IPCS and the Commission of Lhe
European Communities (CEC) as well as with members of the World Federstion of

Assoclations of Clinjcal Toxicology and Poison Contrel Centres. A list -of

participants is given in Annex I; the annotated agenda in Annex 11,

2. Dr G, Volans (Director, Poisons Unit, Lendon), presided ‘over the ‘opening
ceremony and welcomed participants on behalf of the host organization for the

meeting,

3. Dr J.F. Fisher (Master of the Worshipful Society of Apothecaries of
London) welcomed participants to the Apothecaries Hall and te the City of
London. He explained that the Guild was essentially a body of medical
practitioners and expressed the appreciation of general practitioners in the
UK for the work of Poison Centres. He commented on the enormous impact of
peisonings in developing countries, and the need for providing them with

poisons information.

4, Dr J.H. Steadman (Senior Principal Medical Officer, DMSS) welcomed
participants on behalf of the United Kingdom Government and emphasized the
importance of efforts to prevent poisonings, He reaffirmed the support of the

UK to the IPCS and its activities in the field of poisonings and their control.
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5. Dr M. Mercier (Manager, IPCS) explained that the objectives of thg_IPCS
were to coordinate activities in relation to chemical safety and that this
included helping countries to prevent and manage cases of poisonings by,
chemicals., The Project arose out of a survey carried out jointly in 1?84~85
by the IPCS, the World Federation of Associations of Clinical Toxicology and
Poisen Control Centres, and the CEC, which showed that at that time there were
only 11 developing countries with well-established Poison Centres. 4 jolint
meeting of these three organizations was held in October 1985 to consiaér the
role and functions of poison centres, and identified the exchange of
information regquired by poison information centres, including case dat%; in

comparable form as being a priority for international cooperation,

6. Dr P.K. Abevtunga (Director, Information System Services, CCOHS), 
deseribed the objectives of the Centre which was founded by the Government of
Canada in 1978 to promote health and safety at work and to act as the national
information resource for occupational health and safety and was governéd by a
tripartite council of representatives from the Canadian Provinciai
governments, employers and labour. An information service was provxded
through responses to Inquiries, techniecal publications and a computerized
information system. He explained that the role of the CCOHS in the PEOJCCL
was to provide the compact disc technology for the informatics systEms:and

agsist in the development of the computerized form of the information package.

7. Dr A. Nantel (Director, CTQ) deseribed his recent experience of
developing an integrated Poison Centre for the Province of Quebec In anada
and expressed willingness to share this experience through the Project with

those wishing to establish centres in other countries.

8. Ms F. Delaney (Senior Programme Officer, IDRC)) briefly outlined the
mandate of the IDRC as one of Canada's aid agencies, to support researéh in
developing countries and to assist them in building their own information
infrastructures in support of that research. She recapitulated the key
events, including the support to poisons jnformation projects in Sri Lanka and
Egypt, leading to the approval by the IDRC Board of Governors of the ?roject
to enable developing countries to have an information package to assist them

in establishing thedir own centres.




Election of Officers

9, The following officers were selected: Chairman: Dr A. Furtade Rahde;
Vice=Chairmen: Dr A, Nantel and Dr G.N, Volans; Rapporteurs: Dr J, Pronczuk de

GCarbino and Ms H, Wiseman,

Presentation of the Project

10. Dr J.A, Haines {Project Leader) presented the Project which is described
in Document TPCS/IDRC/88.4. 1Its general objective was to strengthen the
capabilities of developing countries to prevent and respond to polsonings by
developing a multilingual (English, French, Spanish) interactive computerized
information package on diagnosis and treatment of poisonings, and a framework
for storing data on products found on the local market, and for collecting
case data on poisonings. The system would use desk-top computers,
Information would also be available in hard copy for centres not yet able to

benefit from the computerized system.

11, The background te the Project was described., As referred to in paragraph
5 ahove, a joint meeting of the IPCS, the CEC, and the World Federation held
in 1983 had identified the need for internatiomnal cooperation to exchange and
share information on diagnesis and treatment of poiscnings and to develop
computerized information systems to facilitate this. 1In 1986, the IPCS became
awarae that the Canadian Government, through the IDRC, was helping centres in
developing countries to establish poisons information systems, and the two
organizations agreed that the development of a basic standard Information

package for developing countries would be of significant benefit.

1Z2. A meeting organized by the IPCS in February 1987, with the help of the

London Poisens Unit and the financial support of the DHSS, identified the

needs of developing countries for information in relation to poisonings;

{1) toxicological data on chemical substances, pharmaceuticals, and
natural toxins required for diagnosis and treatment)
{(ii) information on products available locallyy;
{({11) data on cases of poisonings which ecould be used for

toxicovigilanee and the improvement of patient manapement.

The veport of this meeting is given in Document ICS/87.31.
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13. While preparing a Project proposal, the IPCS secretariat learned that the
CTO was developing an interactive, desk—top computer poisons information
system in English and French., The CTQ experience of developing such a systen
was offered to the Project, CCOHS also offered to make available to the
Project, in compact dise form, their data hases on health and safety reiated
to chemicals, 2= well as the technology for storing large amounts of data on

compact dise read only memory (CD-ROM) form.

14. The work which had already been carried out in preparation for
implementing the Project was also deseribed. During the meeting in February
1987, draft formats had been established for generic substance monngrapﬁs on
chemicals, pharmaceuticals, poisonous plants and animals, for a national
product datasheet, and for a file on poison centre case data. A pri@?ify list
of chemical substances had been drawn up and during 1987, as a pilot activity,
selected poison centres throﬁghout the world prepared monographs on a
selection of substances using the draft format., The draft monographs wers
examined in DNecember 1987 by an IPC5/CEC working group hosted by the Centre
Anti-poisons, Marseilles, with financial support of the French Governmeg;. At
this meeting priority lists of substances and formats for monographs and
datasheets were revised and twinning arrangements established for centregs in
developed and developing countries (see document 1C3/88.8;
CEC/LUX/V/E/3/103/88 for a report of this meeting).

15, It was foreseen that the Project would be undertaken over three years,
during which about 5300 substance monographs would be prepared through z
network of institutions and poison centres. A computer system would be::
develeped for storing monographs, product data information and casge data, and
tried out in a number of poison Information centres in developed and
developing countries. A training package.for the system would also be -
prepared and teated, It was expected that a pilot acti#ity over the firét six
months would try out computer systems for possible use in the Project with the
help of CCOHS and of poison centres in Quebec, London and Brussels. Meéﬁwhile
pilot centres in developing countries would install desk—top computers éq
become familiar with their use. The Project would be guided by a small::
Steering Committee consisting of the partners in the Project; IPCS, CCQHS,
CTQ} and IDRC with two advisers, one from a poison centre in a developed:.

country {(Dr G. Volans, London) and one from a centre in a developing country

{Or J. Proneczuk, Montevideo).




Report of the Work of the Ad Hoc Group on Informatics

16. Mr H, Qulliliam (Head of Special Projects, Computer Unit, University of
Surrey), Chairman of the Ad Hoc Group of Informatics whieh met in London from
3-5 March, reported the conclusions of the meeting {(to be issued as

IPCS/IDRC/B8.10). The mandate of the group was to!

(1) review appropriate hardware, software and support systems for the
project;
(ii) define apecifications for the user system;
(1113 propose a mechanism for establishing the information systiem;
{(iv) advise on any constraints or desirabilities imposed by the
- computer system on the format of the files and their

inter-relations.

17. The Ad Hoe Group proposed a system based on an IBM PC-AT or Prg/2-50
microcomputer, or equivalent, with Compact Disc (CD-ROM) to allow storage and
retrieval of large amounts of iInformatioen compiled in the substance
monographs, and to provide access to commercial data bases on CD-ROM. Centres
would be supplied through the Projet with information on CD-ROM or floppy
diskette., It would be possible for each centre to create its own monographs
and modify data supplied to it by the project to meet local needs,
Confidentiality of data would be protected. Each centre would have direct
access to 1ts own computer only, and would not be able te interrogate
computers in other centres unless a mutual agreement to do this bhad been
reached, although it would be possible to exchange infermation in electronic
form via CD-ROM or diskette with the prior agreement of all parties

concerned. The hardware would alse allow a modem link with other computers as

well as a printer link,

18, Three alternatives for software for the system had been considered,
namely: using an existing system; adapting data base retrieval management
software available in the public domain; or tendering for development of
software to meet the specifications for the system. Cost and time
considerations excluded the third alternative. It was reported that TOXIN, a
software package developed as an informaties system for CTQ, had been offered
for use by the Project, This software package was demonstrated during the
meeting, The Ad Hoc Group suggested that the most cost~effective initial
approach might be to examine the possib}e modification of this system to meet

the apecifications of the ProjectL.




19. The Group recommended that guidelines should be prepared to assist’
centres to select local suppliers of equipment if needed. The Group algo made
suggestions concerning the training of poison centre staff in the use of the

system,

Presentation of Proposed Formats for Substance Monographs and the

Guidelines for their Completion

20, Dr J. Pronczuk de Garbino, (Assistant Professor, Clinical Toxicology,
Poisons Centre, Uruguay) presented the proposed formats for substance
monographs (see IPCS/IDRC/88.5) as had been developed at Marseilles, referved
to in paragraph 14 above and subsequently modified on the basis of comments
received. Different formats were needed for monographs on chemieals,
pharmaceuticals, poisonous plants, and poisonous and venomous animals and the
proposals presented endeavoured to harmonize the structure of the four
formats. Draft guidelines for the preparation of the monographs were ailso
presented, A working group would discuss and examine the formats and

guidelines.

Presentation of Priority Lisis of Substances, Pharmaceuticals, Poisonous

Plants, and Poisonous and Venomous Animalis

21. In his presentation, Dr A.N.P., van Heijst (former director, Dutch
National Poison Informatien Centre, Utrecht) stressed the importance of
deciding which substances should be selected for the first set of moncgraphs
and gave some exampies of how the selection of these chemicals and
pharmaceuticals should take place. It was felt that further discussion was
neaded on the list of pharmaceuticals, A survey of natural toxins, for:whieh
poison centres receive calls, had been initiated at the Marseilles meeting,

These lists would be examined by a working group.

Presentation of Possible Information Sources for the Preparation of

Subatance Monographs

22, Mme ¥. Ouane (IRPTC) described the information available on the IRPTC
computer data base on toxicity of chemicals to man and other mammals, their
absorption, distribution, metabolism, excretion and analytical methods.

Although there 1s a file on treatment of poisonings, there are as yet no data
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on 1t and IRPTC would expect to receive most of this inforwmation from Polsons
Centres, This Project would be a good source for this information. The
information on the data base was obtained from scientific documents such as
those produced hy the IPCS., Information was usually made available by direct
enquiry to the TRPTC. It was not possible for other organizations to search
for anything other than legal data by on-line access to the computer. No data
were iIncluded on pharmaceuticals or poisonous plants and animals, A list of

the files covering an TRPTC data profile 1s given in Annex IV Addendum IT.

23, Dr Abeytunga described the CCINFO series of data bases of occupational
heaith information avallable in English and French from CCOHS, This includes
the Chemical Informatien data bank available on compact disc, CD-ROM, which
contained Information for public access, obtained from manufacturers and
suppliers, on over 30,000 preducts, and information prepared by CCOHE on over
600 individual chemical substances. Both files were growing rapidly, The
system also gives access to NIOSHTIC bibliographic data base on occupational
health and safety and to RTECS (the Registry of Toxie Effects of Chemicals),
both produced by the National Institute for Oeccupatlonal Safety and Health
(NIOSH) in Cincinnati, and many others, Brief descriptions of CCINFO data
bagses were distributed to participants and a list is given in Annex IV
Addendum VI. A demonstration of the CCOHS data bases was given during the

meeting,

24. Dr M. ten Ham (WHO Pharmaceuticals Division) presented a list of
recomended standard reference works which could be used for preparing
monographs on pharmaceuticals, with an indication of the relevant sections of
the format for which each reference book would be most applicable (see Annex
IV Addendum VIII). He suggested that the pharmaceutical industry be

approached to assist in collecting Information on their products.

25. Dr B. Rumack (Director, Rocky Mountain Poison and Drug Center) presented
a list of various computerized bibliographic and non-biblicgraphic data bases
which could be useful for any of the substance monographs (see Annex IV

Addendum VIT).

26. Mr B. Madge (Librarian, Poisons Unit, Lendon) presented a list of
journals, books and on-~line sources which were considered useful for poison
centres, including sources suggested by poison centres in French and Spanish

speaking countries. Participants were asked to suggest sources which they
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found useful, but which had been omitted from the list, and a sub—group would
prepare a document proposing the essential documentation for a new poidon

centre (see paragraphs 62-64 below).

Presentation of Proposals for a Product Data Sheet

27. Dr H, Persson (Director, Poisons Centre, Stockholm, Sweden, and President
of the European Assoclation of Poisen Control Centres), presented the product
data sheet (IC5/IDRC/88.6) which had been developed by a Working Group of the
European Association and industry., The wmain area for discussion was the level
of detail required for constituents of products. It was noted that some
industrial eorganizations were willing to collaborate in these discussions and
it was considered that it would be feasible to establish a product data sheet

giving the data required by poison centres, which industry would be willing to

supply.

28, Dr J. Smith (ICI Pharmaceuticals Division) discussed the advantages of
cooperation between the pharmaceutical industry and podson centres and the
value of a two-way exchange of information. Poison centres could provide
industry with clinical information on the effects of poisoning due to &
product and their treatment, while Industry could provide poison centres with
other information on the product, He stressed the importance of involving
international pharmaceutical organizations such as the International
Federation of Pharmaceutical Manufacturers Association and the Worid
Federation of Proprietary Medicine Manufacturers, as they could probably help
in developing inputs for the Project. He described the collaboration of ICI
with the Poisons Information Serviece in London to produce a booklet oni:

overdosage of ICI pharmaceutical products, and advice on treatment.

Presentation of Proposals for a Standardized Case-data Format

-
29. Dr M. Govaerts (Director, Belgian Poisons Centre and past. President of
the World Federarion of Associations of Cliniczl Toxicology and Poisen .Control
Centres), stressing the importance of case-data as a source of information for
poison centres, presented a proposed format for such case—-data collection
(IPCS/IDRC/88,7), which had resulted from discussions among four poison:
centres in Europe which were participating in a CEC activity in this field and
had been examined at the Marseilles meeting, The proposed format sugpgedted a

minimum set of data to be colleeted. It was not an attempt to impose a ‘unique
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standard call sheet but to standardise the main elementz of case-data, Good
definitions of age groups, severity and symptoms of poisenings, as well as
circumstances of poigonings were important if data from different centres were

to be compatible These definitions still needed to be prepared.

Organization of the Group's Work

30. The work to be undertaken by the Group was identified as follows:

- finalization of substance file formats and guideline instructions -
for preparing substance monographs;
- examination of available substance monographs; .
- review of priority substances and identification of authors to
prepare monographs during the f[irst year of the project;
e sgtablishment of a product data form ard guidance on how to
collect this data;
- establishment of a format for recording case-dataj
- agree a mechanism and time—-table for developing each part of the
information package in three languages
- draw up a list of reference documents and text books as guldance

to new centres.

3i. Note was taken of the following substance monographs, prepared on the

basis of the draft formats developed at the Marseilles meeting, and submitted

to the Working Group for examination:

Monograph Names Centre or Author

Arsine Brussels, Belgium ;

BAL, dimercaprol Montevideo, Uruguay

Camphor Ozlo, Norway

Carbamates : Dunedin, New Zealand

Carbamazepine Lisbon, Portugal

Cyanide Dr van Hejjst, Netherlands (Early draft
prepared by Dr P, Feulhoux)

Datura Montevideo, Uruguay

Ethylene glycol Marseille, France

Halothane Paris, France

Metaldehyde Oslo, Norway
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Paracetamol Dlenver, USA

Paraguat Lendon, UK

Rodenticides Alger, Algeria :
Trichloroethylene Stockholm, Sweden

Vipére 3 corne Alger, Algeria

32. Considering the amount and complexity of the tasks to be undertaken, it

was decided to establish a series of small groups to prepare work for

subsequent examination in plenary session,

(1)

(ii)

(ii1)

(iv)

The substance file, with the formats for monographs and the

guldeline instructions on their preparation as well as the priority
lizt of substances, were examined by a2 sub—group under the |
chairmanship of Dr A.N.F, van Heijst; Dr A, Nantel acting asg
rapporteur, Small groups worked in parallel as follows: on

chemicais: Dr M.L. Efthymiou, Dr A.N.P. van Heijst,

oy

Mme ¥. Ouane-Keita, Dr A, Wantel, and Dr W. Temple (rapportEur); on
pharmaceuticals: Ur M. ten Ham, Dr P, Munne, Mz 5, Gilmour—White,
Mz J, Patterszom, Dr J, Smith and Br E, Wickstrom (rapporteur);ron
natural towine: Dr R. Merad, Dr V, Murray, Dr J. Pronczuk, :

Dr A.F. Rahde and br R. Fernando (rapporteur), with the
participation of Dr R. Hastings and Ms G. Bromley from the Roval
Botanie Gardens, Kew; on the analytical aspects: Dt M. GeldmaEher
von Mallinckrodt and Dr B. Widdop.

i

The product file, with a format and methodology for collecting“data

as well as the linkages with the substance file, were examined;by &

sub-group under the presidency of Dr H. Persson and consisting of
Dr K. Abeytunga (rapporteur), Dr J.,-C, Aubrun, Dr F. Chandra,
Mr H.L. Jenkins, Dr J. Jouglard and Dr B. Rumack,

The case—data file, with the format and guidelines for data

cellection, was examined by a sub-group uader the presidency of

Dr M. Govaerts and consisting of Dr G. Velans (rapporteur),

Dr J.—C. Berger, Dr A. Borges, Dr B. Fazhim and Dr J., Tracey.

Reference documents and text bhooks, as a guldance for new centres,

were examined by a sub—group under the presidency of Dr J. Jouglard

and consisting of Dr F, Delaney (rapporteur), Mr B. Madge and
Dr J. Pronczuk,




The Substance File

33. The formats for monographs on chemical substances, pharmaceuticals,
polsonous plants and polsonous and venomous animals were reviewed and revised

in the light of experience of drafting such monographs. These formats,

harmonized for the numbering and content of each section are given in Annex

ITT. The guideline instruetions for preparing each type of monographs using
the agreed format were examined and completed, The consolidated guideline

Instructions are given in Annex IV,

(a) Chemical Substances

34, While the majority of monographs required would be on individual chemical
subatances, it was recognized that a few general monographs would aiso be
needed. Typical examples were carbamates and organophosphates where two
sub-monographs woulid be required namely on anticholinesterase inhibitors and
non-anticholinesterase inhibitors. The specific substances of the Eroup would
need to be identified and possibly particular sub-monographs on representative
substances pr@pared.. Substance groups requiring careful definition included:
rodenticides, kerosene and ethylene giyecol., The prierities for preparation in

the first year of the project were identified.

{b) Pharmaceuticals

35, For pharmaceuticals it was important to refer to the pharmacotherapeutic
group supplemented by 2 group name deseribing a mechanism or, in some
Instances, the chemical group. Synonyms may be different in the USA and
Europe and, possibly, locally. The presentation and the formulation of a
pharmaceutical was important, ineluding the number of unit doses per package.
A locally available formulation may have its own properties. It was noted
that so far as shelf-life was concerned the main issue was whether toxic
products may occur as a result of deterioration. Half-life of a
pharmaceutical may he different in toxicological situations {after an acute
overdose) from the half-1ife after a therapeutic dose, Adverse drug reactions
would be limited to serious or life-threatening and frequently occurring
effects, A priority list of pharmaceutical monographs for preparation in 1988

was established.
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{c) Nartural Toxins

36. Monographs on polsonous plants and polscnous and venomous animals need to
be identified by the agreed batanical and zoological names, Latin Synonyms
will be required to identify name alterations. The Royal Botanic Gardens,
Kew, London offered to provide botanical advice by giving the scientific name
of plants and identifying plant toxins. This will be done free of charge in
exchange for a sultable sample of the plant (instructions for which are to be
provided). The Royal Botanic Gardens have agreed to provide the scientifie
data inputs initially for 10 plant monographs. A zoological agency to p}cvide
sclentific support for preparing monographs on poisonous and venomous animals

has yet to be identified,

37. The monographs covering poisenous plants and poisonous and venomous
atnimals should ineiude advice on the identificationlof the toxin, and where
necessary, the procedures for sample collection. They should also advise on
the toxicological or pathological analysis of human samples, where this may be
important for diagnosis, treatment and prognosis. Detailed description of
polsonous plants and poilsonous and venomous animals should inciude the
specific identification features, distribution and habitat, Photographs or
botanical drawings will be necessary to help identification and could include,
for poisonous animals, details of fangs, head and whoie body as well as
classical envenomations in a human case. Consideration might also be given to

preparing a video tape on poiscnous plants and poisonous and venomous animals.

38. Where known, the chemical substances in natural toxins should be
identified, but the data on human toxieity may relate to either an individual
toxin or the combined effects of multiple toxins e.g. nicotiana tabacum. -
Where relevant, the natural toxin being uéed in herbal medicines, religious
rites, abuse, or contamination of commercial products (for humans or animals)
should be identified by geographic region, Individual natural texin
illustrative cases would be very usefyul in providing specific patient

management adviee, Priority monographs and suggested authors were identified.

39. Consideration was given to how data should be presented on alkaloids and
active prineiples of poisonous plants. It was concluded that the majority
would be included in the appropriate monographs on the pharmaceutical or
poisonous plant; or, in the cases of oxalic acid and strychnine, as chemidal

substance monographs., However, some would require geparate monographs.
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Annex V lists the alkaloids/active primgiples with the established priorities

and the type of monograph to be prepared,

(d) Analytical Aspects

40, TFrom an analytical toxicological point of view it was stressed that each
monograph should describe adequately how samples should be colliected and
stored, It was proposed that for each substance two analytical methods should
be selected; one sultable for use in developing countries, e.g. using
spot—-tests, dip-sticks, thin layer chromatograph (TLC), ultra-violet
spectroscopy, immunoassays, which would be described In full detailj the
other, the best or recommended, using more sophisticated techniques such as
gas chromatography (GC), high pressure liquid chromatography and mass
spectrometry, which would be essentially referenced and not described in
derail. Each country would nead te list the names ahd addresses of the
laboratories capable of performing the sophisticated method. Fuli details of
how to interpret analytical findings should also be presented, e.g.
reliability of tests, sources of interference, procedural pitfalls, "normal”

and hazardous concentrations.

41. A number of observations were made on the menograph formats. It was
observed that the pH of a substance may not always be appropriate and a
category of acid, neutral or alkaline would be more meaningful. Texicokinetic
data should be presented wherever posszible, For some toxins, e.g. heavy
metals and eyanide, "normal” concentrations should be given as well as levels
assoclated with chronic and acute toxicity; and therapeutic concentrations for
a pharmaceutical, However, it was considered that no statement of lethal
concentrations should be made, The vehicle or solvent used in the formulation
of a pharmaceutical was also considered essential. Concerning illustrative
case histories, whenever possible cases should be selected where reliable
analytical data have been obtained. For units of measurement, the Systeme
Internationale (SI) must be used with concentrations expressed in both mass
units (g/litres, mg/litre etc.) and molar units (molar/iitre or mmoles/litre

ete.)

Preparation of Monographs for the Substrance File

42, Waving estabiished the structure of the substance file, the Group

examined its preparation. It was recognized that there was a considerable
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amount of work invelved in preparing several hundred monographs covering the
main substances commonly causing poisonings. While most established poison
centres had ready access to the wmedicel iaformation required for the
monographs, they did not always have good access to data for other sections,
partiecularily those dealing with the physico-chemiecal and toxicological
properties of the zubstance, It was observed that for echemicals these other
sections could probably be completed with the help of the network of IPCS
Participating Institutions, the CCOHS and certain of the non-governmental
international organizations and industrial associations dealing with
chemicals. TRPTC should be requested for their data files for the appropriate
chemical. For pharmaceuticals, the WHO Pharmaceuticals Division and the:
international industrial pharmzceutical associations could probably assist,
The Royal Botanic Gardens, Kew, had offered to help with the scientifie
details in the monographs on poisonous plants. Arrangements of this type
whereby partially prepared monographs were written by others would enable
paison centres then to concentrate their efforts on adding medicai data and

advice,

43, Concerning the analytiecal sections of the monographs, it was observed
that much of the required analytical data had zlready been compiled and direct
use should be made of it, for example, the Deutsche Forschungsgemeinchaft
Senatskommission fir Klinisch-Toxikologische Analytik (DFG German Research
Agsociation Commission for Clinical Analvtiecal Temicologv) had either
published or had under preparation the following: the RJ value of
toxieologically relevant substances on standardized systems: GO retention.
indices of toxicolegiecally relevant substances on SE-30 or QV-i: the analysis
of benzodiazepines in urine, blood and tissues; immuncassay tests; aniodic
stripping voltametry in the detection of toxic metals; cvanide anaiysisj’
thallium analysis and carboxyvhaemoglobin measurements, Dr M., Geldmacher von
Mallinekrodt offered to establish =z small working group of analvtical
toxicologists from different regions of the world in order te prepare the.
required analytical sections of the monographs and to test methods in

different regions,

44, Importance was attached to maintaining the agreed formats for monographs
and completing as far as possible each seetion, leaving blank sub-sections
where data could not be found or did not exist. Data having an impact on

patient management would need to be highiighted in the text, as would the
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overview or summary section 2, which was considered of primary importance. A

mechanism for regular updating of monographs would need to be established.

45, Peer review was considered as an essential part of the process of
ensuring international acceptablility of monographs. It was agreed that first
drafts would be reviewed initially by two reviewers, who would have the task
of confirming the data and adding additional material from their own
experience as appropriate, before monegraphs were distributed te all
participants of the poison centre network for comment. Tt had been noted at
the Marseilles meeting that some centres, while not in a position of draft
monographs, were ready to review them, The twinning arrangements between new
and well established centres for the preparation and review of monographs was
confirmed. The offer of the CTQ to act as the coordinating ceontre for
ehecking and distributing drafts and finalizing wmonographs was accepred, as
was the offer of the CCOHS to distribute to poison centres the finalized
monographs on CD~ROM. Translation between English and French would be the
responsibility of the CTQ with checking by other francophone centres. The
polson centre in Montevideo, Uruguay and other Spanish speaking centres would
help with the translation inte Spanish. Note was taken that a Pertugese
translation of the monographs may be made by Brazil and Portugai. The

preparation of the substance file is schematically shown in table I (page 27).

The Product File

46. A form for product information and guidelines for its completion,
developed earlier by a working group of representatives of the European
Assoelation of Polson Control Centres and of the European household products

industry, were examined and modified te make them applicable to ali types of

products containing chemical substances., Annex VI presents the standardized

polson centre product information, as required by centres mainly for providing
medical advice in toxic emergencies. It gives a form for recording poison
centre product information and guldeline instructions on how to complete it,
including certain definitions. It was observed that manufacturers might
change the compesition of a product without changing the name; but, provided
forms were kept up to date, it would be possible for multiple composition

products to be identified by the computer.
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47. Methods for collecting information on products were discussed and the
following approaches to be follewed by poison centres suggested:
- seek assistance from relevant Government departments; o
- establish contaet with and persuade industry to supply the reguired
information; g
- identify relevant companies with the help of Government departments

and industrial associations;

- send a letter to individual companies as well as to the relevant
industrial associations (a suggested draft letter is givem in annex
VII);

- establish collaboration with industry for the exchange of useful

information on experience,

It was emphasized that each poison centre should adapt the methods and the
letter to industry according to their respective circumstances, It was
observed that certain data of national relevance oo products might be valid
internationally, e.gz. concerning products exported from one country to
another, Consequently, it might be feasible at the international level to
enlist the support of manufacturers in obtaining certain product data needed
nationally. The preparation of the product file is represented schematically
in table II {page 28).

48. The question was raised concerning the obligation of poison centresi'teo
provide manufacturers with statistics on incidents of poisonings invelving
their products, It was recognized that this type of information was of vaiue
to manufacturers and an important area of cooperationm with industry but gpould

involve substantial reseources to provide it, The group considered, however,

that this matter was not a subject for discussion at this meeting.

49. The computer storage of product information was discussed. The elements
in the products form had been established on the basis of the information
needs of poison centres to respond to emergencies, The rapid identification
and retrieval of this information would facilitate the effective manageument of
such emergency situations and 211 elements would be suitable for storage’by
computer., A manual collection and storage system would also provide an
immediate accessible back-up in case of power or computer failure. Data’en
composition of products have been identified as elements requiring
confidentizlity and security, and appropriate measures should be adopted to
guarantee these both in the computer and manual storage systems (see paragraph

#0 below).
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The Case-Data File

30. A collecrion of standardized case data was recognized as a fundamental
part of the Project and the format for case data recording would need to cover
not only clinical cases, but also every kind of enquiry received by a centra.

Eight main purposes were identified for standardized case data recording:

- provision of internal data in support of the functioning of the
centre;

- toxicovigilance;

- support for epidemiological and statistical studies to {dentify:
populatlons at risk, circumstanees of poisoning, toxic substances
inveolved, morbidity and mortality arising from peisoning:

- self-audit and continuous evaluation of the gquality and efficiency
of the centre;

- clinical and legal responsibilities of the centre, and also of the
enquirer;

- improving the human toxicology data base, as well as the validation
of new patient management techniques;

- preparation of scientific reports;

- exchange of information between poison centres,

51. The optimal elements for case data recording, elaborated through the CEC
activity in this field and discussed at the Marseilles meeting, were reviewed
and a somewhat simplified format developed, e.g. with brief mention only of
multiple ecases, A proposed case-data record sheet and guidelines for its
completion are given in annex VIIL. This format now needed to be examined by
the ad hoe informaties group with a view to designing a computerized form with
the appropriate menu lists, numerical data and free text indications. It was
considered, however, that the proposed form should be tested by the pilet
poison centres of the Project as soon as possible before a computerized format
has been developed, Further reviews of the data to be collected and the
desipn of the form would be based on the experience of the pilot centres and
of the on-going CEC activitiles in this field; and continued collaboration
between the IPCS project and CEC activities were essential. Further work was
needed on the classification of agents involved in peoiszsoning: the
standardization of symptoms and assessment of severity and the recording of
analytical data with both parametriec and non-parametric elements. The centre
anti-polsons of Brussels offered to review the classifications of signs and

symptoms used in various countries, including Belgium, Brazil, Canada, Egypt,
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Italy, UK and USA with a view to drafting proposed defined classifications. for
use in the Project case-data file, Furthermore there would be need for a -

thesaurus (gee paragraph 58) o

32, Tt was considered that when the project computer facilities for recording
case~data were avallable, input should not be made at the time of the enquiry
but only after the data had been reviewed. The proposed format allowed for
input data not conly from the initial enquiry, but also for the input of
outcome data of the case, Computer input could take several screens, each of
which may need to be supported by "help messages”. As far as possible check
lists would be used with the minimum entry of free text, After input it
ghould be possible to review the case, in terms of the actual data input in &

condensed format te allow validation.

53, It was recognized that it would only be possibie to store case data on
the computer hard disk for a Iimited period of time after which it would need
to be off-loaded to tape or fleppy disk for storing and analysis by the local
centre. Guidance on case-data analysis would subsequently be needed. It was
considered that once the system was operational participating centres shoﬁld
be encouraged to prepare standardized annual reports, such as those
recommended by various poison control centre asscciations or envisaged by the
Commission of the European Cormunities. Furthermore, it was envisaged that
subsequently a mechanism might be established through WHO for selected
collection, analysis and exchange of case-data among centres, The preparation
of the case data file is schematically shown in table III (page 29).

54. It was reported that the following week an IDRC/IPCS Working Group would
ke held in Cairo, Egypt, in order to draft a methodolegy for assessing the
inecidence of poisonings in developing countries, The need to ensure the
compatibility of elinical and epidemiclogical data on poisonings was
recognized and it was agreed that the Project case-data format should be

proposed for use at the Cairo meeting,

Interlinkage Between Files

35, The value to the Project of having a fully interactive system was
emphasized, Movement among the three main files: substance, product and
case—data should be possible. It was observed, however, that the main
interaction would be from the product file into the substance file and

accasionally the other way arcound. The potential of being able to link the




- 22 -

case—data file with both the produect and substance files was also recognized
as highly valuable, but unlikely to be realized in the initial development of
the Project until a broad experience had been obtained. While the bulk of
substance monographs could be stored on compact disk, it was necessary for
céntres to store and be able to modify their own loecal data relating to a

substance.

56. The primary linkage between the product records and the substances file
should be through the composition data. The constituents of the product may
be ldentified by any of the chemical synonyms, common names and/or the CAS or
other registry names. It should be possible to establish the link between the
constituents and the substance monograph using any of the above. Specific
means will have to be established for making these linkages. Note was taken
of the importance for the product file of a thesaurus, which would enable
inter-alia the interlinking of product records and searching of records on the

basis of incomplete data (see paragraph 58).

Constraints of Computerization and the Need for a Thesaurus

57. The Group took note that a certain number of decisions had to be made to
ensure the efficient development of the computerized package, such as; the
type of data to be interlinked; the requirements for textual searech both of
standardized or free text; and the security level of data. These decisions
may influence the characteristics and type of data to be entered, the length
of the field for a particular item and whether there is a mandatory
requirement to make an entry for a particular item or may it be optional.

Certain sub-fiiez may be required.

58, The importance of developing a computer thesaurus or dictionary was
recognized in relation to a1l three files (see Annex IX), Such a thesaurus
may need to be multilingual and note was taken of the thesauruses being
developed in both Brussels and Quebec. It was agreed that the development of
a thesaurus and the optimization of the computer aspects required joint
examination by informatics specialists and users of the poison information

package.

Confidentiality of Data

59. The main purpose of the Project was reiterated as supporting peolson
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centres in their key role of providing information and advice about diagnésis,
symptoms and treatment of poisonings, as well as the toxicity and risks of the
chemical involved. TInformation needs t¢ be provided to those members of the
community that may benefit from it and may thus be directed to wmedical and
other professionals, the general public, various authorities, mass
communication media and other concerned groups. Poison centres have to adapt
the information and advice which they provide to the specific circumstances of
the supposed poisoning and condition of the patient invelved, taking into
consideration the nature of the inguiry and the level of the inquirer's

understanding.

60, Certaln data in the product file, particularly concerning composition,
hag been recognized as confidential and requiring guaranteed security of the
system. Likewlise case-data are always regarded as confidential in as much as
they are identifiable with & particular patilent and it has been clearly agreed

that any voluntary exchange would be on the bases of agreed selected datai

61. While a large proportion of the data to be included in the monographs is
available in the open literature the medical information is internal data for
uge and adaptation by the centres in providing medical advice to whoever may
need 1t. This applies particularly to the overview and patient management
sections as well as to certain local information. It was recognized, however,
that IPCS, IRPTC, CCOHS and others had need of information on response toi:
poisonings which could be widely dissenminated to the public and various
non-medical professionals likely to come into contact with polszoned vietims,
Consequently, it was agree& that each poison centre responsible for drafting
the medical sections of a moneograph would also prepare an additional first-aid

summary for this purpose, 1

Library Support for a Poison Informarion Centre ' i

62, The documentation of a poison information centre is recognized as being
based on two main sources: the intermal data consisting mainly of information
on local poilsoning cases and external data from the published literature.:: The
latter asource is indispensable to the work of a poison centre and to the -
updating of its own documentation. The quality of the information at a centre
depends, however, not only on the documentation, but alse on the training. of
the centre’'s personnel. The Group made a number of suggestions concerning the
basic library support required by a poison information centre. A number of

basic documents are considered essential for the setting up of a centre. 'As a
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centre develops it would inerease its documentation in aceordance with its

needs and resources,

63. Each centre should obtain the available documents relevant to its own

country situation and, whenever possible, written in its own language, such as:

- Indexes and lists of medicines, agricultural and other preducts on

the local market, ete,;

- Dictionaries: mainly those which help the understanding of the books

and journals listed in the annex (see below);

- Standard basic text books of medicine, chemistry, laboratory

analytical techniques, etc.:

- Books of local interest, e.g. on animal and plant toxins of special

concern to the country.

A list of recommended reference books and journals iz given in Annex X and are
ranked as: 1! essentiali 2: useful; and 3: as the budget allows. The prices
of the books are alse given, Note was also taken of the revized list of
computerized bibliographic and non-bibliographie data bazes prepared by Dr B.

Rumack (see paragraph 25 above).

64, The Group recommended that each article considered of interest to the
centre should be correctly filed and easily accessible when needed. A
nicro—computer may be very useful for this purpese and for storing other data.
Furthermore, the Group considered that a photocopying machine was an important

plece of equipment for a centre.

Training Needs

65, Training was recognized as an integral part of the Project, and in
particular two different aspects, those related directly to the computerized
information package and those related more to the normal funetionling of a
polson Information centre. Once the computerized information system has been
established there would be need for a detailed handbook on its operation and
maintenance. Tralning would be required on how to input data, extract
information, make appropriate linkages between data =zources, create auxiliary
files, offload information, transmit infermation, ete., i.e. how to operate
the system itself. This, however, presupposed a competence in areas related
to the normal functioming of a centre, such as case and product data

collection, bibliographic searching, preparation of monographs and data
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analysis. Consequently, it would be necessary alsc for training in how to use
the computerized information package in the context of the functicning of a
peison information centre, Additionally, new centres may require the
development of human resources in specific areas of any of the disciplines and
skills which form the network of educational requirements for the sffective .
operation of a centre, In respect of the latter note was taken of the
experience In a number of countries, such as the United States of Ameriga
which has a certification scheme for those working at poison centres, as well
ag the offer by the Worshipful Society of Apothecaries of London to create .an
appropriate course with a diploma. It was agreed that the training support .
for the Project should be developed in parallel with the establishment of the
information package, and the Steering Committee for the Project would take

this matter in hand.

Pilot Centres .

66, It was envisaged that during the Project a number of centres wouléd pilot
the use of the information package, All languages in which the package was to
be prepared would need te be covered. Go far, centres in Brussels (Belgium),
Cairo (Egypt), Colombe (8ri Lanka), London (UK), Montevideo (Uruguay), Porto
Alegre (Brazil) and Quebec (Canada) had offered to act as pilot centres and an
official commitment would now be sought. Note was taken of the willingness of
centres in Algeria and Morocco to be considered also as possible pilot

centres.

Workplans and Time-Table for the First Year of the Project :

7. ‘Preparation of monographs was recognized as a major task to be undertaken
throughout the Project. Note was taken of the current status of those
monographs under preparation and the requirements to complete a first draft dn
accordance with the schema given in table I (see Annex XI). The complete list
of substances for which monographs are to be prepared as well as the :
priorities for thelr preparation were reviewed {(see Annex XII). A number of
centres or authors which could be approached to prepare monographs were -
proposed, 1In launching the preparation of new monographs with a priority 1,
the Secretariat would as far as possible seek help from various sources for .
the drafting of the non-medical sections, as agreed above (see paragraph 42).
It was agreed that draft monographs should be sent to CTQ as soon as they are
ready and that the deadline for menographs to be prepared in 1988 was 1

December.




_26_

68, It wag obzserved thar there would be considerable value if all
contributors to monographs would use compatible word processing systems. The
secretariat was requested to survey centres as to the computer types and word
processing systems that are currently in use and to Iinform them of the word

processing systems used by the IPCS.

69, Concerning the analvtical sections of monegraphs, a working aroup would

be convened (see paragraph 43) in order to (1) develop the guideline

instructions for the analytical sub-monographs: (i1) review the analytiecal

sections of monographs already prepared; (i1i) prepare the analytical sections -
of monographs to be drafted during 1988/89 and (iv) establiish a quality

control scheme for the toxicological analysis,

70, Centres would begin using the product information sheets for data
collection and an Informaties Group would work on the establishment of the
computer file (see paragraph 71). Collection of case-data will begin on a
pilot basis, while work continues on the classification of agents and
definition of symptoms and severity (see paragraph 51} as well as on the

establishment of the computer file (see paragraph 71).

71, A ¢rucial task to be undertaken in 1988 was recognized as the review of
the informaties elements of the Projeect and the establishment of a suitable
computer software system., Work would alsc have to be initiazted on preparation
of the various computer files as well as the thesaurus. It was proposed that
a group of informatics specialists from those centres which would pilet the
Project should meet with the experts from CCOHS and CTQ in order to make final
proposals for the software system and initiate the preparation of the
computerized elements of the Project. Note was taken of the need to find
additional resources for such a meeting, which had not been originally

scheduled in the Project workplans.

Date of the Next Meeting “

72. The second meeting of the Working Group is scheduled to be held at CCOHS
in Hamilton, Ontario, Canada, 8-12 May 1989. Several participants observed
the need to maintain the momentum and to have the possibllity of meeting
informally to discuss matters concerning the Project at the time of other
gatherings when poison centres would meet. The EAPCC Congress to be held
12-14 September 1988 and the meeting of the French Poison Centres in
Marseilles, 2-3 October 1988 were suggested as possible suitable occasions for

such informal meetings.




TARBLE I

FREPARATION OF PQISON INFORMATION

MONOGRAPHS ON IDENTIFIEDR SUBSTANCES, PREPAHED USING AGREED GUIDELINE INSTRUCTIONS

ASSIGNMENT OF HMONOGRAPH PREPARATLION
TO INDIVIDUAL TOISON CENTRES AND
PARTICIPATING INSTITUTIONS
IDENTIFICATION OF REVIEWERS

COMPTLATION 0OF EXISTING
INFORMATION O} EURSTANGES
BY CCOHS, IFCS, AND QTHERS

PREFARATION OF PREPARATIQH OF FIR=T ‘ AMALGAMATION GQF COMPILED
ANALYTICAL SECTION DRAFT MONOGRAPH USING INFORMATION BY IPCS AND
BY SPECLALIST GRQUP ALL AVATILADLE INFORMATION FORWARDING TO RESPECTIVE

POISON CENTRE/
FPARTICIPATING INSTITUTION

FIRST DRAFT RECEIVES PEER
REVIEW (2 personz) WITH
SOGGESTED ADDITIONS AND

CHANGES

FIRST DRAFT RETURNED TOQ
ORIGINATOR FOR CONCURREWCE
SECOND D&ﬁﬂ}ﬂ' TO CIQ FOR
CEECKIRG/TRANSLATION (English,
French) DISTRIBUTION ToO NETRORK TRANELATION
CORRESFONDENT S (Spanish and peszibly

¢ other languages)

COMMENTS BY NEIWORK
CORRESFONDENTS RETURNED TO
CTQ FOR CORRECTION/AMENDMERT

ARE THERE AREAS OF
CONTENTION IN MONOGRAFPH?

NO w | ©7@ se¥ps wotocRARHS TO

CCOHS FOR INCORFPORATION

ONTD CD=ROM
YES
MOWOGRATH PROBLEMS REVIEWED AND
RESOLVED AT WORKING GROUP MEETING
/

MONOGRAFPHS ON CD-ROM
DISTRIBUTED TO NETWORK
CORRESFONDENTS

CCOHS =  Cangdian Centre foy Ocoupational Health and Safaty

CTQ = Quebec Toxicology Geatre
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TABLE II

PREPARATION OF PRODUCT FILE

PRODUCT INFORMATION ASSEMBLED IN AN AGREED FORMAT

IDENTIFICATION OF PRODUCTS AND
OGN THE NATIONAL MARKET
COLLECTION OF DATA CARRIED CUT
AT MATIONAL LEVEL BY POISON

CENTRES

TNTERNATIONAL DATA OF NATIONAL
RELEVANCE COLLECTED

\ M

T PRODUCT DATA INPUT TO DATA DBASE
AT NATIONAL LEVEL




PREPARATION OF CASE DATA FILE

CASE DATA COLLECTED BY POISON
CENTRES AT NATIONAL LEVEL

)

CASE DATA INPUT TO DNDATA DASE
AT NATIONAL LEVEL

b

CASE DATA STORED ON HARD DISK
FOR LIMITED TTHE PERIOD

b

CASE DATA OFF-LOADLD TO
TAPE/FLOPPY DISKE FOR STORING
AND ANALYSIS BY LOCAL CENTRE

SELECTED INPUT SENT TO A WHO
DESIGNATED INSTITUTION FOR
INTEGRATION INTO CENTRAL
DATA BASE AND SUBSEQUENT
ANALYSTS

COPY OF CENTRAL DATA BASE
AND ANALYSIS RESULTS
DISTRIBUTION TO ALL NETWORK
CORRESPONDENTS

TABLE IIT

%___SL____. - — - —
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ANNEX T

LIST OF PARTICIPANTS

Dr P.K, Abeytunga

Director

Canadian Centre for Occupational Health and Safety
{CCOHS)

250 Main Street

E. Hamilton

Ontaric L8N 1HG

Canada

Tel: 416 572 2981
Telex: 061 8532
Telefax: 416 572 2206

Dr A. Borges

Director Medical of Polson Centre
Ingtituto Nacional de Emergencia Medica
Rua Infante T. Pedro 8

1700 Lisbos

Portugal

Tel; 73 05 03
Telex; 13304 SNAL P

Dr W. Daeleman

Belgian Polson Control Centre
Rox 15, 1 rue Joseph Stallaert
1060 Brussels

Belgium

Tel: 32 2 344 1515 / 345 7473
Telex: B 65242 TOXBEL B

Ms F. Delaney

Senilor Program Officer

International Development Research Centre (IDRC)
C.F. 8500

Ottawa K1G 3H9

Canada

Tal:r 613 236 6163
Telex: 053 3753 RECENTRE OQTT
Telefax: 613 238 7230
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Dr M.-L. Efthymiou

Hépital Fermand Widal

200 rue duy Faubourg Saint Denis
75010 Paris

France

Tel: 40 37 04 04

Dr B, Fahim

Prof, of Clinical Toxicology &
Director of Polsons Control Centre

Ain Shams University

Caire

Egypt

Tel: (919) 20 2 828 212/823 314

Dr R. Fernando

Head, National Poisons Informatien Centre
Faculty of Medicine

Kynsey Road

Colombo 8

8ri Lanka

Tel: 94 1 94016/96143
Telex: 22685 CB CE

Dr A, Furtade Rahde

Coordinator of Brazilian Programme of
Polson Control Centers

Rua Riachuele 677/201

Porto Alegre 90010

Rrazil

Tel: 0512 275 419
Telex; 0531 2077 FUOC BR

Dr M. Geldmacher von Mallinckrodt
Universitdt Erlangen-Nlrnberg
Universit¥tstrasse 22 ‘

8520 Erlangen

Federal Republic of Germany

Ir M, Govaerts

Head of the Peison Centre of Belgium
1 rue Joseph Stallaert boite 15

1060 Brussels

Belgium

Tel: 32 2 344 15315
Telex: TOXBEL 65 242 B
Telefax: 37 3 347 58 60
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Dr A.N,P., van Heljst
Baarnsewag 42a

Bosch en Duin

3735 MJ

Netherlands

Tel: 30 28 71 78

Dr J. Jouglard

Director de Centre de Toxicologie Medicale
Hopital Salvator

249 Bd, Sainte Marguerite

13009 Marseille

France

Tel; 91 75 25 25

Dr R. Merad

Director

Centre Anti-Poiszons

Service de REanimation Polyvalente
CHU Mustapha

Alger
Algeria

Tel: 65 27 77
66 14 14

Dr P. Munne

Section Head of Emergency Department
Hospital Clinic Emergency Department
170 villarroel Street

08036 Barcelona

Spain

Tal: 323 1414 ext 2554
Telex: 54090

Dr A.J. Nantel

Director

Centre de Toxicologie du Québec

Le Centre Hospitaller d 1'Université Laval
2705 Bd,. Laurier

Québec, Qué. GLV 4G2
Canada

Tel: 416 654 2254
Telex: 418 654 2747
Telefax: 418 654 2747
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Dr H.E. Persson

Director

Swedizh Poison Information Centre
Box 60500 karolinska Hospital
10401 Stockholm

Sweden

Tel: &6 86338765
Fax: 46 8 327584

Dr J, Pronczuk de Garbino
Assistant Prof Clinical Teoxicology
Poison Control Centre C.I.A.T.

Av. Agraciada 3354

Montevideo

Uruguay

Tei: 39 34 07 / 39 71 19
Telex: BINAME UY 26991
Telefax: 5982 237011

Mr H. Quilliam #

Head of Special Projects
Computer Unit

Univerzity of Surrey
Guildford Surrey GUZ 5XH
United Kingdom

Tei: 0483 371 281
Telex: 839331

Dr B. Rumack

Ditector

Rocky Mountain Poison and Drug Center
6453 Bannock Street

Denver, Cclorade 80204

U8A

Tel: 303 893 7774
Telex:; 703618 MEDEX UD
Telafax: 303 623 0221

Dr W, Temple

Scientific Director

National Toxicology Group

Otago University Medical School
P.0O., Box 913

Dunedin

New Zealand

Tel: (64) 24 797 251
Telex: HOSBORD NZ 53606
Fax: (64) 24 770 509

* (Chairman, Ad Hoe Group on Informatics

First day only)
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Dr G. Volans

Director, National Polsons Information Service
Poisons Unit

New Cross Hospital

Avonley Road

London SE14 5ER

United Kingdom

Tel: 01 407 7600 Ext: 4000
Telefax; 031 639 2101

Dr E. Wickstrom

National Poison Information Centrte
P.0. Box 1057 Blinderen

0316 0slo
Norway

Tel: 47 2 334030
Fax: 47 2 334034
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OBSERVERS

Dr J.C. Aubrun
Rhone Poulenc 5.A,
25 Quai paul Doumer
92408 Courbevoie
France

Dr G.,L.R. Rromley

Higher Scientifie Qfficer
Information and Exibition Division
Royal Botanie Gardenns

Kew

Richmond TW9 3AR

United Kingdom

Tel: O 940 1171

Mz 8. Gilmour-White
Drug Information Centre
Guy's Hospital

London SEI

United Kingdom

Tel: 01 407 7600 ext 2548

Dr R, Hastings

Scientifie Officer

Economic & Conservation Section
Royal Botanic Gardens

HKaw

Surrey

United Kingdom

Teli: 01 940 1171

Mr H.L. Jenkins

Human Studiesz Scienti=t
Unilever Research
Colworth House
Sharnbhrook

Bedford MEK44 1LQ

United Kingdom

Tel: 0234 781 781
Telex: 82229
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Ms J. Patterson

Regional Prinecipal Pharmacist Drug Information
Drug Information Centre

Guy's Hospital

London SE1

United Kingdom

Tel: OL 378 0023

Dr J.C, Smith
Product Information Manager
ICI Pharmaceuticals Divisien

Mereside
Alderley Edge

Macclesfield, Cheshire
United Kingdom

Telex: 859331

Dr J. Tracey

Foisonz Information Centre
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ANNEX 11
INTERNATIONAL LAEQUR ORGANISATION Issued originally as
UNITED NATIONS ENVIRONMENT PROGRAMME IPCS/IDRC/88.3 (Rev, 1)

WORLD HEALTH ORGANIZATION

INTERNATIONAL PROGRAMME ON CHEMICAL SAFETY

IPCS PROJECT ON POISONS INFORMATION PACKAGE
FOR DEVELOFING COUNTRIES
UNDERTAKEN IN COLLABORATION WITH CCOHS AND CTQ

First Meeting of the Poison Centre Working Group for the Eroject

Organized in the context of the ceo—operation between IFCS and the
Commigzion of the Eurcpean Communities

Held in London, the United Kingdom, 7-11 March 1988,
at 10,00 a.m. at the Worshipful Society
of the Apothecaries of London, Blackfriars Lane,
London EC4 6EJ, on the first day*

PROPGSED AGENDA

1. Opening ceremony for the Project,
2. Presentation of the Project.

3. Informatics Component of the Project; Report of the Ad Hoe Group on
Informatics.

4. Substance File;

(a) Review and approval of first set of monographs.
(b) Fipalisation of formats,

(e¢) Mechanisms for their preparation and review.
{(d} Files to be prepared during 1988,

3. Product File:
{a) Methedology for collecting information on chemieal products,

{(b) Relations with manufacturers of chemical products.
{c) Format for storing information onh products.

* On 8-9 March at the Robens Sulte, Floor 29, Tower Block, Guy's Hospital,
St, Thomas Street, London S5E1 9RT, and on 10-11 March at the DHSS,
Hannibal House,- Eiephant and Castle, London, SEL 6TE.




6. Case-Data File;

(a) FExamination of proposed standardised case—data format.
(b) Guideline methodology for colleeting case-data,.
(¢} Format for storing case—data,
(d) Mechanisms for exchange of case-data.
7. Other Data Files for exchange by Polsons Centres.
B, Information scurces and services for the Project.
9. Training needs in relation to the Information Package:
(a) Review of elemeats to be covered in a training programme for the
Project.
(b) Mechanism for preparation of a training package.
(c) Preparation of other training materials,
10, Review of the workplans and time-table for the first year of the Froject.

11. Date of the next meeting,

12, ©Other business.
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ANNEX TO AGENDA IPCS/IDRC/88.3 (Rev. 1)

TPCS PROJECT ON POISONS INFORMATION PACKAGING FOR DEVELOPING COUNTRIES
UMDERTAKEN IN COLLABORATION WITH CCOHS AND CTQ

TIME-TABLE FQR MEETING OF POISON CENTRE WORKING GROUP

MONDAY 7 MARCH

Morning Session
09,00-10,00

10.45~11.15

11,15-12,30

12,45-14.00

Afternoon Session

(The Worshipful Society of Apothecaries of Lendon,
Blackfriars Lane, London, EC4 EEJ)
Registration and coffae

Agenda Ttem 1:
(Qpening Ceremony: Chalirman Dr G.N. Velans (Poisons Unit,

London). Presentations by Dr J,F, Fisher, (the Master of
the Worshipful Society of Apothecaries); Dr J. Steadman
(UK/DH55)Y: Dr M. Mercier (Manager, IPCS); Dr P.K..:

‘Abeytunga (CCOHS); Dr A. Nantel (Centre de Toxicologie,

Quebec); Ms F. Delaney (IDRC).

Election of Officers. Chairman, Viee-Chairman and

‘Rapporteurs,

Coffee break,

Agenda Item 2; Presentation by Dr J.A, Haines (Project

Leader).

Agenda Item 3: Report of work of Ad Hoc¢ Group on

Informatics (heid at the Poisons Unit, Londom, 3-4 March
1988) by the Group Chairman Mr H. Quiliiam. .

Lunch'at Mermaid Theatre.

Agenda Ttem 4: (i) Presentation by Dr J. Pronczuk of

proposed formats for substance monographs and the
guidelines for their completion — attentien to be drawn

to decisions required (see IPCS/IDRC/88.5 (Provisional).

(ii) Presentation by Dr A.N.P. van Heijst of thosa
aspects of the lists of priority substances,
pharmaceuticals, poisoncus plants and poiscnous and
venomous animals requiring discussion and decision (see
IPCS/IDRC/88.5 (Provisional) Annex IX).

Agenda item 8: Presentation by Mrs F. Quane-Keita
(IRPTC), Dr P.K. Abeytunga (CCOHS); Dr M. ten Ham :(WHO);
Dr B. Rumack (Rocky Mountain Poison Center) aand Mr B,
Madge (National Poisons Unit, London) om possible
information sources for the preparation of substance
monographs,




15.30-16.00

16.00.17.30

17.30~18,00

TUESDAY 8 MARCH
Morning Session

08.45-09.30

09.00-12.30

10,30-11,00

13,00-14.,00

Afternoon Gession
14.00-15.30

16.00-18.00

WEDNESDAY 9 MARCH

— Lh -
Coffee Break

Agenda Ytem 5: (1) Presentation by Dr H., Persson of

proposals for a products data sheet, drawing attention to
particular areas requiring discussion and decision (ses2
IPCS/IDRC/BB.6).

(1i) Presentation by Dr J. Swmith (ICT Pharmaceuticais
Information Division) on establishment of effective

relations with chemical products manufacturers,

Agenda Ttem 6: Presentation by Dr M, Govaerts of " @~

proposals for a standardized case-data format, drawing
attention to particular areas requiring discussion and
decision (see IPCS/IDRC/88,7),

Qrzganization of sub—groups

(Robens Suite, Tower Block, Floor 29) Guy's Hospital,
5t Thomas Street, London, SE1 9RT).

Plenary Session: To confirm terms of reference and

Morning Session
08.45-10.00
10.00-10~30
10.30-~11.00
10.00-12,30
13.00-14.00

Afternoon Session

14.00-15.30

15.30-16.00

compogitiion of Sub-Groups and practical arrangements,
Seleetion of Sub-Group Chalrmen and Rapporteurs.

Parallel sessions of Sub~Groups.
Coffee break.

Lunch.

Sub~Group sessions continued.

Tea break and computer demonstrations at Poiseons Unit.
Meeting of Sub-Group IV,

{Robens Suite, Tower Block, Floor 29, Guy's Hespltal,
5t, Thomas Street, London, SE1 9RT).

Plenary Sesion: (Oral reports of Sub~Groups

Sub=Group sesszions.
Coffee break.
Sub~-Group sessions continued.

Lunch.

Sub~Group session continued.

Tea break.




16.00-17,00
17.00-18.00

19.30~

THURSDAY 10 MARCH

Morning Sesszion

09.00-10,30

10,30-11.00

11,00-12.30

13,00-14.00

Afterncon Session

-~ 45 =
Sub-Group sessions continued.
Meeting of Chairmen,

Official dinner at Balls Brothers, Hay's Galleria, London
Bridge. ‘

(Room 33, DHSS, Hannibdl House, Elephant and Castle,
London, SEl, 6TE, '

Pienary Session: Agenda Item 4: Report of Sub-Group L.

Finalization of formats; discussion of proposed
machanisms for preparing and peer-reviewing substance
monographs; approval of first set of monographs,
discussion on monographs to be prepared during 1988,

Coffee break,

Agenda Ttem 4: Continued as necéésary‘

Agenda Ttem 5:; Report of Sub-Group II: examination of a
proposed element for data sheets and guidelines for their
collection and compilation preparing a methodology,
Discussion on which information elements on products
could be stored on a micro computer and the essential
linkages with the substance file,

Official luneh at DHSS,

Agenda Item 6: Report of Sub-Group III, Finalization of

15.30-16.00

16.00-17.30

FRIDAY 11 MARCH
Morning Session

a format for collecting case-data which should now be
used by the pilot centres; draft guidelines on how to
collect case—data. Agreement on which elements of the
format could be exchanged among centres. Discussion of
mechanisms for international exchange of case-data and
how the data may be used,

Coffee break,
Agenda Ttem 7: Sugpgestions for other data files which

may be required by centres and which could be stored by
computer, '

Agenda Item 8: Information sources and services: report

of Sub-Group IV,

Agenda Ttem 9: Discussion of training needs for the

project; preparation of monographs; collection of product
data and related material; collection of case-data; basic
use of a micro-computer; data entry and retrieval;
exchange of data among centres. Agreement on a mechanism
for preparing a training package for the project.

(Room 63, DHSS, Hannibal House, Elephant and Castle,
London, SE1 6TE)




09.00-10,30

10.30-11.00
11.00~12.30
12.30-14,00

Afternoon Session
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Agenda Ttem 10: Review of the following:

(i) Formats agreed for:

- substance monographs

— product monographs

- case-data

~ other files to be stored optionally on a
micro—computer,

{11} Mechanisms and time—-tables agreed for preparing:

=~ sgubstance monographs and their peer review

- a methodology for collecting data on products

- guldelines on how to collect case-data

— translating of material into English, French and
Spanish

- computerization of information package elements

a training programme for the project.

(iii) Substance monographs:
- those finallzed
~ those requiring revision

-~ those to be prepared during 1988, with authors and
main reviewers.

(iv) Twinning arrangements for the project and centres
to pilot use of the English, French and Spanish

versions of information package,

{(v) Mechanisms for international exchange of case-data,

Coffee break,

Agenda ITtem 10: continued,

Lunch to be taken in the DHSS Dining Room.

Agenda Ttem 10: continued

14,00-15.30

Agenda Item ii: Propose next meeting to be heid in
Canada in first half of 1989,

Agpenda Ttem 12: other business

Closing Ceremony




ANNEX III

SUBSTANCE MONOGRAPH FORMATS

Introduction

Poison Information Centres require a wide rarge of data on substances as a
basis for providing advice relating to prevention and response to poiscnings.
The data may differ slightly whether the poison is a chemical, such as found in
pesticides, industrial or household products, a pharwacsutical, from a poisonous
plant or from a poisonous or venamous animals. A series of parallel formats has
been drawn up covering information required on chemical substances,
pharmaceuticals, poisonous plants and poisconous and venomous animals. As far as
possible the same section or sub-section headings have been used for each
format, so as to facilitate computerization.

Guidance on how to use these formats for assembling the data into a file
follows in Amnex IV.
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FORMATS FOR MONOGRAPHS ON

1. Chemical Substances

IT. Pharmaceuticals

I1I. Poisonous Plants

IV. Poizonous and Venomous Animals
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Format for a Substance File: T. CHEMICAL SUBSTANCES
Menogra: ] (substance or group of substances)
1. HName

1.1 Substance

1.2 Group

1.3  Synonyms
1.4 Tdentification mmbers

1.4.1 (as

1.4.2 Cther mmbers
L.5 Brand names/Trade names -
1.6 Mamufacturers, importers

2. Sumary

2.1 Main risks and target organs

2.2 Sumary of clinical effects

2.3 Relevant laboratory analyses/sample collection
2.4 First-aid measures and management principles

3. Physicochemics]l properties

3.1 Origin of the substance e
3.2 Chemical structure (formula, melecular weight) |
3.3 Physical properties

3.4 Other charactaristics

4. Uses /high risk ciramstances of poisoning
4.1 Uses

4.2 High risk circumstance of poisoning
4.3 Ccoupaticnally exposed populations
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5. ERoutes of entry

5.1  COral
5.2 Inhalation
5.3 Dermal
5.4 Eye
8.5 Paremteral
5.6 Others

6. Kinetics

6.1 Absorption by rouke of exposure

6.2 Distribution by route of exposure

6.3 Biological half-life by route of exposure
6.4 Motabolism

6.5 Elimination by route of exposure

7. Toxico

7.1  Mode of Action
7.2 Toxicity
7.2.1 Human data
7.2.1.1 Adults (volinteer and clinical case data)
7.2.1.2 Children
7.2.2 Relevant animal data
7.2.3 Relevant in vitro data
7.2.4 ‘Workplace standards
7.2.5 Acceptable daily intake (ADI) and other guideline levels
7.3 Carcinogenicity
7.4 Teratogenicity
7.5 Muatagenicity
7.6 Interactions

8. Toxicological analyses

8.1 Methods
B.2 Toxic concentrations




9.
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Clinjcal effects
9.1 Acute poisoning by:

8.2

9.3
9.4

9.1.1 Trgestion
9.1.2 TIrhalation
9.1.3 Skin exposure
9,1.4 Eye contact
9.1.5 Parenteral exposure
9.1.6 (Other
Chronic poisoning by:
9.2.1 TIngestion
9.2.2 TInhalation
9.2.3 Skin exposure
9.2.4 Eye contact
9.2.5 Farenteral exposure
9.2.¢ COther
Course, prognosis, cause of death _
Systematic description of clinical effects:
(For each sub-heading: acute, chronic, acute on chronic)
9.4.1 Cardiovascular
9.4.2 Respiratory
9.4.3 Neurologic
9.4.3.1 NS
9.4.3.2 Peripheral nervous system
9.4.3.3 Autonomic nervous system
9.4.3.4 Skeletal and zmooth miscle.
9.4.4 Gastrointestinal |
9.4.5 Hepatic
9.4.6 Urinary
9.4.6.1 Renal
%.4.6.2 (Cthers
9.4.7 Endocrine and reproductive systems
9.4.8 Dermatologic ‘ ‘
9.4.9 Eye, ears, nose, throat: local effects
9.4.10 Hematologic
9.4.11 Immmologic
9.4.12 Metabolic
9.4.12.1 Acid base distirbances
9.4.12.2 Fluid and electrolyte disturbances
9.4.12.3 Others
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9.4.13 Allergic reactions

9.4.14 Other clinical effects

9.4.15 Special risks: pregnancy, breast feeding, enzyme deficiencies
Others

10. Management

10.1 General principles
10.2 Relevant laboratory analyses
10.2.1 Sample collection
10.2.2 Biomedical analysis
10.2.3 Toxicological analysis
Life supportive procedures and symptomatic treatment
Decontamination
Elimination
Artidots treatment
10.6,.1 Adults
10.6.2 Children
Management. discussion: alternatives, controversies and research
needs.

11.1 Case reports from literature
11.2 Internally extracted data on cases (from the writer of the monograph)
11.3 Internal cases (added by the PC using monograph)

. 2ditional information

14.1 Availability of antidotes and antisera
14.2 Other
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Monooraph title (substance or group of substances)

1. Name
1.1 Substance {TN)
1.2 Group
1.3 Synonyms
1.4 TIdentification mmbers
1.4.1 CAS

1.4.2 Other mmbers
1.8 Brand namas
1.6 Mamafacturers, ilmporters
1.7 Presentation/Formilation

2. ARy

2.1 Main risks and target organs

2.2 Sumary of clinical effects

2.3 Relevant laboratory analyses/sample collection
2.4 First ald measures and management principles

3. Fhysico-chemical properties

Origin of the substance
3.2 Chemical structure (formula, molecular weight)
3.3 Physical properties
3.3.1 FProperties of the substance
3.3.2 Properties of the locally available formulation
3.4 Other characteristics (excipients, shelflife, storage conditions)
3.4.1 sShelf-life of the substance
3.4.2 ghelf-life of the locally available formulation
3.4.3 Storage conditicns




6.

T

3.4.4. Bicavailability
3.4.5% Specific properties and composition

Uses

Indications
4.2 Therapeutic dosage
4.2.1. Adults
4.2.2 Children
4.3 Contraindications

Routes of entry
5.1 Oral

B.2 Irhalation
5.3 Dermal

5.4 Eye

5.5 Parenteral
5.6 Other
Kipeti

6.1 Absorption by route of exposure

6.2 Distribution by route of exposure

6.3 Biological half-life by route of exposure
6.4 Metabolism

6.5 Elimination by route of exposure

Pharmacology and toxicology

7.1 Mode of action
7.1.1 Towicodynamics
7.1.2 FPharmacodynamics
7.2 Toxicity
7.2.1 Human data
7.2.1.1 Adults (volunteer and clinical case data)
7.2.1.2 Children
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7.2.2 Relevant animal data
7.2.3 Relevant in vitro data
7.3 Carcinogenicity
7.4 Teratogenicity
7.5 Mutagenicity
7.6 Interactions
7.7 Main adverse effects
Pharma ica icolegical ana
8.1 Methods
8.2 Therapeutic and toxic concentrations
Clinical effects
2.1 Acute poisoning by:
9.1.1 Ingestion
9.1.2 Inhalation
9.1.3 gkin exposure
9.1.4 Eye contact
9.1.5 Parenteral exposure
9.1.6 Cther
9.2 Chronic poiscning by: o
9.2.1 Irgestion ‘
8.2.2 TInhalation
9.2.3 Skin exposure
9.2.4 Eye contact
9.2.3  Parenteral exposure . : i
8.2.6 Other :
2.3  Course, prognosis, cause of death -
9.4 Systematic description of clinical effects (for each sub-heading:

acute, chronic, acute on chronic)

9.4.1
9.4.2
9.4.3

Cardiovascular

Respiratory

Neurologic

9.4.3.1 CNS

9.4.3.2 Peripheral nervou system




2.5
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9.4.3.3 Autonomic nervous system
9.4.3.4 Skeletal and smooth muscle
9.4.4 Gastrointestinal
9.4.5 Hepatic
8.4.6 Urinary
9.4.6.1 Renal
9.4.6.2 Others
9.4.7 Endocrine and reproductive systems
9.4.8 Dermatologic
9.4.9 Eye, ears, nose, throat: local effects
9.4.10 Hematologic
9.4,11 Immmologic
9.4.12 Metabolic
9.4.12.1 Acid base disturbances
9.4.,12.2 Fluid and electrolyte disturbances
9.4.12.3 0Other=s
9.4.13 Allergic reactions
9.4.14 Other clinical effects
9.4.15 Special risks: pregnancy, breast feeding, enzyme deficiencies

10. Management

10.1
10.2

10.3
10.4
10.5
10.6

10.7

General principles

Relevant laboratory analyses

10.2.1 Sample collection

10.2.2 Biomedical analysis

10.2.3 Toxicological analysis

Life supportive procedures and symptomatic treatment
Decontamination

Elimination

Antidote treatment

10.6.1 Adults

10.6.2 Children

Management discussion: alternatives, controversies and research
needs,




11. INlustrative cases

11.1 Case reports from literature
11.2 Internally ewtracted data on cases (from the writer of the nmc:gram)
11.3 Imtermal cases (added by the PC using the monograph)

13, Author(s), da

. Adfitional informstion

14.1 Availability of antidotes
14.2 Other
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Monograph Title (in general the scientific name)

1.1 Scientific name
1.2 Family
1.3 Commen name(s) of the plant and synanyms (in each country)

2. Sy

2.1 Main risks and target organs

2.2 Sumary of clinical effects

2.3 Relevant laboratory analyses/sample collection
2.4 First-aid measwres and management principles
2.5 Poisonous parts

2.6 Main toxins

3. Characteristicg

3.1 Description of the plant
3.1.1 Special identification features
3,1.2 Habitat
3.1.3 Distribution
3.2 Poisonous parts of the plant
3.3 The toxin(s)
3.3.] Name(s)
1.3.2 Description, chemical structure (formuila,
molecular weight), stability
3.3.3 Other physico—chemical characteristics
3.4 Other chemical conterts




4.

4.1 Uses
4.2 High risk circmstances
4.3 High risk geographical areas
Routes of entry
5.1 Oral
5.2 Irhalation
5.3 Dermal
5.4 FEye
5.5 Parenteral
5.6 (Others
Kinetics
6.1 Absorption by route of eposire
6.2 Distribution by route of exposure
6.3 Biological half-life by route of exposure .
6.4 Metabolism
6.5 Elimination by route of exposure
Toxicolodgy /pharmacol ogy
7.1 Mode of action
7.2 Toxicity

7.2.1 Human data

7.2.1.1 Adults
7.2.1.2 Children

T2 Animal data

7.2.3  Relevant vitrc data
7.3 Carcinogenicity
7.4 Teratogenicity
7.5 Mutagenicity
7.6 Interactions

- BO
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8., Toxicological analyses

2.1 Methods
8.2 Toxic concentrations

9, Clinical effects

9.1 Acute poisoning by:
9.1.1 Ingsstion
9.1.2 Inhalation
9.1.3 Skin exposure
9.1.4 Eye contact
9.1.5 Parentaral exposure
9.1.6 Other
9.2 Chronic poisoning by:
9.2.1 Ingestion
9.2.2 Inhalation
9.2.3 SKin expcsure
9.2.4 Eye contact
9.2.5 Parenteral exposure
9.2.6 COther
9.3 Course,prognosis, cause of death
9.4 Systematic description of clinical effects
(For each sub-heading: acute, chronic, acute on chronic)
9.4.1 Cardiovascular
9.4.2 Respiratory
9.4.3 Neurologic
9.4.3.1 CNS
9.4.3.2 Peripheral nervous system
9.4.3.3 Autcnomic nervous system
9.4.3.4 Skeletal and smooth miscle
9.4.4 Gastrointestinal
9.4.5 Hepatic
9.4.6 Urimary
9.4.6.1 Renal
9.4.6.2 Cthersz
9.4.7 PEndocrine and reproductive system
9.4.8 Dermatologic




9.4.9 Eye, ears, nose, threat: local effects

9.4,10 Hematologic

9.4.11 Immnologic

9.4.12 Metabolic
9,4.12.1 2cid base disturbances
9.4.12.2 Fluid and electrolyte disturbances
9.4.12.3 Cthers

9,.4,13 Allergic reactions

9.4,14 Other clinical effects

9.4.15 Special risks: pregnancy, breast feeding, enzyme
deficiencies ' ' '

10. Mapagement

10.1 General principles
10.2 Relevant laboratery analyses
10.2.1 Sample collection
10.2.2 Bicmedical analysis
10.2.3 Toxicological analysis
10.3 Life supportive procedures and symptomatic treatment
10.4 Decontaminaticn
10.5 Eliminaticn
10.6 Antidote treatment
10.6.1 Adults
10.6.2 Children
10.7 Management discussion: alternatives and controversiesi, research
needs.

11. Ilustrative cases
11.1 Case reports from literature

11.2 Internally extracted data on cases (from the writer of the monograph)
11.3 Internal cases (added by the PC using monograph)
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12. References

12.1 cClinical and toxicological
12.2 Botanical

13. author te (includi tin

14. Additional Information

14.1 Availability of antidotes and antisera
14.2 Other




at for a Substance Fi; 1v.

Monooraph Title (in general the scientific name)

1.

3.

Name

1.1 Scientific name (species)
1.2 TFamily . ‘
1.3 Common name(s) of the animal and synonyms (in each countyy)

Summary

2.1 Main risks and target organs

2.2 Summary of clinical effects

2.3 Relevant laboratory analyses/sample collection
2.4 First-aid measures and management principles
2.5 Venom apparatus, poisonous parts or organs

2.6 Main toxins

Characteristics

3.1 Descripticn of the animal.
3.1.1 Special identification feature
3.1.2 Habitat
3.1.3  Distrikution
3.2 Poisonous parts
3.2 The toxin(s)
3.3.1 Name(s) ‘
3.3.2 Description, chemical structure (formula, molecular weight),
stability - ‘
3.3.3 Other physico—chemical characteristics
3.4 Cther chemical contents




4.1 Uses
4.2 High risk circumstances
4.3 High risk geographical areas
Routeg of entry
5.1 Oral
5.2 Irhalation
5.3 Dermal
5.4 Eye
5.5 Parenteral

5.5.1 Bites

5.5.2 stirg
5.6 Others

. .

6.1 Absorption by route of exgosure
6.2 Distrilation by route of exposure
6.3 Biological half-life by route of exposure
6.4 Metabolism
6.5 Elimination by route of exposure
Toxicology
7.1 Mode of action
7.2 Range of toxicity

7.2.1 Human data

7.2.1.1 Adults
7.2.1.2 Children

7.2-2 2nimal data

7.2.3 Relevant in vitro data
7.3 Carcilnogenicity




7.4 Teratogenicity
7.5 Mutagenicity
7.6 Interarctions

8. Towicological analyses

8.1 Methods
8.2 Toxic concentrations

9, Clinical effects

9.1 2cute poisoning by:
9.1.1 Ingestion
9.1.2 Inhalaticn
9.1.2 £kin exposure
9.1.4 Eye comtact
9.1.5 Parenteral exposure
9.1.6 Uther
9.2 Chronic poisoning by:
9.2.1 Trgestion
9.2.2 Inhalation
9.2.3 Skin exposure
3.2.4 Eye contact
9.2.5 Parenteral exposure
9.2.6 Other
9.3 Course, prognosis, cause of death,
9.4 Systematic description of clinical effects on:
(For each sub-heading acute, chronic, acute on chronic)
9.4.1 Cardiovascular
%.4.2 Respiratory
9.4.3 Neurologic
9.4.3.1 NS |
9.4.3.2 Peripheral nervous system
9.4.3.3 Autonomic nervous system
9.4.3.4 Skeletal and smooth muscle
9.4.4 Gastrointestinal
9.4.5 Hepatic




- HhG -

9.4.6 Urinary
9.4.6.1 Renal

9.4.6.2 Cther
-4.7  Endocrine and reproductive system
-4.8 Permatologic
-4.9  Eye, ear, noge, throat: local effects
.4.10 Hematologic
-4.11 Tmmmologic
-4.12 Metabolic
9.4.12.1 Acid base disturbances
2.4.12.2 Fluid - amd electrolyte disturbances
9.4.12.3 Cthers
9.4.13 Allergic reactions
9.4.14 Other clinical effects
9.4.15 Special risks: pregnancy, breast-feeding, enzyme
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deficiencies
9.4.16 Iccal effects (from e.g. a bite)
9.5 (ther
10. Mapadgemerit:
10.1 General principles
10.2 Relevant laboratory analyzes
10.2.1 Sample collection
10.2.2 Biomedical analysis
10.2.3 Toxicological analysis
10.3 Life supportive procedures and symptomatic treatment
10.4 Decontamination
10.5 Elimination
10.6 Antidote treatment
1d.6.1 Adults
10.6.2 Children
10.7 Management discussion: alternatives and controversies
11. Illustrative cases
11.1 Case reports from literature
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11.2 Trternally extracted data on cases (by the writer of the monograph)
11.3 Internal cases (added by the centre using the monograph)
12. References

12.1 ¢linical and toxicological
12.2 Zoological

13. author(s), da (including each updating)

14. 2Additional information

14.1 Availahility of antidotes and antitoxins
14.2 Other
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ANNEX TV
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USE OF SUBSTANCE MONOGRAPH FORMATS
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Addenctm VII Computerized Data Bases

Addendum VIII Recommended Resource Publications for Monographs on
Fharmaceuticals
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Genepal Advice

As a general rule, if information on some of the required points is not
available to the author, a blank should be left for later completion. Specific
points for a particular monogragh considered unimportant by the author should be
left blank, with the possibility of later completion. Each mmbered section
should be Kept in the format order, even if unfilled initially. Data in the
monograph that have an impact on the management of an acute situation should be
idenmtified in the text by special print or underlining, so that the compuater
programme can bring them to the forefront when the subject is called upon durirng
the research process. Except for section 2 "Summary", the main information
sources and literature references should be cited accordirng to the guidelines on
referencess for TPCS publications given in the Addendim I.

13 .

For all moncgraphs on CHEMICALS the author should seek whether an
arpropriate Intermnational Registry of Potentially Toxic Chemicals (IRPTC) data
mofile exists., IRPIC files cover only individual substances amxd not groups., A
file content of an IRPIC data profile is given in Addendum IX. The IRPTC files
of particular relevance on drafting monographs on chemicals are:

IRFIC File Moncgraph Section
1 for 1
1ad?3 for 3
4 for 4
9 for &
10 and 11 for 7
17 for 7.2.4 and 7.2.5

The 110 / Centre International d’Information de Securité et d’Hygiene du
Travail (CIS) is also another importarnt international data source, with possibly
relevant information in particular for IPCS substance file sections 1,3,4,6 and
7. ‘The list of ILO/CIS available data bases is given in Addenctm ITT.

‘ ’ 3] iteria dooments exist or IARC
evaluations have been made, thESE should be consulted, particularly for

monograph section 7. Addendhum IV lists the existing Envlmmnantal Health
Criteria documents (EHCs) and those under preparation, coples of vwhich can be
cbtained from WHO. Addenchm V lists the chemical substances for which IARC
evaluations have been made. The list of chemicals given ADTs by FAOQ/WHO Joint
Expert Committee on Food Additives (JECFA) and the Joint FAQ/WHO Meeting on
Pesticide Residues (IMPR) is being updated and will be issued shortly by IPCS.

The Canadian Centre for Occupational Health and Safety (OCOHS) has an
extensive series of data bases on chemicals CCINFO data bases, which may be
consulted, which include the NTIOSHTTC and RTBCS (NIOSH Registry of Toxic Effects
of Chemicals), a list of which is given in Adderxhm VI.
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Addenvhum VII, prepared by Dr Barry H. Rumack, gives a list of various
computerized data bases which conld provide useful bibliographic data when
preparing monographs.

For monographs on PHARMACRUTTCATS a mumber of standard reference works may
be consulted, a suggested list is given in Addencm VIII, which gives an
indication of the relevant sections of the monograph format for which each
reference book is considered most applicable.

For monographs on POISONOUS PLANTS, the Royal PBotanic Gardens, Kew, London,
have offered to identify plants and provide the scientific name in exchange for
a plant specimen, instructions for which are to be provided.
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Monogr=ph Title: Tbbetakenfromthelistocfsmbstarnesfﬂrmchmrnglﬂms

Section 1.

1.1

1.2

1.3

1.4

1.5

1.6

will be prepared (see Amnex XII). When it is a generic
gmup,thennstusedazﬂ/ortoxlcsubstaxue(s) of the group
should be taken as the model, and other derivatives should

becmnparedmordertﬂstresstheumportmordegreeof
toxicity.

e.g. — Anticholinesterase organophosphate pesticides:
parathion, leptophos;
- organochlorine pesticides: aldrin, DDT;

- arsenic: arsenic trioxide.
As far as possible monographs should be prepared for each
individual substance, irrespective of whether there is a
generic ¢group monograph.
Name
Substanea: Give the scienﬁific name.,. For a group give the
derivative chosen as model or as the most representative of the
group. It may coincide with the monograph title.

Group: Give the chemical class of the substance.

Synonvms: ﬂlemmsyrmynﬁ‘shdlldtﬂlisted bl.xteachccn.mtry
should complete this sub—section with local names.  In particunlar
shwanymmdlffezmmchﬂmmlnambetweenmarﬂNorth
AIIEI'J.C&. ‘

1.4.1 CAS Give the Chamcal Abstr::tct’:s Serv:.ce (CASYmmber; o be
fourxd in various data ba&:es.

1.4.1 M may be relmt in various country. The most
important international numbers are:

UN United Natiuns transportation mumber from
"Recommendations on Transport of Dangerous Goods"
ST/SG/AL.1L0/1/Rev 4, United Nations 1985

IUPAC . ' International Union of Pure and Applied Chemistry

NCI ~ National Cancer Institute of USA .

RTECS Registry of Toxic Effects of Chemicals, Naticnal
Institute of Occupational Safety and Health, Usa

CEC - Compission of the Furopean Commmnities
Brand names/trade names: To be completed by each centre.
To be completed by each centre.
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Sectich 2. Summary

This section is intended to be a brief overview with the main
clinical and analytical data that will facilitate rapid provision of
information in cases of an emergency. No references should be used in this
section. This section will be displayed in a box or written in different
characters so as to be clearly visible for immediate use.

2.1 Main risks and tarvet orgaps: Give a summary. Secondary risks of
chemicals, e.g. thermal decomposition products should be included.

2.2 (4] i0d eff .

2.3 on: List the relavant

Relevant laboratory apalvses/sample collection

lahora analyses both toxicological and biomedical, e.g.
determine acidosis in methanol peisoning, blood glucose in ethyl
alcchol intoxication. It should indicate whether measurement of
serum or urine levels are important for treatwent. Sampie
collection should be indicated briefly, with the conditions under
which samples should be stored or transported for analysis, e€.g. it
should be indicated whether gastric material, blood, urine or other
biclogical materials should be extracted, their quantities, kind of
containers, special temperature or other conditions. (Details are
given in section 10.2).

2.4 First-aid measu rinciples: Only the main
measures to be taken should he jzed here.

FIRST AID SUMMARY: In addition to this section in the monograph prepare a
separatesmmmrysectimforusebyﬂcsmmlersin
documents or data bases for wide dissemination to the public
or nonmedically cqualified professionals handling or coming
into contact with chemicals. This summary should be written
to advise the nom-medical person likely to come into comtact
with poisoned victims and should give the main risks, the
essential signs and symptoms of the intoxication and the
first-aid measures to be taken. Reference should be made as
to whether it would subsequently be useful in patient
management for a sample to be taken when first-aid measures
are acministered, with the conditions under which the sample
should be collected and stored.

3.1 Origin of the substapce: Indicate whether it is of synthetic, semi-
synthetic, or natural origin and include a brief description of the
synthesis, if appropriate.

3.2 Chemical structige: Give the chemical name, molecular weight and
structural formila (this may not be included in the computerized
form of the monograph).

3.3 Physical properties: Give the following physical properties, as
appropriate:

- boiling point °C

- melting point °C
- flash point °C




water,

Section 4.

4.1

4.2

4.3

Section 5.
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- autoignition temperature °C

- relative vapour density (air = 1)

- vapmlrpressure(mPascalsatzo cy .

- solubility in water, alcohol and ether (g/100 ml at 20 “C)

- explosive limits (vol % in air)
- relative molecular mass
= 5.0

- viscosity (in Poise at a stated tewperature).

The most important properties are considered to be solubility in
ether arxd alcohol, the pH and the viscosity.

Other characteristicg including as appropriate items such as:

- normal state at room temperature (e.g. solid, liquid, gas);

- colour odour;

- dangers associated with the vapour, its dispersion and
possible ignition, eto;

- possible chemical reactions in air (e.g. with humidity and
light} or in contact with water or with other chemicals such
as strong acids or bases, and the dangers of substances
produced; o . .

- ejectrical and thermal conductivity with possible
ConSecuences ;

- products of comustion;

- envirormental risks, including water pollution, and guidance
on safe disposal.

Uses/hich risk circmstances of poisonirss

Uzes: Give the main uses of the substance, including those in
products, e.g. hypochlorite as a household disinfectant. '

* High risk circumstances of poisoning: Refer to the most common

uses and therefore the most likely circumstances of poisonings.

i posed i List all the professions that
mybeexposedtaclmcmrtactmththeahemlcalsuhstarm 2.,
cyanide in the electro-plating industry; carbon monoxide in garages;
ammonia in the refrigerating industry.

All routes of entry should be mentioned. If some are not possible

or not yet registered, either leave a blark or write: "Unknown". If
considered relevant, mention the main circmstances for a specific route of

entry.

Commerts should be as brief as possible.
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Kinetics

Describe the kinetics of the substance in the body. If human data

are not available, animal data may be used, but indicating only the most
relevant, Inter-species differences may be important and should be
mentioned. Describe:

6.1

6.2

6.3

6.4

6.5

Section 7.

absorption by route of exposure.

Distribution by route of exposure.

Riological half-life by route of exposure.

Metgboliem: Indicate the formation of toxic metabolites, whether
entarchepatic circulation and enzyme imdication ccour. Describe the
factors influencing metabolism including the racial origin, genetic
comtribution, age and sex.

imination excretion O =]
Toxicology

This section is intended to provide an insight into the

toxicological effects of the substance.

7.1

7.2

Mode of action: Give a very brief description of the way in which
the poison exerts its effects on a receptor or at cellular level
within the target organ(s), e.g. blockage of sulphydril-containing
enzymes, lipid peroxidaticn, alteration of nerve cell membranes,
towic metabolites.

Toxicity: This section should describe the most relevant data
cxmcenﬁngmthamtaamichronicexposureardslmﬂdimludeﬂm
accepted or estimated toxic and lethal amount of the substance for
each sub-section, as appropriate.

7.2.1 Human data: Give quantitative data, including toxic
amouts, expressedasm/kgbcdyweiqm: Pt (parts per
million = my/m3); ml/kg body weight.
7.2.1.1 Adults from volunteer arxd clinical case data.
7.2.1.2 Children from clinical case data.

7.2.2 Anipal data: Only the data relevant to the human situation
should be given.

7.2.3 In—vitro - ©Only the data relevant to the human
situation should be given.

7.2.4 Vigrkplace standayds: Examples of specific workplace
starndards for the substance in different oourntries may be
obtained from TLO/CIS or the IRPIC legal file. FEach centre
would add its own country standards, as appropriate.

7.2.5 Acceptable daily intske (ADI): To be obtained from IPCS.
idel] els such as WHO drinking water standards
may also be added. This sub-section to be completed when
data is available.




7.3

7.4

7.5

7.6

Section 8.

8.1

8.2

Section 9.

9.1

9.2
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Carcipogenicity: Refer to any IARC evaluation and sumarize human
and relevant animal data.

Termtogenicity: Summarize human and relevant animal data.
Mutagenicity: Summarize human and relevant animal data.

Interactions: As there exists the possibility of having poiscning
by exposure to many substances at the same time, or having
intexication in pre-medicated patients, there is the risk of
interaction, e.g. alcochol giving an "Antabuse-like" effect with
d:.thlocarbamtas This sub-section should drawn attention to
important interactions.

Toxicological analysis

Methods: Two analytical methods should be proposed: one simple and
reliable technique applicable particularly to situations in
developing countries, e.g. using spot-tests, dip—sticks, thin layer
chiromatography, colorimetry, immmoassays, should be described in
detail; another technicque considersed as the best or recommended
method, using more sophisticated equipment such as high pressure
liquid chromatography, gas chromatography arxd mass

sghoild be referenced only. an analytlcal working group will rev1ew
proposed methods for inclusion in the monograph and will give
particular attention to how to interpret analytical data, the
reliability of tests, sources of interference and muc:adural
pitfalls. Each c:entre would add their own list of local
lahoratories and their analytical capabilities.

Toxic concentration: Toxic human blood, plasma and urine
concentrations should be given with cross-reference to the
methodology. Other less common toxic levels may alsc be mentioned,
if available, such as in cerelwo-spinal fluid, dlalysate hair,
fingernails ard saliva. Concentrations shmld be given in S. L
units as well as mass units per litre.

Clinigal gﬁgects

Acute poisoning: A hrief and general overview of the acute effect
of the chemical substance should be given, with reference to the
routes of exposure, leaving as blank those that are not known or not
relevant.,

9.1.1 Ingestion

9.1.2 Iphalation

9.1.3 gkin exposure
9.1.4 Eye contact

9.1.5 Parenteral ewposiure
9.1.6 Other

Chronic poisoning: A hrief and general overview of the chronic
effect of the chemical substance should be given, leaving as blank
those that are not known or not relevant.

o
A




2.3

9.4
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9.2.4 [LEye comtact
9.2.5 Parenteral exposure
9.2.6 Other

ig, ca death: The expected evolution of the
poisoning should be described, providing orientation for the
prognosis. Give the criteria for establishing the severity of the
poisoning so as to allow the identification of: mild, medium and
severe cases. Mention the most common or expected complications.
1f appropriate, give the cause of death as the result of the effect
of the poison by itself. Mention any possible secondary causes of
death, e.g renal insufficiency after prolonged hypotension,
septicemia after ingestion of corrosives.

ic description of clinj eff : ‘The specific clinical
affects of the chemical substance in different organs and/cr systems
should be described either as an acute, chronic or acute on chronic
effect. Clinical complications should not be included as they do
not represent the main effect of the substance, e.g. neurologic
effects caused by hypoxia. If no acute or chwonic or acute on
chronic effects have been found in the literature or by clinical
experience, it should be mertioned as such. Special attention is
called to the importance of citing the possibility or absence of
chronic effects.

9.4.1 Cardigvascular: Effects should be differeptiated as on the
heart or circulatory system.

9.4.2

9.4.3

9.4.4

95.4.5

9.4.6

9.4.7

9.4.8 Dermatologic
9.4.9 Eve, ear, pose, throat: local effects
9.4.10 Hematological
9.4.11 Immmologic

9.4.12 Metabolic
9,4.12.1 Acid-base disturbances




9.5

9.4.12.2 Fluid and electrolyte disturbances ‘
9.4.12.3 Others: may include: hypeo or hyperthermia, hypo

or hyperglycemia, etc.

9.4.13 Allergic reactions are of special importance with reference
to cooupational evposure.

4,
4.

9.4.14 Other clinical effects may include those hot mentioned
above, e.q. autopharmacological effects.

9.4.15 Spegial risks: Pregnancy: The effect of certain chemical
substances on the gravid uterus or on the fetus (especially

near time of birth) should be described. PBreast feeding:
Some chemical substances can be excreted via mother’s milk
and may affect the infant, e.g. alcohol. Enzyme
deficiencies are of special importance, and should he
mentioned, e.q. Glucose—6-phosphate dehydrogenase deficiency

Qthers: Other clinical effects not cited above may be described
under this sub-section.

Section 10. Management

10.1

10.2

10.3

Ceneral principles: It should stress the fact that evaluation of
vital functions and life-supporting measures are the main principles
in patient management. This section is intended to provide a brief
explanation on the principles for the appropriate treatment, and
also appropriate cheervation and monitoring of vital fmx:’tlons

(e.g. deep tendon reflexes in exposure to organochlorine
pesticides). Indication should also be given as to what should not
ke done or is counterindicated.

Relevant laboratory apalyses: Only the most practical and available
ones should be recommended.

10.2.1 Sample collection: Stress the importance of knowirng which
material (either biological or non) should be collected and
how it has to be preserved and transported, e.q. whole blood
as plasma, with or without anticoagulant in glass or plastic
material, closed tightly or not, ete. The quantity of the
sample should be defined, as well as the time after exposure
or admission.

10.2.2 BRicmedical analysis: Some biomedical analysis are highly
valuable for the diagnosis, prognosis and treatment of a
poisoning, and should be specifically mentioned, e.q.
acidosis in methanol poisoning.

10.2.3 Toxicological analvsis: Cross reference to section 8.;3“?

Life supportive procedures and symptomatic tyeatwent: Description
of the life supporting procedures in relation to the specific
effects induced by the poison, as well as, how to conduct the
symptomatic and specific treatment.




10.4 Decontaminatign: Procedures should be recommended according to
route of emtry, time interval, patients’ condition and
characteristic of the poison. For exanple: washing of the skin ard
eyes, gastric lavage, administration of absorbants, cathartics and
neutralizers. Stress what should not be done.

10.5 Flimipation: Elimination of the ahsorbed substance includes five
main modalities: foreed diuresis, alkalinization, acidification,
hemoperfusion and dialysis. ‘They should be indicated according to
the toxicokinetics of the substance and condition of patient.
Stress what should not be indicated.

10.6 Aptidote: Treatment should be indicated wherever it is appropriate
and the risks or adverse effects of their use should be noted.
Dosage for adults and children is reguired.

10.6.1 Adult dosage
10.6.2 Child dosage

10.7 Management discussion: As in many cases there may be debatable
points or principles for patient management.. Mention them as
" alternatives or controversies and identify research needs.

Section 11. Illustrative cases

Wherever possible cases should be selected where reliable analytical
data have been obtained.

11.1 Case report from the literature: Give brief sumaries of the most
important clinical cases reported in the literature. A comparative
Table may be used where the differences of effectiveness of
treatment, or evolution in time can be easily be compared. Stress
the clinical arxi management aspects.

11.2 Interpally extracted data on cases: Idem with the cases from the
monograph author’s centres.

11.3 Inkternal cases: 'Ibbeaddaibytheaentreusin;themmgram.
Section 12. References

List and cite the references according to the IPCS publication
guidelines given in Addendum I.

gection 13. Authopr(s), date(s)

Give the name of the author(s) and co~author(s) and the date of
preparation, according to sections, if different parts of the monograph
were prepared by different authors. Subsequently, the names of the
reviewers will be added, as well as information on up—dating.-

Section 14. Addjtional information

14.1 availability of antjdotes: FEach centre will add its own data
concerning the requlations and availability of the relevant
antidotes, including the location and stocking of antidotesi.




14.2
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Other: Any other relevant information not mentioned before should
be included in this sub-section. Catmusmthemmgrammay
add further information relevant to local conditions.

t .
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Monograph Title: To be taken from the list of pharmaceuticals for which
monographs will be prepared (see Annex XII). In some cases
it may be necessary to prepare a generic group monograph,
e.qg. for benzodiazepines and tricyclic antidepressants and
individual members of the group may be used as a mxdel. As
far as possible, however, monographs should be prepared for
each individual pharmaceutical, irrespective of whether
thare is a genaeric group menoarapil.

Section 1 Name
1.1 Substance: Give the International Non-proprietary Name (INN).

1.2 Group: Give the pharmacotherapeutic group as applied in the WHO
Model List of Essential Drugs, supplemented, where appropriate, by a
group name indicating the mechanism of action or in some instances,
the chemical class, e.g. antiarrhythmics: calcium chamnel
antagonists; amiolytics: benzodiazepines.

1.3 Synonyms: The main synonyms should be listed, ut each country
should complete this sub-section with local names. In particular
show any main differences in chemical names between cowntries.

1.4 Identification mummbetrs
1.4.1 CAS: Give the Chemical Abstract Service (CAS) mumber; to be

found for example in Merck Index or Martindale, The Extra
Pharmacopeia.

1.4.2 Cther mmbers may be relevant in various country. The most
important international mmbers are:

UN United Nations transportation mumber from
"Recommendations on Transport of Dangerous Goods"
ST/SG/AL.10/1/Rev 4, United Nations 1985
TUPAC International Union of Pure and Applied Chemistry
NCI National Cancer Institute of USA
RTECS Registry of Toxic Effects of Chemical Substances,
National Institute of Cccupational Safety and
Health, USA
CEC Comission of the Furopean Comminities
1.5  PBrand pames/trade nameg: To be completed by each centre.
1.6 Manufacturers_and importers: To be completed by each centre.
1.7 Preseptation/formulation: To be completed by each centre according
to the local conditions. It is important to include the mmber of

unit doses per package, as well as the vehicle or solvent used in
the formulation.
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Section 2. Summary

This section is intended to be a hrief overview with the main
clinical and analytical data that will facilitate rapid provision of
information in cases of an emergency. No references should be used in this
section. This section will be displayed in a box or written in different
characters so as to be clearly visible for immediate use.

2.1 Main risks and target organs: Give a summary. Secondary risks of
chemicals, e.g. degradation products, and pharmaceutical
indications, should be included.

2.2  Summary of clinical effects.
2.3 Wﬂl&tﬂh List the relevant

laboratory analyses both toxicclogical and bicmedical, e.q.
determine acidesis in salicylate poisoning, blood glucose in athyl
alcohol intowication. It should indicate whether measurement of
senum or urine levels are important for treatment. Sample
collection should be indicated kriefly, with the conditions under
which samples should be stored or transported for analys:.s, e.g. it
should be indicated whether gastric material, blood, wrine or other
biological materials should he extracted, theJ.r cquantities, kind of
containers, special temperature or other conditions. Details are
given in section 10.2).

2.4 First-aid measures and management principles: Only the main
measures to be taken should be summarized here.

FIRST ATD SUMMARY: In addition to this section in the monograph prepare a
sepamtesmmnarysactmnforusebyIPCSamlothersm
documents or data bases for wide dissemination to the mublic
or non=medically cualified professionals handling or coming
into contact with chemicals. This summary should be written
to advice the nomr-medical person likely to come into contact
with pmsoned victims and should give the main risks, the
essential signs and symptoms of the intoxication and the
first-aid measures to be taken. Reference should be made as
to whether it would subsequently be useful in patient
management for a sample to be taken when first-aid measures
are administered, with the conditions under which the sample
should be collected and stored.

Section 3. Phvsico—chemical Properties

3.1 Origin of the substance: Indicate whether it is of synthetic, semi-
synthetic, or natural origin and include a brief description of the
synthesis, if appropriate.

3.2 Chemical structure: Give the chemical name, molecular weight and
structural formula (this may not be included in the computerized
form of the monograph).

3.3  Physical properties:
3.3.1 Froperties of the Substance
The most important properties are the solubility in water,
ether and alcohol (g/100 ml at 20°C); pH and viscosity (;m
Poise at a stated temperature). Additicnally it is useful




to have the normal state at a room temperatimre, colour and
odour. Other physical characteristics given in the
guidelines for monographs on chemical substances, sections
3.3 and 3.4 may also be of value for certain
pharmaceuticals.

3.3.2 Properties of the locally available formulation (to be
completed by the cemtre using the system).

Other chayacteristics

3.4.1 Shelf-life of the substance: Give the shelf-life undexr
specific conditions, usually not longer than five years.
The main issue is whether toxic deterioration products may
ocour with time which should be indicated, bearing in mind
that the efficacy of a pharmaceutical may decrease with time
whereas the toxicity may remain the same.

ife of the Jocall ilable formilation:
shelf-life under specific ti for the lLocal
formmlation, usually not longer than five years. The main
issue is whether toxic detericration products may occur with
time which should be indicated, bearing in mind that the
efficacy of a pharmaceutical may decrease with time whereas
the toxicity may remain the same. To be completed by the
cantre using the monograph.

Storage conditiong: Give the important conditions, e.g.
relating to humidity, temperature and light.

Bioavailability: Data to be added by the centre using the
monograph in relation to the locally available formualation.
Characteristics of particular interest are the
disintegration and dissolution time.

Specific properties and composition: Excipierts and
colourirg agents of the local formulation that are of
relevance from a toxicological point of view: to be added by
the centre using the monograph.

Uses

4.1 Indications: Generally accepted indications, such as those
appearing in the WHO Model Prescribing Informaticon, or other
authorative sources, should be given. Less common uses should also
be given.

Therapeutic dosages: Recommended dosages for adults and children
may be found in the sources referred to in section 4.1

Contraindications: May also be found in sources referred to in
section 4.1




Section 5.
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Routes of Entxy: All routes of entry should be mentioned.

If some

are not possible or not yet registered either leave a blank or write

nunknown". If considered relevant mention the main circumstances
for a specific route of errtry

Possible routes of poisoning that do not follow automatically from
the formilation should also be described briefly:

Oral
Inhalation
Dermal

Section 6. Kinetics

Describe the kinetics of the substance in the body. If muman data
are not available, animal data may be used, but indicating only the most
relevant. Inter-species differences may be important and should be
mentioned. Itstmldbaboxnemm:ﬂthatthemetuﬁofa
pharmaceutical in a case of poisoning may be different from the kinetics
urder therapeutic dose conditions. Describe:

6.1 Absorption by route of exposure.

6.2  Distribution by route of ewposure.

6.3 Bioclogi f-life .

6.4  Motabolism: Indicate the formation of toxic metabolites, whether
enterohepatic circulation and enzyme indication ocor. Describe the
factors influencing metabo]liszm including the racial origin, ‘genetic
contribution, age and sex,

6.5 Elimination by route of exposipe.

Section 7. Pharmacology and Toxicology

This section is intended to provide an insight into the
teicological /pharmacological effects of the pharmaceutical.

7.1 Mode of action: Give a very brief description of the way in which
the poison exerts its effects on a receptor or at cellular level
within the target organ(s), e.g. blockage of sulphydril-confaining
enzymes, lipid peroxidation, alteration of nerve cell membranes,
toxic metabolites,

7.1.1 Toxicodynamigs: Describe how the toxic effects ccour at
cellular or target organ level.

7.1.2 Pharmacodynamics: Describe the therapeutical effects at
cellular or organ level.

7.2 Toxicity: This section should describe the most relevant data
concerning both acute and chronic exposure and should include the
accepted or estimated toxic amd lethal amount of the substance for
cach sub-section, as appropriate.




7.3
7.4
7.5

7.6

7.7

Section 8.

8-1

8.2
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7.2.1 Human data: Give quantitative data, including toxic
amounts, acpre&sedasmg/kgl:ndywemht pon (parts per

million = mg/m )7 ml/kg body weight.
7.2.1.1 Adults from volunteer and clinical case data.

7.2.1.2 Children from clinical case data.

7.2.2 Relevant animal data: Only the data relevart to the lman
situation should be given.

7.2.3 Relevant in—vitro data: Only the data relevant to the hmman
situation should be given.

Carcinogenicity: Sumarize human and relevant animal data.
Teratogenicity: Summarize hman and relevant animal data.
Mutagenicity: Summarize lnmman and relevant animal data.

Interactions: As there exists the possibility of having poisoning
by exposure to many substances at the same time, or having
intoxication in pre-medicated patients, there is a risk of
interaction, e.g. alcohol potentiating the depressant effects of
hypnotic dnigs This sub-section should drawn attention to
important interactions.

Main adverse effects: Only serious or life-threatening and
frecuently occurrirngg adverse effects of a pharmacoutical in the
therapeutic dose range should be given.

Methods: Two analytical methods should be proposed: one simple and
reliable technique applicable particularly to situations in
developing countries, e.g. using spot-tests, dip-sticks, thin layer
chromatography, colorimetry, immmoassays, should be described in
detail; another technicgue considered as the best or recommended
method, using more sophisticated equipment such as high pressure
licuid chromatography, gas chromatography and mass spectroscopy,
should be referenced only. An analytical working group will review
proposed methods for inclusion in the monograph and will give
particular attention to how to interpret analytical data, the
reliability of tests, sourves of interference and procedural
pitfalls. Each centre would add their own list of local
laboratories and their analytical capabilities.

peut LG trati Toxic human blood, plasma and
urine merrtratlc:ns sl‘n:m.ld be glven with cross-reference to the
methodology. Other less common toxic levels may also be mentioned,
if available, such as in cerelro—spinal fluid, dialysate, hair,
fingernails and saliva. The therapeutic levels should alsc be given
for appropriate comparison. Concentrations should be given in S.T.
units, expressed in both mass and melar units.




Section 9.

5.1

9.2

G.4
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Clinical effects
2cute poisoning: A brief and general overview of the acute effect

of the pharmaceutical should be given, with reference to the route
of exposure, leaving as blank those that are not known or not

9.1.1 Irgestion

9.1.2 Inhalation

9.1.3 Zkin exposigpe

9.1.4 Eve contact

9.1.5 Paxenteral exposure

9.1.6 =i

Clronic poisoning: A brief and general overview of the chromic

effect of the pharmaceutical should be given, leaving as blank those
that are not known or not relevant.

1 Ingestion

2 Inhalation

3 Skin comtact

A Eye contact

5 Parenteral exposure
6 Other

Course, progmosis, cause of death: The expected evolution of the
poizgoning should be described, providing orientation for the
progncsis. Give the criteria for establishing the severity of the
poisoning so as to allow the identification of: mild, medium and
severe cases. Mention the most common or espected complications.If
appropriate, give the cause of death as the result of the effect of
the poison by itself. Mention any possible secondary causes of
death, e.g remal insufficiency after prolonged hypotension,
pulmonary infection with barbiturate poisoning.

Systematic description of clinical effects: The specific clinical
effects of the pharmaceutical in different crgans and/or systems
should be described either as an acute, chironic or acute on chronio
effect. Clinical complications should not be included as they do
not represent the main effect of the substance, e.g. neurologic
effects caused by hypoxia. If no acute or chronic or acute on
chronic effects have been found in the literature or by clinical
experience, it should be mentioned as such. Special attenticn is
called to the importance of citing the possibility or absence of
chronic effects.

9.4.1 Cavdiovascular: Effects should be differentiated as on the
heart or circulatory sy'st:em

autonomic

9.4.3.1
9.4.3.2 peripheral nervous system
9.4.3.3
9.4.3.4 skeletal and amooth muscie




9.4.12

9.5

Section 10.

10.1
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9.4.4 Gastrointestinal
9.4.5 Hepatic
9.4.6 Urinary
9.4.6.1 renal
9.4.6.2 others
9.4.7 Endocripe and reproductive systems

9.4.8 Dermatologic
9.4.9 Eve, ear, nose, throat:; local effects

5.4.10

Hematologycal
9.4.11 Immmologic
Metabolic

9.4.12.1 Acid-btase disturbances

9.4.12.2 Fluid ard electrolyte distwrbances

9.4.12.3 Others: may include: hypo or hyperthermia, hypo
or hyperglycemia, etc.

9.4.13 Allergic reactions are of special importance with reference
to ocooupational exposure.

9.4.14 Other clinical effects may include those not mentioned
above, e.g. autopharmacological effects.

9.4.15 Special risks: Pregnancy: The effect of certain
pharmaceuticals on the gravid uterus or on the fetus

(especially near time of birth} should be described, e.g.
pethidine causing respiratory depression on the newborn, or
isoprel administered at the end of pregnancy. Rreast
feeding: Some pharmaceuticals can be excreted via mother’s
milk arcd may affect the infant. Enzyme deficiencies are of
special importance, and should be menticned, e.g. Glucose-
6-phosphate dehydrogenase deficiency in patients receiving
nitrites.

Others: Other clinical effects not cited above may be described
uder this sub-section.

Management.

General principles: It should stress the fact that evaluation of
vital functions ard 1ife—supporting measures are the main principles
in patient management. This section is intended to provide a brief
explanation on the principles for the appropriate treatment, and
also appropriate observation and mmtcrlrg of vital functions (e.g.
respiratory functioning in barbiturate poiscning, blood pressure in
chlorpromazine poisoning). Indication should also be given as to
what should not be done or is contraindicated.




10.2

10.3

10.4

10.5

10.6

10.7

Section 11.
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Relevant laboratory apmalyses: Only the most practical and available
ones should be recommended.

jon: Stress the importance of knowing which
materlal (e:l.ther bhioclogical or non) should be collected and
hese it hass to be preserved and transported, e.g. whole:blood
as plasma, with or without anticoagulant in glass or plastic
material, closed tightly or not, etc. The quantity of the
sample should be defined, as well as the time after exposure
or admission.

10.2.2 Bicmedjeal analysis: Some biomedical analysis are highly
valuable for the diagnosis, prognosis and treatment of a
poisoning, and should be specifically mentioned,
e.g. hypokalemia in acute tecphylline overdose.

10.2.3 Toxicological analysis: (ross reference to section B:

of the lJ.fe su;:p::rtlrky :m relatlon to the specific
effects inhiced by the poison, as well as, how to conduct the

symptomatic ard specific treatment.

Decontamination: FProcedures should be recommended according to
rorte of entry, time interval, patients’ copdition and
characteristic of the poison. For example: washing of the skin and
ayes, gastric lavage, administration of adscorbants, cathartics and
rneutraiizers. Stress what should nok be done.

Flimination: Flimination of the abscorbed substance includes five
main modalities: foreced diwresis, alkalinization, acidification,
hemoperfusion and dialy=sis. They should be indicated accordingly to
toxicokinetics of the pharmaceutical and corddition of patient.
Stress what should not be indicated.

Antidote: Treatment should be indicated wherever it is appropriate
ard the risks or adverse effects of their us=e should be noted.
Dosage for adults and children is required.

10.6.1 At dosage
10.6.2 Child dosage

Management discuzssion: As in many cases there may be debatable
points or principles for patient management. Mention them as
alternatives or controversies and identify research needs.
Tllustrative cases

Wherever possible cases should be selected where reliable analytical

data have been obtained,

11.1

Case report fiom the literature: Give brief summaries of the most
important clinical cases reported in the literature. A comparative
Table may be used where the differences of effectivensss of
treatment, or evolution in time can be easily be compared. Stress
the clinical and management aspects.
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Idem with the cases from the

11.3 Interpal cases: Tbbeaddedbythecentreusirgthenmmgram.
Section 12. References

List and cite the referances according to the TPCS publication
guidelines given in Addenxhm I.

Section 13. Author(s), date(s)

Give the name of the author(s) and co—author(s) ard the date of
preparation, according to sections, if different parts of the monograph
were prepared by different authors. Subsecuently, the names of the
reviewers will be added, as well as information on up-dating.

Section 14. Additional information

14.1 Availabilitv of antidotes: Fach centre will add it=s own data
concerning the regulations and availability of the relevant
antidotes, including the location and stocking of antidotes.

14.2 Other: Any cother relevant information not mentioned before should
be included in this sub-section. Centres using the monograph may
add further information relevant to local conditions.
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Mopograph Title: To be taken from the list of poisonous plants for

which monographs will be prepared (see Annex XI1).
Section 1. Name
1.1 Scientific rame: Give the scientific name. If in doubt conslt the
Royal Botanic Gardens, Kew, Richmond, Middlesex, TW9 3AD (Telephone
mumber: 01 940 1171).
1.2 Fapily: Give the family.
1.3 Common_pame(s):  Give the common name(s) and synonyms.  Each country
Yy need to add local names.
Saection 2. Symary

This section is intended to be a brief overview with the main

clinical and analytical data that will facilitate rapid provision of
information in cases of an emergency. No references should be uszed in this
section. This section will be displayed in a box or written in different
characters so as to be clearly visible for imediate use.

2.1

2.2

2.3

2.4

2.5

2.6

Main risks and target organs: Give a sunmary. Secondary risks of

the poison should be included.
Summary of clinical effects.

Relevant laboratory analyses/sample collection: List the relevant
laboratory analyses both toxicological and biomedical. It should
indicate whether measurement of serum or urine levels are important
for treatment. Sample collection shoild be indicated briefly, with
the conditions under which samples and specimen should be stored or
transported for analysis, e.g. it should be indicated whether
gastric material, blood, urine or other biological materials should
be extracted, their quantities, kKind of containers, special
temperatire or other conditions. Refer also to the need to collect
4 plant specimen for identification purposes. Refer also to the
need to collect a plant specimen for identification purposes.
Details are given in section 10.2).

~aj inei { Only the main
measures to be taken should be summarized here. :

Poigonous parts: Describe the poiscnous parts of the plant.

Main towins: List the main towins found in the poisonous parts of
the plant.

FIRST AID SUMMARY: In addition to this section in the monograph prepare a

separate summary section for use by IPCS ard others in
documents or data bases for wide dissemination to the public
or non-medically qualified professicnals handlirg or coming
into contact with the plant. This summary should be written
to advise the non-medical person likely to come into contact
with poisoned victims and should give the main risks, the
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eszential signs and symptoms of the intoxication amd the
first-aid measures to be taken. Reference should be made to
the need to collect a plant specimen for identification
parposes and whether it would subsequently be helpful in
patient management for a biological sample to be taken when
first-aid measures are administered, with the conditions
urder which the sample should be collected or stored.

Section 3. Characteristics

3.1 iptio lant
3.1.1 Specjal identification features: Describe how the plant may

be identified.

3.1.2 Habitat: Describe the characteristics of the area or
envirommental where the plant is usually fourd.

3.1.3 Distribution: Indicate the geographical or worldwide
distrilastion of the plant.

3.2 Poisonous parts of the plant: Insert botanical drawing or

photograph of the poisconous parts of the plant and give a
description.

3.3 The toxin(s)

3.3.1 Name(s): Give the chemical name(s) of the toxin(s)}
associated with varicus specific poisonous parts of the
plant.

3.3.2 Description: Give the CAS mumber, molecular weight and
structural formula as well as the stability (to heat,
hmidity, light and other relevant conditions) for each
toxins listed in 3.3.1

3.3.3 i . ics to be given as
mns:.dered relevant (see sub—sectmns 3.3 ard 3.4 of the

chemical monograph format).

3.4 Orher chemical contents of the plant considered relevant.

Section 4. Uses/circumstances of poisoning

This section will have to ke completed by each centre concerning
local corditions.

4.1 Uses: Describe the uses of the plant or the toxin(s), ircluding any
econcmic uses or those associated with herbal medicines, religious
rites and abuse.

4.2 High risk circumstances: Describe the high risk circumstances of
exposure to the plant toxin(s).

4,3  High risk gecgraphical areas: Irdicate those geographical areas
where the plant is likely to be found.




Section 5.
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Routes of entry
All routes of entry should be mentioned. Ifsonearemtpossmle

or not yet registered, either leave a blank or write: "Unknown". If
considered relevant, mention the main circumstances for a specific route of
entry. Comments should be as brief as possible.

Section 6.

Kineti
Describe the kinetics of the plant toxin(s) in the body. If human

data are not available, animal data may be used, but indicating only the
most relevant. Inter-species differences may be important and should be
mentioned. Describe:

6.1

6.2

6.3

6.4

6.5

Secticn 7.

Abeorption by route of exposure.

Distribution by route of exposure,
Biological - " o route o .

Metabolism: Indicate the formation of toxic metabolites, whether
enterchepatic circulation and enzyme indication ecxnr. Describe the
factors influencing metabolism including the racial crigin, genetic
comtribuation, age and sex.

tion of .
Toxicology/pharmacoloqy
This section iz intended to provide an insight into the

toxicological and pharmacological effects of the plant toxin(s).

7.1

7.2

Mode of action: Give a very brief description of the way in which
the poison exerts its effects on a receptor or at cellular level
within the target organ(s), e.g. alteraticn of nerve cell memhvanes
ard conduction, towic metabolites, photosensitivity due to
psoralens.

Toxicity: This gection should describe the most relevant data
concerning both acute and chronic exposure and should include the
accepted or estimated toxic and lethal amount of the plant/toxin for
each sub-section, as appropriate,

7.2.1 Human data: Give quantitative data, including toxic
amounts, expmssadasmy/kgbodymlght-pm(partsper
million = mg/m3); ml/kg body weight.
7.2.1.1 Adults from volunteer ard clinical case data.
7.2.1.2 ¢hildren from clinical case data.




7.3
7.4
7.5

7.6

Section 8.

8.1

8.2

Section 9.

9.1

7.2.2 Animal data: Only the data relevant to the human situation
should be given.

7.2.3 In-vitro data: Only the data relevant to the human
situation should be given.

Carcinogenicity: Summarize human and relevant anima} data.
Teratogenicity: Summarize himan and relevant animal data.
Mutagenicity: Summarize mman and relevant animal data.

Interactions: As there exists the possibility of having poisoning
byexposuretmmanysubstaxmesatttmsamtm, or havirng
intoxication in pre-medicated patients, there is the risk of
interaction. This sub-section should drawn attention to important
interactions.

Toxicological analysi

Methods: Two analytical methods should be proposed: one simple and
reliable technique applicable particularly to situations in
developing countries, e.g. using spot—tests, dip-sticks, thin layer
chromatography, colorimetry, immmoassays, should be described in
detail; another technique considered as the best or recommended
method, using more sophisticated equipment such as high pressure
liquid chromatography, gas chromatography and mass spectroscopy,
should be referenced only. An analytical working group will review
proposed methods for inclusion in the monograph and will give
particular attention to how to interpret analytical data, the
reliability of tests, sources of interference and procedural
pitfalls. Each centre would add their own li=st of local
laboratories and their analytical capabilities.

Toxic conceptgmtion: Toxic human blood, plasma and urine
concentrations should be given with cross-reference to the
methodology. Other less common toxic levels may also be mentioned,
if available. Concentrations should be given in 5.I. units,
expressed in both mass and molar units. Data are usually lacking
for plant tosins.

linical effect
Acute poisoning: A detailed overview of the acute effect of the

plant. toxin should be given, with reference to the route of
exposure, leaving as blank those that are not known or not relevant.




9.2

9.3

9.4
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Chronic poisoning: A detailed overview of the chronic effect of the
plant toxin should be given, leaving as blank those that are not
known or not relevant.

9.2.1 Ingestion
9.2.2 Inhalatian
9.2.3 Skin conmtact
9.2.4 Eye contact
9.2.%
9.2.6

Parenteral esposure
COther

Courge, promosis, .cause of death: The expected evolution of the
poisoning should be described, providing orientation for the
prognosis.  Give the eriteria for establishing the severity of the
poizoning =0 as to allow the identification of: mild, medium and
severe cases. Mention the most common or expected complications.
If appropriate, give the cause of death as the result of the effect
of the poi=on by itself. Mention any possible secondary causes of
death, e.g dehydraticn.

Systematic description of clinical effects: The specific clinical
effects of the plant toxin in different organs and/or systems should
be described either as an acute, chronic or acute on chronic effect,
Clinical complications should not be included as they do not
represent the main effect of the substance, e.g. neurclogic effects
caused by hypoxia. If no acute or chronic or acute on chronic @
effects have been found in the literature or by clinical experience,
it should be mentioned as such. Special attention is called to the
importance of citing the possibility or absence of chronic effects.

9.4.1 " Cardiovascular: FEffects should be differentiated as on the
heart or circulatory system.

9.4.2 Regpirgtory

9.4.3 Neurclogic

9.4.3.1 CNS
9.4.3.2 peripheral nervous system
9.4.3.3 aukoncmic
9.4.3.4 skeletal and smooth muscle
9.4.4 (Gas testina
9.4.5 Hepatic
9.4.6 Urinary
9.4.6.1 renal
9.4.6.2 others
9.4.7 Endocrine and reproductive systems
9.4.8 Demmatologic
9.4.9 a hose t: 1 effects

9.4.10 Hematological







