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Ba.r's view, but 3 subsequent wial in Paki-
san' failed 1o demonstrate a  statistically
significant effea. In addition Rao er ol in
& conmrolled arJd supervised tial with a
ciocly related cvunpound. shown 10 be high~
Iv effective in the laboratory, were able to
shcw only 2 m:n:mal prophvlaciic efiect, If
the thiosemicarbazones are teally as effec-
f:ve acainst variola virus in man, as Dr.
Bayer claims, it is surprising thar they have
no appreciabic effect on the success rate of
vaccination with the closely rejated vaccinia
varos.t
TUntil more conclusive evidence is pre-
sented in favour of hyperimmune gamma-
globulin  and  antiviral dregs of  the
thio.emicarbazune series we consider that
vaccnation with all its limnirtations must re-
main the first line of defence in containing
ourbreaks of smallpox. In our view this
shoutd be combined with hyperimunune
gammaclobulin for those a: parucular isk.
At (he presen: ime we do not helieve that
thiosemicasrbazones have a part io plavaa the
routine prophylaxis of smalipox.—We are,
€.,
Roxarn T, D. Emonp
Deparunenr of Infecuious Diseases,
Roval Free Mowim!,
Londun w.C.1
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Sir,—1 could not help feeling that your
otherwise well-balanced leading arsticle on
this subiecr (30 Masch. p. 590) tended 1o
oversmplify two problems. Reference s
made 10 the induction of sarcomas ar the
site of subcraneous implantation of plastic
films and it is suxgested that tumour in-
duction is depsndent on the “uninterrupted
area of the film.” This is nor universally
e and the possible importance in relation
ro cneer induction of chemical agents that
can be leach=d our of plastics has not been
ruled our.d Plastic sponpe s potently pro-
ductive of sarcomas on implanration® and
frarmenied polvethvlene proved just as
potent as a solid piece of rthe same material
in producipe sarcomas.? Also other facrors
such ac the relative aumbers of anions and
o v may be .mporam‘ In anv as. in
[ « of thr work of (rasso and
Golbery- ¥ few authorities in the field of
exper:mental  carc:nogenesis  would now
accet the inductien or non-induction of
sarcomas in the <ubcutaneous tissues of rats
in response to the stbantancous injection of
implantation of forcien mater:als a< provid-
ing information rhat is indicative cither of
safery or hazard for man of materials to
which he i5 not exposed bv a parenteral
route, On the otier hand. an inrerprerable
and useful obternvution from this kind of
experiment @ the ase of poivvins! chioride
would have beer 1ol acoustic dugt Tumours

not occur in rats  bearing

did or d°°
onpiants.
That the'- is 2 need for 3 series of simple

mexpensive tests which suggest that some
substances -~ mose likely to be carcinogens
than other: 1s indisputable. Nor would one
reject the view that shori-term in-vitro
studies may be of walue in warning that
substances may be carcinogens and in the
clucidation of mechanisms of arcino-
genicity.! Bur what must be dispured is
whether mutation of 2 micro-organism of
transformatien of cclls in vigo should be
regarded a: reliable evidence of <arcno-
genicity. The reliability of such short-term
wests for predicting carcinogenicity needs 10
be assessed and the {alse-positive and false-
negative rarvs ascermained. Unforrunatefy
this can onlv be done laboriously by com-
paring the results of shor- and long-term
tests. Where "his has been done in the past
the approach has generally been to show
that known, usually poten:. carc:nogens give
positive resul's in shori-term tesis, and even
this— has not always proved easy. The
opposite  arproach—namely, of seelng
whether substances which give rise (0
weekly positive results in short-term tests
or which uncxpeciedly give rise 10 positive
results predi~pose o neoplasia in the long
term—nhas rarsly been followed.

Clearly much more thought is going to
have to be uted to protect workers against
possible @ncur hazard from new chemicais
and materais used in industry, but con-
fusion and little benedit would result from
falsely labelling substances as carcinogens on
the basis of short-term tests of unproven
validiry. Commuttees of cxperts that have
reviewed crcinogenici:y testing during re-
cent veats huve invariably rejected <hori-
term tests for the purpose of establishing
safety.*? We should be equally careful 10
reiect them for the purpose of esmablishing
hazard.—I am. ete,,
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Amitriptyline and lsipramine Poisoning
in Children
Str,—Drs. K. M. Goel and R. A. Shanks
{16 February, r. 261) outline the numernus
dancers of inicvelie antidepressant over-
dosape and sov'nd a very tmelv warning on
the folly of preseribing such drues for
children. 1 am concerned. however. that 1hev
<hould sratc that there is “no known antie
dote.” Much more alarming is the lerter
froom Drs. ID. A. Price and R. J. Postle-
thwaite (23 Mareh, p. £7%° advocatine the
usc of parentcral cdiphenvbivdantoin 3
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patients pome.d with these drugs. I
evidenr from such communications that .
pefience in the managemen: of wnoc
anridepressant poisening is limuted. as D
Price and Postlethwaite admut.

The anmtidote available for :ricyclic ar:
depressant poisen:nt is physosticmune
was first deseribed by Slovis er all in 19
followed by Rumack® in 1973. Ia the b
future this agent will be recomunended -
drug companies markenng rricvelic an
depressants for use in the event of ow
dosage. It is important thar a ecrit.
appraisal of rhis farm of trea:ment show
be made available.

In this centre we receniv
phvsostigmine salicvla’e 21 consecuT
patients with acure tricvelic intideptessa:
poiseniag. In this <«ties uncon<ciousn
hvperreflexia. bilateral exren<or plaamar o
sponses. and the classienl pur phera! ane
cholinerpic effete were all rap-div reves-
clegar  indicanon  thar  phiveostigmin
salicvlare is an anridore in mevelic poison
ing. On the other hand. rhouch 409 parer
with 1ricyvelic antidepressant poisoning hav
been adsmuitted to this cenire during the for
five vearc no faralities have besn ¢
countered Lsing the conservarive suppar:.
regimen describzd by Marthew  nc
Lawson.' Phvsostiemnine has thus no piz
in rhe rourine manacement of tuch paten
This  sratement s supporod byt
occurrence of porenrially danesrous s
cffects associared warh adminisrrat:on of o
drug. In our series two of the 21 panenn
had convulsions and wo orhers hvpes
salivared and develepsd a severe bradvaard:
due to cholinereic action. Despite thew
daneers phuvsosticmine is  of salue -
severely  porsoned  patients  where  oih- .
medical complicarions demand that the
pericd of unconsciousness  should %
shortened.—1 am, etc..
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RAY NEWTON

Regirmal Poiconing Treamment Cenzre.
The Roval Infirmarv.
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S1IR.~—The lerter from Drs. K. M. Goeel anc
R. A. Shanky ‘73 March. o $75) in replv 2
D+. R. N. Wilson's crit‘cismn (9 March. ¢
495) unfartyrarglv ind'cates thar the autho~
themselves have not guite appreciated the
sipn‘ficance of their own paper. Dr. Wil-
son has cleariv pointed sut the comceguence
of not distinguishing berween inndverrent
(accidentall  ineeson and  deliberate.
planned ‘theraceut'c) ‘ngestion. In fact ‘n
their original paper 716 Februam, p. 263)
Dr<. Gnel and Shanks have themcelves fal-
len into this error for thev srave rthar “chi-
dren who in~est rricvelics in wharever dos-
are {mv italics] should 2lways be admiued
for observaneon and  contnuocus  cardiac
monitoring for 24 hours. bezause armth-

mias in rhese cases are ¢cormmmon and danse:-
cus.”” By saving this thev inciude all who
are heing treated {or enuresis too.

Dr. Wilson savs thar the Datlv Mirror
ariicle  ¢onvess the impresvion  that e
therapeutic dose was "o hlame. How coull
the Datly Afirror be blamed if the authers
did not maje the distinciion berwcen Liea-
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Abstracts of pnpers sub. .ted for publication on the Mor .lity ditudy of Jorkers
- axponed to Vinyl Chloride Monomer, R

(A

THE MO.cl'

- a8 not angiogarcoma,

ALITY EXPondleNCE OF JOUKHRES bXPO.:mD 'I‘O VINYL t.'IILORIDE MONOMen
IN PHE MANUFSCTU:Ar, OF POLYVINYL CULOAIUE IN UMeAT BoITAIN

Bx AJFUX und P.F.COLLIER

ldentific:ation purt:culnrq were obtain-d for over 7,000 men who were at’

‘mome timec between 1ULO and 1974 expo:ed to vinyl chloride monomer in the

manufucture of pelyvinyl chloride, Approximntely 99% of these huve been
traced und their mortality experience studied. The overall standardised
mortality rutio, 75.4, shows u significant reduction compsared with the
national rates. Four cases of liver cancer are found. Two of these have

been confirmed by a poanel of liver puthologists as angiosarcoma und two
There is no evidence supporting the hypothesis that

cancers other than those of the liver are associated with exposure to vinyl
chloride monomer. The two casus of anyio:arcoma were found in men who

has been exposed to high concentrations although the second mun died only
eight years after exposure. The industry in Great Britain has expanded
considerably since the Jecond World #ar with over O per cent of men

having entered within the last decade. Conclusions drawn about ‘the
influence of vinyl chloride monomer on the mortality exparience of men in
this industry must consequently be tempered by Lhe reservation that the full

impact may not yet be in evidence,

’ (Submitted to the Brztish Journal of Industrzal Hedxc;ne)

(8) low HORTALITY RATES IN INDUSTRIAL COil0«T 'TUDILS DUE TO SELECTION FOH #ORK
- . AND SURVIVAL 1IN TiE INDUSTRY o

By A.J.FOX and P.P.COLLI&H

Occupational groups are often described as .relatively healthy because their
mortality rates are lower than the national averape. Although correct this
confuses the issue for those interecsted in assessing the effects of exposure
to a particular chemical, By a further analvsis of data collected in a '
astudy of all nen ever oxpoied to vinyl chloride monomer in the manufacture
of polyvinyl chloride in Great Britain, three factors h-.ve bheen shown to
" contribute to the low mortality rates that were observed. The three factors,
the selection of a healthy population for employment; the.survival in the
- industry of the healthier men; and the length of time that this population
~ has been pursued, have all bcen quantified. The mortality experience within
five yecars of entering this industry was shosn to be as low as 37 per cent
of that expected; for circulatory discase and respirutory disease as low
as 21 per cent. There was a progressive increase in standardised mortality
ratio with the length of time since entry nuch that the effect had almost
disappeared 15 years after entry. 7o avoid contounding the selection effect
with the survival effect the latter was mecasured by separating men who
survived 15 years after entering the industry according to whether or not
they were still in the industry after this period. Those who had left
experienced an overall standardiced mortality ratio some S50 per cent highe
than those 8till in the industry. This offect ulthoupgh consistent in the
age group: between 25 and 74 and all cause groups studied was greatest in
those aged between 25 and 44 and for luny cancer und respiratory disiensa.

{Submitted Lo the Brilish Journol of Preventive and Sociul Medicine)
COPIED BY MCA FOR DISTRIBUTION TO THE VINYL CHLORIDE TECHNICAL
PANEL, AUGUST 27, 1976, MR. M. FREIFELD
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