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nave carefnily raviewed the cataloging of medical liter-
ature z2lating to lung cancer 25 a2 ashestas health effact, prepa
Fhil Exterline, I will attermpr {o provicde you with my thoughts on ex-

the facteal chronclogy given in the Enteriine material to
etation of medical significance as might se perceived by medica
oractitioners. Flease bear in mincd that these commaents are highly
judgmental and it is quite likely that others working in this field might
have substantizlly different interpretations.
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First, it is important to recognize that since 19335 when
the first suggestion was made that carcinoma of the lung mavy be asso-
ciated with asbestosis, the strength of the evidence supporting this
assaciation in the medical litarature nas gradually increased. From
1332 until apnroxdmately 1940, the literature contained primarily czse
reports of lung cancer in patients who also had asbestosis determined
at autepsy. During this period, editorial comment in major medical
jour=als was tentative, at best, in support of this associatizn, and in
1538, the Journzl of the American Medical Association doustad a zaasal
relationshiz while the British Medical Journal in an editorial sugzasted
the "possibility’ that such a2n association may exist. The literature dur-
ing that time continued to be confusing, particularly as it was still sug-
gested in some quarters that silicosis also carried an excess risk for the
development of lung cancer (an 2ssociation which has subseguently been
show= ot to te sresent). During this first five or six year period, ons

iglht conclude that the association between lung cancer and asbestosis
was &t hest "possible' and essentially constituted 2 suggesticn which
subsecuently led to further investigation.
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From 1921 unidl aporoxitoately 1349, a2 awnber ol reviews
nzoeared in ihe literature addressing the question of this association.
Sgme rather weak experimental evideace suggested that asbestos exposure
in animals resclied io lung cerciznugeuaic effects, During this period, it

s further reported that "pra-malignant'’ histologic changes were fourd
iz z2saes of 2sbestosis and several references were made in the medical
literature ta the acceptance iz Germany of the association between lung
cancer and asbestosis for compensation purposes. In 1947, an atiempt
was made ts compare prevalence of lung cancer in workers dying with
astaestosis with the expeclied oumber in the geosral population coming to
antopsw., These results were not conclusive, but an excess of lung cancer
Lt csuesigsis was suspectad., Duxing this period, the evidence in favor
of 2 zz2uszl associabisgn was slightly stronger bHubk the association would sill
have :: be classifisd 2as ''possizle’.

The next relevant tirme perivd whickh I have selectad is from
1929 until 1623, This pericd began when Meriwether, the Chief Inspecter

of Factories in the U, K., pubklished his acnual report with the Zindizg that
cancer of the lung or pleura occurred io 13% of ladividuals found o have
asbestosis 2t autopsy. This compared with a risk of 1. 3% in individusals

writh silicosis. Also, in 1649, an editorial in the Jourmal of the American
Medical Association accepted the association between asbestosis and lung
cancer. As you undoubtedly know, the JAMA is the most widely read journal
among medical practitioners in this country. In 1951, Gloyne found 147 of
individuals with asbhestosis had pulrmonary cancers ia aun autopsy seriss, con-
firming the findings of Meriwether. Also, around this time, attantion was
direcred to an increase in the female to male ratio for lung cencer in individ-
vals with asbestosis, as compared to the general population, again suphorting
an occupational association., In 1953, Harriet Hardy and colleagues published
w0 zase reparts in the Amevican Journzl of Medicine with the concluzina that
the ctusal association is highiy likely. I mention this bucause tho American
Touzrnal of Medicine has been ‘Wwidely read by physicians specializing in intarn-
al medicine. It is alsc of some interest, but perhaps not entirely relevant

to the present discussion, that in 1953 and 1954 the suggestion was made that
plearal and peritoneal mesctheliomas respectively ware associated with
asbestos exposure, these reports appearing in the German literature. During
this time period, I would conclude that the medical literature might lead the
reader to the opinion that the association between ashestosis and lung cancer
w25 now ''probable’,

PREODUCE
Ha - 33



Finally, the last time perind is 1955 until the present,” This
phase, of course, began with the publication by Richard Doll using the most
valid epidermisnlogic techkrniques up to that time to investigate a causal asso=-
ciation, i.e., 2 cause=specific mortality study of workers with defined
employment in a specific plant. He found that employees of this asbestos
textile factory had approximately ten times the risk of developing lung
cancer than rmembers of the general population. He suggested tha: this
risk was confined to those individuals who alsc had asbestosis. Also, iz
1935, editorizls in the British Medical Journal, Lancet, and American
Journal of Clindcal Pathology accapted this assaciation as did the author of
the mos: prestigious book on occcupational medicize, Donald Huntar. It
would Se myv ‘udgment that since 1953, the causal association can be con-

sidered 'prowven!' or '"definite'!

Up to the present time, there ccntinues io be some difference
¢f cpinion congerning the auestion of whether the lung cancer risk is limited
to individuals with asbestosis or is present in those only with asbestos ex-
vosure, The nsrimary reason for this uncertzinty is because the definition
of asbestosis is highly vaxriable and on one extreme might be based on thor-
ough histolecgic examizaticn with the whole lung available, and on the other
might depend on several clinical, radiographic and physiologic criteria. My
judgment at cresent is that it is probable that the level of ashestos exposure
necessary to result in a detectable excess risk for developing lung cancer is
also a dose which is likely to produce diffuse changes of pulmonary fibrosis
{asheotosis). Howaver, the evidenee of ashestosis may not be clintezally or
radiographiczlly apparent.

I hope this discussion is nseful. You will of course appreciata
that thae tirne perieds indicated akove are arbitrary. I would be most pleased
to discuss anv of these opinlons with you or to provide clarificaticn whera

wimad_
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With kindest regards,

Sincerely yours,

IVWine Hans Weill, M.D.
ce: Mr. Cuy Cabrielson
Mr. Rebert Mereness v



