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I nave carefully -aviewed the cataloging of madical liter-
ature r=iating to lung cancer as an asbestos health eFect, prepared by
Thil Zxaterline. I wiil attempc to provide you with my thought
tending ‘he fzctual chronology given in the Eatariine materizl to the

practitioners. Flease bear iz mind that these comments are highly
judgmental and it is quite likely that others working in this Zield might
have substantiaily different interpretations.

First, it is importan® to recognize that sinc= 19335 when
the first suggestion was made that carcinoma oif the lung m2ay he asso-
ciated with asbestosis, the strength of the evidence supporting this
association in the medical litarature nas gradually increased. From
17335 vntil approxmately 1940, the literature contained primarily case
repo=ts of lung cancer in patients who also had asbestosis determined
at autoosy. Duripg this period, editorial comment in m2jor medical
jour=als was tarntative, at best, in support of this association, and in
1735, the Journzl of the American Medic2l Association doustad a causal

i3 while the British Medical Journal in an editorizl suggzsted
the "Dossipility’ that suck an 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 2lso carried an sxcess risk for the
development of lung cancer (2n 2ssociation which has subsequently been
showm 2ot to ke present), During this first five or six year period, one
migit zonclude that the association between lung cancer and asbestosis
7as at mest "Dossible’ and essentially constituted 2 suggesticn whichk
subseguently l2d to further investigation.
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From 1941 uatl aporoimately 1959, 2 number of reviews

;;;ear ed iz inz literature addressing the question of this a2ssociaticon.
Some rather weaak experimentzl evidence suggested that asbestos e:posure
ina 1mals resulied in lung carcinogeaic effects. During this period, it

s Iurther reported that "pra-malignant'’ histologic changes were found
iz cases of asbestosis and several references were made in the mediczl
literatuere ta the acceptance iz CGermany of the association between lung
cancer and asbestosis for compensation purposes. In 1947, an atiermat
was made ts compare prevalence of lung cancer in workezs dying with
asbastosis with the expected number in the genaral population coming o
autapsv. These results weres not conclusive, but an exzess of lu.-g cancer
<t ssuesiosis was suspected, During this period, the evidencs in favor
of 2 z2uszl association was slightly stronger but the association would s=ll
have iz be classified as ''possidle’,

The next relevant time period whichk [ have seleciad is from
1942 until 1653, This period began when Meriwether, the Chief Inspector
of Factories in the U, K., published his avnual report with the Zndine that
cances of the lung or plewra occurred in 13% of individuals found ‘o have
asbestosis at autopsy. This compared with 2 risk of 1. 3% in individuals
vrith silicosis. Also, in 1948, an editorial in the Jourual of the American
Medical Association accepted the association between asbestosis and lung
cancer. As you undoubtedly know, the JAMA is the most widely read jou.r-za.l
among medical practificners in this country. In 1951, Gloyne found 147 of
individuals with asbestosis had pulrmonary cancer in an autopsy series, con-
firming the Zindings of Meriwether. Also, around this time, attention was
directed to an increase in the female to male ratio for lung cancer in individ-
vals with asbestosis, as compared to the general population, again supnorting
arn occupational association., In 1953, Harriet Hardy and colleagues puvblished
tw7o case reports in the A*-ze‘":a.n Journzl of Medicine with the conclusica that
the ctusal association is highiy likely, I mention this bzcause the Amex
Jourmz2l of Medicine has been \Wwidely read by physicians specializizy in int2en-
al medicine. Itis also of some interest, but perhaps not entirely relevant
to the present discussion, that in 1953 and 1954 the sugzestion was made that
plearal and peritoneal mesotheliomas respectively ware associated with
asbestos exposure, these repcrts 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 asbestosis and lung cancer
w23 now ''probable’’,
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Finally, the last time period is 1955 until the present,” This
phase, of course, began with the publication by Richard Doll using the most
valid epidemislogic teckniques up to that time to investigate a causal asso-
ciation, i.e., a cause-specific mortality study of workers with defined
employment in a specific plant. He found that employees of this asbestos
textile Jactory had approximately ten times the risk of developing lung
cancer than members of the general population. He suggested that this
risk was confined to those individuals who alse had asbestosis, Also, iz
1255, editorizls in *he British Medical Journal, Lancet, and American
Jouraal of Clizical Pathology accepted this association as did the author of
the mos: prestigious book on occupational medicine, Dcnald Hunter, It
would be mv ‘udgment that since 1955, the causal association can be con-

sidered ‘'proven’ or ''definite!'.

Up to the presernc time, there ceontinues to be some differance
of opinion conceraing the question of whether the lung czrocer risk {s lizmitad
ts individuals with asbestosis or is present in those oniy with asbestos ex-
cosure. Tae primary reason Zov this uncertainty is because the definition
of asbestosis i3 highly variable and on one extreme might be based ou thor-
ough histologiz examinaticn with the whole lung available, and on the otha-
might depend on several clinical, radiographic and physiologic criteria. My
judgment at sresent is that it is probable that the level of asbestos exposure
necessary to result in a detectable excess risk for developing lung cancer is
also a dose which is lkely to produce diffuse changes of pulmonary fibrosis
{ashestosis). Eowever, the evidence of asbestosis may not be clinically or
-adiographiczlly apparent.

I hope this discussion is useful, You will of course appreciata
that the time periods indicated above are arbitrary. I would be most pleased
tg discuss azv of these copinions with you or to provide clarification whersa
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With kindest regards,

Sincerely yours,

HW:nc Hans Weill, M.D.
cc: Mr. Guy Cabrielson
Mr. Robert Mereness v



