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_-g';,-& stavehd Case: Date: Februars §, 1955  Page: 3
. ) “’ Baas :
;ﬁ. H. Hainer Subject:  Amerdcan Cancer Society Sponsered Conference

on Lung Cancer and Heart Digsease with Particular

e R, kis
__- R e Emphasis on Tobaceo as & Potential Causative Agex

{Princeton Meeting) Program arranged by Dr. Hamy Weaver of the
Ameyican Cancer Scelety
ST P .- B __."g'.’m'ﬁ.'._m -

ﬁmay, Janmary 28, 1955 - A.M. ’
mp morning sesslon was devoted to ¢onsideration ¢f the possitle role played by

: utants such as ¢oal tar and soot, diepoxides, engine exhausts, ionlzing
Segdintion, ete, in the increasad incidence of lung ¢ancer. The ganeral consensus

% :{ epindon was that in terms of the public at large, as opposed to certain spe-

W R eific-occupational groups, ¢het the coul tar and engine exhaust derivatives were
b only ones which might have major significance. There was no unanimity of
e on &8 to what portion of the increase might be atiridbuted to the action of

Aftarnoon sasaion.

gma session was devoted to & discussion of the chemical composition of smoke and
w fractionation program with respect to J;hi-Benzpyrene, LDr. Fieser presented pis
wrk indicating that this compound was probably not present in the amounts which
been reported by the Engliszk greup, if it was present at all, He reportsd

s thet compounds giving similar Duorescent spectrs, but partially different witras
%mm. absorption spectra were present, Dr. Tdtkey of Tennessee-Eastman Co,
Zad Dr, Weight of the University of Toromte comcurred in this evaluation,

‘?E_m Fleser presented his work oo the isclatlon of tebacercl from tobaces and
: gf&mggeabe{i that 4t might be & precursor fapr the formation of aliphatic or arcmatic
Trearcinogens, Dr. ‘Wright reported thai he had isciated the amounts of S mgs. per
§15 e U oi‘a’ciéi}iaﬁ dompound which wes highly fiuorescent,was an acid, and was

gensitive to in the presauce of ade,

*Dr, Fragkenburg of American Cigar Co. discuased the chemistry of cigar tobaceq,

N stresaing {a) the variation of alkeloid content from strain to strain and year

* {0 year, {b) some of the chunges occurring in the composition of the tobaccto leaf

- 38 a result of fermentation. BHe presented no evidence on the composition of cigar

~ amoka, '

§ - Ir, Stephano presented some material which purported ¢o show that if the tempera-
trs of the smoks hitiing the tongue was LS depgreess above room temperature, that

- the smoker decreassd the volume of the paff and usually shortly thereafter put ovt
the cigeretts, He claimed that all machines used to smoke cigavettes were grossiy
insdaquate to give ccubustion conditions simiiar to those which hoid in normal
moking. He felt that puffs every 20 secords were too frequent, {(Keith Camnan

- vho sat next to Dr. Stephano tha next morning, timed Stephanc's smoking hatdts
ixl found that he smoked & cigaretie on the aversge of minutes and that his puff

aversged higher than two per minute),

:@ Dr, Newman of Chio State stated that be did not believe that the rate of puffing
oy or volume of puff would alter the combustion process significantly and lead to
changes in the composition of the Swoke,
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& §gu B, Stevens Case: Date: Ferpuary 8, 1955  Page:
. W¥. Bass X :
; M, EBainer Subject:  American Cancer Society Sponsored Conferancs

on Lung Cancer and Heart Disease with Particular
Emphssis on Tobacco 88 & Potentisl Causative Agent

Program srranged by Dr. Harry Weaver of the
Ampyican Cancer Soclety

Wrask. 4, a4

L

Fridey Afternoon Session (contid)

@ pr. HSamner, Resesrch Director of American Tobacco Company reported some of their
T getndies which indicated nicotine weids-~: and aldetydes inm the smoke, were very
R 7" sansitive to the smoking conditions snd did not incresse or decrease wniformly

¥ “ - (1,0t one component might incresss 50% uhareas snother only 10% and vice versa).

i Dre Hobbe presented his dats oft the composition of the gas phase and raported ihat =
. he could account for mora that 95% (7} of ity cospositicn,

. Wright who 1s preparing fractions for test Ly Wynder, iz using Imperial

7 {igarette Company cigaretties which do not contain any flavoring materials. He is
& using "magnescl? for & chromstographic fractionation, Dr. Shear menticoned the

B . desixebilify detsrmining the carcinogenic activity of cigaretie smoke prepared in
i3 .4, the absepce of particulate matter in the air which it kv ta conteln cercinogenic
§ 5 msterials, Dr. Kensler stated that this-wes being done at Arthur Do Little, Ine.

LG %m Evening « Ble Asssy

. o X L] .

. ¥ Or. Toclan presented her woark on ths cuitivation of human embryonic lung tissue in
i vbe cbaek pouch &f the hamster and subcutanecusly in the rat, Rats were irradiated
e and treated with cortiacns; ths hammtare ttested with cortisons slons, Weanling
& fomales were used in both cases. The rats were employed as a reservoir host and
% the hamaters for experimental work. The embryonmic material was obtalned from
7 Sweden. Usually 356 hours later, the tisswe was implanted in the rat. Tha tissue
-, was minced and approximately 3 mg.wportions were implanted and left for 1k to 16
1, Thﬁ tissus waE then tmf&mﬁ ta the .wst”. It was found most effsctive
ieto fnsert tha tissue by the vse of a needie to cut down on infectimm. Takes ware
. of the order of §5% to 100%, Ths embryonic lung incressed in mass by & factor of
Ws 20 in four months. The hamaters were trested with cortisons with an initial dose
43 0f 3 mgs, mnd subseqoant dosens of 1 mg. per week, The first human tissue was
%o raceived on October 7th snd bas incressed in amount from 28 to 500 mgs. In con-
= iragt to the bebavior of the embtvyonic lung in the aqueous humor of the ratbit's
© ey, this material in the hamater's cheek pouch rapidly takes on adult morphology
{3 fo 4 days), 7The lobuiss avs £3lled with a fiuis of wniciown campesiticm,

.:%ff’j%}ﬁzsue tmplants in the ¢hsek pouch of the bamster can de inspected regularly and

Yo are acceagible for local treatment with potential carcinogens, Protlems whichmeay

4-Arise in the future in terme of evsluating any response to these agents ave:

1} The uncertainty of the effscts of cortisone. 2) 7he abnormal stromal~paren-

%@FM cell relaticaship. 14 does appear to be s promising techmique to zain

“information on the susceptibility of muman tissues ¢ ¥uspectied carcinogenic agents,

. Yher Bio amssy procedures were discussed, but the consensus wag that the production
of hecplasia was *till the only reilsbls gulde for carclnogenicity. The possibility
°f using paramecium was discussed, as tiis organism had deen reported some years

:g:eg Kottram to de inhibited by photo-oxidation mroducts of aromatic hydrocarbon

Ogeny,
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Cases Dage: February &, 1985 Page: 3

¥, Leine Subject:  pmariean Cancer Society Sponscred Conference
: on lung Cancer and Heapt Disease: with Particular
Emptesis op Tobacco as a Fetential Caugafive Agent
 Program arragged by Dr. Harry Weaver et the
American Cancer Society ,

—y v —

r srpoam .. U " T Mgig, T T YRAl wio et Ao .

,a

y pornings, Janusry, 29

e premnt»ed the- msu.'l.ts o.r his forvard ep:.denrd.clogic stsady in tersy of
. m long chnear,  cOTonary disesse and longevity, The material was essen-
mc raported by- him in San Francisco. last June. ’ __ ' '
e Aturreg . PR
wndar reported on the experimenta) approack te the preblem of cigarettes and
ig eancer, &t dtressed-that ba waa using the sicin of the mouse as a mesns of
suring caroinogenin sativity of adgmzto mwka And that he did. mt consider "
wwoeduction: of csncer An thls specles, 40 .constituts proof that cigarstie amoke™
gmmogenic bo-men. - He pmsmted,}:is Lractionaticn scheme which 4id not :
) Lo the-slide presented to the Fharmaceutdsal Manufactuyers Associstion
snacm’ber.

B wrend Lo mevloe Qv Lnat o w i L NEE AL
‘Wyndarereported Ahat Swiss-mice -ane .mn amcups.‘.hia than € and CAF ;" ‘Ba
: B 4 ped that cighn tara appeasr 10 be leas. ;ctiw “Lhan cigm;ot%z Lars. ﬁé is{
> 1057 2 usasurenaits of aebacequs.gland .activity and epidersal. tidckness 1n 4SEHY -
S kis frectionss ~ fhe acidic and hasic. fractions produced’ predominantly a-
serplesia andithe peutral Cracticns. pregominantly dacreased s;baceous gland _' 5
tivity,  The weutral=Lraction appears .to-ba lass active thin the total tar in
storm test for carcinogenicity, He reported that Dr. Sugfurd using cigareite
) obtainad from Dr.-Wynder,. h&d pmduced 3 papmcw gut of 60 mice, the
1 beiz:g arbun¢9 montha, - _ . .
AsieT, Ty G +F '
=Km1er, at the reqnaat of.. nr. Waaver 2 dincuaae;i some of the pharmacologle
gtors:invelved  in the, actione of tobaccp smoking on the éardipvascular system,
sixing the: nsed for more information of .the.actions ecn corchary flow and the'
dustion of arterissclerotic lesions following chromic exposure snd pointing
teat the aveilable svidsnce in, the. latter situation is practically waorthless,
FWnD o RESERY AT, v ey :;-* % . e -

.tnrday afternoons Jamary 29 - v- e C e . . o

o Kelson atterptad To ‘summarize the sigm.:icant poima tmt had been bmgi}t
4n the disgueeion and 1t was his conclusion that clgaretie smeldng is z factor
‘55& present’ immaaa ‘of lung “cancer; but’ bow ivportsat a factor is-not kmown.
bty ‘Polntad out the difficulty of resolviliy the- interplay of othesr factors in the
.wcancar-moid.ng proklen oy apid”emiologic‘mthods, and suggested that & withe
Sravel yre exporiment would be in order, He 2150 stressed ¢he diffsrences
ﬁh‘m Geben and rursl sresas and placed erphasis on the need for wmore information
"“1 Soal tap and petroleun produfts ¥« sit pollntsntss i the discussion which~
300oved, " Ancel Keyy cormentedio the sffe et that He still questicned the sigirr.
] fic;m:e of the epidesicliogic f;'mdings "4 torms '6f coronery disesse, He mentioned
Y in various countries, changes in ¢corcnary disease and lupg cancer did not go
;:'}33&!*&1 Jel., He also menticned the diff:culiies of studying this problem sxperi-
wlly.

J #




.V ’ wmg&mnum
TR e s

.

7. 5“;5%_\ Cm Date: February §, 1953 Page: |
3‘ 8 . . = .
i‘?{. "i&ﬁzér Subject:  Amevican Cancer Society Sponsored Confererce
on Limg Lancer ang Heart Disease with Farvioulas
SR Epphiaale- on Tobacco &s a Potential Campative Agent
‘ ~.Program Rrranged by Dr. Harry Weaver of t,‘m
”- ‘ AL e g - mricaxa Cancer Society

N o kst S -
P ' y : “'-,,_-L L T R Y,

r’m-, Schrek . repex:bed om 4 study in progress which indicates the' correlation between
1ung cancer dnd sicking ; -and resorted & slight correlation for coronary disesse,
*g, 3tmsseé"thé “point thatt. of the varicus things tiey had gtudied, infectious
;mqms; Tetey, that every't.hm eorrelated pesitively with mmg, with the excep~
n&n”?f diabe!tu. : PSR - .

1 +. - ' - A b . »a .
m “Lew;” Act.w'im oi" Hatwpclitan ma, cmented on the fine job Hermond and Eom
ud’ done in ‘their-epidemiviogic study,r ug; pointed out: {&) the information cbtained
wald be frach more’ reliable 1t they had s longer period of observation, and (b) he
} oiotght that the study wey blased in terms of favoring decreased correlation for
e, ol}gi&r age groups.

*.‘M_#‘.-— o L=l

,,...uu..n. U m Y e by,

iy, stressad the prgbahmtr that 2 significant proportion of the reported .m.creau
{wiong-cancer may be due to improved diagnosis and veporting. He alse questioped

’ the significance of auy astimtes aw Yo’ the*pmpammuu role -that cigsret smoking

mighte p24¥ 40, this process. | He wentioned ‘that he bad yecently surveyed SO0 desth
clains of peepl& who had taken out insurmce in the 1920's and mentioned that, in
tois Liwited. sevies,” on‘.\q Ay diaeasea appsarsd vo-be'correiated with smoikdng; these
vere :'mng cancer; cancar ag ‘che mcal*caviw, corow-y ctiaease azx.*. &aodeml nlcers.

DF; Cléderensen from Copenhagen. reportad on: the mcidenca of 1ng canc:ex in Dermark,
il pointed out: that:the.mrban. apes.curves wers about ten (10) years shead of the

-oid

jordl-areas, aid.noted thit.the birth rete incresases were relatively separated by
vealdame paricd, of Wme, In & study. of the mmensze of lung cancer-as 2 fHimction
of "the economie: level, the conclusien was that the peopls who lived in the poorer
naighbcz‘hgo;;a hnd a higher incidence of lung caxacer.

e 1 o

PO

I}n .B;!.gdon ﬁ:om 'I.‘exas pc&n‘bea cut tho‘ diftienx}.ty‘ e£ det.emning whather ltng cancer
wEA BEREMOUS of. adenec&miamﬁm and gtated thalt his. experience, many lung Lumors
whtained aress Whnich reesmbis both types. BHence:ihe smaller the sres examined) the
nore cem_m the copinion of the patimlogist.

REALULALL e tTAnd e wpen
7 Glezmnseu agrasd -ywitl .Dr. ﬁigdon that this introduced s problem, pamcula.zy
i the squamous type has been, chargcterized an the ®digarst cancer® ;™ .
Dre ‘Rigdon reported on:a new. atudy undervay Irvelying: 12,000 cases, - Se px-esanted
ts?mlnr data shwing variaté.oms of gmoking, habits witii age md e&ucat&cml lawel.,

- RO Fi Apr .
'Dr. Gillm preserztadadau t.ot show, that., i.f there bad baen a h% arrer i.n the diagrosis
5 Jung. camcer over the years.which was. gradually corrected, that the total reported

Incresse: in Jung cancer could be explained by this degree of improvement'in diagnosis.
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