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Domingo M. Aviado, M.D.:

THE CASE AGAINST TOBAC CO
IS NOT CLOSED

A AW R S5 B

Why smoking may notc be “dangerous
o s to your healch™

PUBLISHER'S NOTE: The R. J. Reynolds Tobacco Co., manufacturers of
Viantage Cipnrcres, wheee advertising capy was quoted in Erecunve Health {Val,
IN, No 12) "On The Bitter Truth About Tobacce™ by Alion Ochisner, M.D., of
wur Ediwrinl iioard, has asked for an opgortunity o present their side of the con- i
'roversy over smoking. [n this report Domingo M. Aviado, M.D., Proicssor of
Pharmacolory at the University of Pennsyivania School of Mcdicine and a former
consultant ty the Council lor Tobacco Rasearch presents the reasons why he be-

lieves the case against tobaseo i sag .
he case against tobazes s ot closed. — Richard Stanton

hiz reply 1o Dr. Oclsne o's report is fornnnaicd on perspecuve of the compicartics of diccaza ctiomaw.
the hasic of my own experuncntal investigaticn of recognized in many of his carlier writings, is abzen!
cffects of cigarsize smoke on tie respiratory snd cir- frem his rezont comments concerting tooaced. A
culatory sysiems and my continuing review of the world detailed reply foilows:

literaters on tobieco, [ do not share Dr. Gehsaer's
opiaioss and views concerniig sioking and heaith and
believe that he Snis preatly exageerated the material he
hie sebeciead o sapport his views,

Much prepaianon was neeessary for an informed

On lunz enneer . .

Ochszer'®? asserts that “Wuh the exccption of 2
simall percentags of individials with a rare typs, il
other Jung cancers are caurad by ine use e 100acco

so that it s larzely a preventable discase,” This state-
lC"l/ te wnllusrneed SIrECnn Ga Alton Ochsner. His . AR t .
i lisicu | ) ) ment is appaready pased on hie beiief thal a coran
hoge: WA <t 9 v . . - i .~
_ oy lf‘l isicd in the Qurarterly Cunmdative histologic call type of fung cancer s “cuused” by cig-

luiex and Index Medicns, ho- bezn i . . ) . .
pol s cxamincd. Among arctte smoking. Recent studics, batit u this country'®
his 382 wicntific publications, 50 relate 1o lung cancer

' and leave little Joubt that Ochsner is a pioncer in the o (2:"\"1! A, On the huier teuri. theut tobacan., Decire Heairh 1X
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art Pnpland,’™ have gresonted which strongly.
conteadict ths, aneg “popali b Bef 8 ither iy Ochse
ncr's ofanion horne vt by varmms Lo bl s of the
e ol weaswoker, who develop fung cances. Au-
thoitie geterennd ta by Dro Quhsner b

” TS TOTEr. Tevs
LIS, v entinnesl

thit ten fo twenly peecent of lung cancer oceurs in
nonstokers.! " Ochisnee?! reported that in a scries
of bis own lung cancer patients, twenty-five percent
were nonsmokers. 1{ lung cancer aceurs is nensmokess,
how can smoking he implicated as the cause of any
such cuncer, whether in a smoker or not?

(Editor's Note: ‘This statement was thought by Dr.
Ochsner o be true when il was made in 1947, How-
ever, 1t was not until later that it was teatized the report
was bated upon analyses of the paticn's’ hospital
records, many of which were incompletc in that ac- .
curatc smoking historics had nat been oblained by the ,
resident swlf. An ndividual who has ben a heavy J
smoker, but who has disconunucu smoking, when in- {
tercogated concerning his smoring habits, will frequently
answer truthinlly that he docs not smoke. Unless the
physician inguires o he has ever smoked, the record

tates truthfuily that he is a non-smoker. Afer reatizing
this, the Ochsner Clinic designed special smeking his-
torics so that cach patient is asked not onty  he
smakes, but atso if he has cver smoked, how much and
for how fong. It is the clime’s cxperience that if a
paticnt has smoked 20+ yeurs Fe is a likely candidate
for fung cancer.) ; :

The controversy surrounding the smeking-lung cancer
hyputhesis is net so simply Gismiissed as Dr. Ochsner
suggests. The issuc is ne clored Discasc cansation is
not based on persanal behiel but upon scientifie fact
and a number of scicntisi have scriowsly questioned the
aceusations caacerning smokmz and lung cancer.

Most recently, a Brtish scicntist who for years held
the popular beiief that sinoking was the majur cause ol
lung cancr adviced the scicntifie community that hc
had carclully secxamined the cvidence  and had
“changed his mind." Profcssar Po R. L Burcht®
has detailed the reusons for this and [ reconymend his
papers as pecessary reading for all those who maintain
an open mind and inguisitive naturc. Some of the
yuestions roised by Profescor Hureh include the [fol-

fjowing: ™

1. Autppsy studics in the Uniteg Siages and Dritain

reveal that lung cancer has bean greatly over-diagnused. '

The claimed cpidemic in lung cancer miay hot be true.!

2. Worldwide lung cancer incidence patierns do not
corrclate with cigareite smoking patlerns in the nations!
stidicid. i

3. The data retied vn in the United Kingdom and’
clsewhete to cuablish the “case against ciparcites”™
contain many anomabes — lor exampic — simokers
who inhaled had lesser incidence of lung cancer than
thoce who did not inhate.

4. Studics of identi=al twin pairs with diflcring smok-

e e
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ryie ~f Jung CoArer 18 acangn. Theson. “R:INEJ0Q TN
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inp habir, including those whie did not sioheaepent
fez:

dine

s vhich are incomsistent with the  cparoites
cansal hypotbesis.

Profesor Buech concluded, ™1 canpat improve in
1974 oo the Lbe 30 Ropald Fisher's 1957 criticiam
of the cuumal interpretation: ‘The data so far do not
warrant the conclusions based upon them.””

I have not personally auenpied L induce lung can-
cer in laboralary test animals but L an familiar with
the wark of others. My culleagues #ha have adntinis-
tered ciparctte smoke 1o experimental animals have
failed to chicit eancer simitar to the human form. (s
an animal researcher, Jam mpressed with this failuie
to produce huinan type lung cancer in test antmals even
in massive cxposures over the fuil hife tenn of the
animal) The only clamed successlul report!!) was
on beagle dogs provided with a hole in their trachea
designed to bypass the mouth, pharynx and larynx and
adininister smnke directly into the lung. The research-
ers claimed first to have developed canctr of the lung
in twelve dogs. They later redueed the figuze to v
and on at least two occasions independent pathologisis
failed to confirm the presence of cancer in any of they
dogs."™ Other labwratoty experiments have involved
the implanaiion of cigarctic “tac” and somc of ils
chemical constituents in anumals. Howsver, it is not
possible to determine the relevance of “tar” to smoking.
“ta.,” for cxample, is formed in the labovatory and net
inhaled,

Ochsner’s contribution to the study of lung cancer
has been in the arca of diagnosis and treatment, and
not in cxperimentation.

Statistical data from a number of sources supgest that
sex. constitutional variables, viruses. occupational ear-
cinogens. air polfution and geographic location indy be
related to lung cancer. But ag Dr. Joseph Berkson, !
the acknowiedged dean of American Medical Statis-
licians. has noted, "Cancer is a biologic, not a stabis-
lical problewn.”

Wrile cigarrtie smoke has been under investigation
for many ycai's, no compuonent has been identificd as
the cause of human cancer. Nuether has 2 mechanism
of tobacce carctnogenesis been established. Iydro-
cacbons, such as Lenzo® pyrens (Dal), have re-
ceived  considerable  rescarch  atiention.  Howewer,
roafing workers, ompdscd to high levels of this hydro-
carbun (cstimated as cquivalent to over 700 cigarettes
per day), Jid not show a significantly greater preva-
fence of lung cancer than members of the genceral popu-
fation. "

On heart disense . . .
T have spent 3 considerable amount of cffort 1
trying to develop an animal model that would simulate
coronary heart discasc, complcte with bouts of chest

(71 Ascrbach € 1haiemund B Koaman 1) Castinled L. St
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pam, beant aitack amd death, This has not proved <.

"o et of eeclwiny bluad supply of the heatl by 2
v bgature or blied ddot, which is ingeversable, T hese
S techmivues are not useful in testing 2 todacen, heart
disease hypothesis,

(xhener has denended entitely on statistics ) -
poet his upinion that cigmiettc smoking increases the
itk of sudden death Trom coromary (hrombosis. Tie
cited the survey of Doll and 15317 in the United King-

; dom, who concluded “that ciguctte smoking is onc of
the most important causes of death from coronary
heatt discase in persons younger than 55 years of age.”
" The work has been properly yuoted but there is more
to the survey %' than was mentinped by Ochsner,
In British physicians Jying between the ages of 65 and
75, the death rate per 1000 for those smoking 15.24
cigarcties daily was 13.04, which is luss than the 16.44
death rate for physicians smoking 1-14 daily. Por
: phyticians dying al the age of 75 to &4, the death rate
Jol molderate smokers (15-24 cigarcites daily) was
$.04, lower than the 21.20 death 1ates of nonsmokers.
: Sehtzee™" has cxteasively reviewed these data and
ooted that over the 12-year study period, the British
1 doctors who smoked cigarettes decreased by close to
30 percent, yet their miortality rate fram coronary heart
", discasc increased by R percent.

The surveys of American physicians may be more
: rebevant 10 the readers of this publication. The ohser-
vation of Rogers'* that Ihere was no decrease in
morialilty from heart atincks among physicians frcni
1934 tw 1964, cven though there had been a sharp
dexline in cigarctte smoking during this period, should
be contidered belore concluding that smoking is an
knporiant causative agent in coronary heart discasc.
Russek!'? syrveyed 12,000 nmicn in 14 accupaticnai
preps which inchiwded physicians. The incidence of
.onvoavy heart discase showed a marked difference
- aeLang various groupss, which was relaied to the stress-
v 'sres of occupational activity. The extent of smek-
g was aio related 1o the wnount of stress as was
* tha {roquency of hieart discase.

A paradox was noted by Russck which also casts
fertbee oubt upan the alleged rofe of smoking in the
‘enls of coroniry heact discase. This discase was
mare prevalent among nonsmokers (6.54% ) than
wwoog ex-amokers (2.34% ). The assaciation of cor-
cawy beart discace and smoking may well he a spurious
..m. L e, the amount of stress relatcd 1o occupation
+"2 detevmines the exicnt of smoking and (he incidence

. N Ol 8 At AR tune 1amive 1ad nthes rausee of slesth a retatinn tey

b '— A swsrmnd 1erert om 1t mwbality ol Nettash discines, B,
| ¢ ORI
Rl hul Toiat an e

i o bt
»" (»c f'
. Catere Imit Alamagr 19

A-n AR Meerduy b
:swnn (rl.d-q and carvnary beant duesse. N, Fael. | Med..

M il 1-1‘u'|

' UQ ) Feaad Sounn aivarhs dn pasle Amecnare phatiians in INST
Mas Aivar $2. Ade N M N|) 1any

un L-n vl Mo, Cdasin pad turmarry lirgee 1 North Amer-esn

Momes [ AN, 1P 100100 190y

telptien te wmebing: Ten verr's nherecs.
Fo0. 1 ann, e (187 1801
dals dew beas 1 reiateer 1N ymechieg

cenlful. The avabable tevhnigies in the laboiatery’

In o sery extenave stindy, pubbahed in 107081
of the aenlonce ol entonary heart disease i proups of
men on ceven agfiens, tate were presented which et
oy weaken (e h_\pnllw\.-. it .\an;ul; [T BTN N
fagter m cemonazy heart disease. To five of the conn.
tries stodwed, cipareite simoking could aot be aelated
to coromary heart discase. VYhe Japanese, in fact, weie
reported 1o be the heaviest smokers and yet had the
lowest coronairy disease rate,

I am inchined to agree with Dr. Sclizer™? wha wratc
"unless these conflicts in the data Are sutisfactorily dis-
proved or reconciled, the current enthusiasin [or ciga-
rette smokimg as a major risk factor in coronary heart
discase may become an outstanding [allacy of our cra.”

Ochisier has cited the fuituwing slatement by Spain
ang Brindess: 1300 “For cvery nonsmoker under the age
of 50 who died sudidenly and uncxpectedly {rom coro-
nary heart cisease, there were 16 deaths in those who
smoked more than a pack of cigarcttes.” However,
these authors could nnt conclude that 1ohacco greatly
increases the risk of sudiden death. Spain et al. 9
commenied on Lheir resulty by concluding that snokers

‘as a group arc in many respects dilferent types of in-

diviGuals from noasmokers. They had noted thai the
averape ace at wiiclh those who smoked heavily were
invoived in and dicd on account of accidents, suicide
and homicide was ninc ycars less than the average
agc at which nonsmokers dicd because of similar
cvents,

In onc study of a group of paticnis whn dicd of
myocardial infarction, smaking did not influcnce the
mortality rate, whereas physical inactivity was cor-
related with g high mortality. 1 Ia another study, a
group of investigators succeeded in training workers
for vigorous cxercise and concluded that in these offics
workers the risk of developing corcuary discase was
about onc-third that in conrparable men who did not
excrcise.  In these groups, the smaoking huoits were
similar.  Phasienl working capacity or excrcising is an
important determinant of occurrence or coronary heart
discase. !

My review has one centrai theme: a lhigher inci-
dence of coronary heaet discase among cigarctic sinok-
ers docs not mean there is a ause and ¢'fees relation-
ship.  The factors cited above (cccepaional stross,
cmotional buildup and lack of cxcreise) can all con-
tribute to a high incidence of both smoking and heart
discuse

Finally, personaitly type has been {found to be sig-
nificantly coerclited with the development of coronary

—— e can
I Kevs A (5 dungts Copontry Meset Dhiseste wn Seven (Gountrees, dmee
., oo Heaer Aevairarran Mawagogph Nt 29. Asenrcan [Heant Aninersiinn
ne . New Yook, (1990,

[§12] ‘rnm CC: Mure an smoling 3nd hesit doease, N. Lagl, ], Med..

JACRPLUNETI AN
4301 Span RS Nevidens VA Suiliden Jdesth Trm cnosnaey heart doo e,
Wotease, frequemny ol theombe, and ripateite smnkine. Cheer,
. nn' [RLINEETY

ta1) n A, Taser R Sndden desth die ta
wene. Age. imaker, N3lbvav and rerent
LR kI
Oaon . \' spven 8 Sager BV Phyprcel antieety g
1 desinal Lagging om musestdind snfaeetinn smang men. Ciesalotine V)
1oy 1At 19nn
QN e JN O Chave $9V, Adun € Suey ©. Vpeeen Lo Sheehin D)

vk Crerrand o lecinre tone and Lhe inenleacs af tAtuasry hean
drsrsve. lamees, b2 3V XYY M)

r— i —

BATCo document for Province of British Columbia 29 October 1999

991/6010¢

00093644



heart disease.  For caample, Fricdman and Rosen-
man" have gdentilicd two  distinet peesonality or.
behavior types. “Type A, the more time conscious,
stiessed, hard-diiving individual wias more prone to
coronary heart disease than “Type B™ who had lesser
of these traits. Thomas, in a scric. of papers, 21
also ideatified dulcrences in those persons more prane
to declop coronary heart disease than those who did
not. Some of these differences werc personality,
anxicty, stress and anger rcactions, life style, ctc.

Ochsner has discusscd the constituents of cigarette
smoke, which have been suspected of causing heart at-
lacks. Nicotine contuned in cigaretle smoke is de-
rerib :d by him to be “one of the mwest toxic of all
drugs.” Iu contrast. the Surgeon General's Advisory
Cemmuitee exprossly neted that nicotine in cigarcites
“probrbly docs not represcit a sigmficant health prob-
lem.”t This same Advisory Committce [ound that
anoking was not addictive. Ochsner asserts otherwisc.
The fact thut millions of peaple start and stop smok-
ing, at will, einquently speaks against his claim.

Carbon monnxide is described by Ochsner as being
a noxicus substance in tobacco smoke, “wiich can be
lethial fisell and also cauers death in the paticat with
cardine disease because cf. ciminished oxygen supply
0 a heart alrzady reiativeiy deprived of oxygen.™ But
is thc amount of carton mcnoxide in cigareue smoke
“lethai?™* Cossider a sivdy of Helland Tunnel guards,
in which it was reporicd that the guards were healthy
and the perforimance of their work apparently un-
affccied cven thougn they were regularly exposed to
a coiscentrution of carbon menoxide on an average of
70 paris per mitilion ard with some exposures of 200-
300 NTRELE

Ociiseer’s ficures for concentration of carton mo-
mouds reselung fram o air pollution and  cigarette
smaaing are incompicte. He asserts that nonsimokers’
cxpesurs {0 carbon nonoxide generated by tobacco
smoks s aazardous. FExpetiments asuadly ciled as evis
deacs to subsiantiate such 2 clomm have been roundly
criticized for employing abnormal and unrealistic con-
ditions.

On Emphyeema . ..

Alihovgh emphysema appears as one of the diseases
that Ochsaer claims t¢ be caused by the use of tobacco,
he decs not elaborate on how he reached such a con-
clusion. My eown studies have faiicd to support his
asscrtion. Although | have Leen able ta induce em-
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physcina in rars inhaling centain substances, '™ the
mhalation of ciparette smoke did net produes om-
physemn in my test animals. " Other investigators,
using tire hamster, have also failed 1o induce ciphy-
‘ema when the animals were expnsed Lo -cigarette
smoke ™1 Failure o indues this condition experi-
mentally is important evidenee against implicating ¢iga-
rette smoking as a causative factor of emphysenia.

If cizarcttc smoking cannot be established as the
causc of emphysema, arc there any causative factors
that kave been identificd? The suifur dioxide$! and
nitrogzn dioxide!™ contained a1 automobile exhaust
and factony cmiscions have been demonstrated to cause
emplhrrema in animals, [n man, a2 genctic defect has
heen idemitfied in some patienic 1% There is growing
evidenre that these wio develep emphysema have in-
heritesd 2 predispesition o this discase. Tf these in-
dividuais arc also more inclined to smoke than those
who arc not predisposed, then a geaclic or constitu-
tionai factor would be responsible for both the acqui
sition of the smoking habit and the predisposition 1o
cmphysIma.

The zusinen of the Department of Health, Educa-
uen and Weilare has been that e “causc or causes
of cmziizsema arzs aot known . [

On Premature Death ang fhsability .,

Riisronees 1o eo-called “exeoss™ deaths have been
wideiy usad in recent years as a means of <aliing atten-
tion lo ‘whatcver issuc mav be under discussion. It
weuid zeem to be a much mers effective use of scien-
ufic L W catermine whether o not 2 given cause
is respensible for a given effest rather than o bypass
the i3t siep in favor of whe spuculative second siep,
caleui “exeess” deaths. f mersoas wha deive large
Cars sinexz twice as much as penons who drive smail
cars, are many 1arze car soles due to smoking? Obvi-
ousiy ot M a higher pereentaze of persons with a
fncrvous condition smoke. s the “excass™ of <uch per-
sons ameng the snoking papulsing represcaiative of
a caeer ard ofesr relavonshap? Quite uniciely Why,
if heart disease is uader discussion and if cigarette
smeking is a0 more than a suspected risk factor, docs
Dr. Ozhrner intist on relerring to large nuimbers of
“excess” deaths? Why, in his refcrinee ta 3 disability
study, is the following observatior as cont<ined in that
study veziitted: “The most these data can do is demon-
steate the lack of or the existencs of a relationship
hetwesn crgarctie «moking and varions health charac-
feristies: it cannot estabhish any existng relationship
as 3 cavsal one”

“wn covre crephveemy aml icaretie sanibe, Lierh,
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Ou Air Polbaion oo

Dr. Ochsner ¢laims that “health izaed elfects (of
air pollution) bave been gicatly cxapperated.” T de
not agice.  On the comrary, | sometimes question the
amount of attention being dirccted toward smoking.
Sterling®™  has observed thar ciparette smoking ma,
have Become a convenient red herring for those who
wish to draw attention away from pollution and occu-
pational discase. A group of rescarchers in Detroit
belicve that the medical comniunity has ignored occu-
pational causcs of lung discasc because of established
wisdom that implicates cigarstie smeking.

London has long been known for its air pollution.
In 1952 an episode occurred in that city which was
perhaps the most famous examplie af the harmful effects
of air pailution. By the time the air cleared, 4000
unexpected deaths during a scven-day period had been
recorded.  Since thut tinc thers has been a gradual
“cleaning up” of the air in London, and Higgins®®
has reported this year that there scems to have been
3 commiensurate rcduction in respiratory cancer.

Recent evidencz indicates that ihe chronie effects
of exposure to long-term lower levels of air pollution
may be substantal. For example, Hickey™® has esti-
mated hat approximately 73 percent of the variancs
in lung czncer mortaify rates in 38 inciropolitan arcas
s "explained” swatistic by a zroup of several atmoes-
phcric chemicals. Tn""' is certainly nO questioning
the many reports that urban residents have wwice the
incidence of lung cancer as their rurai counterparts
regardless of smeking habits,

Two kaown air cciiutans, sulfur dioxide and nitre-
gen dioxide, oriaindte from cars and factories, The
burning of cigris and cigarettes does Dot cause the
emissien of suifur dioxide and causcs oniy traces, if
any, of nitrogzn dioxide. Qchsner cited the relative
amonas of indusinal or gereral air pollution, contrasi-
ing this to pure cigrrette smoke. His claimed dificr-
cncc in quantity is stagsering but the exient of exposure
of an inZividual should be specificd. Air is breathed
24 howrt z day, whereas, cigarette smicke is inhaled
but a fow minctes each day. Furthermare, tobacco
smoke when inhaled is greatly diiuted with air, so that
the concentration of particles reaching the lung air
sacs is even further reduccd.  Ochsner has greatly
exaggeraied any “pollution™ from cigarctie smoking.

On Mi~cclionenus Diseases . ..
Ochsner’s discussion of the relation between smok-
ing and cancees of the mouth, wngue, lips, larynx, ce.,
has thrse principa!l weaknesses. First, he fails tc ac-
count for the lack of correisiion between the incidence
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_ficial c*fects of smoking prima

pattzins of these caneers amd ciparetie cnn\mu;‘.-‘i.n\
over the last several decades, Stel, ' for example,
found it “remarkable™ that the incidence of larvazenl
carcinoma g semiined steady frum year 10 year 2ouhi
though tebacco consumption had increased diainatics
ally. Second, the cvidence said 1o implicate cizaiette
smoking in the causation of oral cancer is, at dest,
inconclusive and Ochsner's discussion does not zcport
on the cvidence stronegly implicating other fsctors,
particularly aicohol ccnsumption and oral hygienc.
Third oral cancer not inlrequently occuss in nou-
smokers. o

On Libido (Sexual Drive) ...

Ochsner’s claims thar smoking has an effest on the
libido and that some of his paiicnts and fricads huve
told him that discontinuation of smoking resuiled in
an increase in their sexual drive is a curiously unique
obscrvation apparently not shared by other investiga-
tors.”**' L have not found anctier articic in the scien-
tific literature to support Ochsmer’s opinion. =

Tedical Perspective . . .

Ochsner's discussion has failed to acknowicdze any
psvchological or emotional Lzacfits of smoking. The
1964 Report on Smoking and Health stated that “med-
ical perspective requires recognition of sigaiffeant tene-
v in rha arca of mental
heaith.” 9 Sciye, ™ onc of the worid's ieacing au-
thoritics on the cffects of stress, has long oesn crntical
cx' oug-sided anti-cigarctte aitazks. As Selve has iaught,

“man will always sezk gratiiying relief from strass as
he does from hunger, thirst or the sexuai urge.”” Smok-
ing is one way for some persons 10 gIve veni 'c pent-up
encrgy and gain reliel from sirzss or stressiui situations.

[ amm a medical doctor asd pharmacolegist, not a
tobaczo man, 1 do not urge or sugesst thal anvone
smoac. I do urge that all scientists ronduct their dis-
cussions in a scientific manncr and that ai! persons be
allowed to rcach their decisions about smeking based
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- on facts.
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