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Medical Journal
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PAPERS AND SHORT REP'DRTS

Non-smoking wives of heavy smokers have a higher risk
of lung cancer: a study from Japan

TAKESH] HIRATAMA
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ETS

BMJ Takeshi Hirayama

(Non-smoking wives of heavy smokers have a higher risk of lung cancer:a study from Japan,
British Medical Journal, 1981, 282 (6259: p183-185))

1982 10 11

Dr. Everett Koop

ETS (1986)

61

IARC

4.2

21 27.8
7.5 5.6 15



13
46
61
46
- -« 61 ” 160-165.

IARC Groupl

ETS

63

The Center for Indoor Air Research (CIAR)

Barnes DE, Bero LA. Industry-funded research and conflict of interest: an analysis of
research sponsored by the tobacco industry through the Center for Indoor Air Research. J
Health Polit Policy Law 1996; 21: 515-542

24 3
(Philip Morris. Proposal for an applied research study to investigate exposure to
environmental tobacco smoke in non-smoking Japanese women. Covington and Burling.

5 Apr 1991. Philip Morris documents website. Bates No 2023544477 _4481.)



Proctor
(Osdene TS. Investigation of exposure to ETS in nonsmoking Japanese women. Philip Morris.

16 Apr 1991. Philip Morris documents website. Bates No 2023544449.)

(Yano E, Kagawa J. Confounding factors in epidemiologic studies of spousal smoke exposure
in Japanese women. Covington and Burling. 21 Apr 1992. RJ Reynolds documents website.

Bates No 510627012_7023.)

bias
Cohort study
( Jjapan Soc.Air
Pollut.27(4)175 189 1992, )
Proctor
1991
LeePN * ”

(Lee PN. Limitations of studies of lung cancer and environmental tobacco smoke exposure in
Japanese non-smoking women. PN Lee Statistics and Computing. 15 Aug 1993. Philip Morris
documents website. Bates No 2023053346_3367.)

20-30 Lee Jarvis
bias

Lee



Vol1.12 No.3
(1993:3)

EPA ClassA

LeePN “ ”

(Lee PN. Limitations of studies of lung cancer and environmental tobacco smoke exposure
in Japanese non-smoking women. Philip Morris. 18 May 1994. Philip Morris documents

website. Bates No 2050751646 _1666.)

20 30% Lee

Vol.16,No.3 May 1994 )

LeePN

(Lee PN. "Marriage to a smoker" may not be a valid marker of exposure in studies relating
environmental tobacco smoke to risk of lung cancer in Japanese non-smoking women. Int

Arch Occup Environ Health 1995; 67: 287-294)

Lee Odds 1.16
Odds 1.06 0.95
Odds 1.0



Health Sciences Vol.11 No01.1995

The Report of the Scientific Committee on Tobacco and Health
(SCOTH)
SIDS)
WHO

Press Release WHO/29 9 March 1998 PASSIVE SMOKING DOES CAUSE LUNG CANCER,
DO NOT LET THEM FOOL YoOU

1998

98/06/26

JT

116

98/06/26

10



17 2000 7 17
1981

( 1998 11
120-132 )

The Lancet 8 April 2000
IARC
(Tobacco industry efforts subverting International Agency for Research on Cancer's
second-hand smoke study Elisa K Ong, Stanton A Glantz Lancet 2000; 355: 1253-59)
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JT WHO JT 8 29

WHO Bulletin

20

(Hirayama’s work has stood the test of time,Bulletin of the World Health Organization, 2000

WHO Dr Gro Harlem Brundtland
IARC

IARC
IARC IARC 1987
IARC
May 2001 42nd Governing Council, International Agency for Research on Cancer

http://www.who.int/director-general/speeches/2001/english/20010510 iarc42council.en.html

WHO IARC INVOLUNTARY SMOKING
(Group 1)

“There is sufficient evidence that involuntary smoking (exposure to secondhand

or 'environmental’ tobacco smoke) causes lung cancer in humans.”

BMJ ASH Tobacco Free Kids HP

Mi-Kyung Hong,Lisa A Bero. How the tobacco industry responded to an influential study of
the health effects of secondhand smoke; BMJ 2002;325:1413-1416 ( 14 December ))
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Public Health Classics

This section looks Back 10 same ground-Beeaking contributions 1o public heak h, repreduding them in thesr original
fexrn aned sdding & comme ntary onther Sonificance from a sodem-day perspedive. To complement this menth’s
theme of the Sullats, Hisa Ong and Stamon &, Glantz redes the 1981 paper by Takeshi Hiayama on the risk of
lung tancer from passive smoking. The original paper & reprocduced with permission from the Bniteh edia!
Jowre|

Hirayama's work has stood the test of time

Elisa Ging' & Stanton A. Glanz”

fudlein of the Workl Healsh Organination, 3000, ¥ ()

e pl.ﬂil.':ﬂ:h:l.llFH:rll.'.!ll::l'l |:I.'ipl1i|1:|'|rr_
57 sudies of passhve smking and hing cancer bave
been prabhished (V6. Yet, necdless 1o sy, the mbacos
ielum ey comEw s i ﬁgll! sy i e oo ks ibai
sevonnd - hamd smaoke cases hieg cancer. Becently the
Inrernanicaal Agency for Keseasch on Cancer (LARC)
publizhed a srudy (F7) similar w Hirgama®s and
suppormed the barge baoady of evalonce thar second-
hand smaoke & 3 carcinogen [ 18). Yesrs before the
LARC repom was published., however, the mbacos
gl iry anmatee] 2 HTH siair] r:|11p:|i|.l"r|. i
e wudy i e et oo rfevenl wy whlwalc !l'l'li:ll!]_l
s, with tee same kinds of nuisepees enta-
s 18 usesl mzainat Hirgyama (19

Aleneer rwar deciles have |'ﬁu:|] HWEE |'|I|.I|:I||::|-
ton of Himyama's work and, despite the robaceos
indusrry’s bes efforrs, hiz oondusicon thar passive
smiskingeases lingcamcerhassoeed the werod time, [l

Acknowdedgement

This wvrk was BN wigel by M1 Cimne -G T2,

Hirayamas wark has stood the test of time

Tatde | Risk of lesg camcer in passive smokers: results of study by
Hirayama | 1) com by major intemation al censen s reports

Eeport Year Country  Relstive Confidence
rizh inberval®
Hirayama {1, 9, #d} 1381 lapan
1-19 agariies a day 1E1 108198
30 cgaredaes a day of mom 108 138411
Vs Emipnmemal Protachcn 19817 2] 1.ig 101-1.33
dgency | 20
Manonal Ressach Coural (14 1986 L] 1.34 116,53
Suigens General [ 10 1966 [1L2] 153 a
Lallima Ersimnmental 197 2] 130 a
Progection Agancy {2 %
Nanonal Haabh and Madical 1987 Al 131 110168
Ramarh Coumdl (25
el e Conmibes o 1508 K 1.20-1.30 i
Tobaoon and Heakh (23

* Confdence inieraals e ved-inided 35 %, exepl US EFA whech & one-taled 55%

(-t 0%
= rii ssalable.

Hirayama”s work has stood the test of time,Bulletin of the World Health Organization, 2000
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JAMA

http.//jama.ama-assn.org/issues/v279n19/abs/jrv71060.html

Why Review Articles on the Health Effects of Passive Smoking Reach Different Conclusions
Deborah E. Barnes, MPH; Lisa A. Bero, PhD

MEDLINE EMBASE

14



“Author affiliation was classified as either tobacco industry affiliated or not, based on whether the
authors were known to have received funding from or participated in activities sponsored by the

tobacco industry. ”

37% (39/106)
74% (29/39)

multiple logistic regression analyses peer review

“the only factor associated with concluding that passive smoking is not harmful was whether an
author was affiliated with the tobacco industry (odds ratio, 88.4; 95% confidence interval,
16.4-476.5; P<.001).”

“The conclusions of review articles are strongly associated with the affiliations of their authors.”

JAMA. 1998;279:1566-1570 Vol. 279 No. 19,May 20, 1998

15



BMJ

http://bmj.com/cgi/content/full/325/7377/1413
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http://bmj.com/cgi/content/full/325/7377/1413

http://www.independent.co.uk/story.jsp?story=361095

Health study 'discredited by secret tobacco plot'
By Cahal Milmo
13 December 2002

1981

British Medical Journal

CIAR

CIAR
CIAR
CIAR
CIAR
Chris Proctor
Dr Proctor
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http://www.independent.co.uk/story.jsp?story=361095

BMJ
1993

Dr Proctor

BMJ
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WHO

http://www.reutershealth.com/archive/2002/12/19/eline/1inks/20021219elin013.html
PAHO: Tobacco firms lied to Latin Americans

Last Updated: 2002-12-19 14:00:35 -0400 (Reuters Health)
By Charnicia E. Huggins
NEW YORK (Reuters Health)

Pan American Health Organization (PAHO)
‘ deceive the public about the link between secondhand smoke
and lung cancer”

* deceptive
campaigns” Profits Over
People

Stella Aguinaga Bialous

19



California-based PAHO consultant Bialous

1994-1996

Bialous Stan Shatenstein

Bialous

20



PAHO Director

Bialous

Dr. George Alleyne

21



The Center for Indoor Air Research (CIAR)

CIAR
“the tobacco industry might be using CIAR to develop scientific data to support its position that
ETS is not harmful to health”

Barnes DE, Bero LA. Industry-funded research and conflict of interest: an analysis of research sponsored by the

tobacco industry through the Center for Indoor Air Research. J Health Polit Policy Law 1996; 21: 515-542

“CIAR's special-reviewed projects are more likely than its peer-reviewed projects to be related
to ETS, to support the tobacco industry position, and to be used by the industry to argue that
smoking should not be regulated in public places.”

“Our findings suggest that the tobacco industry is funding special-reviewed projects through
CIAR to develop scientific data that it can use in legislative and legal settings.”
Barnes DE, Bero LA. Industry-funded research and conflict of interest: an analysis of research sponsored by the

tobacco industry through the Center for Indoor Air Research. J Health Polit Policy Law 1996; 21: 515-542

IARC Groupl
ETS
63

The Center for Indoor Air Research (CIAR)
Barnes DE, Bero LA. Industry-funded research and conflict of interest: an analysis of research
sponsored by the tobacco industry through the Center for Indoor Air Research. J Health Polit Policy

Law 1996; 21: 515-542
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Center for
Indoor Air Research (CIAR

Funding the Japanese spousal study

The Japanese spousal study seems to have originated
as a grant proposal submitted to the Center for Indoor
Air Research (CIAR) by Japanese investigators Eiji
Yano and Jun I{agawa.m This centre, created in 1988,
was funded by the tobacco industry to support indoor
air research, and some projects were selected for fund-
ing by tobacco industry executives.” Memos from
Robert Pages and T 5 Osdene of the research and
development team at Philip Morris to Steven Parrish,
senior vice president of Philip Morms, describe
deliberations about CIAR funding for the study:

BM] VOLUME 325 14 DECEMBER 2002 bmj.com

This is mot a project that should be funded by CIAR,

although there may be (I'm not convinced yet) a reason to
say it was sponsored by CIAR so as to “hide” indusmry
involvement [emphasis in original].”

(Pages R. Re: Japanese spousal study and Chris Proctor as the "behind the scenes' study director and potential

CIAR funding [letter]. Philip Morris. 15 Apr 1991. Philip Morris documents website. Bates No 2023544456. )
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Primclpal sclentists:

Frofeasor Eljl Tano, Department of Public Hwalth,
Talkyo Oniversity, 2-11-1, kags, Itabashi-ku, Tokyo 173,

Profemmnr Jun rtosnt of iene and Public Health :
g Pk o e o g gl & e g !
Ehi ¢ Tokye 181, -J'IHH-

(Philip Morris. Proposal for an applied research study to investigate exposure to environmental tobacco
smoke in non-smoking Japanese women. Covington and Burling. 5 Apr 1991. Philip Morris documents
website. Bates No 2023544477 _4481.)
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This is currently a tentative satlmate of the cost of
eting to compleste this project. All sums are in U.8.

dollars.

Imtal eatinntsd budget 243,000

(Philip Morris. Proposal for an applied research study to investigate exposure to environmental tobacco
smoke in non-smoking Japanese women. Covington and Burling. 5 Apr 1991. Philip Morris documents
website. Bates No 2023544477 _4481.)
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T. S. OSDENE
Eharias 1. Gresn, PR.0.

_ Bowmma Qrey Tecmion) Ghabir

APRS , 1990 Bag. 131018

‘winsen-Balem, HC X562

Tophoms: #151414878

Tz Telatmc #1RT41OT1H

DATE:  Aprit3, 1991

FAX NUMBER: S04 3742901

Tom Bob Proctor

. CR Green
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C. R. Green April 9, 1991

ETS DIVISION
WEEKLY HIGHLIGHTS

Japanese Spousal Smoking Study - Status: A proposal
has beea received from Dr. C. J. Proctor on Eﬂmll"nf
Professor Eiji Yano, Department of Public Health,
Teikyo University and Professor Jun Kagawa,
Department of Hygiene and Public Health, Tokyo
Women's Medical College. The primary objective of
this research would be to quantify the amount of ETS
to which non-smoking Japanese women are exposed
during the course of & typical week by measuring
airborme nicoline and salivary cotinine. Significance;
Results from this study compared to those from U.S.
and European etudies ocould answer questions
conceming differences in ETS epidemiologic outcomes
between Asian and Western populations. Next Steps:
Attempts are in progress to find funding for the
proposed Japanese study.

C.J.Proctor

(Green CR. ETS Division weekly highlights [April 9, 1991] RJ Reynolds. 9 Apr 1991. Legacy Tobacco
Documents Library/RJ Reynolds documents. Bates No 513238393 8394.)
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Date: 12 August 1991

Ta: 5. Parrich “Eaﬁf?
From: R. A. FIIJEW

Subject: Japan Exposure Assessment Study

The day following the meeting B&W called Proctor and said that they could not

support the study. Later BAT said that they were still supportive, but had no
1991 money available to pay their share.

Proctor

(Pages R. Japan exposure assessment study. Philip Morris. 12 Aug 1991. Philip Morris documents
website. Bates No 2023544519. )
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R. J. REYNOLDS TOBACCO INTERMATIOMAL - WINSTON-SALEM, MC

DATE: August 22, 1981

T0: Tom Griscom

FROM: Richard J. Harcotullio

SUBJECT: International ETS Management Committee (IEMC)

We are close to finalizing decisions for the Japan Spousal Smoking
Study. We now have the following commitments:

o RJR - $27,000 of in-kind services; $20,000 cash contribution

o0 BAT - $10,000 for 1991; unable to commit yet to an additional
$26,000 for 1992 but will try to come up with something

0 Reemtsma - $20,000 total

o Imperial Tobacco - $20,000 total

o Rothmans - $35,500 total, all to be paid in 1991

o Philip Morris - $32,000 in 1991; some additional amount in 1992

RJIR BAT ;1991
Reemtsma Imperial Tobacco Rothmans
Philip Morris 1991 1992
(Marcotullio RJ. International ETS Management Committee budget for Japanese spousal study. RJ
Reynolds. 22 Aug 1991. Legacy Tobacco Documents Library; RJ Reynolds Documents. Bates No
507782317 2318.)
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Public Health Classics

Hirayama's work has stood the test of time

This section looks back o some ground-brealing cntribuions o public health, reproducing them in their eriginal
farm and adding & commentary on their significance from a madem-day perspective. To complement this month’s
theme of the Fuletin, Eisa Ong and Stantan &. Glants redew the 7981 paper by Takoeshi Hicayama on the risk of
heng cancer Tiom parsie smoking The onigina pager iy eproduced with permission fram the Beid Lisobos'
Souvran

Elisa Ong' & Stanton A, Glantz®

1981

Hirayama”s work has stood the test of time,Bulletin of the World Health Organization, 2000

In January 1981, Takeshi Hirayama published his
epidemiological study demonstrating that second-
hand smoke increased the risk of lung cancer in non-
smoking Japanese women married t©o men who
smoked compared with non-smoking women mar-
ried to non-smoking men (7). Hiravama is generally

Moving well bevond its usual efforts to create
controversy about scientific studies that reach
bothersome conclusions, the tobacco industry
responded with a multimillion-dollar adverdsing
campaign designed specifically to discredit Hiraya-
ma's paper (4). The industry commissioned epide-

American population (5). This campaign was
particularly cynical since it was run despite the fact
that the industry’s own scentsts, after reviewing
Hirayama's work, concluded “Hirayama is a good
scientist and his non-smoking wives publication was
correct” and “that Hirayama was correct, that TI
|Tobaceo Institute] knew it, and that T1 published its

30



BACECROUND TO THE PROPOSED FIUDY.

Bpldemiologic studies that have coosidersd an asscolatlon
betwesn exposure to envircomental tobacco smoke (“ETE®) and
lung cancer hawve besn formed in Asla, Burcpw and 1o the
D.8. It is striking that seta-analysis of the Aslan steudies
suggest a statisticeally signifilcant asscciatiom while &
similar combined analysis of the Burcpsan and 0.5, studies
shows no 3 Elcant asscglatlon., In pactleulaz. this
contrast axists batween the Ewo large cohort stediss parformed
by Blrayass Lo Japasn and Gacflnkel ln the D.8. It has been
suggested that the Elrayana study found sigolficance because

LLYVYSEZDZ

BACKGROUND TO THE PROPOSED STUDY

Garfinkel

(Philip Morris. Proposal for an applied research study to investigate exposure to environmental tobacco

smoke in non-smoking Japanese women. Covington and Burling. 5 Apr 1991. Philip Morris documents

website. Bates No 2023544477 _4481.)
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Chris Proctor

There are two Japanese listed as co-principal investigators. Chris Proctor [chief
scientist, British American Tobacco] would be a "behind-the-scenes" study director . . . |
think there's a very good chance that it will generate data which shows that ETS
exposure in nonsmoking Japanese women is not much different from that of European
or US women_contrary to what the apologists for Hirayama have been saying all these
years.

Pages R. Re: Japanese spousal study and Chris Proctor as the “behind the scenes' study director and
potential CIAR funding [letter]. Philip Morris. 15 Apr 1991. Philip Morris documents website. Bates No
2023544456.
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A
PHILIP MORRIS MAMAGEMENT CORP. FR 1

619
INTEROFFICE CORRESPONDENCE s i
Richmond, Virginia 435‘3
Te: Steve Parrish Date: April 16, 1991

Fram: T. 5. Dsdene

Subject: Investigation of Exposure to ETS in Monsmoking Japamese Women

At the recent meeting of CIAR, the cited' subject was discussed at some lengih.
The: proposal was made to CIAR and it was decided at the time that 1t was very
worthwhile to undertake the study: however, the questien arose whether CIAR
should fund it. It fs my opimion that this study should be funded by the South
Fastern Asia gromp since it is being conducted in the Far East.

One may wish to use a CIAR cover for this project. [ believe it is wery
important that this be done with a1l due haste and could be of some appreciable
help in dealing with EPA and/or OSHA. A copy of the propesal is enclosed for
your information.

that Or. Chris Proctor might supervise this work but his presence should be
low key and not appear in any of the publications, particularly since this is a
Japanese study. In addition, I believe that Japan Tobacco Inc. must be advised
of this study and be brouwght aboard since it is impossible to really undertake
any work in Japam without a tacit approwal.

Chris Proctor

(Osdene TS. Investigation of exposure to ETS in nonsmoking Japanese women. Philip Morris. 16 Apr

1991. Philip Morris documents website. Bates No 2023544449, )
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Lee
Lee

It has been well vrecognized for over 3 years now that
misclassificarion of smoking status Is a major potential source of bias

in epidemiological studies of ETS and lung cancer. Evidence reviewed in

Japan or in other Asian countries. It is clear that one needs higher
levels of misclassification: than in the West to. explain: the chserved.

associatlon seen epidemlologically in Asiam stndies (as is decumented in

validated by measucement of cotinine: i saliwa, wurlne ot blosd. This is
a major omission, to whichi I have drawn attention over the last 3 years.

Indaed, I even cravelled. to Tokye to encourage the JTI te do a study,

but nothimg ever came of this. [ in faet would regard the collection of

to further understanding of the ETS/lung cancer issue. Demonstration of
high rates in Japan would (or ought to) dramatically influence

interpretation of the association seen between spouse smeoking and lung

cancer risk.

34



Chris Proctor

For this reason I am wvery strongly supportive of Chris Proctor's
plans to get a study going in Japan. His study has another major

Chris Proctor

salivary cotinine study ~in the UK. 1 talk te Chris Froctor gquite

i

regularly and am planning to see Kagawa in a couple of menihs time i
1

apyway. 1 would be very happy to spend such tlme as is necessary |

making it as scientifically cerrect as pessible.

(Lee PN. Draft proposal for study to investigate exposure to ETS in non-smoking Japanese women.

International ETS Management Committee. 25 Apr 1991. Philip Morris documents website. Bates No
2023544457 4461.)
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Proctor
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Epidemiologieal Study on Enviconmental Tobaceo Smoke
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Wu't'(1990), 0.7, HANTP(1990), 0. 94, K™ (1989),
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"privileged and confidential attorney

work product”

PRIVILEGED AND CONFIDENTIAL
ATTORNREY. WORK PRODUCT

PROPOSAL POR AN APPLIED RESEARCH STUDY TO
INVESTIGATE EXPOSURE TO ENVIROMMENTAL TOBACCO SMOKE
IN NON-SMOKING JAPANESE WOMEN.

QRJECTIVES OF THE STUDY.

1. To asseas the extent of misclassification of amnking
status in self-datermined non-smoking Japanese woman.

Z. To guantify the amount of environmental tobaove smoke
(ET4) to which non-smoking Japanese wowen are typiocally
exposed anring the course of a week through guestidonnaire,
personal monitoring for airbocne nicotine and through.
measurement af urinary cotirine levels,

Covington Burling

Two Japanese scientists will be the prinecipal investigators.
Professor Jun Kagawa is an epidemiologist, physician and

respiratory specialist currently teaching medicine at tha

37



Depa i 's Medical
rtment of Hygiene and Public Realth, Tokyo Women” s
College. His research laboratory has exparisnce with
moasuring urinary cotinine. Professor Kagawa 8 prime .
rasponsibilities within this project will be the managemant o

gample analysis and being principal author oR the resulting
gcientific reparta.

fas Biii Yano is an epidemiologist and respiratory
iézczszﬁt ;is.ﬂ at the Department of Public Health at Teikyo
University, Tokyo. Professor Yanc will ba‘the-prinqipll
contact with the market research agency, will organize the
data collection, the compilation of a database, and the data
analysis.

Peter Lee PN Lee

Lee

Mr. Peter Lee also will be asked to assist in reviawing the
study design and in interpreting the data. It is not
anticipated, however, that Mr. Lee will serve ac a co-author
of any of the publlcations flowing from the atudy.

(Philip Morris. Proposal for an applied research study to investigate exposure to environmental tobacco
smoke in non-smoking Japanese women [privileged and confidential attorney work product]. Covington

and Burling. 12 Aug 1991. Philip Morris documents website. Bates No 2023544523 4530.)
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RJR CONFIDERTIAL

C. R Green

November 12, 1991

ETS DIVISION
WEEKLY HIGHLIGHTS

dipppase Spousal Shady - Status: The Inlermational
ETS Managemsal Commuties, JEMC, hus funded &
two-phase sessarch praject by bwo Japanese scientists,
Frof. Tan Kagmwn (Dept, of Hy giene wxl Public Hesld,
Tokyo Women's Medical College) ané Prof. Biji Yano
(Depe. of Public Health st Teikyo Univarsity, Tokyo),
to gudy smoking status mischissification and ETS
ETpOSUTE AMONE TONSMCRing epouses (m the city of
Craka snd the rusl prefacrace of (Chayama in Japan,
BIR RED will make technical coateibutions by
providing urinary cotining and ETS nhotine analyses.
.5.|:|:|:lu for  the firsd phmu of the “1""'-".'!'
{mesclassification) are currently being collected and will
e deliversd to BIR on New, Bk, Dy, Kvo-Mei
Cheng will determine cotinins in e 400 orise smples
by the ELISA dschnique. Signaficance! Resulls of this
stedy will allow us Io vestigate coificisms of he

ELISA

Chales Green

Hirsyapa ETS epidomiology emd  evaluste
resumpiioss made by the U5 EPA i their dsaft
health risk assessment on ETS exposune, Contact:
Charles Green.

Kuo-Mei Chang

(Green CR. ETS Division weekly highlights [week of November 12, 1991] RJ Reynolds. 12 Nov

1991. Legacy Tobacco Documents Library/ RJ Reynolds Documents. Bates No 507984189 4190.)
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Ceviiaten & BoAaLwHe

T T R

i

Proctor Re Japanese Spousal Study

All of the questionnaire data ls now eaterad into a
database and has been validated. Imitial statistical evalua-
tions loek very premising, particularly with respect to con-
founding lifestyle and dietary factors. .

Eruskal-Wallis test on the data splitc by amoker (5).
non-smcker married to smoker (NS/3) and non-smoker marriad to
non-smoker (NS/W8} showed statistically significant difisrences
bétween H5/8 and WE/NS for:

Exorcise KE/HE > H5/8B
Prash Fruit Consumption HE/HE *» HS/8
Dark Green Vegetables HE/HE = H5/8
Orange Judlce HB/HE » HEJE-.R
Milk Ha/H% * H3/8
Vitamin Supplements HE/Hg = H3/8
-Aleoohol HE/8 = HE/NS
Butter HS/8 » HE/NS
Smoked Fish H3/9 > WE/NS
ol f pe H3/85 =» NSNS
NS/NS NS/S

Slmcecely yours,

Cﬁxﬁs me——

Christopher J. Proctor

Chris Proctor
(Proctor C. Re: Study results and the Japanese spousal study [letter to tobacco industry executives].

Covington and Burling. 23 Dec 1991. Philip Morris documents website. Bates No 2023544474 4475.)

41



DRAFT

Confounding facters in epidemiclogic studies of spousal smoke
exposura in Japanese Women

E. Yano' and J, Kagawa’

freikrn University, Tokyo, Japan
Tokyo Women's Medical College, Tokyo, Japan

The results reveal a very large percentage of misclassifi-
cation of smoking status (around 20% o self-raported non-smokers
being regular smokers). Moreover, it was found that living with a
smoker correlated strongly with a variety of lifestyle factors
thought to be independent risk factors for lung cancer or haart
disease. These findings confirm that epidemiclogic studies of
spousal smoking that have not corrected for such confounding
factors must ba interpreted with caution.

The data also showed little correlation between ETS exposurs,
a8 determined by urinary cotinine, and typical questionnaire
responses to questions on spouses smoking hablts. In fact,
cotinine levels in the non-gmokers married to smokers were lowar,
though similar, to those In non-smokers married to non-smokers. To
Lthe extent that epidemiclogic etudles that have used spousal smoke
exposure as a4 surrogate for ETE exposure have compared groups with
similar ETE exposure, the studies are of little relevance to ETS
but rather reflect differences in lndependent risk factors bobwaen
smoking and non-smeking families.
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DRAFT

Confounding factore in epldemiologic studies of spousal smoke
expoBura in Japanese Women

E. Yano' mnd J. Kagaws'

‘Teikyo University, Tokyo, Japan
“Tokyo Women's Medical College, Tokyo, Japan

Introduction

majority of theso (29 of 33) reported no statisticelly cignificant
association, many have raported relative risks in excess of one
{though genarally below two). This has lead some organizations to
claim a causal link between exporure to ETS and lun cancer. This
has not been the case in Japan, where many scientiets are atill

investigating the possible effects of PTS ‘on various health sad-
points.

More recently, diet has been g”/ an lmportant identifled
confounding factor in studies of ETE and lung cancer. Xoo and

others have reported that non-smokers uving with smokers are more
likely to consume more foods related to lung cancer cisk, and
consume fewer foods thought to be protective for lung cancer, than
womgn married to non-smokers. This concordance of lifestyle
factors slso can falsely elevate the risk attributed to ETS,

Koo
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Conclusions

The most significant finding is that spousal smoke axposure
eppears to be an entirely inadequate marker for exposure to ETS.

to a smoker. However, the number of misclassified smokers in this
study le relatively small (19 reqular and 5 cccasicnal) and the
estimate of bias from this source is subject to large variation, so

lgrzn that migclassification bias alone might explain the elevated
risks for lung cancer found in some Japanese studles.

( . Confounding factors in epidemiologic studies of spousal smoke exposure in

Japanese women. Covington and Burling. 21 Apr 1992. RJ Reynolds documents website. Bates No
510627012 7023.)
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Lee PN

Mi=28-1997 10:49 FROM CLB LWSH OC 8466246251 T0 ASIT4LRTIS  P.E3

Deser

—————"

confounding factors in spldealologlic studies of spousal smoke

exposure in Japansse Women.
2. Yano', J. ¥agawa' and P.N. Lee’

i University, Tckyo, Japan
;'?;‘.t:gﬂwmm‘- u-:li:u I:uil.lqi. Tokyo, Japan
‘p.N. Lee Statistice Ltd., Lendom, U.R.

Abatrraer

400 marriad Japanese women answerad quesrions on sacking,
envizormental tobacco smoka (ET3) aewposure, dist and lifestylm,

and suppliad uripe for c;tiuim sualysin, Ha__jﬂr findings vere:

These findings suggest Japanese epidemliclogical studies using
smoking by the husband agz an index of. EI§ eyposure are invalid.
The eassoclation, reported in some  Japaness studlcs,  between

hushand's smoklng end lung cancer is probably due mot to ETS, but

to biag from smoking habit m{cclassification or from confounding

by ethar risk factors.
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Lee PN. Limitations of studies of lung cancer and environmental tobacco smoke exposure in Japanese

non-smoking women. PN Lee Statistics and Computing.
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Lee PN

Lack of validity of marriage to a smoker as a marker of

environmental tobacco exposure among Japanese non-smoking woemen

E. YANO J. KAGAWA  P.N.LEE

Tha findings in this study are consistent with the
possibllity that the association between lung ocancer risk and
smoking by the husband in Japan was not a rasult of ETS exposura,
but vas caused by bias from misclassification of smeking women

as nen-sackers or from confounding by lifestyle riek facters.

abstract
Conelusions

our findings cast considerable doubt on the value of

epidemiclogical studics oonducted in Japanese women using

husband's smoking as a marker of ETS exposure. The lack of
association of cotinine levels with spouse smoking suggests the
marker is an invalid one, and the huge prepertion of amokers

denying smoking gives an obviocus potential for substantial bias.

a7



Whils there is a need t0 CArry out more and larger studies among
Asian pepulations to clarify further the importance of
misclassification and confounding as sources of bias, the
avidence reported here is sufficient to justify extreme caution
in the interpretation of studiss of spouse smoking and lung

cancer in Japan,

, Lee PN. Lack of validity of marriage to a smoker as a marker of environmental
tobacco exposure among Japanese non-smoking women. Covington and Burling. 8 Jul 1992. RJ

Reynolds documents website. Bates No 509810603_0630.
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Christopher Proctor

Re: Japanoas Spousal Study
Colleoaguas,

t
Aftor conaldarable effort working with Dr. Yano a
Teikyo University, we feel it is time to recomménd That MC.
petar Lee Bo asked to submit tha Japanese spousal otudy
research for publication in the British Medical Jougrnal.

we spoke with Mr. Lee sarlier today, and he has
agread with t;E- sonrse of actlion, but will await fimal ca
approval. We suggest that some acknowledgenent, as a IoOtno

to tha r, be given to Dr. Yano's contribution to This
tﬂluﬂw

Please let me know if you wish Mr. Lee to proceed.

with kind regards.

' Sincerely YOULS;
ggﬂf_ - ajff”d;dﬁﬁi;iﬂffpﬂ,, Chhvs FE¥:ﬂi:;-——-~
i _ﬂl _.,-_rt' “..-n-lﬂ'J Chridtopher J. Froctor

Peter Lee
British Medical Journal

Peter Lee

Lee
Chris Protctor

Proctor C. [letter to tobacco industry executives to change authorship] Jul 1993. Bates No
2023544546
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acknowledgements

Thess findings suggest Japanssa epidamislegleal studles using
smo¥xing by tha husband sy an index of ETH exposurs are lmvalid.
Ths aasociavion, reported in seme Japanese studica, bBetween
tusband's smoking and lung cansar Ls probably dus not to BI buc

to blas frem swoking habit misclassification or from confounding
by ether risk factors.

Assaowledgenmtn
I as extresely prateful te Dr Elil Yaso of Telkye

Universlty for aosistancs providaed in Japam; and to Bau Bfu do

Ltd for help in ssmple collection wnd ansiyeis. I thenk Dz Jelm

Fry for sssiscance in statistical snslysis, Dr Francis Ros for

nuserous halpful commsnts, X=s Paulina Vassall for typing, and

asveral mesbors af thy tobacca indugtry for fimanelal support.

Visws suprssisd Ava net pecspearily of the tobasoe industry.
acknowledgements

Lee PN. Limitations of studies of lung cancer and environmental tobacco smoke exposure in Japanese

non-smoking women. PN Lee Statistics and Computing. 15 Aug 1993. Philip Morris documents website.

Bates No 2023053346_3367.
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Lee
B 00T 53 LLIET DITL SALES & METG DIV

Imperial Tobacco Limited
Salas & Marketing Diision
Tesnghaet. 17 thuds Faatne: a7 ook

FACESIMNILE
§th Octobar 1933
To: Mr R Pauling - VdcC
From: L+ P A Sadler
co: ODr W D Rowland - Rothmana

Dr 8 Boyea = BAT

Mr M Winokur - Fhilip Morrie
Dr C Walther - Remmtena
Mz R Marcotullic - ROR

Interpatiopal Sciencific Media Workshop

Thank you for your faxes concarning the workshop. 1 agres with
agi?:.cern ahour Laa participacing - it would clearly move the

discusgion fram the ganeral to the apecific.

Lee
Lee

rually have the same concern about the use of the unpublished
g::ininaigtudy, and avan of the unpublished Hazelton study.
Sines Phillips has no octher imvolvement at all (as far as I know)
with Indoor alr Cuality, his invitation to the panal may well
malks i~ smem aa through the induscry ie invelved, which would

dilute the objective.

Hazelton

Indoor Air Quality Lee

Sadler PA. Re: Publicizing Japanese spousal study at the International Scientific Media Workshop

[letter]. Imperial Tobacco. 5 Oct 1993. Philip Morris documents website. Bates No 2025495799.
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acknowledgements

Misclassification was found to bs much commoner among Japanese
than Western women, This has often bgen predicted, based on the fact

that smoking by wemen is not conaiderad scoially scceptable in Japan,

eotinine was net increased if the husband smoked. These findings
suggest Japanese cpidemiclogical srudles cf non-smoking women using
husband’'s smoking as an index of ETS axposure are invalid. The
increasad lung cancer rlsk reported in some of there studles 1is
prebably net due te ETS but to Dbias fyom smoking Thabit

migclassification or from confounding by other riszk factors.
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¢ollection and amalysls. I alsoe thank Dr John Fry for assistancs in
statistical analyeis, Dr Francis Roe for numerous helpful comments, end

Mrs Pauline Wasssll for typing,
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Lee PN. Limitations of studies of lung cancer and environmental tobacco smoke exposure in Japanese
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non-smoking women. Philip Morris. 18 May 1994. Philip Morris documents website. Bates No 2050751646 _1666.

53



54



Japanese epidemiological studies using "marriage to a smoker" to index ETS exposure
may therefore have compared groups with similar ETS exposure, suggesting that
associations reported between lung cancer and this index in some of these studies may
result from bias. While other biases, including confounding, may also be important, bias
resulting from smoking misclassification combined with husband/wife smoking
concordance is shown to be of major concern. The high misclassification rates in Japan,
much higher than in Western populations, undermine conclusions from epidemiological

studies conducted there.

Lee PN acknowledgements

Lee, PN. "Marriage to a smoker" may not be a valid marker
of exposure in studies relating environmental tebacco smoke to

risk of lung cancer in Japanese non-smoking women.
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dssistance in statistical ql[ld.:}'hi?i. Tr. Froncis Boe for numerons
helpful commenits. and M. Pauline Wassell and Mres. Diane Morris
for ivping the various dralis
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“There is no direct evidence that workplace environmental tobacco smoke (ETS)
increases lung cancer risk.”

Emmrch waued = fgr| E |Cw
Limits g HiE Thipboand Chniiic

| D | S = Ebpw 20 = et -|I|:--1'u|1-|| -

Ol Int Breh Diegup Erren Mealts 79956 GE 2B/ -54 [SEFISET Fer

“Marrmge oo smoker moy not b a valid markes of exposue nostedios roloting
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Lee PN. "Marriage to a smoker" may not be a valid marker of exposure in studies relating environmental tobacco

smoke to risk of lung cancer in Japanese non-smoking women. Int Arch Occup Environ Health 1995; 67: 287-294
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1995

Hirayama's work has stood the test of time

Table 1. Risk of lung cancer in passive smokers: results of study by
Hirayama (1) confirmed by major international consensus reports

Report Year Country  Relative Confidence
risk interval®
Hirayama {1, 8 70 1981 Japan
1-19 cigarettes a day 1.61 1.09-2.39
20 cigarettes a day or maore 2.08 1.39-3.11
US Environmental Protection 1992 SA 1.19 1.01-1.39
Agency (20
Mational Research Council { 75) 1986 US4 1.34 1.18-1.53
Surgean General { 7.2) 1986 LISA 1.53 na
California Enviranmental 1997 LSA 1.20 na
Pratection Agency {27)

Mational Health and Medical 1997 Australia 132 1.10-1.69
Research Coundil (24

Scientific Committee on 1998 UK 1.20-1.30 fa
Tobacco and Health {23)

@ Confidence intervals are two-tailed 95%, axcept US EPA which is ene-tailed 95%
(two-tailad 20%).

na = not available.

As dme passed, several independent scientific
bodies around the world reviewed the evidence that
passive smoking causes lung cancer (and a wide
variety of other diseases) and reached similar
conclusions (Table 1). These reports helped stimulate
the passage of dean indoor air ordinances, which not
only protect non-smokers from second-hand smoke
butalso create an environment that makes it easier for
smokers to stop (14, 15).

Bulletin of the World Health Organization, 2000, 78 (7)

Hirayama”s work has stood the test of time,Bulletin of the World Health Organization, 2000
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Center for Indoor Air Research CIAR;

Lee PN
Lee PN
JR

Confounding factors in epidemiologic studies of spousal smoke exposure in
Japanese women. Covington and Burling. 21 Apr 1992. RJ Reynolds documents website. Bates No
510627012 7023.

bias
Cohort
study
( Jjapan Soc.Air
Pollut.27(4)175 189 1992 )
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Lee PN. Limitations of studies of lung cancer and environmental tobacco smoke exposure in Japanese
non-smoking women. PN Lee Statistics and Computing. 15 Aug 1993. Philip Morris documents website.
Bates No 2023053346 _3367. acknowledgements

20-30 Lee Jarvis bias

Lee

Vol1.12 No.3 (1993:3)

Lee PN. Limitations of studies of lung cancer and environmental tobacco smoke exposure in Japanese
non-smoking women. Philip Morris. 18 May 1994. Philip Morris documents website. Bates No
2050751646 1666. acknowledgements

20 30% Lee

( - -
Vol.16,No.3 )
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(Lee PN. "Marriage to a smoker" may not be a valid marker of exposure in studies relating
environmental tobacco smoke to risk of lung cancer in Japanese non-smoking women. Int Arch Occup

Environ Health 1995; 67: 287-294) acknowledgements

Lee Odds 116
Odds 1.06 0.95
Odds 10
Health Sciences Vol.11 N01.1995
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° /
IARC BUENNIAL REPORT 1996-1997,P76-77,1997 ( )

“The relative risk (RR) of lung cancer risk was 1.16(95%Cl 0.93-1.44) for exposure to ETS from the
spouse,1.17(0.94-1.45) for workplace ETS exposure”

, . Confounding factors in epidemiologic studies of spousal smoke exposure in
Japanese women. Covington and Burling. 21 Apr 1992. RJ Reynolds documents website. Bates No
510627012 7023.
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http://www.who.int/inf-pr-1998/en/pr98-29.html
Press Release WHO/29 9 March 1998
PASSIVE SMOKING DOES CAUSE LUNG CANCER, DO NOT LET THEM FOOL YOU

WHO

International Agency for Research on Cancer (IARC)

Acting Chief of WHO's Tobacco or Health Unit in Geneva  Neil Collishaw

British Medical Journal

Agency's director  Dr Paul Kleihues
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http://www.who.int/inf-pr-1998/en/pr98-29.html

1ARC

http://www. iarc.fr/pageroot/PRELEASES/pri4la.html

IARC MONOGRAPHS PROGRAMME DECLARES
SECOND-HAND SMOKE CARCINOGENIC TO HUMANS

WHO 1ARC
12 29

1986

20-25
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Monographs Programme
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http://www.iarc.fr/pageroot/PRELEASES/pr141a.html
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IARC Monographs
The 1ARC Monographs series

1972 880
IARC Monographs
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Health Scout News
http://www.healthcentral.com/news/NewsFull Text.cfm?id=510802

Big Tobacco Accused of Manipulating Study

By Randy Dotinga
Health Scout News Reporter
FRIDAY, Dec. 13 (Health Scout News)

University of California at San Francisco  clinical pharmacology Lisa A. Bero

Bero

British Medical Journal Bero
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Center for Indoor Air Research (CIAR)
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International Archives of Occupational and Environmental Health
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Seth Moskowitz

Brendan McCormick

67



http://www.paho.org/English/DP1/pr021217.htm
PAHO Press Release

New PAHO Report Describes Tobacco Industry Tactics to Derail Public Health Efforts
in Latin America and the Caribbean

WHO/PAHO

Washington, December 17, 2002 (PAHO)

10

Pan American Health Organization (PAHO)

Profits Over People

Guildford depository
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PAHO Director  Dr. George Alleyne

PAHO
Dr. Alleyne
PAHO
500 100
PAHO
PAHO 1902
WHO PAHO
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For more information, visit
http://www.paho.org/English/HPP/HPM/TOH/profits over people.htm.
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