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SIGN

Methodology Checklist 2: Controlled Trials

Study identification (/nclude author, title, year of publication, journal title, pages)

Guideline topic:

Key Question No:

Reviewer:

Before completing this checklist, consider:

1.

Is the paper a rfandomised controlled trial or a controlled clinical trial? If in doubt, check the
study design algorithm available from SIGN and make sure you have the correct checklist. If it is a
controlled clinical trial questions 1.2, 1.3, and 1.4 are not relevant, and the study cannot be rated

higher than 1+

Is the paper relevant to key question? Apalyse using PICO (Patient or Population Intervention
Comparison Qutcome). IF NO REJECT (give reason below). IF YES complete the checklist.

Reason for rejection: 1. Paper not relevant to key question O 2. Other reason T (please specify):

SECTION 1: INTERNAL VALIDITY

In a well conducted RCT study... Does this study do it?
1.1 | The study addresses an appropriate and clearly focused question Yes O No O
Can'tsay O

1.2 | The assignment of subjects to treatment groups is randomised.

1.3 | An adequate concealment method is used

1.4 | The design keeps subjects and investigators ‘blind’ abo
treatment allocation, Can't say O

1.5 | The treatment and control groups ar of the trial. | Yes OO No OO

Can'tsay =

1.6 | The only difference be N treatment under Yes O No O
investigation. Can'tsay O

1.7 Al-r asured in a standard, valid and Yes O No O
relia Can'tsay O

1.8 | What @rcentage of the individuals or clusters recruited into each
treatmeént arm of the study dropped out before the study was
completed?

1.9 | All the subjects are analysed in the groups to which they were Yes O No OO
randomly allocated (often referred to as intention to treat analysis). | Can'tsay C  Does not

apply O

SECTION 2: OVERALL ASSESSMENT OF THE STUDY

21

How well was the study done to minimise bias?
Code as follows:

High quality (++)0
Acceptable (+)C
Low quality (-)C
Unacceptable

22

Taking into account clinical considerations, your
evaluation of the methodology used, and the
statistical power of the study, are you ce!

that the overall effect is due to the stu
intervention?

23

el

Are the results of this s
the patient gr t

pplic to
ted eline?

24

uthors' conclusions. Add any comments on your own assessment of the
which it answers your question and mention any areas of uncertainty raised




But what about the studies
that were not reported?

PLOTTING FOH PUBI.ICATION BIAS
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https://www.nature.com/articles/nature.2017.21728
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Tobacco Industry Is Worried by Findings

Of Its Poll, Mistakenly Released by FTC

By BURT SCHORR
8taff Reporter of THE WALL STREET JOURNAL
WASHINGTON--The tobacco industry is
worrled that efforts 0 curb smoking in pub-
1:1:]‘ places _may _severely reduce cigaret
= Dt

T st b i

The Industry's concern was spurred by
findings of a confidential study of public at-
titudes about cigaret smoking conducted for
the Tobacco Institute by Roper Organization
Inc. The study, completed last year, shows

that the fears of nonsmokers about inhaling
cigaret smoke have risen s y in recen
“years —a fact thaf represents most dan-

gerous development to the viability of the to-
bacco industry that has yet occurred.”

The Roper findings were discovered by
the Federal Trade Commission as part of its
investigation of cigaret advertising prac-
tices. And the FTC mistakenly has released
copies of the survey.

The survey, the sixth biennial study of
public attitudes on smoking by Roper, pro-
duced a number of results that would indi-
cate still more troubles are on the way for
cigaret makers. It found, for example, that
“‘favorable attitudes toward the tobacco in-

ustry are at their Jowest ebb,” and that

“‘more people say they would vote Tor than
aFalnst a political candidate Who TaRes 2 5&
siton Ia g Nn SMOKINg 1n public

“places.” Rer
i ———

However, the principal focus of the 1978
report which was hased on interviews with
2,500 peuple, 13 on the fear ana annoyance
felt by nonsmokers about cigaret smoke.

In response to the question of whether
smoking is hazardous to the health of non-

smokers, 587 answered that 1t probably is.

That compared with only 46% who thought
so four years earlier. Conversely, the latest
enrvev found that onlv 33% of those polled

. anti-smoking Torces sicceed In efforts to

t

A majority of people already favor sepa:
rate faciimes" oF SmoKers and nonsmokers
i Testaurants, and other public places. The
study states the new data suggest that the
"gg;sure_ for _segregated facilities wi
‘han

1
Yrom a0 a as the

convince nonsmokers that their health is at
stake, too,”" the polling concern warned.

To combat the antismoking sentiment.
the tobacco industry earlier this year began
an advertising campaign. One ad carried in
nationwide puﬂ(ca&ns remarked that “‘all
of us are losers when any one of us is denied
freedom of chalce."” |

William Kloepfer, senior vice president of |
the Tobacco Institute, said the institute re- |
ceived ‘‘several thousand' letters as a re- -
sult of its campaign. “Somewhere between a
vast and slight majority’’ expressed resent-
ment over being subjected to cigaret fumes
in public places, Mr. Kloepfer said.

The response appeared to confirm the
Roper study, which found bigger Egrmes
than ever in favor of segregaling smokers
and_nonsmokers. n nis, alrports
an s ns, for example, 62% of those
polled favored such separation compared
with 54% in 1976; for work places, 61% com-
pared with 52%; at indoor sporting events,
73% compared with 67%; and eating places,
3% to 57%.

In addition, a mere 27% of those queried

| rated the tobacco industry very interested™’ |
or moderately interested In ‘the safely

and welfare of the people who use their
products or services." Only the liquor indus-

try rated lower with 25%. The asbestos in- |

dustry scored 32%; the oil industry, ¥4%:
the chemical industry, 47%; the food Indus-
try, 65%; the auto Industry, 65%; and the
drug industry, 66%.

The background

* Growing evidence of popular demand for smoke-free
environments as long ago as 1979

» 27% of Americans believed tobacco industry very or

moderately interested in welfare of those who use their

products



* Epidemiological research cannot prove
a causal link between exposure to
tobacco smoke and disease

* Especially in the case of passive
smoking, the “apparently” increased
relative risks are too small to provide
confidence

The official pOSitiOn (I) * In parallel, they secretly funded

often unsuspecting epidemiologists
to agree a code of “Good
Epidemiology Practice, which
advises discounting RRs less than 2,
with the RR typically found in
studies of passive smoking about
1.3




e Even if an effect can be
demonstrated, it is most likely to be
attributable to confounding, as
those who live with smokers differ
from those who don’t in many ways
(such as diet) and not only in their

The official position (lIl) exposure to smoke

* There is no biological evidence that
second hand smoke causes disease




“We within the industry are
ignorant of any relationship
between smoking and disease.

The crux of the Within our laboratories no work
matter. in brief is being conducted on biological
’ / systems”.

Dunn, W.L. "the Nicotine Receptor Program".
21 Mar 1980.




* As a journal editor, | published a paper
by a Swedish professor, Ragnar
Rylander, on characteristics of women
married to smokers and no-smokers —
what we now know as confounder

How | got involved

studies
To cut a very long story * | was told he had undeclared links to
short Big Tobacco

* He denied it and a long
correspondence followed

* Meanwhile he sued two anti-tobacco
advocates in Geneva for libel
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http://www.pmdocs.com/getimg.asp?pgno=0&start=0&if=avpidx&bool=2063590552&docid=2063590552&docnum=1&summary=0&sel1=

* Rylander acted as a link between a testing plant, INBIFO,
situated in Germany, and Philip Morris’ headquarters, in
Richmond, Virginia Rylander organised a series of symposia
“to convey the message to researchers and to the general
public that the available data on the harmful effects of
smoke on non-smokers was insufficient and inconclusive,
notably in view of other factors susceptible of influencing

Wh at d |d their health” (Swiss Court judgement)

Ryl an d er d @) P, * Rylander worked closely with the Kansas law firm, Shook,
Hardy and Bacon, who were at the centre of the campaign

to distort the evidence on passive smoking, designing the
strategy, commissioning “spoiler” studies and lobbying

* Rylander, on at least one occasion, altered his results after
conferring with Philip Morris




Memo from
Shook, Hardy

and Bacon

“Dr. Rylander prepared a brief memorandum "for internal
use only" concerning the workshop. His major point was
that he did not feel that the workshop could or would be in
a position to give environmental tobacco smoke a "clean bill
of health.” However, Dr. Rylander did believe that he could
bring a healthy scepticism to the conference and some of
the claims being made about environmental tobacco

smoke.”



A reminder:

“We within the industry are ignorant of any relationship
between smoking and disease. Within our laboratories no
work is being conducted on biological systems”.

Back to

INBIFO ...

Dunn, W.L. "the Nicotine Receptor Program". 21 Mar
1980.




* In 1968 Helmut Wakeham, PM vice president, expressed
concern that the industry was depending on its “technical
intelligence system” to alert them to scientific
developments

* The information was often available only after publication

* Much of the research was from studies “oriented to seeking
out and highlighting the negatives associated with tobacco
smoke”

In reality ...

* There was a need to “obtain our own facts and data in
biological systems, in order to avoid being surprised by
information from outside sources and in order to interpret
and understand the results of such studies”




* PM was not the first — American Tobacco had already taken
its biological research and “relocated [it] under conditions
of extreme secrecy ... to new research facilities”

* However the approach was controversial within the

M d kl ng It company - Chairman and chief executive Joseph F Cullman
had “serious reservations about the wisdom of embarking
h d p pe N upon this program at this time”

* He was eventually convinced and agreed that research
could be undertaken “on a contractual basis in Europe ...
presents an opportunity that is relatively lacking in risk and
unattractive repercussions in this country”




* In 1970, the Institut flr Industrielle und Biologische
An Forschung GmbH (INBIFO) came on the market

- * Wakeham advocated the purchase of INBIFO by Philip
O p po rt un Ity Morris as “this is a locale where we might do some of the

things which we are reluctant to do in this country”

presents itself

* “Let’s face it. We are interested in evidence which we
believe denies the allegation that cigaret (sic) smoking
causes disease”




e Conduct research for other causes of smoking-related
diseases, to get the industry “off the hook”, although
“prospects for a positive benefit are small”.

 Establish “expert scientific witnesses who will testify on
behalf of the Industry”, although it may not be long before

: such witnesses were tainted by association with the
The Optlons industry.

* Undertake research to discover information of direct use to
the industry on biological, psychosocial and
epidemiological aspects of smoking.




1 " * INBIFO was purchased on behalf of Fabrique de Tabac
Keepl ng It at Réunies, based in Neuchatel, Switzerland

/
arms=s I en gt h * “In this way our involvement would not be unduly exposed”




Th em atriX Of * Rylander, as co-ordinator, would “officially ... carried on the
books as a consultant to FTR [a Philip Morris subsidiary]

e I atiO nsS h | pS and would be paid by FTR” (emphasis added).

* There was to be no formal connection between Philip
Morris and INBIFO

* However any proposals for studies would be authorised by
Philip Morris, with the coordinator simply being informed
of the decision.




* On an analysis of a new flavour formula in 1976: “We may

A cu It ure Of want to maintain confidentiality over the results; therefore,
thought should be given to the use of INBIFO”
secre Cy * "We are still anxious to keep confidential the fact that

INBIFO has done its own glycerol inhalation study.”




An insider’s

view

“I subsequently found out (by asking around) that hardly
anyone [at Philip Morris] knew anything about INBIFO ... |
also remember hearing that on occasion, some of the results
and/or initial observations from some of Dr Osdene’s
programs were being communicated verbally, rather than in
writing. ... All in all, it seemed as if there was an ‘inner
company’ within Philip Morris that conducted at least some of
its investigations ‘behind the scenes’ on a strict
‘need-to-know’ basis. Interestingly enough, many (if not all) of
these activities appeared to be related, in one way or another,
to these sensitive topics of ‘smoking and health””.

Testimony of lan Uydess, a former
Philip Morris employer, 1996



* When a researcher in Philip Morris’ Swiss research centre
suggested that samples might be send directly to INBIFO he
was reprimanded: “This suggested procedure is in direct
conflict with our communications from the New York Office.
We have gone to great pains to eliminate any written
contact with INBIFO, and | would like to maintain this

p A structure. Therefore | am advising ... to continue sending

M alntainin g samples to Neuchatel for transhipment to INBIFO. If this

procedure is unacceptable to you, perhaps we should

consider a “dummy” mailing address in KéIn for the receipt
of samples. The written analytical data will still have to be
routed through FTR if we are to avoid direct contact with

INBIFO and Philip Morris USA.”

* The executive then requested the researcher to retrieve all
copies of his original letter.

the secrecy (l)




* Advice from Tom Osdene on communicating with INBIFO:
“OK to phone & telex (these will be destroyed)”, and “If
important letters or documents have to be sent please send
home — | will act on them & destroy”

M dl nta Nl ng * Letter from INBIFO to Shook, Hardy & Bacon - "Except for
one brief presentation to the ETSAG [Tobacco Industry
Environmental Tobacco Smoke Advisory Group] on one of
the INBIFO experiments no one knows anything about our
SS [sidestream] work, particularly within PM."

the secrecy (ll)




So what were

they doing?

Over 800 studies on sidestream smoke between 1981 and
1989

Between 1972 and 1989, 53 publications from INBIFO

16% mention tobacco and related terms, even though over
95% of its work was for PM or FTR

Between 1990 and 1998, 63% of 76 publications concern
tobacco

In 1990, PM were advised that work of INBIFO could no
longer be assumed to be safe from disclosure

At the same time a precautionary review of documents
held was undertaken



Research on possible other causes of lung cancer — the
confounder studies — such as the role of green tea

Research to cast doubt on value of cotinine as a marker of
exposure to environmental tobacco smoke

What did they

publish

Research showing that cigarette additives are harmless

Since 1998, a few papers suggesting that tobacco may
indeed be harmful — an attempt to restore credibility?




* In the 1980s there were over 100 animal studies on effects
of sidestream smoke

» "All rats showed general signs of exhaustion after the end
of the daily exposure. In contrast to the rats of the
mainstream group, which recovered by the next morning,
the rats of the sidestream groups continued to show shaggy
fur and some pronounced respiratory symptoms
characterized by whistling and rattling sounds."

What they

* "If one extrapolates from the experience of previous
mainstream inhalation studies, the mainstream TPM [total
particulate matter| concentration of this study would have
to be increased by a factor of 3 to produce similar strong
reactions than seen with sidestream exposure in this study.

didn’t publish

"

» "Additionally to the changes, seen with mainstream,
sidestream - puffed or nonpuffed alike - caused more severe
atrophic and necrotic leasons of the olfactory epithelium
and frequent squamous cell metaplasia in the ciliated
epithelium of the nasal cavity."




More evidence
that sidestream
smoke is more
dangerous than

mainstream

» "Sidestream smoke of the cigarette type 2R1 showed a
higher toxicity in terms of body weight development, food
consumptions, rectal temperature and respiratory
frequency than mainstream smoke of equal TPM
concentration. To reach the same effect on the mentioned
bioassays with mainstream and sidestream smoke, the
mainstream TPM-dose must be 2 to 4-fold higher than the
sidestream TPM-dose."



SO W h at d | d * "The histology demonstrates more advanced lesions in the

Rylander

nasal epithelium and hyper and metaplasia in areas which
are not affected by main stream smoke. The extent of
cornification observed in these animals has never been

t h | N k ? seen before."

(letter to Tom Osdene)




* The research conducted by INBIFO provided a means of

B ut |t |S N Ot identifying studies that could be commissioned to others to
provide the desired results:
enou g h tO * “The result of such work has enabled us to provide accurate

input ... as to what could be expected to be seen in the
Bruene experiment and led us to recommend that he
support its conduct by the VdC [Verband der
Cigarettenindustrie — German Cigarette Manufacturers

Association]

know ...




Summary

By the late 1960s, the tobacco industry realised it needed a
capacity to conduct biological research on health effects of
tobacco

Conducting the research in the US was too dangerous

It had to create a complex, arm’s length set of relationships
to keep its work secret, even within the company

Communication was via a Swedish public health professor
who maintained an image of independence

It’s not just the research you can see, it’s what you can’t
see

And anyone who suggests that you can assess
industry-funded studies just on the basis of the science
contained within them is naive
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GENEVE
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La crédibilité du professeur
n fumée

«Ge

a platefor

‘une fraude»,

ique la Cour.

lander parte

INDUSTRIE DU TABAC

The final verdict!

il ALY EF

David bat Goliath

bs deux ans et demi de
procédure, I'affaire Rylander,
du nom de ce professeur sué-
dois accusé de fraude cientifi-
que pour le compte del'indus-
trie du tabac, a probablement
trouvé son épilogue a Geneve.
[ a Cour de justice genevoise a
ffet acquitté hier deuxres-
ponsables de la lutte anti-
tabac poursuivis en justic
pour diffamation. Le profes-
seur devra quant & lui s'acquit-
rer des frais de procédure, soit
un peu plus de 10 000 francs.
«Cette décision est une
importante victoire pour la
santé publique et pour l'inte-
grité de la recherche scientifi-

que, en Suisse el dans le
monde», se réjouissent le Dr
Jean-Charles Rielle, attaché a
la Direction du Service gene-
vois de santé de la jeunesse et
responsable du CIPRET, et Pas-
cal Diethelm, président d'Oxy-
Geneve. En conférence de
presse en mars 2001, les deux
anti-tabagistes avaient dénon-
cé les liens unissant Ragnar
Rylander, professeur associé
durant pres de 30 ans a 1'Uni-
versité de Genéve, a Philipp
Morris. Ils avaient présenté le
Suédois comme l'auteur d'une
aude scientifique sans pré
dent» sur les dangers de la
fumée passive.

With thanks to Pascal Diethelm and Jean-Charles Rielle

Une taupe a la solde de Philip Morris

Sophio Malka ot Marco Grogori




Further reading

Public Health

3 The whole truth and nothing but the truth? The research
that Philip Morris did not want you to see

Pascal A Diethelm, fean-Charles Riefle, Martin McKee

Loncet 2005 366:86-92  The tobacco industry maintained, for many years, that it was unaware of research about the toxic effects of smoking.
publshedonkine By the 1970s, however, the industry decided that it needed this information but they were unwilling to seek it in a
November 11,2004 way that was open to public scrutiny. By means of material from internal industry documents it can be revealed that
Pitpdfimage thelances 0V gne company, Philip Morris, acquired a research facility, INBIFO, in Germany and created a complex mechanism
extray/'03an 7 306web pdf . 2 B3 ay 3 i 5 2 3
seeking to ensure that the work done in the facility could not be linked to Philip Morris. In particular it involved the
: ; *  appointment of a Swedish professor as a ‘co-ordinator’, who would synthesise reports for onward transmission to the
Switzerland (P A Dietheim); 2 PPOININE d protes: é L s 5) e TS b S
CPRET-Gentve, USA. Various arrangements were made to conceal this process, not only from the wider public, but also from many
Carrefour Prévention, Geneva,  within Philip Morris, although it was known to some senior executives, INBIFO appears to have published only a
Switzedand (-C etel:and gl amount of its research and what was published appears to differ considerably from what was not. In particular,
London Schoolof tygieneand |\ bublished reports provided evidence of the greater toxicity of sidestream than mainstream smoke, a finding of
Tropical Medicire, London, UK I Cadded 5 gres XICITY OF SHGCSHCS Jinsiream ! ' L




