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(randomly'-‘) throughout the day. Is it reasonable to expect that, & na.tural
~ randomization of sampling times may provide meaningful overall ‘group
ditferencea? differances among cells"-‘ stratiﬁcntion of cotinine lev.els" '

“.A

The reclassification of self—reported nonsmokers (and smokers) on ‘the basls'
of cotinine’ is influenoed to appreciable exbent by individuai metabolic
patterns that appea;r genetioally determined. and the proportion of other :
" nicotine’ metabolitea -~ especially- trans-8'- hydroxycotinine and its

gucuronlde -- that may cmss-react in the RIA assay (Neurath ‘& Pein, J.

Chromatog.: 416: 400, 1987, Scheppers & Walk, Arch. Toxicol, 62.395 1988; -
Cholerton et al,, Lancet 343 62, 1994). Some of these and other studies have.

. shown that a signiﬂcaﬁt percentage of certified active smokera have -
cotiriine. conceéntrations ‘below the established cutoff value .for, - ponsmokers .. ..
(Jarvis et “al, Am b Publ. Health 77~1435, 1987. Phillipa et al.,, Environ.

. Intern;- ‘s 693, 1994) The recént analysis of Cholerton et bl (1994) is_

3311\’&1‘}' uot{nine concantrationa depdnd part[ally on t‘.hB tima *nf samplin g R
durins ‘the. day. In t.he ‘study, sampling .appears to -have: occurred’

especially revealing of this peculiarity traceable to’ genetic tactors. and S

which would reintorce the paper conclusions.

(The ﬁoai sheet of this pack may be detached for your own fecords.)
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The Ogdén stUdy itself appears to me on first reading to be

quite worthwhile aince it is a large verification study and
apparently well designed statistically. However, since the.
subjects ware picked by mall-intercept and the interviews -vere

actually conducted by a Raynolda' employed Chic market rasearch
firm rather than epidemiclogist interviewers, thes results may be
suspect. Reynolds ran smaller studies (not in the rafaerances) with
similar recrultment designs in the past which were submitted to the
regulatory agencies. They also have a large 16 city ETS personal
expogure study, in conjunction with Oak-Ridge scientists, which
aatimates smoker=-status misclassification rates as a subtopic. All
thege studies use,- I think, the sama market research firm to
conduct the interviews. As a general observation these studies all
have higher misclagsification rates. than those using other
personnel.

The study was not done as a basic research daegign; it was
intendad to estimate smokere-status misclassification rates in order
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to produce hias estimates for downward adjustment of -the relativ
risk estimates in the U.8. spousal ETS = lung cancet ‘studies among
female never-smokers. This ia axactly what 1s -done in the
discussion section in its use on EPA's meta-analysis (pgs,=20-21).
While the study can bs presented indspendent of tha argumaents for
bias, the authors make the bias argumente and application to the
ETS-lung cancer studies and the EPA analysis a central part of
thair paper (see statement top of page 20 = "the misclasasification
hias (is) of greatest interest since it contributes the largest
bias to obsarved risk estimates" - this should ba removed). This
leads me to quastion the age selection of this sample, Considering
the larga mean age differences in these misclamsification rata
studies (about 40 in this study vs. the mid sixties in the lung
cancer case-control studies), the generalization of both its
smoker-status misclassification rates and concordance rataes to the
U.8, ETS lung cancer studies would be highly suspact. Wwhile the
EPA report criticizaed by the authors alsc used studies whose rates

were less than ideal, thoses wara tha bast avallable at the time.

Considering the known purpose of this atudy, it is puzzling why no
attempt was made to sample the proper age distribution.

In thelr apstract the authors claim that "these data indicate
that misclassification bias alone is likely to explain any lung
cancer risk elevation observed in tha U.5. epidemiclogy of ETS
exposure among nonamoking women." This is an overstatement based
on their analysies in the discussion section of pooled average
relative risk estimates presented in the EPA report. Considering
the large non-differantial axposure misclassification downward
bjas, especially between the un- and lower-exposed groupa, most of
the increased risk observable is in the highest exposed groups, and
thie paper should acknowledge this. These small esmoker-status
misclagsification bias estimates cannot explain tha incrsased risks
seen consistently in the highast exposure groups in either nearly
all thase U.8. studies or in the many non-U.S. studies. Dr, Ogdan
knows this and ha should not be making these misleading analyeses
and misstatements in your journal. Furthermore, while the EPA used
1.09 as the smokerratatus miaclaasification rate for the U.B.
current smokers categorized as navar smokers, blas estimates were
calculated separately for the individual studies. Thus, I baelieve
hie Figure 4, if you allow him to include this analysis, would have
to reflect this. R

S8inece the authors want to use these misclassification rates to
estimate misclassification bias in ET$~lung cancer studies, I feel
they should clarify the difference between rates and bias in order
to specify conditions for use of these rates in both the casa~
control and cohort studies. For exampla, in case-control studles
differantial misclassification rates ketwesn cases and controls
could create very different biases. The large Fontham (1994) U,S.
case~control study, specifically designed for minimizing smoker-
status misclassification rates actually found lowar rates in
controls than in cases and both ware lower than in this present
study. In cohort studies the differential misclassification ratas
between the exposed and unexposed are important. This is a point
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I thought was interasting in thair paper - potential differential
smoker~gtatus misclasgification rates among exposed vs. nonexposed
nonsmokers. However, with such small numbers (Table 8), the
conclusion on page 2 that  "substantial dlffaerantial
misclagsification was found between -exposad and unexposed
populations” is not justified. This is a merely an interesting
suggastion., Perhaps additional analyeis to determina whather these
"deceiveérs! were also deceiving about thelr husbands' smoking would
tell us more. Parhaps thelr answers on their own and their
husband's smoking habits ware just crossed or misread. .

As a further consideration of Ogden et al study's intent to
shed doubt on the studies showing increased luny cancer risk, I
point out that this same study can just as easily provide estimates
of exposure misclassification bias, a known dewnward blas in ETS-
lung cancer studies. All that would be neaded would be an analysis
comparing cotinine levals by ETS exposure group (smoking vs.
nonsmoking husbands) amony hever smokers, preferably by amount of
epousal emoking (Fig. 3 presents the results for self-reported
current smokers), Yat exposure misclassification bias is never
even mentioned as a possible source of bhias. I suggest that
salivary cotinine levels by ETS exposure group for self reported
naver-smokers bs presented analogous to Flg. 3. While the same
claims of inapplicability to the lung cancer studies dua to
differant aga distributions are partinent, this might somewhat
alleviate claims of publication bias.

consldering your khown reluctance to combining results from
multicanter investigations in which the design is not a randomized
clinical trial, you might aleo want to inquire about the internal
consistency from the 9 ocities baforsa allowing  tha combinad
analysis, Personally, as long as thay are statistically congistent
and ¢omparably ¢onducted that part of the analysis is o.k. with me.

In general the paper is very well written and wall organized,
praesents new evidence, and is clear enough to people familiar with
the toplc. I suspect you often face dilemmas about whether to

publish studies whoae jntent is lems to illuminate than to
. {
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