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Abstract

Matching control selection strategies are often employed in PCOS case-control studies; however,
they are infrequently used in an appropriate fashion. When properly applied, matching may offer
improved study precision, but this is highly contingent on the causal pathway under consideration,
strength of the associations between the matching variable and both the risk factor of interest and
PCOS, and use of an appropriate stratified data analysis.

Variations in design, including strategies to consider suspected confounding variables, may be
in part responsible for discrepancies among study results reported in the polycystic ovary
syndrome (PCOS) literature (1). The case-control study design is frequently used to consider
hypothesized risk factors for PCOS, with investigators often complementing this framework
with a ‘matching’ strategy in which controls are selected for cases according to the distribution
of suspected confounding variables among the latter (2). A recent PubMed search (i.e., on
6/14/06), using the search terms ‘polycystic ovary syndrome’ and ‘case-control studies’,
limited to the English language and ‘published in the last 1 year’, generated 40 citations, 23 of
which fell under the PCOS case-control rubric. Almost half of these 23 studies, 11 (48%),
matched controls to cases by body mass index (BMI), age, or both, but only one (9%) analyzed
the data appropriately for its matched nature. In a prior publication, we discussed the merits of
the case-control design for studies of PCOS causal risk factors (3); however, the proper
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implementation of this design requires the appropriate consideration of which variables are
suitable for matching and the proper analysis of data when matching is used.

Confounding, ‘mixing’ of associations of disinterest with one of interest, may result from the
differential distribution of risk factors among cases and controls owing to variables other than
the outcome under consideration (2). The confounding phenomenon is highly contingent on
the proposed causal pathway between risk factor and outcome of interest, and thus adherence
to blanket recommendations concerning adjustment for variables in PCOS studies appears
misguided. Matching for potential confounding variables is advantageous under only limited
circumstances and furthermore necessitates a tailored approach to analysis of the data, or bias
and compromised study precision may result.

Traditional confounding definitions implicate variables causally associated with the outcome
of interest, associated with the exposure of interest, conditional on other variables under
consideration (4), and exclusive of the proposed causal pathway. More recent developments
in causal graphing theory suggest that a variable must be causally associated with both the
outcome and the risk factor of interest (5). Thus, a potential confounding variable must either
temporally precede both the outcome and the risk factor or an unmeasured common cause
precedes development of both the measured confounding variable and the risk factor of interest
which occur concurrently (6).

The case-control study design has been described as efficient sampling from an underlying or
‘target cohort’, the joint source of cases and controls groups, that is truly of interest (7).
Consequently, it is in this target cohort that confounding is resident (8) which may or may not
be reflected in cases and controls participating in a study, depending on sampling variability.
Alternately, sampling variability may lead to apparent or ‘pseudo-confounding’ not existing
in the target cohort but suggested among the sample at hand (9). Ideally, an investigator has
complete enumeration of the target cohort for a case-control study and can directly evaluate
causal associations and identify potential confounding variables employing various statistical
techniques, such as under the “nested’ case-control design (10). In reality, this occurs less
frequently than desired, and thus potential confounding variables for a case-control study
should be selected a priori using literature relevant to the target cohort, rather than by statistical
criteria among participating cases and controls.

Inherent differences in matching selection strategies between the cohort and case-control study
designs may be the source of the apparent confusion with regard to the purpose of matching
control selection strategies. In cohort study designs, in which participants lacking a risk factor
of interest are selected to the study on the basis of the distribution of a potential confounding
variable among participants demonstrating the risk factor of interest, confounding is frequently
eliminated as similar distributions of the potential confounding variable are generated between
the groups (8). However, in case-control designs, participants lacking an outcome of interest
(i.e., controls) are selected to the study on the basis of the distribution of a potential confounding
variable among participants demonstrating the outcome of interest (i.e., cases). The requisite
association between the potential confounding variable and the risk factor of interest (i.e.,
definition for a potential confounder) shifts or biases the distribution of the risk factor of interest
among cases and controls. This “selection bias’ is introduced in lieu of confounding by the
match and must be addressed during data analysis (2).

Although matching does not offer advantages over independent control selection with regard
to study validity (i.e., confounding bias) under the case-control design, gains in study precision
may be facilitated (11). Greater precision produces a smaller odds ratio variance, or
analogously narrower confidence intervals, as the match facilitates the availability of controls
for each or most case values of a matching variable during statistical adjustment. As certain
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cases may otherwise have been discarded during statistical adjustment for a potential
confounder due to the unavailability of suitable controls under independent control selection,
the matching strategy may translate into a more cost effective study in which a smaller sample
size is required for sufficient power to generate adjusted effect estimates (12).

Matching may be conceptualized as stratified sampling (2) in that each matched case-control
set comprises a distinct stratum with a uniform distribution of the matching variable (13).
However, under proper data analysis, only those stratum in which case and control differ in
terms of the risk factor of interest, ‘discordant cells’, contribute to effect estimates (12). If a
misguided matching strategy forces similar risk factor distributions on the case and control
groups, often due matching on variables with weak or null associations with the outcome of
interest, but moderate or strong association with the risk factor of interest, the number of
discordant cells are decreased and the number of ‘concordant’ cells are increased. The latter
may effectively exclude a large proportion of the study sample from the analysis, reduce study
precision, and obfuscate associations between the risk factor and outcome of interest, so called
‘over-matching’.

For example, consider Figure 1 in which a single realization of an artificially generated data
set describing a series of imaginary case-control studies is demonstrated. Using both
independent and matching control selection strategies 100 each PCOS cases and controls are
considered with respect to insulin resistance as a hypothesized causal risk factor (14) and
obesity (15) as a potential confounding variable. These date were generated using previously
published formulae for expected values under independent and matched control selection
strategies (16), with Excel 2003 (Microsoft Co., Redmond, WA), by varying the magnitude of
the odds ratios between obesity and PCOS (ORgp-pcos) from 1.0 (i.e., no association) to 12.0
(very strong association) and obesity and insulin resistance (ORpp-jr) from 1.0 to 7.4. Count
data were subsequently analyzed with SAS v. 9.0 (SAS Institute, Inc., Cary, NC) to generate
obesity adjusted odds ratios (17) and 95% confidence intervals for insulin resistance as a risk
factor for PCOS (ORpcos.|r). Stratified least squares regression lines were fit to the generated
data describing ORpp.|r as a predictor of the relative precision of the ORpcos.r (i-€.,

Borop-ir)

Gains in ORpcos-1r precision due to matching (i.e., positive slope) are demonstrated as a
function of ORqyp. g only in the Figure 1 stratum in which ORpp-pcos exceeds 5.0, (i.e., green
plot): y =—0.1 + 0.0x (i.e., red plot, ORgp-pcos < 1.5), y = 6.3 — 0.8x (i.e., blue plot,
ORopp-pcos 1.5-5.0), y =7.6 + 2.5x (i.e., green plot, ORpp-pcos >5.0). This suggests that
matching only improves precision under those circumstances in which the matching variable
is a strong cause of the outcome. Where ORop-pcos is Weak to moderate (i.e., <5.0) matching
elicits no benefit (i.e., § 0 for the red plot) or even a slight detriment (i.e., # <0 for the blue
plot) in ORpcos-1r precision compared with independent control selection. These observations
are consistent with patterns reported from statistical simulations of matching strategies (16,
18).

When conditions are favorable a stratified analysis addresses the aforementioned selection bias
introduced by a matching control selection strategy (19,20). A Mantel-Haenszel adjusted odds
ratio stratified on the matching variable will accommodate the introduced selection bias,
however many investigators employ logistic regression to generate odds ratios because of its
widespread availability, among other advantages. However, the latter technique generates
biased effect estimates using matched data (21) and an alternate procedure, conditional logistic
regression, which generates unbiased estimates when using matched data (22), must be used
in its stead.
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Given the substantial public health impact of PCOS (23), inconsistency among reported study
results, and frequent misapplication of matching strategies in PCOS case-control studies, we
hope that greater consistency in regard to the appropriate application of epidemiologic methods
will foster the elucidation of the causal factors. Investigators conducting case-control PCOS
studies must carefully consider whether putative matching variables, such as age and BMI, are
indeed potential confounders in the target cohort being sampled and furthermore strong causes
of PCOS. If a matching strategy is considered advantageous only stratified procedures
appropriate for matched data, such as the Mantel-Haenszel odds ratio or conditional logistic
regression, should be employed during data analysis.
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Figure 1. Gains in precision of the obesity adjusted PCOS-insulin resistance odds ratio due to
matching as a function of the obesity-insulin resistance odds ratio, stratified by the magnitude
obesity-PCOS odds ratio

e ORp.r: 0dds ratio between obesity and insulin resistance.

e OR (Ob-PCOS): odds ratio between obesity and PCOS.
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