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Abstract

between regions with increasing age.

baseline age of 69).

Background: Prevalence of cardiovascular disease (CVD) in women shows regional variations not explained by
common risk factors. Analysis of CVD incidence will provide insight into whether there is further divergence

Methods: Seven-year follow-up data on 2685 women aged 59-80 (mean 69) at baseline from 23 towns in the UK
were available from the British Women's Heart and Health Study. Time to fatal or non-fatal CVD was analyzed using
Cox regression with adjustment for risk factors, using multiple imputation for missing values.

Results: Compared to South England, CVD incidence is similar in North England (HR 1.05 (95% CI 0.84, 1.31)) and
Scotland (0.93 (0.68, 1.27)), but lower in Midlands/Wales (0.85 (0.64, 1.12)). Event severity influenced regional
variation, with South England showing lower fatal incident CVD than other regions, but higher non-fatal incident
CVD. Kaplan-Meier plots suggested that regional divergence in CVD occurred before baseline (before mean

Conclusions: In women, regional differences in CVD early in adult life do not further diverge in later life. This may
be due to regional differences in early detection, survivorship of women entering the study, or event severity.
Targeting health care resources for CVD by geographic variation may not be appropriate for older age-groups.

Background

Geographical variations in coronary heart disease (CHD)
and stroke (together termed cardiovascular disease
(CVD) here) have been identified and reported for a
range of countries in terms of both prevalence [1-16]
and incidence [17-21]. Furthermore, a number of studies
have investigated the relationship between geographical
variation in these outcomes and known risk factors
[11,17,18,22-24]. The British Regional Heart Study
(BRHS) reported that the north-south differences in
CVD incidence in men could largely be explained by
classical risk factors (smoking, physical activity, body
mass index (BMI), alcohol consumption, systolic blood
pressure, serum total cholesterol, occupational social
class, and height) [18]. In women, differences in CVD
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prevalence across four broad regions of the UK (Scot-
land, North England, Midlands/Wales, and South Eng-
land) were reported at the baseline survey of the British
Women’s Heart and Health Study (BWHHS) [11]. The
highest prevalence of CVD was observed in Scotland,
and the lowest in South England. In contrast to findings
in men drawn from the same geographic areas, this var-
iation by region remained after adjustment for known
risk factors (age, systolic blood pressure, diastolic blood
pressure, total cholesterol, high density lipoprotein cho-
lesterol (HDLc), smoking physical activity, fruit con-
sumption, social class, and use of aspirin/statins). The
work presented here extends this to consider geographi-
cal variations in the incidence of CVD in women in the
BWHHS, using data from seven years of follow-up of
the cohort.

Methods
Methods for the BWHHS have been published pre-
viously [11], and were based on the BRHS for men [25].
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In summary, one GP practice in each of 23 towns in the
UK was selected for the study, matching those towns in
the BRHS. Women registered at these practices were
invited to complete a baseline questionnaire about
health and lifestyle (Additional file 1), and to attend a
clinical examination to obtain measurements and blood
samples. Details on diagnosed CVD, treatments and risk
factors were obtained through nurse-led interview. Of
the 7296 women invited between April 1999 and March
2001, 4286 (59%) responded at baseline. A further two
questionnaires have since been completed, in 2003
(three-year follow-up; Additional files 2, 3) and 2007
(seven-year follow-up; Additional file 4), with 3677 (86%
of baseline responders, 89% of those still alive) and 2685
(63% of baseline responders, 71% of those still alive)
responding respectively. Figure 1 shows the flow of the
participants through the study. GP practice records were
reviewed in tandem with the questionnaires, and all
women are flagged with the UK National Health Service
Central Register, which provides mortality data via the
Office of National Statistics.

Multi-centre (London Multi-centre Regional Ethics
Committee) and local research ethics committees pro-
vided approval for the study and informed consent was
obtained from the women to complete the measure-
ments used in this study, abstract information from
medical records, link to the National Health Service
Central Register and store data.

Outcomes

Cardiovascular disease (CVD) was defined as any of
angina, unstable angina, myocardial infarction or stroke.
Prevalent events were informed by either self-report at
baseline or medical record review events dated prior to
baseline. Incident events were informed by either self-
report at the three- or seven-year follow-up, medical
record review, or death certificate, using a cut-off of
30" September 2007 for all sources. CVD deaths were
indicated by ICD10 codes 1200-259, 1516, 1600-679,
1690-699, G460-469, and G450-3 (underlying or other-
wise). Self-reported strokes were only included where
symptoms were >24 hours (to exclude potential cases of
transient ischaemic attack (TIA) mis-reported as stroke).
For potential events identified by review of medical
records, a number of criteria were applied in order to
count an event as incident CVD for analysis. In doubtful
cases a telephone discussion was held with the woman’s
general practitioner to confirm or reject CVD diagnoses.
For MI, at least one of the following was required: (1)
ECG evidence of MI, (2) raised cardiac enzyme (includ-
ing troponin), (3) hospital letter confirming MI. For
stroke, at least one of the following was required: (1)
report of ischaemic/haemorrhagic stroke on CT or MRI
scan, (2) hospital letter confirming stroke, (3) final
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diagnosis from GP notes is ischaemic/haemorrhagic/
subarachnoid/other stroke (in absence of scan and let-
ter). For unstable angina a hospital letter confirming the
diagnosis was required.

Dates of CVD events were required for time-to-event
analysis. Exact dates were available for events ascer-
tained by record review or death certificates. In the case
of events only ascertained by self-report (n = 67, 13% of
all events), only a year was given; 31st December was
therefore used for the purposes of analysis (those with
missing year are excluded (n = 47 where no other inci-
dent event occurred)). For prevalent events, the date of
the earliest pre-baseline event was used for analysis.
Similarly for incident events, the date of the earliest
post-baseline event was used.

Risk factors

In addition to age, data on a variety of known and
potential risk factors for CVD were collected at baseline.
Smoking status (current, ex or never smoker), family
history of CVD (father, mother, brother or sister had a
heart attack or stroke), alcohol intake (never, socially, or
most days), limited fruit intake (both winter and sum-
mer fruit intake less than once a week/never), limited
physical activity (never take regular exercise), socioeco-
nomic position, and CVD medications (aspirin (British
National Formulary code [26] 02.09), statins and other
cholesterol-lowering drugs (code 02.12), beta-blockers
(code 02.04), ACE inhibitors (code 02.02.05), and blood-
pressure lowering drugs (codes 02.02.01, 02.02.08,
02.05.01-06, 02.06.02, 02.04)) were obtained through the
questionnaire. Life-course socioeconomic position (SEP)
was calculated as a score out of ten responses, with a
high score representing greater deprivation [27].
Responses given as “don’t know” to the individual com-
ponents of the score are treated as missing. However,
where the husband’s social class was missing or not
applicable, the responder’s own social class was used
where available (available for 392/816 (48%)).

Systolic blood pressure (SBP), waist circumference,
obesity (body mass index >30 kg/m?) and leg length
were obtained through the nurse examination. The pre-
sence of diabetes at baseline was identified from self-
report (n = 31), record review (n = 19), both self-report
and record review (n = 182), fasting glucose higher than
7 mmol/l only (n = 184), or diabetic medicines only (n
= 1)). Blood samples were taken after a minimum eight
hour fast and were used to obtain fasting glucose, total
cholesterol, HDLc and triglycerides [11]. Low density
lipoprotein cholesterol (LDLc) was calculated from total
cholesterol, HDLc and triglycerides using Friedwald’s
equation [28]. The Carstairs index [29] of area depriva-
tion (derived from the 1991 census, using data for Great
Britain) was calculated using postcodes at baseline [30].
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Figure 1 Flow chart showing response to questionnaires and 7-year record review.

The 23 towns in the BWHHS were separated into four
geographical regions used previously [11]: Scotland
(comprising Ayr, Dumfermline, Falkirk), North England
(comprising Burnley, Carlisle, Darlington, Grimsby, Har-
rogate, Hartlepool, Scunthorpe, Southport, Wigan), Mid-
lands/Wales (comprising Mansfield, Merthyr Tydfil,
Newcastle Under Lyme, Shrewsbury), and South Eng-
land (comprising Bedford, Bristol, Exeter, Gloucester,
Guildford, Ipswich, Lowestoft).

Statistical methods

Regional differences in both fatal and non-fatal CVD
incidence were analysed using Cox regression adjusted
for age. Individuals were censored on the date of emi-
gration, date of death, or 30th September 2007. Loss to
follow-up for non-fatal incident CVD following non-
response to questionnaires (1091/3776 (29%) of those
alive at seven-year follow-up) or non-return of record
review (313/3730 (8%) of those alive at final record
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review) is not considered here. However, loss of infor-
mation regarding non-fatal events is expected to be low
since loss to follow-up for both sources is small (n =
180, 5% of those alive at seven-year follow-up).

Further adjustment was made for known and potential
risk factors (see Table 1, section A). Corresponding
Kaplan-Meier survival functions were also produced for
both incident CVD and prevalent/incident CVD
combined.

The impact of missing values in covariates was investi-
gated using multiple imputed datasets, generated using
chained equations (with 10 cycles of regression switch-
ing). Ten datasets were imputed using all other factors
(including age and region) to impute missing values.
Log survival time and binary indicator for event were
also included as predictors [31]. Linear regression was
used to impute missing values for continuous variables
(SBP, LDLc, waist circumference, leg length, Carstairs
index, age at baseline), multinomial logistic regression
for categorical variables (alcohol intake, smoking status,
region), and logistic regression for binary variables (dia-
betes, obesity, family history, limited physical activity,
limited fruit intake, CVD medication, life-course socioe-
conomic position components). For the life-course
socioeconomic position measure, imputations were
made for the ten components separately. Clustering by
town is accounted for in all analyses through the use of
robust standard errors.

Results

The characteristics of 4286 baseline responders are
given in Table 1 by region. Missing data for the majority
of factors was <10%. However, missingness for data col-
lected at clinical examination varied by region, with the
Midlands/Wales having a greater proportion of missing
values for these factors. Socioeconomic position exhib-
ited more missing values than other variables since it
was derived from ten other variables.

In total there were 549 deaths in baseline responders
(12.8%) in the follow-up period. Of these, 150 were in
South England (11.4% of baseline responders), 117 in
Midlands/Wales (15.2%), 210 in North England (12.7%)
and 72 in Scotland (13.2%). CVD prevalence at baseline
and incidence over the seven year follow-up period for
the 4826 responders at baseline is given in Table 2 by
region. As reported previously, baseline prevalence of
CVD was highest in Scotland, and lowest in South
England.

Results of analysis for all incident events (with or
without prevalent disease) are given in Table 3. The
estimates based on the observed data for all events
combined suggest that compared to South England,
incidence is lower in all other regions, although these
estimates are imprecise; HR (after adjustment for risk
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factors) for Midlands/Wales 0.66 (95% CI 0.43 to 1.00),
for North England 0.87 (95% CI 0.64 to 1.19) and for
Scotland 0.75 (95% CI 0.47 to 1.19)). As has already
been noted, Midlands/Wales exhibited a larger propor-
tion of missing responses at baseline for the covariates
of interest. Analysis of the imputed datasets suggests
that accounting for the missing data explained much
of the difference seen between each of the regions and
South England, although the point estimate for the
Midlands/Wales still suggests lower CVD incidence
compared to South England (HR 0.85 (95% CI 0.64 to
1.12)).

Analyses carried out separately for fatal and non-fatal
incident CVD provides further insight into the nature of
regional variations. The incidence of fatal CVD events
only was, after adjusting for all considered covariates
and missing data, higher in all the regions compared to
South England: Midlands/Wales HR 1.13 (95% 0.72 to
1.77), North England HR 1.19 (95% CI 0.82 to 1.74),
Scotland HR 1.09 (95% CI 0.66 to 1.82). In contrast,
incidence of non-fatal events was lower in the Midland/
Wales (HR 0.82 (95% CI 0.58 to 1.15) and Scotland (HR
0.86 (95% CI 0.58 to 1.28) compared to South England
(adjusting for covariates and missing data).

The Kaplan-Meier survival functions by region for
CVD incidence are shown in Figure 2. A similar figure
showing prevalent and incident events combined is pre-
sented in Figure 3. This illustrates that although there
are regional differences in CVD early in adult life [11],
as supported by analysis of CVD prevalence at baseline
in the BWHHS [11], there is little further divergence in
later life. This helps explain why an analysis of CVD
incidence occurring after age 69 (the mean age at base-
line in the BWHHS) does not demonstrate strong regio-
nal differences.

Discussion

Evidence from the BWHHS published previously indi-
cated that region was associated with CVD prevalence
over and above variation explained by known risk fac-
tors, with South England having the lowest prevalence
[11]. Results here based on seven-year follow-up data
suggest that regional variation in CVD incidence beyond
baseline (i.e. beyond the mean age of 69) exhibits a very
different pattern to that seen for CVD prevalence in this
population. For CVD incidence, much of the difference
between regions was explained by imputing missing cov-
ariate values, with hazard ratios for the Midlands/Wales,
North England and Scotland generally attenuated
towards no difference in incidence compared to south
England. However, Kaplan-Meier survival functions
showing prevalence and incidence combined suggest
that regional differences begin at around age 55, and are
prominent by age 69, when the baseline study was
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Table 1 Baseline characteristics by region
South England Midlands/ North England Scotland p-valueAA
Wales
Number of towns 7 4 9 3
Contacted 2216 1199 2873 1008
Responders at baseline 1319 (60%) 770 (64%) 1650 (57%) 547 (54%) < 0.0005
(% of invited)
Responders in 2003 1141 (87%) 633 (82%) 1439 (87%) 464 (85%) 0.09
(% baseline responders®)
Responders in 2007 846 (72%) 450 (68%) 1037 (71%) 352 (74%) 0.2
(% baseline responders®)
Classical and potential risk factors for CVD (baseline)
Age (mean (SD)) 693 (5.5) 69.5 (5.6) 69.6 (5.5 689 (5.3) 0.06
Smoking status < 0.0005
Never 817 (62%) 418 (54%) 864 (52%) 272 (50%)
Ex 389 (30%) 244 (32%) 584 (36%) 184 (34%)
Current 108 (8%) 101 (13%) 195 (12%) 91 (17%)
Missing 5 (0.4%) 7 (0.9%) 7 (0.4%) 0 (0%)
Diabetes 0.07
Yes (SR/RR) 67 (5.1%) 49 (6.4%) 86 (5.2%)N 31 (5.6%)
Yes (fasting glucose only) 43 (3.3%) 31 (4.0%) 74 (4.5%) 36 (6.6%)
No 1209 (92%) 690 (90%) 1490 (90%) 480 (88%)
Systolic BP (sitting, mm/Hg)* 1532 (239 1554 (23.9) 154.6 (24.0) 1533 (254) 0.20
Missing 114 (9%) 150 (20%) 141 (9%) 16 (3%)
LDL cholesterol (mmol/l) 42 (1.1) 42 (1.1) 41 (1) 41011 0.21
Missing 155 (12%) 186 (24%) 161 (10%) 22 (4%)
Waist circumference (mm)* 861.0 (119.3) 868.0 (120.7) 861.9 (122.9) 860.1 (125.8) 0.63
Missing 84 (6%) 126 (18%) 123 (8%) 3 (1%)
Obesity 0.29
Yes 430 (33%) 341 (44%) 565 (34%) 163 (30%)
No 813 (62%) 296 (39%) 967 (59%) 382 (70%)
Missing 76 (6%) 133 (17%) 118 (7%) 2 (< 1%)
Leg length (mm) 7635 (41.4) 7534 (42.9) 756.1 (40.2) 752.2 (39.5) < 0.0005
Missing 75 (6%) 133 (2%) 118 (7%) 2 (< 1%)
Family history of CVD** 750 (57%) 431 (56%) 893 (54%) 300 (55%) 049
Alcohol intake < 0.0005
Most days 253 (19%) 127 (17%) 276 (17%) 58 (11%)
Socially® 819 (62%) 439 (57%) 970 (59%) 319 (58%)
Never 166 (13%) 133 (17%) 239 (15%) 109 (20%)
Missing 81 (6%) 71 (9%) 165 (10%) 61 (11%)
Physically inactive® 739 (56%) 510 (66%) 935 (57%) 285 (52%) < 0.0005
Missing 149 (11%) 90 (9%) 214 (13%) 97 (18%)
Limited fruit/veg intake®® 33 (2%) 44 (4%) 93 (3%) 40 (4%) < 00005
Missing 129 (10%) 83 (11%) 242 (15%) 90 (17%)
Carstairs index based on GB population data (mean (SD)) -09 (24) 06 27) 0.5 (3.3) 267 (34) < 0.0005
Missing 24 (2%) 1 (< 1%) 8 (1%) 36 (7%)
Life-course SEP 42, 5) 4(3,6) 4(2,6) 5(3,6) < 0.0005

(median (25", 75™ centiles))
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Table 1 Baseline characteristics by region (Continued)

l\/lissing£ 305 (23%) 181 (24%) 452 (27%) 162 (30%)
CVD medication 487 (37%) 252 (33%) 673 (41%) 262 (48%) < 0.0005
Non-missing for all covariates 700 (53%) 382 (50%) 881 (53%) 293 (54%) 03

Note: Figures given in parentheses are percentages of the baseline responders unless otherwise stated

S Alive at time of mailing

* Mean of measurements

** Sibling or parent had stroke or heart attack (self-report)

* Those answering weekends only/once or twice a month/special occasions
s Response to nurse-led examination question (not questionnaire)

%% Missing where either summer fruit intake or winter fruit intake response is missing.
£ Missing at least one of the ten components of SEP. Missingness of individual components ranged from 2.5-14.4%.

A Includes one individual with diabetes indicated by diabetic medicines only

AN From chi-squared test for binary variables, linear regression for continuous variables, and ordered logistic regression for ordinal variables (life-course SEP).
Analyses carried out on non-missing values only. Analysis of diabetes variable combined all “yes” categories.

conducted. However, in the subsequent period between
baseline and seven-year follow-up, there is no further
divergence by region, although the differences by region
remain at age 76 (corresponding to the mean age at
seven-year follow-up). These results suggest that the
regional differences in CVD occur at earlier ages; while
examination of CVD prevalence is likely to show regio-
nal variation across a range of ages, regional differences
in CVD incidence may only be apparent at younger
ages. This possibility is supported by the original analy-
sis of the regional differences in incidence data among

men at much younger ages (40-59), which showed
marked north-south variation [18].

Explanation of findings

The absence of continued divergence of the regions in
terms of CVD may arise for a number of reasons. There
may be regional differences in terms of early diagnosis
or treatment of conditions such as angina, which may
arise due to differences in health care provision or
access to/use of health care services. Such differences in
diagnosis would influence the cohort at earlier ages, but

Table 2 CVD prevalence and incidence risk percent by region

South England

Midlands/ Scotland

Wales

North England

Number of baseline responders
Prevalent CVD at baseline (% of baseline responders)

1319
213 (16.1%)

770 1650 547
177 (23.0%) 320 (19.4%) 135 (24.7%)

Incident CVD - non-fatal

If prevalent disease at baseline 5 (24%) 7 (4.0%) 16 (5.0%) 4 (3.0%)
(% those with prevalent disease)*

If no prevalent disease at baseline 102 (9.2%) 47 (7.9%) 114 (8.6%) 38 (9.2%)
(% those without prevalent disease)

Total non-fatal events 107 (8.1%) 54 (7.0%) 130 (7.9%) 42 (7.7%)
Incident CVD - fatal

If prevalent disease at baseline 14 (6.6%) 16 (9.0%) 40 (12.5%) 10 (7.4%)
(% those with prevalent disease)

If no prevalent disease at baseline 32 (2.9%) 21 (3.5%) 40 (3.0%) 17 (4.1%)
(% those without prevalent disease)

Total fatal events 46 (3.5%) 37 (4.8%) 80 (4.8%) 27 (4.9%)
Incident CVD - fatal/non-fatal combined**

If prevalent disease at baseline 19 (8.9%) 21 (11.9%) 55 (17.1%) 14 (10.4%)
(% those with prevalent disease)

If no prevalent disease at baseline 129 (11.7%) 62 (10.5%) 148 (11.1%) 54 (13.1%)
(% those without prevalent disease)

Total incident events 148 (11.2%) 83 (10.8%) 203 (12.3%) 68 (12.4%)

* Only applies to Ml and stroke events (angina and unstable angina cannot be both prevalent and incident).
** Fatal and non-fatal events may sum to greater than the combined events since some individuals have both fatal and non-fatal CVD events (but the combined

numbers only include the first of these, i.e. only include the non-fatal event)
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Table 3 Hazard ratios for region comparisons in Cox regression models of CVD incidence and fatalities

N South England

Midlands/
Wales

North
England

Scotland

Hazard ratios for incident non-fatal CVD events (95% Cl)

Using subset with no missing values for any considered factor
Model 1 2253% 1
Model 2** 2253* 1

Using imputed data for missing values (10 imputations)
Model 1 4281% 1
Model 2 4281% 1

0.79 (0.50, 1.26)
0.71 (044, 1.14)

0.64 (0.63, 1.23)
0.82 (0.58, 1.15)

0.97 (069, 1.37)
0.87 (061, 1.25)

0.70 (041, 1.19)
062 (035, 1.12)

1.06 (0.82, 1.36)
0.99 (0.76, 1.29)

0.92 (0.64, 1.33)
0.86 (0.58, 1.28)

Hazard ratios for incident fatal CVD events (95% ClI)

Using subset with no missing values for any considered factor
Model 1 2256 1

Model 2 2256 1

Using imputed data for missing values (10 imputations)

0.83 (0.38, 1.83)
0.63 (0.28, 1.41)

1.19 (067, 2.10)
0.98 (0.54, 1.76)

1.59 (0.78, 3.25)
1.07 (048, 2.37)

Model 1 4284° 1 141 (091, 2.18) 1.53 (1.06, 2.20) 1.63 (1.01, 2.63)
Model 2 4284° 1 1.13(0.72, 1.77) 1.19 (0.82, 1.74) 1.09 (0.66, 1.82)
Hazard ratios for combined incident fatal/non-fatal CVD events (95% Cl)

Using subset with no missing values for any considered factor

Model 1 2253* 1 0.77 (0.51, 1.16) 1.01 (0.75, 1.36) 0.92 (060, 1.41)
Model 2** 2253* 1 0.66 (043, 1.00) 0.87 (0.64, 1.19) 0.75 (047, 1.19)

Using imputed data for missing values (10 imputations)
Model 1 4281%° 1
Model 2 4281%° 1

0.98 (0.75, 1.28)
0.85 (064, 1.12)

1.20 (0.97, 148)
1.05 (0.84, 1.31)

1.14 (0.85, 1.53)
0.93 (068, 1.27)

* excludes 3 with event on date of baseline questionnaire

$ excludes 1 with missing date of birth and 1 with missing date for baseline questionnaire
** some evidence for violation of proportional hazards (global test in non-fatal Model 2a, p = 0.04; in combined Model 2a, p = 0.03)

Model 1: unadjusted

Model 2: adjusted for risk factors as described in Table 1 (except diabetes, where all cases were merged to give a binary variable)

may have relatively little impact later on. If this were the
case, regions exhibiting higher CVD at younger ages
may actually represent better clinical practice (resulting
in earlier diagnosis and improved survival following a
CVD event). However, since these results are adjusted
for CVD medication, it seems unlikely that differences
in early detection account for regional differences in
CVD incidence. The potential impact of improved
healthcare on survival following a CVD event implies
that regions with higher non-fatal CVD incidence also
show lower fatal CVD incidence (as observed here in
South England).

Survivorship may also play a role. Although prevalent
non-fatal CVD events are included in analysis, fatal
CVD events (and other cause mortality) occurring prior
to baseline are not, since by definition an individual

must be alive to participate in the study. Those still
alive at the start of the study will thus be a healthier
group. The impact of this survivorship may vary
between regions since mortality (CVD and other causes)
may differ between regions prior to baseline. This would
imply that regions exhibiting lower CVD prevalence in
fact represent a group from which more of the least
healthy individuals have already died.

It may also be possible that a different type of individual
is at risk of early CVD (for example, before age 60). If this
early onset CVD differed by region, but later onset CVD
was more similar between regions, this would be consis-
tent with the observations described here. Lastly, it is pos-
sible that there are regional differences in response to
recent guidance on the management of cardiovascular risk
factors and both primary and secondary prevention.
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Figure 2 Unadjusted Kaplan-Meier survival function for incident CVD events (whole cohort, irrespective of baseline CVD prevalence).
All observed data (n = 4281).

Consistency with other studies of geographic variation United States [19,33], Canada [14], Finland [20], Sweden
Regional differences in cardiovascular disease incidence  [10], France [13,16], and across Europe [15]. Some of
and mortality have been reported for a number of other  these studies have sought to simply identify and describe
countries, including the United Kingdom [32], the regional differences. Others have attempted to use
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Figure 3 Unadjusted Kaplan-Meier survival function for all CVD events (prevalent and incident combined). First line shows mean age at
baseline; second line shows mean age at seven-year follow-up. All observed data (n = 4285).
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known risk factors to explain the regional variations in
CVD [19,33], although in some cases analysis was per-
formed on aggregated data (i.e. individual patient data
were not available) [14]. A study of regional differences
in 12-year stroke incidence in the United States [33]
showed that the differences could largely, but not
entirely, be explained by known risk factors in a cohort
of 7000 men and women aged 45-74. More prominent
regional differences remained after adjustment in the
women. This supports the results from the BWHHS
cohort, which suggest that known risk factors do not
account for all observed geographical variation in CVD.
A further study in the United States has reported regio-
nal differences in stroke and fatal CVD, but not MI or
non-fatal/fatal CVD combined [19]. Adjustment for
known risk factors in this study further exaggerated
regional differences. However, restriction of participants
to physicians and exclusion of 16% of subjects with
missing baseline data raises questions regarding the gen-
eralisability of these results. Finally, the BRHS has pro-
vided much of the UK evidence for regional variations
in CVD in men. This work has provided evidence that
for men aged 40-59 at baseline, around 75% of the
between-town variation in 5-, 10-, and 15-year incidence
of coronary heart disease can be explained by smoking,
systolic blood pressure, exercise, social class, and height
[18]. This again suggests that most - but not all -
observed regional variations can be explained by classi-
cal risk factors.

Limitations and strengths of the study
One of the potential weaknesses of this analysis is miss-
ing data. This problem has two components, since there
are missing data in the CVD risk factors included as
covariates in the Cox models, and also non-response at
each of the three follow-up time-points. The former is
addressed through the use of multiple imputation,
which assumes that the missing covariate values are
missing at random (MAR) - that the missing values
depend on observed values of other variables, but not
on the missing values themselves. Given the well-docu-
mented strong relationships between many of the cov-
ariates of interest here, this would seem a generally
reasonable assumption. Furthermore, imputation based
on non-missing covariates is reasonable since individuals
do not generally have many missing covariates (of those
with at least one missing value at baseline, 1839/1976
(93%) have at least 9/15 non-missing values). The results
from analysis of the multiply imputed datasets suggest
that accounting for the missing data explains some of
the observed differences between regions.

The second component of the missing data issue is
non-response to either the baseline or follow-up ques-
tionnaires. Non-response to the follow-up questionnaires
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is not addressed here, since it is anticipated that the
majority of self-report CVD events missed as a result of
this non-response would be picked up by record review
(only 5% of individuals are lost to follow-up from both
sources). Furthermore, there is little evidence of a differ-
ence in response by region at either three-year (3> p =
0.09) or seven-year follow-up (x* p = 0.18). Non-response
at baseline however is more pronounced than at subse-
quent waves (59% response across all regions) and there
is strong evidence for a difference in response at baseline
by region (3 p < 0.0005). Since non-responders at base-
line are excluded from all analyses, this has implications
for bias and generalisability of the results presented here.
If regions with higher non-response at baseline actually
have higher CVD incidence, the large number of non-
responders (those at likely to be at highest risk of CVD)
would render estimates of regional differences
conservative.

Conclusions

To conclude, the British Women’s Heart and Health
Study provides a strong platform for regional analysis,
with randomly selected subjects from 23 towns repre-
senting areas throughout the UK. Furthermore, the
study includes over 4000 women with a mean of seven
years follow-up. These results show that in women,
regional differences in CVD (over and above those
explained by known risk factors) occur relatively early in
life, but do not continue to diverge in later life. Analysis
of the incidence of fatal and non-fatal CVD combined
showed different patterns of variation between the
regions, suggesting regional differences in prognosis fol-
lowing a CVD event. These findings imply that in
women, efforts to characterise and standardise regional
differences in CVD-related healthcare should be targeted
at those under 70. Further follow-up of the BWHHS is
required in order to increase numbers of events and
thus increase the precision of the estimates obtained in
these analyses. Further work is also needed to investi-
gate potential explanations for the apparent improve-
ment in CVD outcomes observed in South England
compared to other regions.
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Additional file 3: 3-year follow-up questionnaire (short form). A self

administered questionnaire about lifestyle and medical history which was
sent out in March 2003.



http://www.biomedcentral.com/content/supplementary/1471-2458-10-696-S1.PDF
http://www.biomedcentral.com/content/supplementary/1471-2458-10-696-S2.PDF
http://www.biomedcentral.com/content/supplementary/1471-2458-10-696-S3.PDF

Kim et al. BMC Public Health 2010, 10:696
http://www.biomedcentral.com/1471-2458/10/696

Additional file 4: 7-year follow-up questionnaire. A third self-
administered postal questionnaire was sent in 2007. This was about
health and lifestyle to see what was changed, and what has stayed the
same since the last survey in 2003.

Author details

'Department of Medical Statistics Unit, Faculty of Epidemiology and
Population Health, London School of Hygiene and Tropical Medicine, Keppel
St, London. WCTE 7HT, UK. “National Perinatal Epidemiology Unit, University
of Oxford, Old Road Campus, Headington, Oxford. OX3 7LF, UK. *MRC Centre
for Causal Analyses in Translational Epidemiology, School of Social and
Community Medicine, University of Bristol, Oakfield House, Oakfield Grove,
Clifton, Bristol. BS8 2BN, UK. 4Depar‘[ment of Non-communicable Disease
Epidemiology, Faculty of Epidemiology and Population Health, London
School of Hygiene and Tropical Medicine, Keppel St, London. WC1E 7HT, UK.

Authors’ contributions

LK carried out the analysis and wrote and revised the manuscript. SE, DL
and CC helped draft and revise the manuscript critically for important
intellectual content. All authors read and approved the final manuscript.

Competing interests
The authors declare that they have no competing interests.

Received: 18 June 2010 Accepted: 15 November 2010
Published: 15 November 2010

References

1. Enterline PE, Stewart WH: Geographic patterns in deaths from coronary
heart disease. Public Health Rep 1956, 71(9):849-855.

2. West RR: Geographical variation mortality from ischaemic heart disease
in England and Wales. Br J Prev Soc Med 1977, 31(4):245-250.

3. Shaper AG: Geographic variations in cardiovascular mortality in Great
Britain. Br Med Bull 1984, 40(4):366-373.

4. Crombie IK, Smith WC, Kenicer MB, Tunstall-Pedoe H: Geographical
variation in coronary heart disease mortality in Scotland. Health Bull
(Edinb) 1986, 44(4):193-202.

5. Tuomilehto J, Kuulasmaa K, Torppa J: WHO MONICA Project: geographic
variation in mortality from cardiovascular diseases. Baseline data on
selected population characteristics and cardiovascular mortality. World
Health Stat Q 1987, 40(2):171-184.

6.  Elford J, Phillips AN, Thomson AG, Shaper AG: Migration and geographic
variations in ischaemic heart disease in Great Britain. Lancet 1989,
1(8634):343-346.

7. Jockel KH: Cardiovascular mortality in the Federal Republic of Germany,
1970-79, and the evaluation of the German Cardiovascular Prevention Study:
results from a geographic mortality study. Soz Praventivmed 1989, 34(1):4-9.

8. Nayha S: Geographical variations in cardiovascular mortality in Finland,
1961-1985. Scand J Soc Med Suppl 1989, 40:1-48.

9. Wing S, Casper M, Davis W, Hayes C, Riggan W, Tyroler HA: Trends in the
geographic inequality of cardiovascular disease mortality in the United
States, 1962-1982. Soc Sci Med 1990, 30(3):261-266.

10.  Nerbrand C, Svardsudd K, Horte LG, Tibblin G: Geographical variation of
mortality from cardiovascular diseases. The Project ‘Myocardial Infarction
in mid-Sweden'’. Eur Heart J 1991, 12(1):4-9.

11. Lawlor DA, Bedford C, Taylor M, Ebrahim S: Geographical variation in
cardiovascular disease, risk factors, and their control in older women:
British Women's Heart and Health Study. J Epidemiol Community Health
2003, 57(2):134-140.

12. Chaix B, Rosvall M, Merlo J: Assessment of the magnitude of geographical
variations and socioeconomic contextual effects on ischaemic heart
disease mortality: a multilevel survival analysis of a large Swedish
cohort. J Epidemiol Community Health 2007, 61(4):349-355.

13. Tran PD, Leclerc A, Chastang JF, Goldberg M: Regional disparities in
cardiovascular risk factors in France: a five-year analysis of the GAZEL
cohort. Eur J Epidemiol 1998, 14(6):535-543.

14. Filate WA, Johansen HL, Kennedy CC, Tu JV: Regional variations in
cardiovascular mortality in Canada. Can J Cardiol 2003, 19(11):1241-1248.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

32.

33.

Page 10 of 10

Muller-Nordhorn J, Binting S, Roll S, Willich SN: An update on regional
variation in cardiovascular mortality within Europe. Eur Heart J 2008,
29(10):1316-1326.

Lang T, Ducimetiere P, Arveiler D, Amouyel P, Ferrieres J, Ruidavets JB,
Montaye M, Haas B, Bingham A: Trends and geographical disparities in
coronary heart disease in France: are results concordant when different
definitions of events are used? Int J Epidemiol 1999, 28(6):1050-1058.
Engstrom G, Jerntorp |, Pessah-Rasmussen H, Hedblad B, Berglund G,
Janzon L: Geographic distribution of stroke incidence within an urban
population: relations to socioeconomic circumstances and prevalence of
cardiovascular risk factors. Stroke 2001, 32(5):1098-1103.

Morris RW, Whincup PH, Lampe FC, Walker M, Wannamethee SG,

Shaper AG: Geographic variation in incidence of coronary heart disease
in Britain: the contribution of established risk factors. Heart 2001,
86(3):277-283.

Rich DQ, Gaziano JM, Kurth T: Geographic patterns in overall and specific
cardiovascular disease incidence in apparently healthy men in the
United States. Stroke 2007, 38(8):2221-2227.

Havulinna AS, Paakkonen R, Karvonen M, Salomaa V: Geographic patterns
of incidence of ischemic stroke and acute myocardial infarction in
Finland during 1991-2003. Ann Epidemiol 2008, 18(3):206-213.

Garg R, Madans JH, Kleinman JC: Regional variation in ischemic heart
disease incidence. J Clin Epidemiol 1992, 45(2):149-156.

Mariotti S, Capocaccia R, Farchi G, Menotti A, Verdecchia A, Keys A: Age,
period, cohort and geographical area effects on the relationship
between risk factors and coronary heart disease mortality. 15-year
follow-up of the European cohorts of the Seven Countries study. J
Chronic Dis 1986, 39(3):229-242.

Kornitzer M, De Backer G, Dramaix M, Thilly C: Regional differences in risk
factor distributions, food habits and coronary heart disease mortality
and morbidity in Belgium. Int J Epidemiol 1979, 8(1):23-31.

Breckenkamp J, Mielck A, Razum O: Health inequalities in Germany: do
regional-level variables explain differentials in cardiovascular risk? BMC
Public Health 2007, 7:132.

Shaper AG, Pocock SJ, Walker M, Cohen NM, Wale CJ, Thomson AG: British
Regional Heart Study: cardiovascular risk factors in middle-aged men in
24 towns. Br Med J (Clin Res Ed) 1981, 283(6285):179-186.

Joint Forumulary Committee: British National Formulary. 55 edition. London:
British Medical Association and Royal Pharmaceutical Society of Great
Britain; 2008.

Lawlor DA, Ebrahim S, Davey Smith G: Adverse socioeconomic position
across the lifecourse increases coronary heart disease risk cumulatively:
findings from the British women's heart and health study. J Epidemiol
Community Health 2005, 59(9):785-793.

Warnick GR, Knopp RH, Fitzpatrick V, Branson L: Estimating low-density
lipoprotein cholesterol by the Friedewald equation is adequate for
classifying patients on the basis of nationally recommended cutpoints.
Clin Chem 1990, 36(1):15-19.

Carstairs V, Morris R: Deprivation and Health in Scotland Aberdeen: Aberdeen
University Press; 1991.

Lawlor DA, Davey Smith G, Patel R, Ebrahim S: Life-course socioeconomic
position, area deprivation, and coronary heart disease: findings from the
British Women'’s Heart and Health Study. Am J Public Health 2005,
95(1):91-97.

van Buuren S, Boshuizen HC, Knook DL: Multiple imputation of missing
blood pressure covariates in survival analysis. Stat Med 1999,
18(6):681-694.

UK Office for National Statistics: Geographic variations in health London
2001.

Gillum RF, Ingram DD: Relation between residence in the southeast
region of the United States and stroke incidence. The NHANES |
Epidemiologic Followup Study. Am J Epidemiol 1996, 144(7):665-673.

Pre-publication history
The pre-publication history for this paper can be accessed here:
http://www.biomedcentral.com/1471-2458/10/696/prepub

doi:10.1186/1471-2458-10-696

Cite this article as: Kim et al. Geographical variation in cardiovascular
incidence: results from the British Women’s Heart and Health Study.
BMC Public Health 2010 10:696.



http://www.biomedcentral.com/content/supplementary/1471-2458-10-696-S4.PDF
http://www.ncbi.nlm.nih.gov/pubmed/13359614?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/13359614?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/597678?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/597678?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/6398108?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/6398108?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/3744816?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/3744816?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/3617777?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/3617777?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/3617777?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2563506?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2563506?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2711762?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2711762?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2711762?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2711132?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2711132?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2309123?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2309123?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2309123?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2009891?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2009891?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2009891?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12540690?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12540690?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12540690?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17372297?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17372297?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17372297?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17372297?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/9794119?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/9794119?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/9794119?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/14571309?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/14571309?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18256043?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18256043?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10661647?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10661647?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10661647?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11340216?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11340216?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11340216?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11514478?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11514478?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17600228?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17600228?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17600228?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18280920?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18280920?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18280920?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/1573431?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/1573431?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/3949946?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/3949946?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/3949946?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/3949946?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/489221?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/489221?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/489221?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17603918?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17603918?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/6789956?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/6789956?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/6789956?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16100318?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16100318?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16100318?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2297909?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2297909?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2297909?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15623866?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15623866?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15623866?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10204197?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10204197?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8823063?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8823063?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8823063?dopt=Abstract
http://www.biomedcentral.com/1471-2458/10/696/prepub

	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Outcomes
	Risk factors
	Statistical methods

	Results
	Discussion
	Explanation of findings
	Consistency with other studies of geographic variation
	Limitations and strengths of the study

	Conclusions
	Author details
	Authors' contributions
	Competing interests
	References
	Pre-publication history

