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Body-mass index and cause-specific mortality in
900 000 adults: collaborative analyses of 57 prospective
studies

Prospective Studies Collaboration™

Summary

Background The main associations of body-mass index (BMI) with overall and cause-specific mortality can best be
assessed by long-term prospective follow-up of large numbers of people. The Prospective Studies Collaboration aimed
to investigate these associations by sharing data from many studies.
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Methods Collaborative analyses were undertaken of baseline BMI versus mortality in 57 prospective studies with
See Comment page 1055

894576 participants, mostly in western Europe and North America (61% [n=541452] male, mean recruitment age
46 [SD 11] years, median recruitment year 1979 [IQR 1975-85], mean BMI 25 [SD 4] kg/m?). The analyses were
adjusted for age, sex, smoking status, and study. To limit reverse causality, the first 5 years of follow-up were excluded,
leaving 66552 deaths of known cause during a mean of 8 {SD 6} further years of follow-up (mean age at death
67 [SD 10] years): 30416 vascular; 2070 diabetic, renal or hepatic; 22592 neoplastic; 3770 respiratory; 7704 other.
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of paper
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Findings In both sexes, mortality was lowest at about 22-5-25 kg/m?2. Above this range, positive associations were
recorded for several specific causes and inverse associations for none, the absolute excess risks for higher BMI and
smoking were roughly additive, and each 5 kg/m? higher BMI was on average associated with about 30% higher
overall mortality (hazard ratio per 5 kg/m? [HR] 1.29 [95% CI 1.27-1-32]): 40% for vascular mortality (HR
1-41 [1-37-1-45]); 60-120% for diabetic, renal, and hepatic mortality {(HRs 2.16 [1-89-2.46}, 1.59 [1-27-1.99], and
1-82[1-59-2-09], respectively); 10% for neoplastic mortality (HR 1-10 [1- 06-1-15]); and 20% for respiratory and for all
other mortality (HRs 1.20 [1.07-1.34] and 1-20 [1.16-1.25], respectively). Below the range 22-5-25 kg/m2, BMI was
associated inversely with overall mortality, mainly because of strong inverse associations with respiratory disease and
lung cancer. These inverse assodations were much stronger for smokers than for non-smokers, despite cigareite
consumption per smoker varying little with BMIL.

Interpretation Although other anthropometric measures {eg, waist circumference, waist-to-hip ratio) could well add
extra information to BMI, and BMI to them, BMI is in itself a strong predictor of overall mortality both above and
below the apparent optimum of about 22-5-25 kg/m2. The progressive excess mortality above this range is due
mainly to vascular disease and is probably largely causal. At 30-35 kg/m?, median survival is reduced by 2-4 years; at
4045 kg/m2, it is reduced by 8-10 years (which is comparable with the effects of smoking). The definite excess
mortality below 225 kg/m? is due mainly to smoking-related diseases, and is not fully explained.

Funding UK Medical Research Council, British Heart Foundation, Cancer Research UK, EU BIOMED programme,
US National Institute on Aging, and Clinical Trial Service Unit (Oxford, UK).

Introduction

Body-mass index (BMI) is a reasonably good measure
of general adiposity, and raised BMI is an established
risk factor for several causes of death, including
ischaemic heart disease,® stroke and cancers of
the large intestine, kidney, endometrium, and post-
menopausal breast.** In many populations, the average
BMI has been rising by a few percent per decade*
fuelling concern about the effects of increased adiposity
on health. Some uncertainties persist, however, about
the relation between BMI and mortality, including
whether some of the reported positive or inverse
associations have been distorted by weight loss because
of pre-existing disease (reverse causality) or by
inadequate control for the effects of smoking; whether
the shape and strength of associations with specific
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diseases differ between smokers and non-smokers; how
the relative and absolute risks for BMI compare with,
and also combine with, those for smoking; whether the
relative risks differ much by sex or age (and whether
any substantial association continues into old age’);
how the absolute excess risks for vascular disease
compare with those for neoplastic or respiratory disease;
and the extent to which some less common causes of
death, such as kidney® or liver® disease, are associated
with BMIL

Some of these uncertainties can best be addressed by
large prospective observational studies—or by large
collaborative analyses of individual data from such
studies, as in this report—that follow up generally
healthy adults for many years and identify large
numbers of deaths from specific causes. In the
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Prospective Studies Collaboration (PSC), the investi-
gators of 61 prospective studies have shared individual
data for a million adults.*” The collaboration was
established chiefly to assess the relevance of blood
pressure® and blood cholesterol® to cause-specific
mortality, but for 57 of the studies information was also
available for BMI (although generally not for waist
circumference). This PSC report examines the relevance
of BMI to cause-specific mortality 5 or more years after
recruitment into these studies.

Methods

Data collection

Previous PSC reports®" have described the methods of
study selection, data collection, and statistical analysis,
and similar methods were used in this report. BMI was
calculated as weight in kg divided by the square of
height in m. In three studies of US health professionals,
height and weight were self-reported by participants.
Following WHO convention, BMI of 30 kg/m? or more
is termed obese. Individuals with missing data for age,
sex, or BMI were excluded, as were those with BMI less
than 15 kg/m?2 (188 excluded) or 50 kg/m? or more (297),
those with a baseline history of heart disease
(54347) or stroke (4349), and those with no follow-up
in the age range 35-89 years (25949), leaving
894576 participants. Information about blood pressure
(882032) and total cholesterol (814109) was available
for most participants, as was information about tobacco
smoking (849723) and diabetes mellitus (698255).
Information was, however, available for relatively few
of the participants about alcohol drinking (297584),
HDL cholesterol (114939), and LDL cholesterol {42 937).
Of current drinkers, 78% (155900) had information
about grams of alcohol consumed per day, and of
current cigarette smokers, 57% (166 724) had information
about daily number of cigarettes smoked.

Generally, the underlying cause of death was obtained
from the death certificate (information about
contributory causes was not available), but in many
studies confirmation was then sought from other
sources, such as medical records and autopsy findings.
The cause of death was coded to 3 digits using any of
International Classifications of Diseases (ICD) 6-10.

Statistical analysis

Cross-sectional associations between BMI and risk
factors were estimated by multiple linear regression or
logistic regression, with adjustment for study, baseline
age (in 10-year groups), and baseline smoking (three
groups: current cigarette smoker [32%]; never smoked
any type of tobacco regularly [35%]; and other smoker,
ex-smoker of any type of tobacco, or unknown [8%, 19%,
and 5%, respectively]). Any individuals with missing
values of BMI or the particular risk factor were excluded.
Associations between baseline BMI and mortality were
estimated by Cox regression, with stratification for study,
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sex, age at risk (in 5-year groups), and baseline smoking
(as above), but not for blood pressure, blood lipids, or
diabetes (since these are mechanisms by which BMI
affects vascular mortality). The resulting relative risks
were not corrected for the regression dilution bias,” since
one BMI measurement is highly correlated with the
long-term usual BMI (self-correlation 0-90 between
baseline BMI and a re-measurement of BMI some 6 years
later; webappendix p 11). In categorical analyses, the
boundaries of BMI categories were always multiples of
2-5kg/m?2, and the boundaries used in particular analyses
are indicated by tick marks in the figures. Values exactly
on a boundary went above it. In continuous analyses, log
risk was regressed on BMI as a continuous variable
within the range 15-25 kg/m? (termed the lower range),
25-50 kg/m?2 (upper range), or 15-50 kg/m? (full range),
yielding in each range the hazard ratio per 5 kg/m2
higher BMI (HR). To limit effects of pre-existing disease
on baseline BMI, the main analyses exclude all
person-years and deaths in the first 5 years of follow-up.

Relative risks for different BMI categories are presented
as floating absolute risks by multiplying all of them by a
common constant to make their inverse-variance-weighted
average match the uniformly age-standardised death rate
per 1000 person-years at ages 35-79 years (ie, the simple
mean of the nine age-specific rates at ages 35-39 years to
75-79 years) either in the PSC population, or in the
European Union (EU) population in 2000 (ie, the combined
population of 15 western European countries).” Multi-
plication of all the relative risks by this common constant
means that the floating absolute risks (and the SEs of the
log risks) do not depend at all on the choice of an arbitrary
reference group. Hence, an appropriate SE and CI can be
assigned to the log of the floating absolute risk in each
BMI category. This SE—described more simply as the
SE of the log rate (Julian Peto, London School of Hygiene
and Tropical Medicine, London, UK; personal com-
municationj—does not depend on the common constant
that was chosen, and is roughly equivalent to the
coefficient of variation of the risk in that one group.

The webappendix provides further information, in-
cluding details of the collaborating studies, endpoint
definitions, BMI re-measurement results, and findings
for specific causes of death.

Role of the funding sources

The funders of the study had no role in the study design,
data collection, data analysis, data interpretation, or
writing of the report. GW, PS, and SL had full access to
the data in the study, and the writing committee had
final responsibility for the decision to submit for
publication.

Results

In the 57 studies with information for BMI, individual
records with information about BMI were available for
894576 adults. 92% of these participants were in Europe,

www.thelancet.com Vol 373 March 28, 2009



Articles

A Blood pressure

B Blood cholesterol fractions

160 B € Males S o8
< Females 5
© 1519 .-4:52.; “1N HDL cholesterol
a8 < on-| cholestero
| | Systolic Ho o O’Q’Q e
= o Pt 439
1514 B O 62 4060) 430 .
a8 @] - B b Ratio of mean
14073 B _©O 5§ 47 e} ‘ non-HDL cholesterol to
O G 394 y mean HDL cholesterol
B oo £ 150 ® ’/‘
1301 5
?. o g 1/ 0'0 Y
m O 3 354 rs Ree 346
2397 O 2 ! &
E Oy 2 / /328
= 120 1226 o 3+ 2921 ,
e B b 4
g = , &
£ i ' )/
v = 3
% é 2‘30” 7
S E ¢ !
'§ »§ 0/0235
% 100 ~ £ 24 295
& :
9;4 2 18 O“g
S
B a Diastolic 3
884 @ s a2 O ~ 139
O K] B o]
0O s g A | o) o 128
B o E 1 g O ©
| | [l | HDL cholesterol
Ly
780 B 838 B 2y A
80 Ho o 1 112 107
749 5 O
8 Yo,
750
Yk 74Fc) un S I R S R B BN [ N 1 0‘7/x|lri|i|ri| 1
o 15 25 35 50 Y 15 25 35 50
C  Prevalence in males D prevalence in females
80 80—
2 @
% B By
"
665
B B Drinking
Fel
593
60 ~ -] 60 69 O
O
482 o]
] 464
—~ O
= &
& P 404 o
vt i —
5 401 B Smoking g 40 EARN
= fhd O Drinking
L i 328 32-9 310
| B ] o)
o]
o 211
e
20 20 O w6 .
O Smoking
114 103
u B oisbetes e Diabetes
58 s
28 29 .-. 18 18 ©
EEE 6000
0 T T T T T T 71 1 0 T T T T T }
o 15 25 35 50 0 15 25 35 50
Baseline BMI (kg/m?) Baseline BMI (kg/m?)
www.thelancet.com Vol 373 March 28,2009

—181—

Figure 1: Vascular risk factors
versus BMI at baseline in the
range 15-50 kg/m*

Adjusted for baseline age,
baseline smoking status (apart
from the smoking findings),
and study. Numerical values are
shown for 20-22:5 kg/m?’, for
30-32:5kg/m?, and for the
extreme BMI groups.
Boundaries of BMI graups are
indicated by tick marks.

95% Cls are not shown, but
most are narrower than the
heights of the plotted symbols.
(A} Blood pressure (in

533242 males

and 348790 females).

(B) Blood cholesterol fractions
(in 62364 malesand

52575 fernales with total and
HDL cholesterol both
measured); dashed line
indicates the ratio of mean
non-HDL cholesterol to mean
HDL cholesterof (mean of the
individual ratios would be
about 8-12% greater).

(C) Prevalences in males for
alcohol drinking (168 283),
cigarette smoking (334 496),
and diabetes (378 854).

(D) Prevalences in females for
alcohol drinking (129 301),
cigarette smoking (226 307),
and diabetes (319 401).
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All participants Never smokers only
15-25 kg/m* 25-50 kg/m? 15-25 kg/m* 25-50 kg/m*
Deaths HR (95% C1) Deaths HR (95% C1) Deaths  HR(95% Cl) Deaths HR(95% Cl)
Overall 35256 079 (0-77-0-82) 37493 129 (127-1-32) 7054  0-87(0-81-0-94) 9849  132(1-28-1.36)
Male 26720 079 (0-76-0-82) 27983 132 (1-29-1-36} 3694  0-87(0-78-0.97) 4811  1.44{136-153)
Female 8536 0-80 (0-75-0-85) 9510 1.26 (1-23-1:30) 3360  0.87(0:78-0.97) 5038  1.27(122-1.32)
Age at risk (years)
3559 9333 076 (0-71-0-81) 8386 137 (1:31-1-42) 1665  0-88(0.74-1.04) 1667  1.43(1:32-1:55)
60-69 11514 077 (0.73-0-82) 13007 132 (1-27-1-36) 1782 0-88(0-75-1-03) 2841 136(128-1.45)
70-79 10078 0.82 (0.77-0-87) 11358 1-27 (3-23-1:32) 2116 0.93(0-80-1.06) 3364  133(1-25-140)
80-89 4331 0-89 (0-80-0-97) 4742 1-16 (110-1:23) 1491 0-86{0-74-1.01) 1977  115(1-07-1.25)

Hazard ratio per 5 kg/m? higher BM! (HR). HR fess than 1 if BM inversely assaciated with risk. All analyses exclude the first 5 years of follow-up and adjust for study and age at
risk (in 5-year groups). The overall and age-specific analyses also adjust for sex, and the all-participant analyses also adjust for baseline smoking status.

Table 1: All-cause mortality versus baseline BM! in the ranges 15-25 kg/m? and 25-50 kg/m*

Israel, the USA, or Australia; the remaining 8%
(accounting for just 3% of the deaths) were in Japan. 85%
(763 274) of participants were recruited during the 1970s
or 1980s. Across all studies, median year of recruitment
was 1979 (IQR 1975-85), mean recruitment age was
46 (SD 11) years, and 61% (n=541452) were male. Mean
BMI was 24-8 (SD 3-8) kg/m?, but it was lower in the
European and Israeli studies (247 [3-6] kg/m?) than in
the US and Australian studies (25-6 [4-3] kg/m?), and
lower still in the Japanese studies (22-8 [2-9] kg/m?).

For both sexes, mean BMI at baseline was greatest
between 50 years and 69 years of age (webappendix p 11).
For people with a re-measurement of BMI more than
5 years after baseline, the rate of change between the two
measurements showed an increase in BMI in early adult
life and middle age (particularly in women), a levelling off
in late middle age, and a slight decrease in old age
(webappendix p 11). The greatest rate of increase (about
1.5 kg/m? per decade) was in men younger than 40 years
and women younger than 50 years. Apart from these
age-related trends, the changes on re-measurement were
slight, and were consistent with regression to the mean
having had only a minor effect that negated any even
more minor tendency for usual BMI values to disperse
(webappendix p 12).

At baseline, several vascular risk factors were strongly
related to BMI (figure 1). Throughout the full range
(15-50 kg/m?), BMI was associated positively and nearly
linearly with systolic and diastolic blood pressure (SBP,
DBP; figure 1A). On average across all ages (15-89 years),
every 5 kg/m? higher BMI was associated with at
least 5 mm Hg higher SBP (male 5-8 mm Hg,
female 5.2 mm Hg) and about 4 mm Hg higher DBP
(male 4-9 mm Hg, female 3.3 mm Hg). In the range up
to 30 kg/m?, BMI was associated inversely with HDL
cholesterol {male 0-16 mmol/L, female 0-14 mmol/L lower
per 5 kg/m?), positively with non-HDL cholesterol (male
0-50 mmol/L, female 039 mmol/L higher per 5 kg/m?2),
and therefore strongly positively with the ratio of
non-HDL to HDL cholesterol (male 0-85, female 0-54
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higher ratio per 5 kg/m?, from analyses of individual
ratios: figure 1). These relations with blood pressure and
with the non-HDL/HDL cholesterol ratio were about a
third weaker in the 2% of participants aged 70-89 years
{data not shown). Above 30 kg/m2, BMI was only weakly
associated with either cholesterol fraction (figure 1B).
Obesity was strongly associated with diabetes
(figures 1C and 1D), with the sex-specific prevalences
rising more than five-fold over the full BMI range.

Smoking and drinking may affect BMI, and, after
adjustment for age and study, the mean BMI was slightly
lower in current: smokers than in neversmokers
(male 0-3 kg/m?, female 0-9 kg/m?2 lower), and in regular
alcohol users than in others (male 0-1 kg/m?2, female
1.2 kg/m? lower). Hence, in both sexes the prevalences
of smoking and (especially in females) drinking tended
to be high in those with low BMI (figures 1C and 1D). In
regular smokers or drinkers with relevant data
(webappendix p 13), daily cigarette or alcohol con-
sumption was not strongly dependent on BML

Of the 894 576 participants with baseline measurements
of BMI, 15996 died in the first 5 years of follow-up, and
852824 were still alive and under observation at the start
of year 5. During 6-5 million person-years of subsequent
follow-up {mean 8 [SD 6] years per person), 72749 deaths
were identified. Most (90%) of this additional follow-up
and more than half (58%) of these deaths were at ages
35-69 years; 9% of the follow-up and 29% of the deaths
were at ages 70-79 years; and 2% and 12%, respectively,
were at ages 80-89 years (table 1). Among the 72749 who
died, 54703 (75%) were males, median year of birth was
1918 (IQR 1910-25), and, of the 62055 deaths for which
the exact year of death is available, 60153 (97%) occurred
between 1970 and 1999 (median 1986). 6197 (9%) of the
deaths were from an unknown cause (6% at ages
35-69 years, 9% at 70-79 years, and 16% at 80-89 years).
For the remainder, mean age at death was 67 (SD 10)
years.

In both sexes (and at all ages: webappendix p 1, all-cause
mortality was lowest at about 22-5-25 kg/m? (figure 2).
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f

Articles

64- ;
i 347
: 282 Male
32+
2. :
4 ; 260
= é 91
L3 .
2
i¥al
&
o 227
o
2 146
5 351 414 4
é 205 192
1.3
3 1219
z
E 17+
& 3624 70 Female
151
14- 268
16 4-7
284
130
: 557
201 ;
: 114
: 93
; 104
! : 1688
P92 2415
. R
3146 ll :
{3366
3995
8'—7/ T T T T f T T T T T T |
v 15 20 25 30 35 40 50
Baseline BM! {kg/m?)
Number at risk
Males 2218 24522 91102 160298 138592 62071 23342 7360 2462 843 540
Females 3295 34617 88348 86970 57023 30824 18372 9366 5100 2821 2738

Figure 2: All-cause mortality versus BMI for each sex in the range 15-50 kg/m’ (excluding the first 5 years of follow-up)

Relative risks at ages 35-89 years, adjusted for age at risk, smoking, and study, were multiplied by a common factor (ie, floated) to make the weighted average match
the PSC mortality rate at ages 35-79 years. Floated mortality rates shown above each square and numbers of deaths below. Area of square is inversely proportional to
the variance of the log risk. Boundaries of BMI groups are indicated by tick marks. 95% Cls for floated rates reflect uncertainty in the log risk for each single rate.
Dotted vertical line indicates 25 kg/m® {boundary between upper and lower BMI ranges in this report).

Above this minimum, mortality was on average about 70-79 years of age (table 1). In the lower BMI range
30% higher for every 5 kg/m? higher BMI. Although the  (15-25 kg/m?), the inverse association of mortality with
proportional increase was somewhat greater at younger BMI (HR per 5 kg/m2 higher BMI 0-79 [95% CI
ages (35-59 years), each 5 kg/m? higher BMI was still ~0-77-0-82]) became less extreme either when the analysis
associated with almost 30% higher mortality at was restricted to lifelong non-smokers (0-87 [0-81-0-94})
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Figure 3: Ischaemic heart disease and stroke mortality versus BMI in the range 15-50 kg/m’ (excluding the

first § years of follow-up)

Relative risks at ages 35-89 years, adjusted for age at risk, sex, smoking, and study, were multiplied by a common
factor (ie, floated) to make the weighted average match the PSC mortality rate at ages 35-79 years. Floated
mortality rates shown above each square and numbers of deaths below. Area of square is inversely propartional to
the variance of the log risk. Boundaries of BMi groups are indicated by tick marks. 95% Cls for floated rates reflect
uncertainty in the log risk for each single rate.
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or when a further 10 years of follow-up were excluded
(0-85 [0-81-0-91}; webappendix p 14).

Ischaemic heart disease accounted for more than a
quarter of all deaths of known cause. BMI and mortality
from ischaemic heart disease were associated strongly,
positively, and roughly log-linearly throughout the BMI
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range from 20 to 40 kg/m?2, and perhaps at even greater
BMI (figure 3). In the upper BMI range (25-50 kg/m?),
each 5 kg/m?2 higher BMI was associated with about 40%
higher ischaemic heart disease mortality (figure 4,
table 2). The association was a little stronger in middle
than in old age, but was still definite even at ages
80-89 years (HR 1.30 [1-17-1-45]; figure 4A). In the
European and Israeli studies the association was about as
strong as it was in the US and Australian studies
(HRs 138 [1-33-1.44] and 1-40 [1-32-1-50], respectively,
for deaths at ages 35-89 years; only 44 deaths from this
disease occurred in the Japanese studies), and there was
no significant heterogeneity (p=0-13) across the HRs for
the 16 larger studies (with >200 deaths from ischaemic
heart disease) and the aggregated smaller studies
(webappendix p 5).

Stroke accounted for a third as many deaths as
ischaemic heart disease did. In the upper BMI range
(25-50 kg/m?) each 5 kg/m? higher BMI was, as for
ischaemic heart disease, associated with about 40%
higher mortality {table 2), largely irrespective of follow-up
period (after the first 5 years), smoking status, or stroke
subtype (figure 4B). As with ischaemic heart disease,
there was no significant heterogeneity (p=0-64) across
the HRs from the eight larger studies (with >100 stroke
deaths) and the aggregated smaller studies (webappendix
P 5). By contrast with ischaemic heart disease, however,
the association of BMI with stroke was much stronger in
middle than in old age (figure 4; for both diseases,
allowance for the older age at death of women eliminates
the apparent relevance of sex}. Furthermore, in the lower
BMI range (15-25 kg/m?) there was no evidence of a
positive association between BMI and stroke (figure 3,
table 2). Nor was there any evidence of a positive
association in this lower range after participants who
had ever smoked were excluded (HR 0-98 [0-78-1.23]),
or after the analysis was restricted to haemorrhagic
(0-76 [0-58-1-00]) or to ischaemic (0-87 [0-68-1-10])
stroke; the number with confirmation of subtype by
imaging is, however, unknown.

For the aggregate of all other vascular causes of death
{table 2), the association with BMI was similar to that for
stroke. In the lower BMI range (15-25 kg/m?) there was,
if anything, a slightly inverse association, but in the
upper range each 5 kg/m? higher BMI was again
associated with about 40% higher mortality. Among
particular other vascular causes, the associations in the
upper BMI range were particularly strong for mortality
attributed to heart failure (HR 1-86 [1-55-2-23}) and to
hypertensive disease (2-03 {1.75~-2.36)).

In the upper range (25-50 kg/m2), BMI was associated
strongly and positively with mortality attributed to
diabetes, to non-neoplastic kidney disease, and to
non-neoplastic liver disease (table 2), which was mainly
cirrhosis (HR 1.79 [1.54-2-08]).

In the range 25-50 kg/m?, neoplastic disease
accounted for nearly two-thirds as many deaths as did
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Hazard ratio (95% CI) for § kg/m?
higher baseline 8Mi

A ischaemic heart disease B Stroke
Numberof Mean age HR(95% CI) Numberof Meanage HR {95% C1)
deaths atdeath deaths at death

Follow-up period (years)
o-4* 2069 60-2 =l 126 (1-16-1.36) 583 625 — 121 (1-05-1-41)
59 3291 629 |/ 0as) 889 656 —— 136 (1:20-1:54)
10-14 3407 661 B rsu33153) 906 690 -+- 1.37 (1-20-1.56)
15+ 4085 712 8 20u5) 1369 734 —B— 138 (1-24-1.53)
*Years 0-4 are excluded H Trend, 4 groups: Y,’=6-6 (p=0-01) H Trend, 4 groups: x,’=1-4 (p=0-2)
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Sex ! H
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Figure 4: Ischaemic heart disease (A) and stroke mortality (B) versus BMI in the upper BMI range (25-50 kg/m’) only (excluding the first § years of follow-up, except as indicated)
Hazard ratios are per 5 kg/m?—~eg, 30 kg/m? versus 25 kg/m’—and are, when appropriate, adjusted for age at risk, sex, smoking, and study. Mean ages at death are given, but the dependence of the HR
on fmean age at death is not corrected for in analyses of factors other than age. The area of each square is inversely proportional to the variance of the log hazard ratio. White squares include the first

5years of follow-up; black squares and white diamonds do not. Subarachnoid=subarachnoid haemorrhage (not included in haemorrhagic stroke).

vascular disease, but the association with BMI was
much weaker: only 10% higher neoplastic mortality,
compared with 40% higher vascular mortality, for each
5 kg/m? higher BMI (neoplastic HR 1-10 [1-06-1-15]).
Even across the full BMI range (15-50 kg/m?) the
95% Cls for site-specific cancers were wide (web-
appendix p 15), but nonetheless there were positive
associations for several sites, including the liver (HR
1.47 [1-26-171]), kidney (1.23 [1.06-1.43)), breast
{1.15 [1-02-1.31] for deaths at ages 60-89 years and,
identically, for deaths at 35-59 years), endometrium
(1-38 {1-08-1.77]), prostate (1-13 [1.02-1.24)), and large
intestine (120 {1-12-1.28]; male 1.29[1.19-1.40}, female
1-05 [0-94-1-18)).

In the lower range (15-25 kg/m?), BMI was associated
inversely with mortality from cancer as a whole, mainly
because of steep inverse associations with the cancers most
strongly related to smoking (table 2; upper aerodigestive
cancer includes oesophagus cancer, which had HR 0.52
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[95% CI 0.38-0-72], and cancer of the mouth, pharynx,
and larynx). The inverse association of BMI with lung and
upper aerodigestive cancer {combined) weakened with
increasing duration of follow-up but was stll definite
during years 10-14 (0-65 [0-53-0-79}) and years 15 and
more (0-75[0-62-0-91}). Evenamonglifelongnon-smokers,
there was a definite inverse association for upper
aerodigestive cancer (0-35 {0-16-0.74)), although not for
lung cancer (0-90 [0-48-1-68]).

Respiratory disease accounted for an eighth as many
deaths as did vascular disease (table 2). In the lower range,
BMI was strongly and inversely associated with mortality
from each main type of respiratory disease, of which the
most common was chronic obstructive pulmonary disease
(COPD). After exclusion of the first 5 years of follow-up,
COPD mortality in this BMI range was four times higher
for 5 kg/m?2 lower BMI (HR 0-26 [95% CI 0-22-0-30]). In
the first 5 years (excluded from all the main analyses),
the inverse association at low BMI was even greater
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1525 kg’ 25-50 kg/m* ix? males', and twice as great for vascular as for neoplastic
disease in females. Below 22.5-25 kg/m?, there was a
Deaths HR (95% €I Deaths  HR(95%C1) pronounced excess of lung cancer, upper aerodigestive
Ischaemic heart disease 7461 122 (113-1:32) 10783 139(134-1.44) cancer, and respiratory disease, particularly in males
Stroke 2964 092 (0-82-1.03) 3164 139 (131-148) (figure 5).
Other vascular disease 2648 0-84(0-75-0-95) 3396 147 (1:39-1:56) Both in current cigarette smokers and in lifelong
Diabetes 171 096 (0-59-1-55) 393 216(1-89-246) non-smokers, overall mortality was lowest at about
Kidney disease (non-neoplastic) 197 114 (0-74-177) 217 159 (1-27-1-99) 22-5-25 kg/m?, but the excess mortality below this
Liver disease (non-neoplastic) 483 0:69(0-52-0-91) 603 182(159-2:09) range was both relatively and absolutely much greater
Lung cancer 2959 071(063-079) 2040 0-98(0-88-1:09) in smokers (figure 6, again plotted on an additive scale).
Upper aerodigestive cancer 685 0.49 (0-39-0-61) 471 0.98(079-120) In both smoking groups, the excess at 25-27-5 kg/m?
Other specified cancer 6134 0.94(0.87-1.02) 6190  112(1.06-1-18) was slight, and although the excess at 30-35 kg/m? was
Respiratory disease* 2426 0-31(0-28-035) 1344 120 (1:07-134) substantial, it was still much less than the excess
Other specified disease 2049 0-62 (0-54-0-71) 1823 1-20(110-1:31) attributable in this study to cigarette smoking itself (as
External cause 112 0-82 (0.71-0.95) 1720 119 (1:08-132) shown in figure 6 by the vertical separation of the curves;
Unknown causet 4961 072 (0-66-079) 5349 122(116-128) the excess attributable to persistent cigarette smoking
All causes 35256 079(077-0-82) 37493  129(127-132) throughout adult life would be even greater than this).
o ke hicher s than 1 B N dether Throughout the range 25-50 kg/m?, the effects of BMI
oSO . 1 e o s s st and soking seemed to be roughly additve, rather
restricted to those who had never smoked, see webappendix p 17, *HR 0-37 (95% C10-30-0-44) in the range than mulnphcatlve, both for vascular mOftalitY
15-25 kg/m? after exclusion of the first 15 years of follow-up (leaving 956 deaths). tincludes 4113 deaths from cancer of (webappendix p8) and for all-cause mortality (ﬁgute G).
unspecified site,
Table 2: Cause-specific mortality versus baseline BM! in the ranges 15-25 kg/m* and 25-50 kg/m’ Discussion
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(0-11 [0-08-0-16]), since COPD can cause weight loss {ie,
there is reverse causality). Exclusion of an additional 10
years further attenuated the inverse asscciation in the
lower BMI range, but a strong inverse association
remained more than 15 years after the baseline BMI
measurement (COPD HR 0-31 [0-24-0-40}). Relatively
few deaths were attributed to tuberculosis, which can
cause chronic wasting and was (in the lower BMI range)
strongly inversely associated with BMI even after
exclusion of the first 10 years of follow-up (HR 009 [95%
CI 0-04-0-19)). In the upper BMI range (25-50 kg/m?),
overall respiratory mortality was about 20% higher for
each 5 kg/m? higher BMI (table 2).

The remaining mortality was divided into three
categories (other specified diseases, external causes
[mainly injury], and unknown causes), each of which had
a U-shaped association with baseline BMI and a minimum
at about 22.5-25 kg/m?2 (table 2). For each category,
5 kg/m? higher BMI in the 25-50 kg/m? range was
associated with about 20% higher mortality. The other
specified diseases were a broad range of disorders and
were not dominated by any particular causes of death.
External causes of death could not be usefully analysed,
since little information was available about the specific
circurnstances of these deaths.

Absolute excess mortality depends not only on relative
risks but also on absolute mortality rates. To indicate the

. absolute excess risks at different BMI levels, figure S is

plotted on an additive scale and applies the PSC relative
risks at ages 35-79 years. The absolute difference in
mortality between 35-50 kg/m?2 and 22.5-25 kg/m? was
five times as great for vascular as for neoplastic disease
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In this collaborative analysis of data from almost
900000 adults in 57 prospective studies, overall mortality
was lowest at about 22-5-25 kg/m? in both sexes and at
all ages, after exclusion of early follow-up and adjustment
for smoking status. Above this range, each 5 kg/m?
higher BMI was associated with about 30% higher
all-cause mortality (40% for vascular; 60-120% for
diabetic, renal, and hepatic; 10% for neoplastic; and
20% for respiratory and for all other mortality) and no
specific cause of death was inversely associated with
BMI. Below 22-5-25 kg/m?, the overall inverse
association with BMI was predominantly due to strong
inverse associations for smoking-related respiratory
disease (including cancer), and the only clearly positive
assodiation was for ischaemic heart disease.

In laboratory studies, BMI is moderately strongly
correlated (30-50%) with fat-free mass, but it is much
more strongly correlated (60-90%) with fat mass.® BMI
is also strongly correlated (80-85%) with measured waist
circumference;*” in the EPIC prospective study of
360000 adults in Europe, for example, the two variables
have about an 85% correlation, so each has a similar
association with mortality.” (In EPIC, waist-to-hip ratio
was not quite as strongly related either to BMI or to
mortality.) In such populations, either measurement can
thus be used to help assess the causal relevance of obesity
to mortality, and each could well add some predictive
information to the other. Neither, however, directly
measures visceral fat.

Although BMI and waist circumference are not directly
causal, both are closely correlated in such populations
with aspects of adiposity that directly affect blood
pressure, lipoprotein particles, and diabetes {figure 1).
Effective interventions for weight loss lower blood
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Figure 5: Mortality rates at ages 35-79 years for main disease categories versus BMI in the range 15-50 kg/m’ {excluding the first 5 years of follow-up)
Relative risks at ages 35-79 years, adjusted for age at risk, smoking, and study, were multiplied by a common factor (ie, floated) to make the weighted average match the age-standardised European
Union (15 countries) mortality rate at ages 35-79 years in 2000. Neoplastic mortality is split into the types most strongly associated with smoking {cancers of the lung and upper aerodigestive tract)
and all other specified types. By cantrast with figures 2-4, risk is indicated on an additive rather than multiplicative scale, with floated mortality rates shown abave or below each symbol. The estimates
for 35-50 kg/m” are based on limited data, so lines connecting to those estimates are dashed. Boundaries of BMI groups are indicated by tick marks. 95% Cls for floated rates reflect uncertainty in the

log risk for each single rate.

pressure, favourably affect lipoprotein particles, and
increase insulin sensitivity,* and drugs that substantially
lower blood pressure® or LDL particle numbers® reduce
vascular disease. At least some of the major adverse
effects of obesity are, therefore, reversible.

For ischaemic heart disease, the magnitude of the
positive assaciation with BMI in this study can be largely
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accounted for by blood pressure, lipoprotein particles,
and diabetes. The associations of baseline BMI with
baseline measurements of SBP and of the non-HDL/
HDL cholesterol ratio {figure 1) can be taken as the
associations of BMI with the usual levels of these
variables over the past and next few years, so they would
predict at least a doubling of mortality from ischaemic
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heart disease between 20 kg/m? and 30 kg/m? (if the
combined effects of SBP and the ratio of cholesterol
fractions were approximately additive®"), which is what
was observed. (Merely adjusting regression analyses for
single measurements of blood pressure and total
cholesterol would underestimate the mediating effects
of blood pressure and, especially, of lipoprotein
particles.®®) Above 30 kg/m?, further increases in BMI
have little further effect on the ratio of cholesterol
fractions (figure 1B), but could be associated with other

30—
263
Current
cigarette
‘," smoker
25
Joas
204
166
S Never
& smoked
g! N teqularly
Q ol
3 154 A oen
g o
H
S
2
§
o
10
5—
0 l I A R N 1
o 15 §20) 1 25% 130 35 H 50
S 1 Baseline BMI (kg/m?) !
/ ; : | B \ !
Number at risk / ! H \ \ v H
Current cigarette 26467 64330 79639 59063 27016 14901 2883
Other {not shown) 15065 49960 80153 70322 33601 20480 4870
Never 23120 65160 87476 66230 32278 23059 6751

Figure 6: All-cause mortality at ages 35-79 years versus BMI in the range 15-50 kg/m?’, by smoking status
(excluding the first § years of follow-up)

Relative risks at ages 35-79 years, adjusted for age at risk, sex, and study, were multiplied by a common factor

(ie, floated) so that the mean for all participants (including ex-smokers and anyone with missing smoking data)
matches the European rate at ages 35-79 years in 2000. Results for ex-smokers and those with missing smoking
data not shown (but are, taken together, only slightly above those for never smokers). Note that many smokers
were at only fimited risk, since they had not smoked many cigarettes during early adult life, or had stopped shortly
after the baseline survey. Risk is indicated on an additive rather than multiplicative scale. The estimates for

35-50 kg/m” are based on fimited data, so lines connecting to those estimates are dashed. Floated mortality rates
shown above each square and numbers of deaths below. Area of square is inversely proportional to the variance of
the log risk, Boundaries of BMI groups are indicated by tick marks. 95% Cis for floated rates reflect uncertainty in

the log risk for each single rate.
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adverse changes in lipoprotein particles that cannot be
inferred from cholesterol fractions (eg, an increase in
the number of small dense LDL particles). Diabetes
becomes particularly important at BMI greater than
30 kg/m? (figures 1C and 1D). Other hypothesised
intermediate factors (eg, fibrinogen, C-reactive protein,
obstructive sleep apnoea) were not assessed.

Confounding by diet, physical activity, or socio-
economic status could have somewhat affected the
ischaemic heart disease results. The cardioprotective
effects of physical activity might not be due solely to
reduced adiposity,? so variation in physical activity
could have caused the independent effects of adiposity
to be somewhat overestimated. Confounding by
socioeconomic status could have caused the independent
effects to be either overestimated or underestimated. In
the three prospective studies of US health professionals,
however, there would have been relatively little
socioeconomic confounding, yet for all-cause mortality
in the upper BMI range {there were too few deaths to
subdivide by cause), the association seemed to be
broadly similar across these three studies to that in the
PSC as a whole (webappendix p 14).

The weakening of the association between BMI and
mortality from ischaemic heart disease above age
70 years is probably a result of the weaker associations
at older ages of blood pressure and cholesterol with
risk,** and the slightly weaker associations of BMI with
these intermediate variables. (At older ages, BMI might
depend increasingly on muscle loss.?)

For stroke, the findings in the upper and lower BMI
ranges were quite different from each other. In the
upper range, BMI was associated positively with
ischaemic, haemorrhagic, and total stroke, and each of
these associations can be largely accounted for by the
effects of BMI on blood pressure. In the lower BMI
range, however, there was no evidence of a positive
association for ischaemic, haemorrhagic, or total stroke,
despite the strong positive association between BMI and
blood pressure. (For a specific blood pressure, therefore,
BMI in this lower range would actually be inversely
related to stroke.) These findings for stroke in the lower
BMI range were not materially affected by exclusion of
participants who had ever smoked (by contrast with the
findings reported from a large Chinese prospective
study®). The evidence from previous large studies of
BMI and stroke subtype is not as consistent as might be
expected,** but generally suggests that the association
of BMI with stroke risk is strongly positive at BMI
greater than 25 kg/m? for both ischaemic and
haemorrhagic stroke, and, less definitely, that at BMI
less than 25 kg/m? it is still positive for ischaemic but
not for haemorrhagic stroke. In the lower BMI range,
however, the PSC found no evidence of an association
for ischaemic stroke (although the possibility of a weak
positive association is not excluded), and found only
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slight evidence of an inverse association for haemor-
thagic stroke. These findings for stroke in the lower
BMI range are not fully explained.

For kidney and liver disease,*” the positive associations
with BMI could have resulted mainly from the effects of
adiposity on blood pressure, diabetes, and blood lipids.
Central adiposity can cause non-alcoholic fatty liver
disease, which could predispose to cirrhosis or
hepatocellular carcinoma (the commonest type of liver
cancer).” The positive assodations of BMI with cirrhosis
and liver cancer are unlikely to have been due to
confounding by alcohol, since drinking was not strongly
related to BMI in males and was inversely related to it in
females.

For cancer, the evidence of several positive associations
complements that from other million-person prospective
studies {eg, the Cancer Prevention Study-1I‘ and the
Million Women Study®). Possible mechanisms by which
obesity could cause cancer at particular sites have been
summarised elsewhere.® The overall inverse association
with cancer mortality in the lower BMI range
(15-25 kg/m?) was mainly due to inverse associations
with cancers of the lung and oesophagus. Most of the
oesophageal cancer deaths occurred before the 1990s, so
most are likely to have been squamous cell carcinomas,”
which are reported to be associated inversely with BMI,
rather than adenoccarcinomas, which are reported to be
associated positively:>* histological subtype is, however,
not available in the PSC. The inverse association for lung
and upper aerodigestive cancer combined was still
strongly negative even after exclusion of the first 10 years
of follow-up, implying that it was not chiefly a result of
reverse causality.

For COPD and other respiratory diseases, the inverse
associations with BMI in the range 15-25 kg/m? were
remarkably strong. In each sex, the inverse association
for respiratory mortality accounted for about 60% of the
difference in all-cause mortality between 15-20 kg/m?
and 22-5-25 kg/m? (figures 2 and 5). COPD can cause
weight loss over many years, so the inverse association
(even after exclusion of the first 15 years of follow-up)
might have been due mainly to reverse causality (ie, to
low BMI being an indicator of progressive COPD).
However, some close correlate of low BMI itself could
increase COPD progression and, hence, mortality.

The inverse associations with COPD, lung cancer,
and upper aerodigestive cancer were much steeper in
smokers than in non-smokers. Smoking is a major
cause of all three diseases, and the greater steepness in
smokers might have been due at least partly to
uncontrolled confounding by smoking intensity.
Smoking can cause weight loss,* and if greater intensity
of smoking were to cause increased weight loss, then
there would be a substantially greater proportion of
intensive smokers in the lower BMI categories, who
would be at greater risk of these conditions (both
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through direct effects and, possibly, as a result of being
less likely to quit). Although cigarettes smoked per day
varied little with BMI in this study, other evidence
(webappendix p 13) suggests that, for a specific number
of cigarettes per day, leaner smokers have substantially
higher blood cotinine concentrations than other
smokers do (and also substantially more lung cancer,
upper aerodigestive cancer, and COPD). Hence,
smoking intensity might confound associations with
BMI even in the absence of an association between BMI
and daily cigarette consumption. Alternatively, lower
BMI might somehow exacerbate the effects of smoking
on respiratory cancer or other respiratory disease. The
steep inverse associations for these diseases among
smokers are still largely unexplained.

This study did not assess measures of central obesity,
but other large epidemiological studies have done so.
In the ten-country EPIC prospective study (with
12000 deaths of known cause, of which 3000 were
vascular [vs 36000 vascular deaths in the PSC]),”* waist
circumference improved the ability of BMI to predict
vascular and all-cause mortality. In the 52-country
INTERHEART case~control study of acute myocardial
infarction (with 12000 cases),” a difference of 5 kg/m?
in BMI seems, for reasons that are not clear, to be of
much less relevance to heart disease (odds ratio ~1-12
[95% CI 1-08-1-16)) than it was in the PSC (HR 1-39
{1-34-1-44}) or in EPIC (HR ~1-4), and hence to be of
much less relevance than measures of central obesity
are, Since case-control studies have greater potential
for some types of bias, disentangling the interdepen-
dent associations of closely correlated anthropometric
variables with particular diseases might need
prospective studies that are even larger than this PSC
study.

This report cannot quantify the effects of present
levels of childhood obesity on adult mortality over the
next few decades; the relevance of obesity to mortality
in different ethnic groups; the substantial effects of
obesity on disability, quality of life, or non-fatal disease
(eg, osteoarthritis, obstructive sleep apnoea); or the
positive effects of some types of adiposity on prognosis
after some chronic disorders (eg, heart failure*
respiratory disease*) have already developed. It does,
however, quantify particularly reliably both the excess
mortality associated with low BMI (much of which
could be non-causal) and that associated with high BMI
(which would be even greater if full allowance could be
made for the extent to which chronic disease can cause
weight loss). If the overall inverse association at low
BMI is partly non-causal, then the real optimum BMI
might be somewhat lower than the apparent optimum
of about 23 kg/m2or 24 kg/m2,

The absolute excess mortality at BMI greater than
22.5-25 kg/m?2 was mainly vascular, but also partly
neoplastic, and was probably largely causal (ie, due to
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Figure 7: BMI versus lifespan in western Europe, year 2000

Estimated effects of the BM that would be reached by about 60 years of age on survival from age 35 years, identifying European Union (EU) mortality rates in 2000
with those for BMI 25-30 kg/m? and combining the disease-specific EU mortality rates with disease-specific relative risks (for details, see webappendix pp 18-20). The
absolute differences in median survival (but probably not in survival to age 70 years) should be robust to changes in mortality rates, and therefore generalisable
decades hence. (A) 3 main BMI categories. (B) 3 main and 2 higher BMI categories. {The 2 higher BMI categories account for just 2% of PSC participants, and so are

indicated by dashed fines.}

causal factors closely associated with BMI). Figure 7
shows, for different BMI levels in middle age, estimates
of the lifetime probabilities of surviving from age
35 years, which are calculated by applying the relative
risks that were considered likely to be causal
{(webappendix p 18) to disease-specific mortality rates at
ages 35-79 years from the EU in 2000.” (The year 2000
EU probability of surviving from birth to age 35 years
is 98%.) For both sexes, the median survival (figure 7A)
is reduced by 0-1 year for people who would, by about
age GO years, reach a BMI of 25-27 -5 kg/m?, by 1-2 years
for those who would reach 27.5-30 kg/m?, and by
2-4 years for those who would become obese
{30-35 kg/m?). Much less information was available for
BMI greater than 35 kg/m? (hence the dashed lines in
figure 7B), but the median survival seems to be reduced
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by about 8-10 years in those who would become
morbidly obese (40~50 kg/m2, which in the PSC is mainly
4045 kg/m2).

The extreme reduction in survival with morbid obesity
is about as great as the 10-year reduction caused by
persistent cigarette smoking in male British doctors born
in 1900-30, for whom the cigarette smoker versus
non-smoker mortality rate ratio was about 2-5 not only at
3569 years but also at 70-79 years of age.* In the present
report, the smoker versus non-smoker mortality rate ratio
is slightly less than 25 for men aged 35-69 years, and
much less than 2.5 for women aged 70-79 years
(webappendix p 7). In both cases this was partly because
many who were current smokers at baseline did not
smoke as many cigarettes when young as the British
doctors did (o7, indeed, as young smokers do nowadays),
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and partly because many who were current smokers at
baseline in the PSC would have quit during follow-up
{which is taken account of in the doctors’ study,* but not
in the PSC). The difference in mortality between smokers
and non-smokers in figure 6 therefore underestimates the
effects of smoking throughout adult life, but it could
likewise underestimate the effects of becoming obese well
before middle age.

These PSC relative risks for BMI, combined with recent
population BMI values,”™ suggest that in the present
decade, about 29% of vascular deaths and 8% of neoplastic
deaths in late middle age in the USA (where mean BMI®
at age 50 years was 28-5-29 kg/m2 in 2000) would have
been attributable to having a BMI greater than 25 kg/m?
for the UK (where mean BMI® at that age was about
1 kg/m? lower), the corresponding proportions would
have been about 23% and 6%, respectively. In both
countries, as elsewhere, these proportions will probably
increase if average BMI in middle age continues to rise,
even if rates of vascular and neoplastic mortality
continue to fall because of decreases in smoking,
improvements in treatment, or other reasons. Moreover,
since BMI is an imperfect measure of visceral and other
adiposity, the number of vascular and other deaths
attributable to all adiposity-related factors is probably
appreciably greater than these calculations suggest.

In adult life, it may be easier to avoid substantial
weight gain than to lose that weight once it has been
gained. By avoiding a further increase from 28 kg/m?2 to
32 kg/m2, a typical person in early middle age would
gain about 2 years of life expectancy. Alternatively, by
avoiding an increase from 24 kg/m? to 32 kg/m? (ie, to
a third above the apparent optimumy), a young adult
would on average gain about 3 extra years of life.
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CLINICIAN'S CORNER

Lipoprotein(a) Concentration and the Risk
of Coronary Heart Disease, Stroke,
and Nonvascular Mortality

The Emerging Risk Factors
Collaboration™

IPOPROTEIN(A) (LP[A]) 1SALOW-

density lipoprotein (LDL)-

like particle synthesized by the

liver that consists of an apoli-
poprotein B100 (apo Big) molecule co-
valently linked to a very large glyco-
protein known as apolipoprotein(a)
(apo[a]).'> The physiological and vas-
cular effects of the particle remain un-
certain, but Lp(a) has been shown to
enter the arterial intima of humans®;
in vitro and animal studies have re-
ported that Lp(a) can promote throm-
bosis, inflammation, and foam cell for-
mation.>”’

Many prospective epidemiological
studies have reported positive associa-
tions of baseline Lp(a) concentration
with coronary heart disease (CHD)
risk.®1% A literature-based meta-ana-
lysis of published data from 31 pro-
spective studies reported a relative risk
of 1.5 (95% confidence interval [CI],
1.3-1.6) in a comparison of people in
the top third vs those in the bottom
third of the Lp(a) distribution (corre-
sponding to mean values in these cat-
egories of approximately 50 vs 5
mg/dL).** However, such reviews®
have been insufficiently detailed to en-
able reliable assessment of the nature
of any independent association with
CHD and have not addressed possible

s CME available online at
B! www.jamaarchivescme.com
===l and questions on p 446.

412 JAMA, July 22/29, 2009—Vol 302, No. 4 (Reprinted)

Context Circulating concentration of lipoprotein(a) (Lp(al), a large glycoprotein at-
tached to a low-density lipoprotein-like particle, may be associated with risk of coro-
nary heart disease (CHD) and stroke.

Objective To assess the relationship of Lp(a) concentration with risk of major vas-
cular and nonvascular outcomes.

Study Selection Long-term prospective studies that recorded Lp(a) concentration and
subsequent major vascular morbidity and/or cause-specific mortality published between
January 1970 and March 2009 were identified through electronic searches of MEDLINE
and other databases, manual searches of reference lists, and discussion with collaborators.

Data Extraction Individual records were provided for each of 126 634 participants
in 36 prospective studies. During 1.3 million person-years of follow-up, 22 076 first-
ever fatal or nonfatal vascular disease outcomes or nonvascular deaths were re-
corded, including 9336 CHD outcomes, 1903 ischemic strokes, 338 hemorrhagic strokes,
751 unclassified strokes, 1091 other vascular deaths, 8114 nonvascular deaths, and
242 deaths of unknown cause. Within-study regression analyses were adjusted for
within-person variation and combined using meta-analysis. Analyses excluded par-
ticipants with known preexisting CHD or stroke at baseline.

Data Synthesis Lipoprotein(a) concentration was weakly correlated with several con-
ventional vascular risk factors and it was highly consistent within individuals over sev-
eral years. Associations of Lp(a) with CHD risk were broadly continuous in shape. In the
24 cohort studies, the rates of CHD in the top and bottom thirds of baseline Lp(a) dis-
tributions, respectively, were 5.6 (95% confidence interval [Cl], 5.4-5.9) per 1000 person-
years and 4.4 (95% Cl, 4.2-4.6) per 1000 person-years. The risk ratio for CHD, ad-
justed for age and sex only, was 1.16 (95% Cl, 1.11-1.22) per 3.5-fold higher usual
Lp(a) concentration (ie, per 1 SD), and it was 1.13 (95% Cl, 1.09-1.18) following fur-
ther adjustment for lipids and other conventional risk factors. The corresponding ad-
justed risk ratios were 1.10 (95% Cl, 1.02-1.18) for ischemic stroke, 1.01(95% Cl, 0.98-
1.05) for the aggregate of nonvascular mortality, 1.00 (95% Cl, 0.97-1.04) for cancer
deaths, and 1.00 (95% Cl, 0.95-1.06) for nonvascular deaths other than cancer.

Conclusion Under a wide range of circumstances, there are continuous, indepen-
dent, and modest associations of Lp(a) concentration with risk of CHD and stroke that
appear exclusive to vascular outcomes.

JAMA. 2009;302(4):412-423 www.jama.com

associations with ischemic stroke"! and
nonvascular outcomes, In particular,
Lp(a) concentration is believed to be
correlated with some lipid mark-
ers,!>1 but published studies have not
adjusted for them in a consistent way.
1t has been suggested that Lp(a) is as-

*The authors/writing committee and investigators/
contributors of the Emerging Risk Factors Collabo-
ration are listed at the end of this article.
Corresponding Author: John Danesh, FRCP, Emerg-
ing Risk Factors Collaboration Coordinating Centre,
Department of Public Health and Primary Care, Uni-
versity of Cambridge, Strangeways Research Labora-
tory, Cambridge CB1 8RN, England (erfc@phpc.cam
.ac.uk).
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sociated with CHD only at very high
concentrations,'*! but this sugges-
tion is controversial,'® indicating that
studies with greater power than hith-
erto are needed to characterize the
shape of any dose-response relation-
ship reliably.

The objective of this report is to pro-
duce reliable estimates of associations
of Lp(a) with CHD, stroke, and non-
vascular mortality, incorporating ad-
justment for potential confounding by
risk factors. The present study differs
from previous reports on Lp(a) in sev-
eral important ways that enhance its sci-
entific value and reliability. First, it is
large and comprehensive. Second, har-
monization of individual records al-
lows a consistent approach to adjust-
ment for lipids and other potential
confounders. Third, correction for
within-person variation (regression
dilution)'’*®in Lp(a) concentration and
in potential confounders has been made
by use of serial measurements in a sub-
set of participants. Fourth, individual
records are available for each partici-
pant, allowing detailed analyses un-
der different circumstances (such as by
age or at different lipid levels). Fifth,
individuals with known preexisting
CHD and stroke are excluded, limit-
ing any effects of clinically evident dis-
ease on Lp(a) concentration (ie, re-
verse causality). Given the substantial
variations in average Lp(a) levels across
available studies, we emphasize that the
current analyses compare participants
only within each contributing study.

METHODS
Study Design

Details of study selection, data collec-
tion, and harmonization procedures in
the Emerging Risk Factors Collabora-
tion (ERFC) have been described pre-
viously.!® Studies were identified
through electronic searches of data-
bases, scanning of the reference lists of
relevant articles (including previously
published reviews), and discussion with
collaborators of the ERFC (FIGURE 1).
Electronic searches, not limited to the
English language, were performed in
MEDLINE and EMBASE for studies

©2009 American Medical Association. All rights reserved.

LP(A) AND

RISK OF HEART DISEASE AND STROKE

Figure 1. Literature Search and Study Selection

2842 Articles identified through
electronic database search
and hand search of reference
lists of relevant articles

2748 Exciuded based on titles/abstracts
{did not fulfill the inclusion criteria)

94 Potentially relevant articles
reviewed

58 Excluded {did not fuffiil inclusion
criteria or duplicate publications)

36 Potentially eligible articles
identified

12 Unpublished studies identified

5

J

1

studies reviewed

48 Relevant articles or unpublished

12 Excluded
3 Did not uss quantitative methods
to assay Lp{a}
9 Authors were not able to provide data

meta-analysis

36 Studies included in the

Lp(a) indicates lipoprotein(a).

published between January 1970 and
March 2009 using terms related to
Lp(a) (eg, lipoprotein{a], Lp[a], apo[a],
apolipoprotein(a]) and cardiovascular
disease outcomes (eg, cardiovascular
disease, coronary heart disease, myocar-
dial infarction, stroke).

Studies were considered for inclu-
sion if they had baseline information on
age, sex, Lp(a), and several conven-
tional vascular risk factors; if they did
not select participants on the basis of
having previous cardiovascular dis-
ease; used quantitative Lp(a) assay
methods; recorded cause-specific mor-
tality and/or major vascular morbidity
using accepted criteria; and had ac-
crued more than 1 year of follow-up.

Thirty-six eligible prospective stud-
ies, 015162052 jncluding 12 that had not
previously published their findings,*
were included. These studies involved
a total of 126 634 individuals who had
no known prior history of CHD (ie,
myocardial infarction [MI] or angina,
which was defined in each study) or
stroke at the initial (baseline) exami-

*References 21, 24, 29, 31, 32, 38-42, 47, 50.

nation. The contributing studies com-
prise about 90% of relevant incident
CHD cases identified in known West-
ern studies (TABLE 1); several smaller
studies (collectively comprising about
10% of relevant known incident CHD
cases) could not supply data.*%' A few
studies®** could not be included be-
cause they did not use quantitative as-
say methods.

Concomitant information was avail-
able on Lp(a), age, sex, systolic blood
pressure, smoking habits, history of dia-
betes, body mass index, triglycerides,
and total cholesterol in 106 645 par-
ticipants from 30 studies. A total of
96 113 participants from 26 studies had
concomitant data on all the preceding
characteristics plus high-density lipo-
protein (HDL) cholesterol. To mea-
sure Lp(a), 2 studies used in-house as-
says, 32 used commercially available
assays, and 2 did not specify the assay
used. Twenty-one studies used enzyme-
linked immunosorbent assay meth-
ods, 9 immunoturbimetry or neph-
elometry, 3 immunoradiometry, and
lenzyme immunodiffusion (eTable 1;
available at http://www.jama.com).

(Reprinted) JAMA, July. 22/29, 2009—Vol 302, No. ¢ 413

Downloaded from www jama.com by guest on February 10, 2010

—194—



LP(A)‘AND RISK OF HEART DISEASE AND STROKE

Twenty-four studies used assays insen-
sitive to apo(a) isoforms.

In registering fatal outcomes, all con-
tributing studies used International
Classification of Diseases coding to at
least 3 digits and ascertainment was
based on death certificates. Twenty-

eight of the 36-contributing studies also
involved medical records, autopsy find-
ings, and other supplementary sources
to help classify deaths (eTable 2).
Twenty-nine studies used standard defi-
nitions of MI based on Monitoring
Trends and Determinants in Cardio-

Table 1. Characteristics of 36 Prospective Studies Contributing Data to the Current Analysis

vascular Disease (MONICA) or World
Health Organization criteria. Twenty-
five studies reported diagnosis of strokes
on the basis of typical clinical features
and characteristic changes on brain
imaging, and most attempted to pro-
vide attribution of stroke subtype.

No. of Events

Age at Median ’ Fatal/Nonfatal Stroke [

Survey, Follow-up Nonfatal | 1 Non-

Participants, Mean Lp(a), Median (5th-95th MI/CHD CHD Nonfatal Fatal Ische- Hemor- Unclas- CVD

Source? No/Male, No. {SD), vy (IQR), mg/dL Percentile) Death Death Mi Mi mic rhagic  sified Death

Cahort Studies
AFTCAPS®?C 902/745 59(7.1) 7.6(3.3-17.9) 5.7 (4.5-6.8) 21 1 20 1 3 0 0 7
ARIC,2 2001 14033/6087 54(5.7) 183(6.9-43.8) 14.1(50-15.7) 850 190 660 114 431 52 16 947
ATTICAZC 1508/777 51{11.1) 11.4(4.9-258.2) 5.0(6.0-5.0 0 4] Q 0 0 0 0 16
BRUN,? 1999 798/385 58 {(11.4) 8.8(4.4-216) 153(3.9-15.5) 53 31 22 19 24 14 120
CHARL®C 165/165 70 (7.5} 10.4 (3.4-22.3) 6.8(1.2-7.5) 19 3 16 2 0 2 7 15
CHS 1,2 2003 3860/1480 72(6.2) 126{4.822.2) 12.1(2.0-12.9 592 212 380 212 367 62 36 797
COPEN, ¢ 2008 7487/3144 50(13.6) 19.1{6.9-42.6) 7.4(2.4-89 283 36 247 0 184 39 94 525
DUBBO,Z 2002 2008/842 68 (6.7) 11.0(5.0-27.8) 14.1(1.8-14.9) 273 56 217 0 73 19 81 315
EAS,% 2001 637/323 64 (5.6) 92(3.7-25.4) 15.1(2.3-158) 54 25 29 18 0 2 34 123
FINRISK 92,77 2005 2201/1022 54 (8.2} 12.2{4.5-31.7) 11.8(4.4-11.9) 92 21 71 10 45 18 0 114
FRAMOFF,? 1996 2850/1316 54 (9.8) 16.7 (7.1-36.6) 12.0(5.7-14.4) 108 12 97 0 52 6 0 182
GOH»C 638/307 716.7) 17.5{100-37.0) 3.9(036.9) Q 0 o] 0 [¢] 0 0 0
GRIPS,® 1997 5784/5784 48 (5.1) 9.0 (4.0-25.0) 9.8 {4.8-10.0) 299 ¢} 289 0 0 4] 103 158
KIHD¥'© 1996/1996 53 (6.3) 86(3.8-22.1) 19.2{2.9-23.1) 386 11 375 6 104 34 3 239
NHANES 3%¢ 4496/1923 54 (15.7)  23.0{9.0-46.0) 7.5{3.9-9.0 107 107 0 38 0 0 48 321
NPHS 11, 2001 2375/2375 57 (3.4) 10.9{4.3-29.3) 8.3{35-10.4) 157 18 138 16 28 7 17 97
PRIME,* 2002 7441/7441 55 (2.9) 10.0 (6.0-30.0) 5.2(5.0-7.93) 115 13 102 10 24 3 3 92
PROCAM,® 1996 3198/2255 43(10.4) 4.0{2.0-13.0} 17.4 (6.3-18.6) 94 23 71 8 12 4 2 98
QUEBEC,® 1998 2012/2012 56 (6.9) 19.0{7.8-47.3) 5.3 {4.3-5.6) 53 5 48 4 [¢] 0 9 45
SHS,* 2002 3837/1515 56 {8.0) 3.0{1.1-6.7) 12.5(2.1-14.3) 416 133 283 62 8 8 177 750
TARFS®C 1400/667 54(10.5) 10.1(4.2-21.6) 2.2(1.2-4.5) 3 3 0 3 0 0 3 12
ULSAMSC 1866/1866 51 (4.5) 8.3(34-22.3) 27.1(5.9-35.8) 485 124 361 60 164 42 30 457
WHITE 2%¢ 7903/5467 49 (6.0} 21.0(12.0-46.0) 7.6(3.8-8.9 170 23 147 18 1 0 3 86
WHS,'s 2006 27791/0 55 (7.1) 10.6 4.4-32.8) 10.2(8.4-10.8) 227 10 217 4 229 25 1 540
WOSCOPS,® 2000 4617/4617 55 (5.6) 17.0(7.0-50.0) 5.0 (2.8-6.0) 299 80 239 0 0 0 61 83
ZUTeE"C 305/305 75 (4.5) 12.3(5.8-28.7) 9.1 (1.1-10.1) 42 13 29 9 1 1 25 65
Subtotal 112 108/54 816 55 (8.5) 12.96.0-32.7) 9.7 (3.6-15.7) 5199 1130 4069 614 1750 338 751 6204
Nested Case-Control Studies (individually Matched)
BUPA,* 1994 1605/1505 53(7.2) 18.2(8.7-47.7) 23.7{4.5-26.9) 208 208 0 170 0 0 0 173
FIA,* 1998 1492/1073 55 (7.6) 26.5(11.8-45.0) 3.7(0.5-86) 519 118 401 118 0 0 0 9]
FLETCHER,* 2007 689/541 57(143) 20.7(7.2-59.5) 5.6(2.2-6.4) 140 NA NA 0 0 0 0 0
HPFSC 726/726 63 (8.3) 13.0(6.6-37.3) 7.7 (3.0-8.5 220 35 185 9 0 0 0 18
MRFIT,* 2001 736/736 47 (5.6) 3.4 (1.2-9.3) 7.1{6.0-7.8) 246 19 227 13 Q 0 0 5
NHS,*® 2005 705/0 60 (6.5) 9.5(4.8-28.2) 8.0(1.4-8.8 234 27 207 27 0 0 0 10
Subtotal 5853/4581 55(0.6) 160(5405  70(1.3-259) 1567  407° 1020 337 0 0 0 208
Nested Case-Control Studies {Frequency-Matched)

BRHS%C 1861/1561 52 (6.3) 6.5(3.4-16.6) 20.3(3.7-23.6) 461 169 292 122 0 0 0 221
GOTO 33,5 1993 128/128 51{0.2) 10.2{4.2-32.0) 12.8(1.7-13.1) 16 7 9 4 0 0 0 7
REYK,™ 2008 6179/4359 55 (9.0) 9.3(2.9-228 20.3(3.3-33.5) 1850 810 1040 228 0 0 0 1476
USPHS,% 1993 805/805 60(9.0) 9.5{3.8-24.1) NA 243 22 221 22 153 0 0 0
Subtotal BB73/6853 55 (8.6) 87(3.2-21.8) 20.1(3.4-32.9) 2570 1008 1562 376 183 0 0 1704
Total 126634/65755  55(9.4) 12.6{4.9-32.1) 9.8(3.5-21.3) 9336 2645° 66510 1327 1903 338 751 8114

Abbreviations: CHD, coronary heart disease; IQR, interquartile range; Lp(a), lipoprotein(a); MI, myocardial infarction; NA, data not available; non-CVD, nonvascular.

2eAppendix 3 lists the study acronyms.

D Numbers sum to less than the total of CHD events because 1 study* did not provide separate data on CHD death and nonfatal MI.
CStudies that had not previously published their findings on LP{a) and vascular risk.
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Statistical Analyses

Details of the statistical methods are pro-
vided in eAppendixes 1 and 2. Normal
distributions were achieved by taking
natural logarithms (log,) of Lp(a). The
pooled standard deviation across stud-
ies in baseline log, Lp(a) concentration
was 1.25, which corresponds to about a
3.5-fold difference (ie, ¢*°) on the origi-
nal scale of Lp(a) measurement in mil-
ligrams per deciliter. The primary dis-
ease outcome was CHD (ie, first-ever MI
or fatal CHD), with subsidiary analyses
of stroke by subtype and all cardiovas-
cular deaths. Analyses involved a 2-stage
approach with estimates of association
calculated separately within each study
before pooling across studies by random-
effects meta-analysis. Parallel analyses
using fixed-effect models yielded very
similar results (eFigure 1).

For the 26 studies analyzed as prospec-
tive cohort studies, hazard ratios were cal-
culated using Cox proportional hazard re-
gression models stratified by sex (and,
where appropriate, by study group). The
assumptions of the proportionality of haz-
ards for log, Lp(a) levels were satisfied.
Each participant contributed only either
the first nonfatal outcome or death re-
corded at age 20 years or older (ie, deaths
preceded by nonfatal CHD or stroke were
not included in the analyses).

For the 10 “nested” case-control stud-
ies within prospective cohorts, odds ra-
tios were calculated using either condi-
tional or unconditional logistic regression
models, as appropriate. Hazard ratios and
odds ratios were assumed to approxi-
mate the same relative risk and are col-
lectively described as risk ratios (RRs).

To assess the shape of association,
study-specific RRs calculated within
overall quantiles (eg, tenths) of base-
line Lp(a) levels were combined by mul-
tivariate random-effects meta-analysis
and plotted against mean usual log. Lp(a)
levels within each quantile. Ninety-five
percent Cls were estimated from the
floated variances that reflect the amount
of information underlying each group
(including the reference group).” When
associations were approximately log-
linear, regression coefficients were cal-
culated to estimate the RR associated

©2009 American Medical Association. All rights reserved.
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with a 3.5-fold (ie, 1-SD) higher Lp(a).
Risk ratios were adjusted progressively
for age, sex, and several other conven-
tional risk factors, with evidence of as-
sociation indicated by the Wald x* sta-
tistic.%® Heterogeneity between studies
was assessed by the I statistic.”™® (P is
a measure.of consistency across stud-
ies: the percentage of variance in esti-
mated log, RRs that is attributable to be-
tween study variation as opposed to
sampling variation. Values of I* close to
0 indicate lack of evidence of heteroge-
neity.) Diversity at the study level (such
as differences by study design or labo-
ratory methods) was investigated by
grouping studies by recorded character-
istics and by meta-regression. Non-
HDL cholesterol (calculated by subtrac-
tion of HDL cholesterol from total
cholesterol) was used as the principal
marker of cholesterol content in proath-
erogenic lipoproteins (eAppendix 2).

Because most characteristics in epi-
demiological studies are measured with
some error and are subject to fluctua-
tions within individuals over time, cor-
rection for such regression dilution—
ideally, both in levels of Lp(a) and in
potential confounding factors—can help
avoid biases that may exaggerate ot ob-
scure associations.'% Regression dilu-
tion ratios for each characteristic were
calculated by regressing serial measure-
ments, taken from participants in the
ERFC, on the established baseline vas-
cular risk factors listed above plus base-
line levels of Lp(a) and duration of fol-
low-up (eAppendix 1)."%%

Correction for within-person varia-
tion in Lp(a) and in potential confound-
ers was achieved by use of conditional
expectations of long-term average (ie,
“usual”) levels of Lp(a) and error-
prone confounders predicted from these
regression calibration models, and used
in assessments of associations with dis-
ease tisk, as previously described.”7
Regression calibration models al-
lowed variability in Lp(a) to vary by its
baseline levels. Analyses were per-
formed using Stata software, release 10
(StataCorp, College Station, Texas), in-
volving 2-sided statistical tests, a sig-
nificance level of P<.05, and 95% Cls.

This study was approved by the Cam-
bridgeshire Ethics Review Committee
and was conducted and analyzed inde-
pendently from its funders.

RESULTS

Mean age at entry of participants was
57 (SD, 8) years and 48% were wom-
en; 47% were European and 50% North
American. During 1.3 million person-
years at risk (mean, 10.2 years to first
outcome), there were 9336 CHD out-
comes, 1903 ischemic strokes, 338
hemorrhagic strokes, 751 unclassified
strokes, 1091 other vascular deaths,
8114 nonvascular deaths, and 242
deaths of unknown cause (Table 1).

As expected, mean Lp(a) concentra-
tion varied across studies, but values
were as diverse within groups of stud-
ies that used similar assay methods as
across studies that used different meth-
ods (eFigure 2). The overall median of
Lp(a) at baseline was 12.6 (interquar-
tile range, 4.9-32.1) mg/dL. (To con-
vert to pmol/L, multiply by 0.0357.)
Blacks had more than a 100% higher
Lp(a) concentration than whites
(TABLE 2). Racial groups were exam-
ined separately in subanalyses.

Correlates and Within-Person
Variation Over Time

Lp(a) concentration was weakly corre-
lated with several known or suspected
risk factors: positively with total and non-
HDL cholesterol, apo By, and fibrino-
gen and inversely with log, triglycer-
ides. Lp(a) levels were 12% (95% CI,
8%-16%) higher in women and 11%
(95% Cl, 4%-17%) lower in people with
diabetes (Table 2). Repeat information
on Lp(a) was available in 6597 partici-
pants from 7 studies (mean interval, 8.3
years) (eFigure 3). The regression dilu-
tion ratio of log, Lp(a), adjusted for age
and sex, was 0.87 (95% CI, 0.81-0.93),
which was considerably higher in these
studies than those for total cholesterol
0.65,95% Cl, 0.62-0.65), HDL choles-
terol (0.72;95% CI, 0.70-0.75), log, tri-
glycerides (0.63;95% CI, 0.61-0.65), or
systolic blood pressure (0.52; 95% CI,
0.49-0.55).

(Reprinted) JAMA, July 22/29, 2009—Vol 302, No. 4 415

Downloaded from www.jama.com by guest on February 10, 2010

—196—



LP(A) AND RISK OF HEART DISEASE AND STROKE

Associations With CHD

Inanalyses adjusted for ageand sex only,
there were continuous associations of Lp
(a) with the risk of CHD, potentially con-
sistent with either a curvilinear or a log-
linear shape (FIGURE 2). Statistical tests
of the compatibility of the data with a
linear vs a quadratic model suggested a
better fit with a curvilinear shape
(P=.003) (eAppendix 1 and eTable 3).
Inanalyses restricted to participants with
complete information on relevant covar-
iates, the RR for CHD per 3.5-fold higher
Lp(a) level, adjusted forage and sex only,
was 1.16 (95% CI,1.11-1.22),and it was
1.13 (95% CI,1.09-1.18) following fur-
ther adjustment for systolic blood pres-
sure, smoking, history of diabetes, and
total cholesterol (TABLE 3). There was
moderate heterogeneity among studies

contributing to the fully adjusted CHD
result (I*=49%; 95% CI, 22%-66%)
(Table 3).

Findings were broadly similar in sub-
analyses of coronary death and nonfa-
tal MI (FIGURE 3 and eFigure 4), ad-
justed for mon-HDL and HDL
cholesterol (instead of total choles-
terol) and adjusted for fibrinogen, C-
reactive protein, or apo Al and apo By
(eTable 4). Because adjustment for total
cholesterol may obscure associations of
Lp(a) with disease risk because total
cholesterol includes the cholesterol
contained in Lp(a) particles, we con-
ducted sensitivity analyses that cor-
rected also for estimated Lp(a) choles-
terol concentration,” which gave a
higher RR than without such correc-
tion (eTable 4).

The findings were qualitatively simi-
lar in analyses that excluded the first 5
years of follow-up (eFigure 5), ignored re-
gression dilution (eTable 5), and used
fixed-effect models (eFigure 1). The RR,
adjusted for several conventional risk fac-
tors, was 1.27 (95% CI, 1.17-1.38) in a
comparison of those in the top third with
those in the bottom third of baseline
1p(a) concentration (¢Table 5). In the co-
hort studies, the rates of CHD in the top
and bottom thirds of baseline Lp(a) dis-
tributions, respectively, were 5.6 (95% ClI,
5.4-5.9) per 1000 person-years and 4.4
(95% C1,4.2-4.6) per 1000 person-years.

The RRs for CHD did not vary impor-
tantly by sex, non-HDL or HDL choles-
terol, triglycerides, blood pressure, dia-
betes, or body mass index (FIGURE 4).
There was no convincing evidence of ma-

RS P e e
Table 2. Summary of Available Data and Correlates of Lp(a) Levels

Summary of Available Data Correlates of Lp(a)
f 1 1
Percentage Difference (35% C) in Lp(a)
No. of No. of Mean (SD) Pearson Correlation Levels per 1 SD Higher or Compared

Studies  Participants or % r {95% CI)? With Reference Category of Correlate?

Log, Lpfa), mg/dL® 36 126634 2.37 (1.25)
Age at survey, y 36 126634 57 (8) 0.01 {0.00 t0 0.02) 2{0t03)
Sex 36 126634

Male 34 66250 52 Reference

Female 21 60384 48 12 {8to 16)
Race 26 91708

White 26 85046 93 Reference

Black 11 6223 7 119 {84 to 161)
Smoking status 35 122994

Never/former 35 89658 73 Reference

Current 34 33336 27 0(-2t03)
History of diabetes 36 121027

No 35 113991 94 Reference

Yes 34 7036 6 —11(-17 to ~-4)
Systolic bloed pressure, mm Hg 35 120643 134 (18) 0.01 (-0.01 10 0.02) 1{0to2)
Body mass indexd 35 123740 26 (5) ~-0.02 (-0.04 t0 0.00) ~4 (-6 to ~1)
Lipid markers, mg/dL

Total cholesterol 36 126128 228 (42) 0.12(0.10t0 0.13) 16 (1410 18)

HOL-C 33 114889 49 (15) 0.03 (0.02 to 0.04) 4(2t06)

Non-HDL-C 33 114876 178 (42) 0.11{0.0816 0.13) 14(12t017)

Log, triglycerides® 35 124232 4.85 (0.51) -0.05 (-0.07 to ~0.02) -6 (-8 to-3)

Apolipoprotein Al 21 91480 151 {29) 0.02 {0.00 to 0.04) 1{(-1104)

Apolipoprotein B 23 93058 108 (28) 0.11{0.09t0 0.13) 15{(11t0 18)
Inflarnmatory markers

Log, C-reactive protein, mg/L® 27 78153 0.62(1.12) 0.03 {0.01 t0 0.05) 4(2t08)

Fbrinogen, mg/dL 25 101346 326 (78) 0.08 {0.06 to 0.10) 1181015

S conversions: To convert total cholesterol, HDL-C, and non-HDL-C to mmoVL., multiply by 0.0259; triglycerides to mmolL, multiply by 0.0113; apolipoproteins to g/L, muitiply by 0.01;
C-reactive protein to nmol/L, multiply by 9.524; and fibrinogen to ymol/L, multiply by 0.0294.

Abbreviations: Cl, confidence interval; HDL-C, high-density fipoprotein cholesterol; Lifa), lipoprotein(a).

2pearson comrelation coefficients between log, Lp(a) and the row variables, pooled across studies using random-effects meta-analysis.

bPercentage change in Lp{a) levels per 1-SD increase in the row variable (or for categorical variables, the percentage difference in mean Lpia] levels for the category vs the reference),
adjusted for age and sex and allowing for random effects across studies.

CMedian finterquartile range) values were for Lpfa), 12.6 mg/dL (4.9-32.1 mg/dL); triglycerides, 120 mg/dL (86-173 mg/dL); and C-reactive protein, 1.75 mg/L. {0.82-3.87 mg/L).

9Body mass index is calculated as weight in kilograms divided by height in meters squared.
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jor variations in RRs of studies using
isoform-sensitive vs isoform-insensitive
assays or with other features of study de-
sign recorded (eFigure 6). Subsidiary
analyses restricted to people of European
continental ancestry (>>90% of the par-
ticipants) yielded very similar findings
to the overall findings described herein
(data available from the authors on re-
quest), but comparisons of RRs between
racial groups lacked power because data
were limited on other races/ethnicities
(eFigure 6). Ina common set of partici-
pants, the adjusted RR for CHD per 1-SD
higher Lp(a) concentration was consid-
erably weaker than the corresponding

LP(A) AND RISK OF HEART DISEASE AND STROKE

RR with non-HDL cholesterol (1.14 vs
1.66, respectively) (eFigure 7).

Associations With Stroke

Inanalyses adjusted forage and sex only,
the shape of association of Lp(a) with the
risk of ischemic stroke was indistinct
(Figure 2). Assuming a log-linear associa-
tion with risk, the age-and-sex-only—
adjusted RR forischemicstroke was 1.11
(95% CI, 1.02-1.20) per 3.5-fold higher
usual Lp(a) levels in analyses restricted
to participants with complete information
onrelevant covariates (Table 3). The RR
was 1.10 (95% CI, 1.02-1.18) following
further adjustment for systolic blood pres-

sure, smoking, history of diabetes, and
total cholesterol (Table 3). There was no
clear evidence of heterogeneity among
studies contributing to ischemic stroke
(P=30%;,95% C1,0%-64%). Theadjusted
RRs per 3.5-fold higher usual Lp(a) lev-
elswere 1.01 (95% CI,0.92-1.12) forun-
classified stroke and 1.06 (95% CI, 0.90-
1.26) for hemorrhagic stroke (Figure 3).

Associations With
Nonvascular Mortality

The adjusted RR for the aggregate of
nonvascular mortality was 1.01 (95%
CI, 0.98-1.05) (Figure 3). The ad-
justed RRs were 1.00 (95% CI, 0.97-

e R R e e e
Figure 2. Risk Ratios for Coronary Heart Disease, Ischemic Stroke, or Nonvascular Death by Quantile of Usual Lp(a) Level

Adjustment for age and sex only
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Lp(a) indicates lipoprotein(a); MI, myocardial infarction. Sizes of data markers are proportional to the inverse of the variance of the risk ratios. Confidence intervals (Cls) were
calculated using a floating absolute risk technique. Studies involving fewer than 10 cases of any outcome were excluded from the analysis of that outcome.
aFurther adjustment for usual levels of systolic blood pressure, smoking status, history of diabetes, body mass index, and total cholesterol. The x- and y-axes are shown on

a log scale. Lowest quantiles are referents.
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