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In the Me-Can project data from seven cohorts in Norway, Sweden,
and Austria were pooled to a total of 578,700 participants (study
period from 1972 till 2006). The cohort health examination included
measurements of height, weight and blood pressure, and circulating
levels of glucose, total cholesterol and triglycerides. The cohorts
were linked to their respective national register for the assessment of
cancer incidence (ICD-7), migration, vital status, and cause of death.
Basically, the research aim focused on associations of the metabolic
syndrome (MetS) factors and cancer (death) risk.

Generally, modelling was done by Cox PH regression with attained
age as time-scale, stratified by cohort (to account for differences in
measurement procedures) and adjusted for birth year, baseline age
and smoking status (when appropriate also for sex and body mass
index). In most instances the analyses were performed for males and
females separately.

Quintile analysis

Quintile cut-points were determined separately within each of the
seven cohorts, in both sex groups, and for glucose, cholesterol, and
triglycerides also in categories of fasting time. After putting together
the data, hazard ratios were estimated with the lowest quintile as the
reference.

Analysis of z-scores
To allow the determinants to be compared on the same scale, the
exposure variables were transformed to standardised z-scores with a

mean of 0 and a standard deviation of 1 (glucose and triglycerides In-
transformed). Also, a combined MetS score was constructed from the
standardised sum of the separate z-scores. We calculated extra
models with further adjustments for the other MetS variables.

Measurement error

Based on repeated readings, correction for random error and within-
person variability of the exposure measurements was performed, to
counteract regression dilution bias of risk associations. The
regression dilution ratio and the regression calibration method were
applied (both based on linear mixed effect models).
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Lag-time analysis

In the regression models the follow-up starting point was set at one
year after the baseline examination in order to reduce the possibility
of reverse causation. In some studies we did additional checks with a
time lag of 5 years.

Splines

Investigation of the shape of the association of z-score factors with
risk was analysed in certain studies by using restricted cubic spline
regression with knots placed at the 5t, 35t, 65t and 95t percentiles
and linear models, compared with likelihood ratio tests.

Sex-specific risk estimates of incident cancer by site per unit MetS score (standardised sum of the five separate z-scores)

Males
HR (95% C1)
ncases
| ,
Liver, intrahepatic bile ducts 185 | —O—H 1.43 (116 - 1.76)
Kidney, renal cell 585 ! ————  143(1.27 - 1.61)
Gallbladder, biliary tract 28 ! -4'—7% 1.33 (0.98 - 1.81)
Colon 1708 —— 1.29 (1.20 - 1.38)
Oesophagus 232 1 _— 1.27 {1.05 - 1.54)
Rectum, anus 1074 | B — 1 1.20 (1.09 -1.31)
Leukemia 454 —_— 1 1.19 (1.04 - 1.37)
Lip, oral cavity, pharynx 550 3 —— i 1.15 (1.01 - 1.30)
Bladder 1484 | —— i 1.10 (1.02 - 1.19)
Thyreid gland Mg | —— | 1.09 (0.83 - 1.43)
Pancreas 48 —r— 1 1.06 (0.92 - 1.21)
Other cancers 1075 I 1 1.06 (0.97 - 1.15)
Melanoma of skin 988 | - H 1.03 (0.94 - 1.13)
Nonmelanoma of skin 756 i —— 1 1.02 (0.91 -1.14)
Larynx, trachea/bronchus/lung 2786 | - H 1.02 (0.97 - 1.08)
Multiple myeloma 306 | I H 1.01 (0.85 - 1.20)
Brain, nervous tissue 39 | . H 0.99 (0.85 - 1.15)
Testis 245 | ——e—— ! 0.97 (0.80 - 1.18)
Prostate 6410 ! - ! 0.96 (0.93 - 1.00)
Hodgkin's lymphoma 89 ———— ! 0.95(0.69 -1.32)
Stomach g1 | ——1 ! 0.94 (0.84 - 1.04)
Non-hodgkin's lymphoma 734 | ——1 i 0.0 {0.80 - 1.01)
0.75 1.00 1.50
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Females
HR (95% CI)
ncases
| '
Endometrium 989 i —i—’% 1.56 (1.42 - 1.70)
Pancreas 283 ! ——> 1.53(1.29.1.81)
Kidney, renal cell 261 ! —'—ﬁ 1.40 (1.16 - 1.67)
Cervix uteri 412 ! —_— 1.27 (1.09 - 1.47)
Other cancers 722 1 _— 1.27 {1.15 - 1.40)
Gallbladder, biliary tract 91 | T 1.24 (0.90 - 1.70)
Lip, oral cavity, pharynx 173 | T 1.23 (0.98 - 1.55)
Stomach 382 i e a— 1 1.17 (1.00 - 1.37)
Rectum, anus 588 i —_— H 1.17 (1.03 - 1.32)
Liver, intrahepatic bile ducts 64 i : 1.16 (0.78 - 1.71)
Brain, nervous tissue 225 i —_— 1.14 (0.93 - 1.41)
Colon 1237 | — 1 1.13(1.03 - 1.23)
Nonmelanoma of skin 374 | S B — H 1.04 (0.89 - 1.23)
Ovary 667 i —— | 1.02 (0.91 - 1.15)
Leukemia 245 e H 1.01(0.82 - 1.23)
Thyroid gland 240 | ———4——— ! 1.00 (0.81 - 1.23)
Non-hodgkin’s lymphoma 492 | —_— H 0.99 (0.86 - 1.14)
Larynx, trachea/bronchus/lung 292 | — B 0.99 (0.89 - 1.10)
Multiple myeloma 191 _ B 0.95(0.75 - 1.20)
Bladder 303 — ! 0.95(0.79 - 1.14)
Breast 4696 | —+—| ! 0.95(0.91 - 0.99)
Melanoma of skin 697 —_— 0.94 (0.83 - 1.06)
0.75 1.00 1.50

Hazard Ratio
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