SUPPLEMENTARY DATA

Supplementary Figure 1. Pairwise crude Spearman correlations among biomarkers, age and BMI in (a) diabetes
cases and (b) non-cases. The dot indicates significant correlations after multiple comparison correction based on
the false discovery rate<0.05.
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SUPPLEMENTARY DATA

Supplementary Figure 2. Biomarker correlation network comparing 1303 diabetes cases versus 1627 non-cases
based on varied thresholds for selecting significant edges. The width of the edge is proportional to the
corresponding difference in the biomarker correlation between cases and non-cases. A solid edge indicates that
the absolute value of the correlation is stronger in cases than in non-cases, and a dashed edge indicates the
opposite. The color of the edge indicates the direction of the correlation in cases and non-cases: Red - positive
correlations in both cases and non-cases; Green - negative correlations in both cases and non-cases; Grey -
opposite correlations between cases and non-cases.

(@) A lower threshold of |Ar[>0.1 and z>3 (equivalent to a 2-sided p-value<0.0027)
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(b) A higher threshold of |Ar|>0.2 and z>4 (equivalent to a 2-sided p-value<0.00006)
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Supplementary Figure 3. Pairwise crude Spearman correlations among biomarkers, age and BMI in diabetes
cases: (a) diagnosed >10 years after blood collection; (b) diagnosed 5-10 years after blood collection; (c)
diagnosed <5 years after blood collection. The dot indicates significant correlations after multiple comparison
correction based on the false discovery rate<0.05.
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(b)

Correlations in cases diagnosed 5—-10 years after blood collection.
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(©)

Correlations in cases diagnosed <5 years after blood collection.
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Supplementary Figure 4. Pairwise partial Spearman biomarker correlations adjusted for age and BMI in (a)
diabetes cases and (b) non-cases. The dot indicates significant correlations after multiple comparison correction
based on the false discovery rate<0.05.
(a)

Partial correlations in cases

Proinsulin - i ) 1 ol ) T T T N |
C—peptide - ; N ol N .
Fasting insulin - . e | [ T BT . R | [

HbA1cC- N ] HE _ [ e e
CRP- HNE ) Bl EH EEEET el eeEe
ILG- HE . ol o ] e B
IL18- ) N NN EANE . i |
sTNFR2- _ ] ) [ .l
Leptin- _ N --
s0B-R- . _ B 5 | ] . | = s i
ADPN _ S - mE . _ S EEE Correlation
HMW ADPN - ) e | _ | [ [ - C|F O !“—75
Resistin- _ . ) ) .-
E-sel- L] ) o o[ SR .
ICAM- D EE. EEEEE OE 0-00
VCAM- . . e [ a . _| B I
IGF-1- R BN | (AT . | '—.?5
Free IGF- .. .. ] ol )
IGFBP-1- . _ | | Bl
IGFBP-2- _ o | | [
IGFBP-3- [ O
Ferritin- _ N ]
sTIR- . N .
VitaminD- . _ 1l
HGE - N .
HCO3- . 1
Creatinine-! _

Q&S AN
%Q?ég'd“j%o Q&bq;s, X

(b)
Partial correlations in controls

Proinsulin - . D | | ; ) |
C—peptide - _ B | . . . .
Fasting insulin - | NN E [T i o |
HbA1C- . - . [ |
CRP- ) o el NN NEE e [
ILG- B o oo R P
IL18- . . HEEN . B N
sTHNFR2- _ | N | | o [ [ |
Leptin- . o ; ] -- ; B e
sOB-R- . . - - n _ 2 e [ _ |- . B i
ADPN . " mE : . ] —— Correlation
HMW ADPN - o ] . [ = . . | ! 0.75
Resistin- _ . |
E-sel- N o | e )
ICAM- . . o [ .
VCAM- B ) B . [ )
IGF-1- . H mam ) . . i -0.75
Free IGF - i i B B N B :
IGFBP-1- i N [ [
IGFBP-2- B N .
IGFBP-3- B ... _n
Ferritin - N | .
sTIR- . N .
Vitamin D- _ [ |
HGE - [ |
HCO3- . 1l
Creatinine-! .

SSRGS "‘ﬁf XX ﬁg@?} wplpeateny®
PGS R R o O o & 2 A P
& S PrONS

0.00

©2018 American Diabetes Association. Published online at http://diabetes.diabetesjournals.org/lookup/suppl/doi:10.2337/db18-0892/-/DC1



SUPPLEMENTARY DATA

Supplementary Figure 5. Differences in biomarker correlations between cases and non-cases: (a) differences in
crude Spearman correlations (i.e., compare Supplemental Figure la and 1b) and (b) differences in partial
Spearman correlations adjusted for age and BMI (i.e., compare Supplemental Figure 4a and 4b).
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(b)
Difference in partial correlations between cases and controls
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Supplementary Figure 6. Biomarker correlation network comparing 1303 diabetes cases versus 1627 non-cases
using blocked permutation tests, with the case and non-case status randomly assigned within BMI quintiles.
Significant edges were identified by the threshold of both |Ar[>0.15 and z>3.5 (equivalent to a 2-sided p-
value<0.0005). The width of the edge is proportional to the corresponding difference in the biomarker correlation
between cases and non-cases. A solid edge indicates that the absolute value of the correlation is stronger in cases
than in non-cases, and a dashed edge indicates the opposite. The color of the edge indicates the direction of the
correlation in cases and non-cases: Red - positive correlations in both cases and non-cases; Green - negative
correlations in both cases and non-cases; Grey - opposite correlations between cases and non-cases.
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