Supplementary Figure S1
A

Univ. t-test

scyllo-Inositol
Univ. FD Multi. OPLS

Time to Diagnosis

02 46 8101214161820 0 2 4 6 8 1012141618200 2 4 6 8 101214161820

Univ. t-test

Time Between Repeated Samples

Uric acid
Univ. FD Multi. OPLS

Time to Diagnosis

SREr ARRaEEe.

{

Time to Diagnosis

0 &

02 46 8101214161820 0 2 4 6 8 1012141618200 2 4 6 8 101214161820

Time Between Repeated Samples

B myo-Inositol

Univ. FD

Time to Diagnosis

Multi. OPLS

o

Time Between Repeated Samples

D Glycine
Univ. t-test Univ. FD

2 46 8101214161820 0 2 4 6 8 1012141618200 2 4 6 8 10 12 14 16 18 20

Multi. OPLS

<0.001

= = <0.01

— 1 <0.05

<0.10

<0.20

— —1>0.20

02 46 81012141618200 2 4 6 8 1012141618200 2 4 6 8 10 12 14 16 18 20

Time Between Repeated Samples



bebj0009
Typewritten Text
A

bebj0009
Typewritten Text
B

bebj0009
Typewritten Text
C

bebj0009
Typewritten Text
D

bebj0009
Typewritten Text
Supplementary Figure S1

bebj0009
Typewritten Text


Time to Diagnosis

Time to Diagnosis

Creatinine F Erythronic acid

Univ. t-test Univ. FDR Multi. OPLS Univ. t-test Univ. FD Multi. OPLS
12 J0 . T .
11 - T -
<0.001
10 - T -
9 1 @ 9r o T 1
0
8 - 2 s H T -
(@)]
7 1 S 7 & T -
&)
6 - o 6[ = T -
5 1 O 5L 1 ] = <001
£
4 . = a4 T .
3 . 3 T .
2 . . 2 T .
1 . 1 T, .
0 u. 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 O _I'_. 1 1 1 _‘l'l| 1 ln 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 — — <005
0246 8101214161820 0 2 4 6 8 101214161820 0 2 4 6 8 101214161820 0246 8101214161820 0 2 4 6 8 1012141618200 2 4 6 8 10 12 14 16 18 20
Time Between Repeated Samples Time Between Repeated Samples
Cysteine H 4-Hydroxyphenylacetic acid
Univ. t-test Univ. FD Multi. OPLS Univ. t-test Univ. FD Multi. OPLS
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T <010
- 12 - 4 4 -
- 11 - 4 4 -
- 10 - 4 4 -
0
i o 4 i
c <0.20
(@)]
. ('_5 a4 .
&)
1 o 1 1
i o i
£
i - i
| | —  —>0.20
0246 8101214161820 0 2 4 6 8 101214161820 0 2 4 6 8 101214161820 0246 8101214161820 0 2 4 6 8 1012141618200 2 4 6 8 10 12 14 16 18 20

Time Between Repeated Samples Time Between Repeated Samples


bebj0009
Typewritten Text
H

bebj0009
Typewritten Text
G

bebj0009
Typewritten Text
E

bebj0009
Typewritten Text
F


Time to Diagnosis

Time to Diagnosis

Univ. t-test

Aceturic acid
Univ. FD

Multi.

PLS

0246 8101214161820 0 2 4 6 8 101214161820 0 2 4 6 8 101214161820
Time Between Repeated Samples

Univ. t-test

Proline
Univ. FDR

0246 8101214161820 0 2 4 6 8 101214161820 0 2 4 6 8 101214161820
Time Between Repeated Samples

Multi. OPLS

Time to Diagnosis

Time to Diagnosis

Univ. t-test

Erythritol
Univ. FD

Multi. OPLS

02 46 8101214161820 0 2 4 6 8 1012141618200 2 4 6 8 10 12 14 16 18 20

Univ. t-test

Time Between Repeated Samples

Glyceric acid
Univ. FD

0246 8101214161820 0 2 4 6 8 1012141618200 2 4 6 8 10 12 14 16
Time Between Repeated Samples

Multi. OPLS

18 20

<0.001

<0.01

<0.05

<0.10

<0.20

>0.20


bebj0009
Typewritten Text
L

bebj0009
Typewritten Text
K

bebj0009
Typewritten Text
I

bebj0009
Typewritten Text
J


Time to Diagnosis

Time to Diagnosis

Urea
Univ. t-test Univ. FDR Multi. OPLS
12
11 r
10 f
.

0246 8101214161820 0 2 4 6 8 101214161820 0 2 4 6 8 101214161820
Time Between Repeated Samples

N-Acetylglucosamine

Univ. t-test

Univ. FDR Multi. OPLS

02 46 8101214161820 0 2 4 6 8 1012141618200 2 4 6 8 101214161820

Time Between Repeated Samples

N Phosphate

Univ. t-test Univ. FDR Multi. OPLS

12 |
11

10

Time to Diagnosis

0

0246 8101214161820 0 2 4 6 8 1012141618200 2 4 6 8 10 12 14 16 18 20
Time Between Repeated Samples

Supplementary Figure S1 description:

To validate the statistics for the 15 metabolites found to be significant in the region
of interest for biomarker pattern detection, we compared their individual SMART-
observation distribution pattern to simulated random data. (A-O) SMART-
observation plots for the 15 metabolites highlighting estimated probability of the
intensities when comparing the individual metabolite to the 95 percentile for the
simulated data. An estimated probability of < 0.05 means that the probability of
getting this results as a random event, is less than 5%. For each metabolite the
estimated probability was shown for univariate t-test (left panel), univariate t-test
with FDR < 0.2 (center panel) and using multivariate OPLS significance (right
panel). The plots shows that the region of interest is also highlighted for individual
metabolites.
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Supplementary Figure S1 description: 
To validate the statistics for the 15 metabolites found to be significant in the region of interest for biomarker pattern detection, we compared their individual SMART-observation distribution pattern to simulated random data. (A-O) SMART-observation plots for the 15 metabolites highlighting estimated probability of the intensities when comparing the individual metabolite to the 95 percentile for the simulated data. An estimated probability of < 0.05 means that the probability of getting this results as a random event, is less than 5%. For each metabolite the estimated probability was shown for univariate t-test (left panel), univariate t-test with FDR < 0.2 (center panel) and using multivariate OPLS significance (right panel). The plots shows that the region of interest is also highlighted for individual metabolites. 
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