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General disease biomarkers for PA and MMA (increased), from DI−HRMS analysis
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General disease biomarkers for PA, from DI−HRMS analysis
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PLS-DA, VIP-scores and heatmap for PA samples versus control samples
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PLS-DA, VIP-scores and heatmap for MMA samples versus control samples
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Biomarkers AMD for PA and MMA, from clinical chemistry
Urea (PL) Glucose (PL) Ammonia (PL) Ionized calcium (PL)

PA MMA

No Yes No Yes

−5

0

5

10

15

20

25

30

35

40

45

Acetylcysteine (PL)

PA MMA

No Yes No Yes

−2

−1

0

1

2

3

4

Cortisol (PL)

PA MMA

No Yes No Yes

−5
0
5

10
15
20
25
30
35
40
45
50
55
60

3-Hydroxyisovaleric acid (PL)

PA MMA

No Yes No Yes

−5

0

5

10

15

20

25

30

Fructoseglycine (PL)

Supplementary Figure 18
Z-

sc
or

e

No Yes No Yes

0
1
2
3
4
5
6
7
8
9

10
11
12
13
14
15
16

No Yes No Yes

0

5

10

15

20

25

30

35

40

45

50

No Yes No Yes

0

200

400

600

800

1000

1200

1400

1600

1800

2000

No Yes No Yes

0.90

0.95

1.00

1.05

1.10

1.15

1.20

1.25

1.30

1.35

1.40
PA MMA PA MMA PA MMA PA MMA

Z-
sc

or
e

Biomarkers AMD for PA, from DI-HRMS analysis



PA, P.14 PA, P.18

0 2 4 6 8 10 12 14 16 18 20 0 2 4 6 8 10 12 14 16 18 20

0

5

10

15

20

25

Z−
sc

or
e

Urea (PL)

PA, P.22 PA, P.23 PA, P.24

PA, P.16 PA, P.17 PA, P.19

MMA, P.06 MMA, P.07 MMA, P.10

MMA, P.01 MMA, P.02 MMA, P.03

0 2 4 6 8 10 12 14 16 18 20 0 2 4 6 8 10 12 14 16 18 20 0 2 4 6 8 10 12 14 16 18 20

0

5

10

15

20

25

0

5

10

15

20

25

0

5

10

15

20

25

0

5

10

15

20

25

Age (y)

Z−
sc

or
e

Supplementary Figure 19
Plasma, targeted
Acute metabolic decompensations



PA, P.14 PA, P.18

0 2 4 6 8 10 12 14 16 18 20 0 2 4 6 8 10 12 14 16 18 20

0

250

500

750

1000

Z−
sc

or
e

Ammonia (PL)

PA, P.22 PA, P.23 PA, P.24

PA, P.16 PA, P.17 PA, P.19

MMA, P.06 MMA, P.07 MMA, P.10

MMA, P.01 MMA, P.02 MMA, P.03

0 2 4 6 8 10 12 14 16 18 20 0 2 4 6 8 10 12 14 16 18 20 0 2 4 6 8 10 12 14 16 18 20

0

250

500

750

1000

0

250

500

750

1000

0

250

500

750

1000

0

250

500

750

1000

Age (y)

Z−
sc

or
e

Supplementary Figure 20
Plasma, targeted
Acute metabolic decompensations



Biomarkers AMD for PA (increased), from targeted metabolic assays
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Correlation to ammonia in plasma, from targeted metabolic assays
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Correlation to Ammonia in plasma, from DI−HRMS analysis
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Supplementary Figure 40
Plasma, targeted
Acute metabolic decompensations
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Supplementary Figure 41
Urine, targeted
Acute metabolic decompensations
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Plasma
Dried blood spots
Acute metabolic decompensations
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Supplementary Figure 43
PLS-DA, VIP-scores and heatmap for AMD samples versus no AMD samples, for PA and MMA
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