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Supplementary Figure 2

General disease biomarkers for PA and MMA (increased), from DI-HRMS analysis
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Supplementary Figure 3
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Supplementary Figure 4
PLS-DA, VIP-scores and heatmap for PA samples versus control samples
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Supplementary Figure 5
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Su lementa Fiqure 6 — Acute metabolic decompensations
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Supplementary Figure 7 — Acute metabolic decompensations
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Supplementary Figure 8 — Acute metabolic decompensations
— Plasma, targeted
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Supplementary Figure 9
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Supplementary Figure 10 — Acute metabolic decompensations
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Supplementary Figure 11 — Acute metabolic decompensations
— Dried blood spots
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Supplementary Figure 12
PLS-DA, VIP-scores and heatmap for MMA samples versus control samples

A) DBS S

Q ® Control Methylmalonic acid (-] I

9
] - oo
® MMA Propionylcarnitine| @ . Methylmalonic acid IMMA
©) (@) Propionic acid .. Kinetensin 1-3
Trimethylamine N-oxide .. Prostaglandin E2 I
o Ne-Ne dimethyllysinej .. Aspartyl-Glutamine |
S 4-hydroxybenzoic acid . )
- o Pyruvic acid Bl i Glycine o
O Glycine .. 2-Methylcitric acid 00
Kinetensin 1-3| . Hydroxybutyrylcarnitine
o O L-Acetylcarnitine| .. 5-Hydroxymethyl-4- Hura
0 -
O 2-Methylcitric acid .. L-Acetylcarnitine 0
C@ Ratio aminoadipic acid/histidine ) i -
O 5-Hydroxymethyl-4-methyluracil Linoelaidyl carnitine
() 8 Aspartyl-Glutamine| Il Galactitol
o - Linoelaidyl carnitine| 2,5-Dichloro-4-oxohex-2-ened
xR O y o
(o) (@] (@) Galactitol ] Ratio aminoadipic acid/histidin
(@) O (@) Prostaglandin E2 .. 4-hydroxybenzoic acid
Jp-Dichloro-4-oxohex-2-enedioate| ] Malonic acid
alonic aci
o ©) Hydroxybutyrylcarnitine| ..
@ (@) Malonic acid ] Pyruvic acid
T T T Ne-Ne dimethyllysine
20 30 40 Propionylcarnitine
! ! ! ! VIP scores Propionic acid
-500 0 500 1000 Trimethylamine N-oxide

Component 1 (84.6 %)

T
It
>

Component 2 (2.2 %)

e}
¢

-

o3

© .....O...OO...

—_
o

B) Plasma \@\v
Q
0 ®® 0500
® Control Propionylcarnitine 7o) .. Galactonic acid Ifﬂn‘:o'
o ® MMA ionic aci
s | Propionic acid o .. Azelaic acid
S Methylmalonic acid (-] . i I‘d°°°
o (@) Galactonic acid ° .. 13S-hydroxyoctanoic E|
@ Trimethylamine N-oxide - .. 13-OxoODE B..
Azelaic acid o .. Prostaglandin E2
o o 2-Methylcitric acid @ B High 5,6-Epoxy-8,11,14-eicosatoier
9 13S-hydroxyoctanoic acid (-] .. Leukotriene B4
© Ratio aminoadipic acid/histidine | - -@ [ ) 1000
5] A . . 15S-Hydroxyeicosatrighoic ac
0 o 2-3-Diaminopropionic acid Q . B I
: 8 . 13-Ox0ODE ) 3-Dehydroxycarnitine &
< o Leukotriene B4 o Methylmalonylcarnitine
5] i
S Dracunculin| -@ Il Sphingosine 1-phosphate
2 .
€ o 3-Dehydroxycarnitine | -@ I Trimethylamine N-oxide
Q o Methylmalonylcarnitine
§ s 4 vimalonylcarnitine | -@ ]| L 2-Methylcitric acid
N 5S-Hydroxyeicosatrienoic acid | ‘@ .. ow
Prostaglandin E2 | @ .. Dracunculin
3-Deoxy-D-glycefo-D-galacto-2-nonulosonic acid | @ .. 3-Deoxy-D-glycero-D-galacto-
8 5,6-Efoxy-8,11,14-eicosatrienoic acid | @ .. Ratio aminoadipic acid/histidin
S . .
® O Sphingosine 1-phosphate | @ .. 2-3-Diaminopropionic acid
| | | | | | Propionylcarnitine
5 10 15 20 25 30 Propionic acid
T I I I | Methylmalonic acid
-500 0 500 1000 1500

VIP scores
Component 1 ( 34.4 %)



Supplementary Figure 13
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Supplementary Figure 14 — Acute metabolic decompensations
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Supplementary Figure 15 — Acute metabolic decompensations
— Dried blood spots

Methylmalonic acid (DI-HRMS) ---Piasma

PA, P.14 PA, P.18
1000 A

750

500

Z-score

250 -

MMA, P.01 MMA, P.02 MMA, P.03
1000 -

750
500

250 -

MMA, P.06 MMA, P.07 MMA, P.10
1000 -

750
500 -

250 -

PA, P.19

Z-score
>
L)
>
=
L)
=

1000 -

750

- | L

PA, P.22 PA, P.23 PA, P.24
1000 -

750
500 -

250 -

0 - ° (XX 0 (X ) LX) =)

T T T
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

Age (y)




Supplementary Figure 16 — Acute metabolic decompensations
— Plasma, targeted
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Supplementary Figure 17
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Supplementary Figure 18
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Supplementary Figure 19 — Acute metabolic decompensations
— Plasma, targeted
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Supplementary Figure 20
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Supplementary Figure 21
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Supplementary Figure 22
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Supplementary Figure 23
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Supplementary Figure 24 — Acute metabolic decompensations
. — Plasma, targeted
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Supplementary Figure 25
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Supplementary Figure 26
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Supp|ementary Figure 27 — Acute metabolic decompensations

— Urine, targeted
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Supplementary Figure 28 — Acute metabolic decompensations
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— Acute metabolic decompensations
— Urine, targeted

Supplementary Figure 29
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Supplementary Figure 30
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Supplementary Figure 31 — Acute metabolic decompensations
— Urine, targeted
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Supplementary Figure 32
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Supplementary Figure 33
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Supplementary Figure 34 — Acute metabolic decompensations
e ae we — Plasma, targeted
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Supplementary Figure 35 — Acute metabolic decompensations
— Dried blood spots
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Supplementary Figure 36
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Supplementary Figure 37 — Acute metabolic decompensations
— Dried blood spots
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Supplementary Figure 38
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Supp|ementary Figure 39 — Acute metabolic decompensations
. — Plasma, targeted
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Supp|ementary Figure 40 — Acute metabolic decompensations
— Plasma, targeted
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Supplementary Figure 41 — Acute metabolic decompensations
— Urine, targeted
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Supp|ementary Figure 42 — Acute metabolic decompensations
— Dried blood spots
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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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Supplementary Figure 44
PLS-DA, VIP-scores and heatmap for AMD samples versus no AMD samples, for PA only
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