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studies with a very low risk of confounding bias, or
chance and a high probability that the relationship is
causal.

2" Well conducted case—control or cohort studies with
a low risk of confounding, bias, or chance and a
moderate probability that the relationship is causal.

2" Case—control or cohort studies with a high risk of
confounding, bias, or chance and a significant risk that
the relationship is not causal.

"Grade of recommendation & criteria"

A If level 1 evidence was found (not the case).

B If level 2 evidence was found.

C If level 3 evidence was found (mainly non-analytical
studies such as case reports and case series).

D If level 4 evidence was found (mainly expert opinion).

17" High quality meta-analyses, systematic reviews of
randomized control trials (RCTs), or RCTs with a very
low risk of bias.

17 Well conducted meta-analyses, systematic reviews of
RCTs, or RCTs with a low risk of bias.

1" Meta-analyses, systematic reviews or RCTs, or RCTs
with a high risk of bias.

2" High quality systematic reviews of case—control or
cohort studies or high quality case—control or cohort
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intoxication

« Migraine-like headaches, tremor, ataxia, dysarthria

+ Acute encephalopathy (see below) « Asterixis (in adults)

. Seizures (generally not isolated but along with an . Learning disabilities, neurodevelopmental delay, mental retardation
altered level of consciousness)

« Ataxia (generally associated with altered consciousness level) « Chorea, cerebral palsy

+ Stroke-like episodes

« Transient visual loss

+ Protracted cortical visual loss

« Progressive spastic diplegia or quadriplegia (described in ARG1D
and HHH syndrome)

» Vomiting and progressive poor appetite . Protein aversion, self-selected low-protein diet

« Liver failure

+ Multiorgan failure

+ Abdominal pain, vomiting

- Failure to thrive

+ Peripheral circulatory failure + Hepatomegaly, elevated liver enzymes

« “Post-partum psychosis” . Psychiatric symptoms: hyperactivity, mood
Iteration, behavi I changes, aggressiveness

« Psychiatric symptoms (hallucinations, paranoia, « Self-injurious behaviour

mania, emotional or personality changes)

In neonates:

« Autism-like symptoms
- Fragile hair (typical for ASLD)

+ sepsis-like picture, temperature instability « Dermatitis
- respiratory distress, hyperventilation

« Fever
« Vomiting

« Gastrointestinal or internal bleeding

« Decreased energy or protein intake (e.g. fasting pre surgery, major weight loss in neonates)

+ Catabolism and involution of the uterus during the postpartum period {mostly OTC females)

« Chemaotherapy, high-dose glucocorticoids

« Prolonged or intense physical exercise

« Surgery under general anesthesia

te, carbamazepine, phenobarbitone, phenytoine, primidone,
with hyperammonemic decompensation.

‘type, respectively, whereas italic type marks signs and symptoms reported in

25]). Variability in disease severity is characteristic for
OTCD heterozygous females (due to lyonization) [11,26],
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Statement #2. Grade of recommendation: D

UCDs must be included in the differential diagnosis of
acute unexplained encephalopathy or acute psychiatric
illness at anv age. which must nromnt nlasma ammaonia

Laboratory findings
Hyperammonemia, a nonspecific marker of inadequate
nitrogen detoxification [55], is the hallmark for most
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Statement #4. Grade of recommendation: D

If hyperammonemia is confirmed, determination of
plasma amino acids, blood or plasma acylcarnitines,
urinary organic acids and orotic acid should be ur-
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