
WHEN TO CONSIDER KETOLYSIS DEFECT 1
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ACUTE ONSET DUE TO SEVERE KETOACIDOSIS

generally in the first two years of life (sometimes within the first few days) in high-risk situations; patients 

are generally asymptomatic between acute episodes

ACUTE EPISODES IN HIGH RISK SITUATIONS
Intercurrent infection, fever, anorexia, vomiting; surgery, any fasting state, calorie 

deficiency, weight loss or catabolism.

Decompensations linked to severe 

ketoacidosis ± hypoglycaemia

Feeding problems, poor suckling (neonates), vomiting, 

hypotonia, malaises, altered consciousness up to coma, 

dehydration (linked to vomiting and osmotic diuresis), 

tachypnoea due to acidosis
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Ketolysis defect?

Specialist workup in collaboration with Centre of Excellence

at the same time as looking for other potential differential diagnoses3

and preferably during an acute episode

Specialist medical opinion 

and reference laboratory

During decompensation:

ketone body and free fatty acid levels measurements: hyperketosis (abnormal 

free fatty acid/ketone body ratio4)

Urinary organic acid chromatography and acylcarnitine profile 

(blood/plasma):

Telltale abnormalities (major ketosis)

sometimes +/- specific (MAT deficiency)

Confirmatory genetic analysis to be carried out by a specialist centre

(+/- exceptionally, SCOT enzyme activity assay)

Urgent specialist advice from a Centre of Excellence:

Rare Disease Centre of Reference / Competence :

https://www.filiere-g2m.fr/annuaire/

Start the parallel treatment urgently:

Refer to the_emergency protocols for each symptom and/or disease:

https://www.filiere-g2m.fr/urgences/

Specialist treatment coordinated by a Centre of Excellence

Genetic counselling, family screening in a specialist centre

1 Ketolysis defects relate to a defect in the use of ketone bodies, secondary to one of the following 3 defects: SCOT deficiency (succinyl-CoA 3-oxoacid-CoA transferase), MAT / T2 deficiency 

(mitochondrial acetoacetyl-CoA thiolase = beta-ketothiolase), or MCT1 deficiency (monocarboxylate transporter member 1),
2 Pay attention to sample-taking conditions. Always perform tests but do not necessarily wait for test results to start treatment.

Standard norms (may vary depending on the laboratories): Neonate: ammonia < 100 µmol/L, Non-neonate ammonia < 50 µmol/L
3 Other causes of ketoacidosis and/or hypoglycaemia (refer to the Hypoglycaemia help sheet: https://filiere-g2m.fr/media/attachments/2024/12/19/diagnostic-fiche-hypoglycemie.pdf)
4 Free fatty acids/total ketone bodies ratio < 0.3

OTHER POSSIBLE CHRONIC IMPAIRMENT/SYMPTOMS

Neurological impairment
Inconstant, potential sequelae of severe 

hypoglycaemia

Epilepsy, learning disability, motor 

impairment (dystonia, mobility problems, 

ataxia), central visual impairment

Liver damage
Possible, inconstant

Liver failure
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Severe ketoacidosis (pH <7.1 and/or HCO3- <15 

mmol/L, anion gap >20)

High ketonuria +++ and ketonaemia (>3.5 mmol/l)

Varying blood sugar: may be normal, but possibility of 

hypoglycaemia or hyperglycaemia

Possibility of moderate hyperammonaemia2

Possibility of persistent / permanent ketosis outside of 

decompensation

Brain MRI (if performed): 

possible abnormalities in the 

basal ganglia sometimes with no 

history of acidosis, abnormalities 

sequellar to hypoglycaemia

Cardiac ultrasound: 

cardiomegaly, abnormalities 

in cardiac function

Cardiac impairment
Rare

Heart failure
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Laboratory:

+/- signs of 

liver failure

https://www.filiere-g2m.fr/annuaire/
https://www.filiere-g2m.fr/urgences/
https://filiere-g2m.fr/media/attachments/2024/12/19/diagnostic-fiche-hypoglycemie.pdf

