
WHEN TO CONSIDER KETOGENESIS DEFECT 1
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Acute onset of hypoglycaemia in childhood, most frequently in the first months of life or in the neonatal 

period (HMG-CoA Lyase deficiency), rarer in childhood or in adulthood

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

deficiency, weight loss or catabolism.

Hypoketotic 2 

hypoglycaemia
With metabolic acidosis

Malaise, vomiting, lethargy, possible 

convulsions, and any clinical signs of 

hypoglycaemia up to coma, risk of 

death
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Ketogenesis defect?

Specialist workup in collaboration with Centre of Excellence

at the same time as looking for other potential differential diagnoses2

and preferably during an acute episode

Specialist medical opinion 

and reference laboratory

Urinary organic acid chromatography and acylcarnitine 

profile

(plasma or complete blood on blotting paper)

Confirmatory genetic analysis to be carried out subsequently 

by a specialist centre

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 Ketogenesis defects include 3-hydroxy-3-methylglutaryl-CoA (3-HMG-CoA) lyase deficiency and 3-HMG-CoA synthase deficiency
2 Refer to the Hypoglycaemia help sheet: https://filiere-g2m.fr/media/attachments/2024/12/19/diagnostic-fiche-hypoglycemie.pdf
3 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

OTHER POSSIBLE CHRONIC CONDITIONS/SYMPTOMS

Digestive impairment
impairment

Fluctuating hepatomegaly

Risk ofhepatocellular insufficiency and Reye 

Syndrome

Possible pancreatitis

Neurological impairment
Inconstant, sequelae of potential severe 

hypoglycaemia, particularly in neonates.

Epilepsy, learning disability, motor impairment 

(dystonia, mobility problems, ataxia), central 

visual impairment

Cardiac impairment
Rare

Cardiomyopathy Arrhythmia
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Laboratory tests in decompensation: (normal / subnormal results in stable situation)

Hypoketotic hypoglycaemia (<0.5 g/L) (ketonaemia < 2.5mM and ketonuria O to + not 

adapted to the fasting duration)

Metabolic acidosis that may be severe, pH < 7.1, avec hyperlactacidaemia and high 

anion gap (> 20)

Frequent hyperammonaemia3

+/- cytolysis and impaired liver function, +/- pancreatitis

Brain MRI with spectroscopy (if 

performed):

normal, or white substance abnormalities 

described in the literature and 

abnormalities sequellar to 

hypoglycaemia, lactate peak

Echocardiography: dilated

cardiomyopathy, left 

ventricular noncompaction
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