
WHEN TO CONSIDER TYROSINEMIA TYPE 1

Can be revealed in multiple ways / at various ages:
Acute presentation: onset at age of 15 days - 2 monthsa, sub-acute: onset > 6 monthsb, chronic presentation: onset > 6 monthsc

Neonatal screening in France since January 2023: this clinical picture should no longer be seen in children born in France after January 2023 who have been screened1
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Severe, acute liver failure a.b.c

Progressive liver damage, cirrhosis and signs of 

portal hypertension b.c

Firm hepatomegaly +/- splenomegaly, ascites, 

sometimes jaundice, hemorrhagic syndrome, 

Vomiting, feeding problems
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Laboratory tests:

- Decrease: prothrombin time (PT), coagulation factors3 and 

albumin.

- Significant increase: alkaline phosphatase, serum alpha-

fetoprotein (AFP)

- Moderate increase in transaminases, gamma-GT, conjugated 

bilirubin

Abdominal ultrasound:

Non-homogenous liver with areas of steatosis, multinodular 

appearance

Pancreatic hypertrophy/hyperechogenicity
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Tyrosinemia type 1?
(=HT-1, fumarylacetoacetate hydrolase deficiency)

Specialist workup in collaboration with a Centre of Excellence
at the same time as looking for other potential differential diagnoses4 and before nitisinone is administered

Urine:

specific measurement of succinylacetone and delta-

aminolevulinic acid and organic acid chromatography

Blood:

plasma amino acid (AA) chromatography

Urgent hepatological and metabolic specialist advice from a_Centre of 

Excellence: Rare Disease Centre of Reference / Competence:

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

https://www.filfoie.com/

Initial assessment and specialist treatment coordinated by the Centre of 

Excellence, specific treatment to be rapidly implemented (nitisinone=NTBC)

Genetic counselling, family screening in a specialist centre

For more information: PNDS French National Authority for Health-Tyrosinemia

type 1 (HT-1) (has-sante.fr) and emergency protocols for each symptom and/or 

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

1 Neonatal screening (https://depistage-neonatal.fr) makes it possible to identify affected neonates and initiate treatment to prevent the onset of clinical symptoms.
2 Sometimes there are potential telltale clinical signs, but liver damage is always associated. Please note, there is a risk of an acute “pseudoporphyria” crisis, which is rare but serious in cases where the patient does not adhere 

to their treatment. Never stop nitisinone.
3 Decrease linked to hepatocellular insufficiency; it is not corrected by administering vitamin K
4 Differential diagnoses: Liver failure in neonates/infants: neonatal haemochromatosis, infectious, metabolic, toxic, dysimmune, malignant or vascular causes, other aetiologies of renal tubular disorders.

Specialist medical opinion and 

reference laboratory

Liver damage Kidney disease2

Proximal tubulopathy a.b.c

Vitamin-resistant hypophosphatemic rickets b.c

Bone deformities, growth retardation

Neurological impairment2

Acute pseudoporphyria crisis b.c

Opisthotonos, confusion, convulsions, arterial 

hypertension, abdominal pain, neuropathic pain, 

acute peripheral neuropathy

Hypotonia possibly related to peripheral 

neuropathy

Psychomotor delay and sometimes 

neuropsychological disorders

A
d

d
it

io
n

a
l 
te

s
ts

A
d

d
it

io
n

a
l 
te

s
ts

Laboratory tests:

Blood electrolytes with concomitant urine electrolytes: signs 

of tubulopathy

Ultrasound:

bilateral nephromegaly, nephrocalcinosis, hyperechoic renal 

cortex

Bone x-rays:

rickets

Laboratory:

thrombocytopaenia, anaemia

Telltale abnormalities

Confirmatory genetic analysis to be carried 

out subsequently by a specialist centre
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