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CATHEGORY: Amino Acid Disorders: Tyrosinemia type 1

P-015 - DIFFERENCES IN THE METABOLIC PROFILE OF TYROSINEMIC TYPE-1 PATIENTS UNDER
MEDIUM AND LONG-TERM TREATMENT WITH NITISINONE.
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Tyrosinemia type-1 (HT-1) is an inborn error of metabolism caused by a defect in the tyrosine
degradation pathway and characterized by the accumulation of the toxic metabolite, succinylacetone
(SA). Treatment of HT-1 patients is based on nitisinone (NTBC) administration and tyrosine- and
phenylalanine-restricted diet. Monitoring of biochemical, nutritional, and clinical parameters in patients
has been carried out quarterly in our center since 1998. Recently, we have proposed for our cohort of
HT-1 patients a therapeutic range of NTBC associated with the concentration of NTBC in blood and the
optimal levels of biochemical and hepatic parameters. Since our patient’s cohort is highly diverse in
terms of age at diagnosis, and time to NTBC exposure (<1 year to >20 years), we aimed to explore the
effects of medium and long-term exposure to NTBC over metabolic parameters in HT-1 patients. We
retrospectively analyzed the following parameters: NTBC levels, SA, liver biomarkers, amino acids levels,
and acylcarnitine profile in 43 samples from fifteen Tyr-1 patients in a one-year follow-up. The age range
of patients was from 1 to 24 years, and the range of NTBC time treatment was from 6 months to 24
years. Data were analyzed as independent samples and multivariate analysis was performed by
associating each laboratory parameter with time of NTBC exposure or with three different intervals of
NTBC treatment period (<5 years; 5-10 years; >10 years). We found a positive and significant correlation
(Spearman analysis) between the time of NTBC exposure with: acylcarnitines (C3: 0,6526, p<0.0001 and
C16: 0,7228 p<0.0001), plasmatic tyrosine concentration (0,5374, p>0.0001) and citrulline (0,5841,
p<0.0001). Otherwise, negative correlation was found with alfa-fetoprotein (-0,4042, p<0.0027) and
aspartate aminotransferase (-0,6729, p<0.0001). In conclusion, differences could be found in the
metabolic profile of HT-1 patients under long-term treatment with NTBC compared to HT-1 patients’
medium term-NTBC exposure. Further studies are required to evaluate the role of metabolites well
associated with the time of NTBC exposure in HT-1 patients and their possible implications in the long-
term complications of the disease.
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