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INTRODUCTION: Hereditary tyrosinemia type 1(HT1) is a rare inborn error of tyrosine metabolism which
can be a fatal disorder without treatment. Early treatment by nitisinone(NTBC) and diet is essential to
prevent acute liver failure, renal dysfunction, liver cirrhosis, hepatocellular carcinoma(HCC) and improves
survival. Current data indicates that HT1 patients treated with NTBC are at risk of presenting
developmental delay and impaired cognitive functioning. OBJECTIVES: The aim of this study is to
characterize clinical, biochemical and molecular findings in 13 Argentinean HT1 patients and describe the
appearance of complications. PATIENTS AND METHODS: Data of 13 patients from one center in
Argentina was collected retrospectively including diagnosis, biochemical parameters, therapy and follow-
up from January 1990 to November 2021. RESULTS: Eight patients had a history of dead siblings. The
median age at symptoms was 6 months(4days-36m), the median age at diagnosis was 8.5 months(13
days-45m). Clinical features at diagnosis included: liver(7), renal tubular dysfunction(4), acute liver
failure(6), hepatic nodules(9), cardiomyopathy(2) growth retardation (4) and rickets(3). Media values of
alpha-fetoprotein were 341341,45 ng/ml(14253-1499489) and normalized within the first year of therapy
(except in 4 patients). Two were born before NTBC became available and died from HCC. Median time of
NTBC treatment was 91,5 months(31-225m) and mean delayed NTBC treatment was 1,1 months(0-2m).
A significant correlation was found between tyrosine and phenylalanine levels (r=0.474; P < 0.001).
Tyrosine levels increased with age(r =0.471;p<0.001). Three NTBC treated patients underwent liver
transplants because of HCC suspicion at 17, 4 and 1,8 years of life. One of them had renal involvement
later. Neurocognitive testing(WISC-IV) was performed in 6 NTBC treated children and one liver transplant.
IQ values ranged from mild-normal(63-99) and 3 exhibited learning difficulties. Neither plasma tyrosine
nor phenylalanine level was correlated with IQ indices. A significant correlation was found between IQ
and NTBC use(r=-0.927; p = 0.024). CONCLUSIONS: Treatment with NTBC has improved the survival
rate of HT1. Treatment with NTBC after 2 months of life is associated with cirrhosis and/or HCC. At long-
term follow-up, most patients showed cognitive impairment. Prospective studies are required to
characterize neurocognitive outcomes. This highlights the importance of regular cognitive assessments.
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