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Introducere. Insomnia familiala fatala (IFF) este o boala
neurodegenerativa rard, fatald, cauzata de mutatia D178N
in PRNP cu metioninad la codonul 129. Afecteaza selectiv nu-
cleii talamici, provocand insomnie progresiva, disfunctie au-
tonoma si declin cognitiv sever. Studiul detaliaza mecanis-
mele moleculare ale bolii. Scop. Studiul vizeaza analizarea
mecanismului molecular al IFF cauzat de mutatia D178N
PRNP si evaluarea efectelor degenerative asupra nucleilor
talamici, coreland aceste modificari cu simptomele clinice.
Material si metode. Au fost analizate 15 articole stiintifice
relevante publicate intre 2014 si 2024 din bazele de date
PubMed si ScienceDirect. Lucrarile includ cazuri familiale,
cercetdri genetice, imagistica si analize histopatologice ax-
ate pe acumularea proteinei prion patologice (PrP*Sc) si
leziuni talamice. Studiile fara date genetice au fost excluse.
Rezultate. Mutatia D178N cu metionina la codonul 129 in
PRNP transforma proteina prion normala (PrP*C) in forma
patologica PrP”Sc. PrP”Sc se acumuleaza in nucleii talamici
mediodorsali si anteroventrali, provocand glioza si pierdere
neuronald fara pldci amiloide. Studiile PET arata hipome-
tabolism talamic precoce, corelat cu insomnie severs, tul-
burari autonome (hiperhidroza, tahicardie), halucinatii si
declin cognitiv rapid. Debutul apare in jurul varstei de 50 de
ani, cu progresie fatala in 6-36 luni. Rezultatele confirma o
legatura stransa intre afectarea talamusului si tabloul clinic
specific. Aceste descoperiri diferentiaza I[FF de alte boli pri-
onice. Concluzii. IFF exemplifica neurodegenerarea genet-
icd unde mutatia D178N cauzeaza leziuni talamice selective
si progresie fatala rapida. Diagnosticul genetic precoce si
consilierea familiala sunt cruciale, deoarece nu exista trata-
ment curativ. Studiile viitoare pot permite terapii tintite. Cu-
vinte-cheie: insomnie fatala, prioni, mutatie D178N, PRNP,
talamus.
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Introduction. Fatal familial insomnia (FFI) is a rare, fatal
neurodegenerative disease caused by the D178N mutation
in the PRNP with methionine at codon 129. It selectively
affects thalamic nuclei, causing progressive insomnia, auto-
nomic dysfunction, and severe cognitive decline. The study
details the molecular mechanisms. Objective. This study
aims to analyze the molecular mechanism of FFI caused
by the D178N PRNP mutation and assess its degenerative
effects on thalamic nuclei, correlating these changes with
the clinical symptom. Material and methods. 15 relevant
scientific articles published between 2014 and 2024 were
reviewed from PubMed and ScienceDirect databases. Pa-
pers included familial cases, genetic research, imaging, and
histopathological analyses focusing on pathological prion
protein (PrP”Sc) accumulation and thalamic damage. Stud-
ies lacking genetic data were excluded. Results. The D178N
mutation with methionine at codon 129 in PRNP converts
normal prion protein (PrP”C) into pathological PrP”Sc.
PrP~Sc accumulates in mediodorsal and anteroventral
thalamic nuclei, causing gliosis and neuronal loss without
amyloid plaques. PET studies show early thalamic hypome-
tabolism, correlating with severe insomnia, autonomic dis-
turbances (hyperhidrosis, tachycardia), hallucinations, and
rapid cognitive decline. Onset typically occurs around age
50, with fatal progression within 6-36 months. These find-
ings confirm the close link between thalamic damage and
clinical picture. These results distinguish FFI from other
prion diseases. Conclusion. FFI exemplifies genetic neuro-
degeneration where the D178N mutation causes selective
thalamic damage and rapid fatal progression. Early genetic
diagnosis and family counseling are crucial, as no curative
treatment exists so far. Future studies may enable targeted
therapies. Keywords: fatal insomnia, prions, D178N muta-
tion, PRNP, thalamus.



