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Uvod: Shizofrenija (SCZ) i veliki depresivni 
poremećaj (MDD) kronični su poremećaji čija 
biološka podloga ostaje nedovoljno razjašnje-
na. Sve više podataka pokazuje da se mogu raz-
matrati kao proteinopatije jer su u moždanom 
tkivu oboljelih dokazani netopljivi proteinski 
agregati. Otkrivanje takvih proteina u serumu 
moglo bi biti temelj za razvoj novih biomarke-
ra. Ciljevi: Ispitati prisutnost proteina sklonih 
agregaciji u serumu bolesnika sa SCZ-om i 
MDD-om te utvrditi povezanost s težinom kli-
ničke slike. Metode: U pilot-studiji analizirani 
su uzorci seruma 50 bolesnika sa SCZ-om, 50 
s MDD-om i 50 zdravih kontrola. Provedeno je 
frakcioniranje seruma na topljivu i netopljivu 

Introduction: Schizophrenia (SCZ) and major 
depressive disorder (MDD) are chronic disorders 
whose biological basis remains insufficiently clar-
ified. Increasing evidence suggests they can be 
considered proteinopathies, as insoluble protein 
aggregates have been demonstrated in the brain 
tissue of affected individuals. Detecting such pro-
teins in serum could provide the basis for devel-
oping new biomarkers. Objectives: To examine 
the presence of aggregation-prone proteins in 
the serum of patients with SCZ and MDD, and to 
determine their association with clinical severi-
ty. Methods: In this pilot study, serum samples 
from 50 patients with SCZ, 50 with MDD, and 
50 healthy controls were analyzed. Serum was 
fractionated into soluble and insoluble fractions, 
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frakciju te Western blot analiza ciljnih proteina 
(NPAS3, dysbindin-1, TRIOBP-1). Težina simp-
toma procijenjena je ljestvicom PANSS za SCZ 
i ljestvicom HAM-D za MDD. Rezultati: U seru-
mu bolesnika sa SCZ-om utvrđena je povišena 
razina NPAS3. U netopljivoj frakciji detektirani 
su dysbindin-1 i TRIOBP-1. Približno 23 % bo-
lesnika sa SCZ-om bilo je pozitivno na barem 
jedan protein, a taj nalaz značajno je korelirao 
s težinom simptoma prema ljestvici PANSS. Na 
temelju tih rezultata pokrenuto je prošireno 
istraživanje na 300 ispitanika s ciljem valida-
cije novih biljega i procjene utjecaja psihofar-
makoterapije. Zaključak: Rezultati podupiru 
pretpostavku o poremećenoj proteostazi u SCZ 
te upućuju na mogućnost upotrebe serumskih 
agregata kao biomarkera. Istraživanje se na-
stavlja na većem uzorku radi potvrde nalaza.

followed by Western blot analysis of target pro-
teins (NPAS3, dysbindin-1, TRIOBP-1). Symptom 
severity was assessed using the PANSS scale for 
SCZ and the HAM-D scale for MDD. Results: El-
evated levels of NPAS3 were found in the serum 
of patients with SCZ. Dysbindin-1 and TRIOBP-1 
were detected in the insoluble fraction. Approx-
imately 23% of patients with SCZ were positive 
for at least one protein, and this finding signifi-
cantly correlated with symptom severity accord-
ing to the PANSS scale. Based on these results, 
an expanded study involving 300 participants 
has been initiated, with the aim of validating new 
markers and assessing the impact of psychophar-
macotherapy. Conclusion: The results support the 
hypothesis of disturbed proteostasis in SCZ and 
indicate the potential use of serum aggregates as 
biomarkers. The research is continuing in a larger 
sample to confirm these findings.


