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ABSTRACT:

The relationship between treatment response
in patients with first-episode schizophrenia and
plasma asymmetric dimethyilarginine (ADMA)
levels

Objective: Nitric oxide (NO) is a molecule that shows activity
as a free oxygen radical, neuromodulator and neurotransmitter,
synthesized by nitric oxide synthase (NOS) and found in central
and peripheric nervous system. NO is thought to be involved in the
pathogenesis of schizophrenia as well as many neuropsychiatric
disease. Asymmetric dimethylarginine (ADMA) reduces the level
of NO by inhibiting nitric oxide synthase (NOS) enzyme. In this
study, we aimed to investigate ADMA in patients with first-episode
schizophrenia.

Method: In this study, 49 male first-episode schizophrenia
patients diagnosed according to DSM-IV diagnostic criteria for
schizophrenia-like psychotic disorder (mean age, 23.443.5 years)
and age and education matched 30 healthy male subjects were
included for comparison. ADMA levels of the patients were
measured before and after eight week therapy. In order to rule
out the conditions that may affect the levels of ADMA, people
whose physical examination and laboratory findings were within
normal range were included in the study. Severity of the disease
was evaluated with SANS, SAPS and BPRS scales. Data analyses
were performed using SPSS 15.0 version. Continuous variables
were assessed by Student-t test, and the degree of relationship
between the clinical scales and plasma ADMA levels by Pearson
correlation test.

Results: In this study, plasma ADMA concentrations of first-
episode schizophrenia patients and control group were 3.6+1.5
umol/L and 1.02+1.02 respectively (p<0.001). After two month
antipsychotic treatment, plasma ADMA concentrations of the
schizophrenia patients decreased compared to baseline (p<0.001).
There was no relationship between the ADMA concentrations and
the clinical severity of the disease (p>0.05).

Conclusion: It is considered to be the role of ADMA in the
etiopathogenesis of schizophrenia. The clinical and experimental
studies using NO precursors, donors or enzyme inhibitors is
thought to have significant contribution in order to understand
the psychobiology and treatments of mental disorders.
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OZET:

ilk atak sizofreni hastalarinda tedaviye yanit ile
plazma asimetrik dimetilarginin (ADMA) dizeyleri
arasindaki iliski

Amag: Nitrik oksit (NO), santral ve periferik sinir sisteminde bulu-
nup nitrik oksid sentaz (NOS) tarafindan sentezlenen, serbest
oksijen radikali, n6romodyuilatér ve nérotransmitter olarak aktivite
gosteren bir molekildir. Sizofreni dahil bircok noropsikiyatrik
hastaligin patogenezinde NO'in roli oldugu dislinilmektedir.
Asimetrik dimetilarjinin (ADMA), nitrik oksit sentaz (NOS) enzimini
inhibe ederek NO diizeyini azaltmaktadir. Bu calismada, ilk atak
sizofreni hastalarinda ADMA'nIn arastiriimasi amaclanmistir.
Yontem: Calismaya DSM-IV gore ilk atak sizofreni benzeri psikotik
bozukluk tani 6l¢ltlerini karsilayan yas ortalamasi 23,4+3,5 yil olan
49 erkek hasta alinmis, yas ve egitim durumlari benzer 30 saglkl
erkek birey ile karsilastirlmistir. Hastalarin tedavi 6ncesinde ve
iki ayhk tedavi sonrasinda plazma ADMA seviyeleri 6lctlmustar.
Calismaya, ADMA duzeylerini etkileyebilecek durumlari ekarte
etmek amaciyla fizik muayene ve laboratuvar bulgular normal
arahktaki kisiler dahil edilmistir. Hastaligin siddeti SANS, SAPS ve
BPRS olcekleri ile degerlendirilmistir.

Veri analizi SPSS versiyon 15.0 kullanilarak yapilmistir. Strekli
degiskenler Student t testi, klinik Slcekler ve ADMA degerleri
arasindaki iliski derecesi Pearson korelasyon testi ile degerlendi-
rilmistir.

Bulgular: Calismada ilk atak sizofreni hastalarinin plazma ADMA
konsantrasyonlari 3,6+1,5 umol/L, kontrol grubunun ise 1,02+1,02
umol/L olarak saptanmistir (p<0.001). iki aylik antipsikotik tedavi
sonrasinda sizofreni grubunda plazma ADMA konsantrasyonlari
tedavi 6ncesine gore azalmistir (p<0.001). Hastaligin klinik sidde-
tiyle plazma ADMA konsantrasyonlari arasinda iliski saptanmamis-
tir (p>0.05).

Sonug: Sizofreni etyopatogenezinde ADMA'nIn roliiniin oldugu
degerlendirilmistir. NO prekdrsorleri, donorleri ya da enzim inhibi-
torleri kullanilarak yapilacak klinik ve deneysel calismalarin, ruhsal
bozukluklarin psikobiyolojisini anlamaya ve tedavilerine 6nemli
katkilarda bulunacagi distinilmektedir.
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