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Celecoxib adjunctive therapy in schizophrenia rebalances immune
response: role of cytokines and nitric oxide

Mai A. Eissa, Samia S. Sokar

Abstract:
Background / purpose: inflammation may be an important pathogenetic me
schizophren ‘okines may contribute to the effects of inflammation to the ne
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hrenia. Cytok (o
 symptoms of psychiatric disorders such as schizophrenia and depression. R
to a dysbalance between the type-1 and type-2 immune respo
ano ivation of the type-2 response and a lack of type-1 respornse
2 (COX-2) is accompanied by inhibition of type-2 cytokines and induction of fype-T CyiDsm
oxide (NO) is known to have effects on the storage; uptake and/or release of most 0Im=" " ‘
in the CNS NO may have toxic effects at higher concentrations. This stucy &
the efficacy of celecoxib (selective cox-2 inhibitor) as an adjunctive therapy in ir2at™
patients, and in order to evaluate the effects of the celecoxib therapy to the ST 3
schizophrenia, markers of the peripheral immune system were measured in the & g -
patients before the start of the therapy, and at the end of the study. Also, to sfucy 7= 5% 2
schizophrenia.
Subjects and methods: Fifty schizophrenic patients were included in the study (22 Emaes 2
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males). Twenty healthy controls (11 males and 9 females) were included, they we'= 225 =

matched to the patients. Patients were subjected to diagnosis of schizophrenia ssSmg e

structured interview of the DSM-1V, rated with the Positive and Negative Syncrom=
randomly allocated, 25 to risperidone 6 mg/day plus celecoxib 400 mg/day ‘celecos
to risperidone 6 mg/day plus placebo (placebo group) for eight weeks. Blood samplies mess
from patients and control, for determination of plasma interleukin-10 (IL-7 smE IET
growth factor beta (TGF- ), plasma tumor necrosis factor—alpha (TNF-_), an
at the start and end of therapy.

Results: celecoxib treated patients show significantly more and earlier improvemes
negative, psychopathology subscales and total score of PANSS compared with Ine D20s0s
In celecoxib group before treatment, |L-10, TGF-_ and NO were high and TI VF-_ was low=s compa=.
to control, and after treatment significant decrease of IL-10, TGF—_ and NO ang mIr==3= = =

occurred. In placebo group, no change of any of cytokines or before and afier ===

showed significant decrease after treatment.

Conclusion: Selective Cox-2 inhibitor add-on therapy rebalance the immune resocm=
type-2 to type-1 immune resporse and reduce the elevated plasma NO causing earier anc SgNE
better response than resperidone alone, and the improvement of psychiatric sympioms =

an elevation of NO after treatment in patients with schizophrenia.
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introduction:

ms, especially schizophrenia, cerebrospinal fluid as we
rined both during inflammation CNS tissue of schizophrenic
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serent types of autoimmune et al.1990: Kérschenhaussn 7 2
disorders in athe CNS. These observations Cytokines are known to act on he nar2=="=C
“ion that inflammation may be serotonergic, and dopaminerg
oathogenetic mechanism underlying neurotransmission. For exampis. =7
\iuller et al, 2004). Previous experiments show that [L-8 n2r==23=3 e
‘nflammatory process in at dopaminergic neurotransmission 7 TS
leas ~f schizophrenic patients. hippocampus, but also L-2 InCrz2s=3 s
Sign “ion have been found in the hippocampal serotonergic and ¢ooa™ 7= -
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