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Bnusuue 1,3-anatunbeHInMHUpa3onna
Tpuhoguaa (CtennanvH) Ha aKTUBHOCTb
auwnentuaMnnentuaassi-lV (daxropa CD26),
tdocdonunasbl A-2 U IKCNIPECCUIO
LIMKNOOKCUIreHa3bl-2

H. H. 3onomoe!, H. E. HuxywsxuHa', K. H. KonacHukosa',
I A. Haszapoea!, T. A. Bopoxuwa', }0. KO. ConodyHoe?,
E. B. Cmpadomckuli?

'HHH papmaroiocuu umenu B. B. 3axycosa PAMH, Mockea, Poccua;
2340 «Dapunpenapams, Pocmoa na [Jony, Poccus

Meeneaorano smauande |,3-andtunbensnmuaazonna Tpuitoauia
(Crennanun) Ha depmentol aunentuannnentuaasy-1V (JAIMT-4, dak-
rop CD26), umkiookcurenasy-2 (LIOI-2) u docdonunazy A-2
(DJ1-A-2), ypoBeHE NEpBHUYHLIX (HeHOBIE KOHBIOraThl, JIK) H KoHeu-
HBIX (ManoHOBRIH aHanbaerns, MJIA) npoayKToB NEpexHCHONO OKHC-
JIeHHA THNHAOB H cojepxkarine oxkucnendoro (GSSG) v poccranos-
nennoro {(GSH) rnyrarHona B TpOMOOUKTAX KPOBH HENOBEKA, AKTHBH-
pOBaHHBLIX THNONONHCaxapHaom H3 E. coll.

IMoka3zano, uyto Creananud B koHuentpauusx 0,01 — 1,0 Mmons/n
JOCTOBEPHO yruetaeT 3xcnpeccuio LIOT-2 B TpoMBOUHTAX, YTO MOKET
O0LACHATH €10 NpoTHBOBOCTIANKTEAbHLIH dpdekT. Inauenue 1Cs, ain
uuriGuposanua sxenpeccun LIOT-2 creananunom 0,1 mmons/n. B
konuentpaunax 0,01 - 1,0 mmons/n npenapar JI0CTOBEpHO YrHETaeT
aktusrocts ®JI-A-2. 3uavenwe ICq, ans unrubuposanns [II1-4
creinanuioM He npessimaer 0,1 mmone/n. Mexanusm B3auMojeii-
creua npenapara ¢ JNM-4, LOT-2 u docdonunaiod A-2 noka He-
scen. Boimoxno, unrnbupys JTMT1-4 u ©J1-A-2, cTEANaHHH TOPMO3HT
BLICRODOKICHHE NENTHAHBIX HHIYKTOPOB BOCMAJNCHHA W THAPOIH3
dochonunmIor ¢ BHIcBODONKICHHEM aPaXHAOHOBOH KHCHOTH Kak cy6-
erpara 1HOC-2. TlonyueHHsle pe3ynsTaThl COIMACYIOTCH ¢ JAaHHBIMH
smreparypel o WHrnbuposanuio [1OT-2, pasnuuHbIMH NpOH3BOA-
HBIMH DEHIMMHKA30013, YeM H OOBACHAETCA HX MPOTHBOBOCHANHTENb-
uas axrueHocTh, CTenianun B konuextpaunax 0,01 — 1,0 mmons/n
crikaer yposens JIK 1 MJIA, nosuicHuBIA B npouecce aKTHBALMH
rpomBountos. [TpH akTHBAUKWH TPOMOOUHTOB NIPOHCXOAHT CHIKEHHE
yposrs GSSG n noswuucune yposua GSH. Crenananun npu sToM
CTATHCTHYECKH 3HaunMo cHuxkaer yposens GSH u noewinaer GSSG.
Cosepxanme 06WEro MyTaTHOHA TIPH 3TOM He W3meHaeTca. Ha ocHo-
BaHHH MOJYHCHHBIX J2HHBIX MOXKHO TaKkKe NpeanoNokHTh, YTO CTen-
JAHHH OKA3LIBACT MOJOKHTE/ILHOE RIHAHHE HA MPOLECC aKTHBALMH
TpoMBOUMTOB H MOKeT 00712/1aTh AHTHArPEraHTHBIMH CBOHCTBAMH.

PauyuoHanbHoe UCNONL30BaHWE NEeKapCTBEHHbIX
cpeAcTB B cBeTe pechOPMMPOBAHHUA NCMXUATPUUECKON
cnyx0bi Kbiprbiackon Pecnybnukn.

A. 3. 3ypdunos, T. U. Manako, M. B. 3ybapesa

Koipobi3ckas 20cyoapemeeHian Meouyunckan akademus,
Kwpeviicko-Poccutickun (Craganckull) ynusepcumen,
buwixer, Kotpewisckaa Pecnyonura

B Hacrosuiee spems JiekapcTeeHHoe ofecnedeHne NpH3HAETCA BO
BCCX CTpaHax rapanTHed KavecTBa Meawummcxoi nomoum. Cymue-
CTROBABINAA 10 HEAABHEND BPEMEHM CHCTeMa (HHAHCHPOBAHMA
NCHXHATPUUCCKHX CTAlLHOHAPOB, OPHEHTHPOBAHHAA HA KOAHYECTBO
KOCK, NPHBOIMIA K DJKOHOMHYECKOH HedpeKTHBHOCTH MeaHkKa-
MEHTOIHOIO BMELUATCNLCTBA, HEPAUHOHAILHOMY HCMONb30BAHHIO
JNIEKAPCTBECHHBIX CPEACTB H  HCBO3MOWHOCTH HHOHBHIYaNH3aLHH
ncHxohapMaKkoTeparH,

Hamu Gbuin HiyucHsl exeMecsHHbIe H rojgoBbie oTueTl (3a 2007 n
2008 IT) NATH OCHOBHBIX MCHXHATPHUECKHX CTalKOHapoB KeIpruii-
CTaHa, npoaua.;mmpoaaﬂhl COOTHOUIEHHA OCHOBHBIX CTATHCTHUYECKHX
nokasaresied (oBopor koiiku, uncno npoweawydx OONbHBIX, CpelHee
npeOniBaHie nponedeHHoro GoNbHOrO, MOBTOPHOCTH NOCTYIUICHHH
H JIp.) ¢ GIOMKETHbIM PACTIPEICICHHEM NEKAPCTBEHHBIX NpEnaparoe.
KPOMC TOIo, ObL10 H3YHEHO COOTBETCTBHE HAa3HAYACMBIX CXCM JICHEHHA
KAHHHYECKHM HPOTOKOIAM H HCITONBIOBAHHA OTACIBHBIX upeﬂapa‘ma
{(ocoboe BHMMaHHE yneneHo npenaparam i [lepedns ®HIHEHHO BaX-
HbIX JICKapPCTBEHHBIX CPBZICTB),

PelynsTaThl aHATHIOB MOKA3A/H, YTO «NOKOCUHAS» CHCTEMa (-
HAHCHPOBRAHHA NPHBOANWIA K CICAYKUIHM HETATHBHbBIM [MOCICIACTBHAM
JIEKAPCTBEHHOIO odecneyenna:
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— HEPaUHMOHAILHOMY PaclpeieneHHI0 IEKapCTBEHHbBIX CPEACTE
CpeiH CTallHOHAPOs;

— HEPALMOHANLHOMY DaclpelesieHHIo NCKAPCTBEHHBIX CPEICTR
Cpefy OTAeNeHHH KK/I0r0 H3 CTALHOHAPOB;

— HECOOTBETCTBHIO HAIHAYAEMBIX CXEM JICYCHHA KIMHHYCCKHM
NPOTOKONAM;

~— HCBO3MOMKHOCTH MHIHBHIYAIH3AUHH NCHXO(aPMAKOTCPAIIHH.

C yueToM BhIlIEHIIONKCHHRIX npobiiem, B cBETE NPOBOAMMBIX pe-
bopM B CHCTEMe MeHxHaTpH4eckoil nomou, Munuctepetsom 3apa-
sooxpanenns Kbiprelactana Gein winan mpukas «O8 ONTHMH3IALHK
CTPYKTYpPhI Opranu3aumii cmyx6bl NCHXHYECKOTO 310poBbA Kbipriis-
ckoii PecnyGnuku», npenycMarpHBaionini GHHAHCHPOBAHHE 10 YHCTY
FOCTIHTANH3ALMI, TO €CTh, 10 MponedeHHOMY ciy4daro. [lanuas cuc-
TeMa (GHHAHCHPOBAHKA PACCUHTAHA HA JOCTHXKEHHE IKOHOMHUECKOH
3 PeKTHBHOCTH MEIHKAMEHTO3HONO BMelaTenscTBa, Dosee paumo-
HAIBHOE HCMOJIB30BAHHE NEKAPCTBECHHLIX CPEACTB, MHIHBHIYanH3a-
1HIO NCHX0(apMaKOTEPAIHH.

Bnuanue XPOHMYECKOro NOCTHaTanLHOro BBegeHHUA
N-koHueBOro thparmMeHTa HoUMUENTHHA
Ha nosefeHue GenbiX Kpbic

E. A. Usarosa’, H. 0. Capsivesa’, A. B. Mansiwee’,
B. A. fybuiun?, B. H. Kanuxesu4?, 3. A. ApOemacosa?,
A. A. KameHckud'

' Mockosckuti zocydapemeernblii yHugepcumem

um. M. B. Jlomonocosa, Mockea, Poccus;
2Canxm-ITemepbypeckuti 20cydapcmaenHbIll yHUSepCument,
Cankm-ITemepbype, Poccun

HouMuenTiH — renrajekanenTil, POACTBCHHBLIA CeMEHCTBY
ONMOMAOB, JHAONEHHLIH nurawa peuerrropa ORL,. Ha nepudepun
HOLHUENTHH, KAK H ONHOMBI, BbI3bIBAET NPECHHANTHYECKOE TOPMO-
aenne. Ha yposne IJHC on MokeT OmITh aHTArOHHMCTOM OMHOMIOB.
ITpu BBejeHHHM MENTHAA i.C.V. ¥ KPbIC HabMIONANKChL HIMEHEHHA NOBe-
JIeHH#, B YACTHOCTH, CHHMKEHHE IBHIATENLHON AKTHBHOCTH H TPEBOXK-
HOCTH. B 3aBMCHMOCTH OT A03bL, IHHUH, NONA XHBOTHLIX PHEKT HO-
LMLIENTHHA MOXKET MEHATBCA (BIUIOTE JI0 CMEHBI HAMPABACHHOCTH).

B nannoii paGoTe BnepBhie H3Y4anochb OTCTARNEHHOE AeHCTBHE
ananora nouuuentuia Phe-Gly-Gly-Phe-NH, na noseaenue npu
XPOHHYECKOM CHCTEMHOM BBeAcHHMH. [lenTua BBOAWIM JACTEHBILIAM
Gecrioponnbix Genbix kpeic 8 1 — 14 aun xusum B gose 1 mr/kr. Tect
«OTKPHITOE NoAey» npoBoAniH Ha 28, 35 u 42 auu XKHIHK.

Ha 28 geHb ¥ ONBITHRIX KHBOTHBIX CHHXEHB! YHC/IO CTOEK H OTXO-
JIOB OT CTEHKH ADPEHBI; 3TH MIMEHEHHA CHJILHEE BHIPAKCHBI Y CaMOK.
Ha 35 neHs y CaMOK TaKXe YMEHBIIEHBI YHCIO CTOCK H OTXO/0B,
KpOME TOI0, CHHKEHO YHCIO HOPKOBBIX PEAKLMH H BBIXOMOB B LEHTP.
VY camiioB B 9TOT J¢Hb CHHXEHBI MPObEr 1 YHCIO OTXOOB, HO MOBbI-
LWEeHB! YKo cToek W ymbiBaHuH, Ha 42 neuns Takue noxasarei, Kak
npober, YHC/I0 CTOEK M BHIXOAOB, ¥ CAMIUOB ONBITHOH IPYNIbl OKa3a-
nuck Gonkiie, YeM B KOHTpPONE, 8 ¥ CAMOK HET 3HAYMMBIX OTIHYHIH OT
KOHTpOJA.

Pe3ynbTaThl IKCIEPHMEHTOB CBHAETENBCTRYIOT, Y4TO B Bo3pacTe 28
M 35 aHeH y KHBOTHBIX ONLITHOH IPYNNbl NOBLILUEHA TPEBOXKHOCTE,
CHHKEHA HCCAEI0BATENLCKAN AKTHBHOCTD, NpH4éM B bonblueii cTene-
HH 7TO BRIpaXeHO y camoK. B Boapacte 42 nueil 3TH pasnnuma y CaAMOK
HCHE3AIOT, @ Y CAMLOB MEHAKT HanparneHHocTs, Kpome Toro, y cam-
uOB B 42 JHA NOBLILIEHA 0011ad IBHIATE/ILHAA AKTHBHOCT.

MonyueHHsie JaHHLIE NO3BOIAIOT NPEANOAMKHTH, YTO XPOHHYE-
CKOE CHCTEMHOC BBEICHHE AHA/IOTA HOLMHLENTHHA B NCPBLIC IHH KH3-
HH [IPHBOAMT K H3MCHEHHAM /IBHIaTe/IbHOH AKTHBHOCTH H YPOBHSA Tpe-
BOMKHOCTH, HANPAaBRJIEHHOCTb KOTOPBIX 3aBHCHT OT MOJIa H BO3pacTa.

W3meHeHMA MOHHbLIX TOKOB HEHPOHOB NOA BNMAHWEM
acobasona, aTapakca, ammogaposa u Gpaguaona
10. []. Mznamos, A. M. Bucnoboxoe

Canxm-Temepbypzcruti cocydapemeennbii Meduyunckut
yuusepcumem um. H. IT. ITaarosa, Canxm-Ilemepbype, Poccus

C MCronb30BaHKEM METOJA BHYTPHKIETOYHOIO JHaNH3a M pHkca-
UMK MeMOPAaHHOTO TOTEHLHAIA H3QIHPOBAHHBIX HEHPOHOB MOILTIO-
CKOB TIOKA3aHO, YTO B KOHUEHTpauHax ot 1 a0 1000 MkMoiib/ 1 aHKCHO-
IHTHKH adrobason M aTapakc U NPOTHBOAPHTMHUECKHE CPEJICTBA aMHO-
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influence on her neuropsychical and psychosocial levels, Further re-
finement of the mechanisms of changing CMMS in various mental dis-
orders will use the most appropriately directed psychopharmacological
therapy (membranomodulation and immunocorrection)

Some aspects of membrano- and immunomodulatory
properties of cortexin for the treatment of patients
with epilepsy

K. A. Zinkovskiy, L. O. Musina
Tver State Medical Academy, Tver, Russia

Cortexin is a polypeptide with the experimentally and clinically
proven anticonvulsant (by increasing GABA and taurine in the CNS)
with antioxidant, cerebroprotective, nootropic effect, which results in
good tolerance and lack of toxic effects. The drug was used in 24 pa-
tients with epilepsy, against the background of a previously adminis-
tered AEDs (finlepsin, valproate) were injected into the muscle at a
dose of 10 mg/day for 10 days. Cortexin clinical effect was evaluated
by the dynamics of the frequency, severity of epileptic seizures and the
scale of the overall clinical impression CGI (subscales: the degree of
improvement in the process of therapy). Before and after the treatment
biochemical (thin layer chromatography), biophysical (infrared spec-
troscopy- IRS) and immunological (Test System ELI- N-Test) studies
were carried out. By the scale CGI marked improvement was observed
in 14 out of 24 patients (58.3%), a slight improvement — in 8 (33.3%),
without dynamics — in 2 patients (8.4%), degradation was not ob-
served in any case. In patients with more severe a progressive course of
epilepsy content of sphingomyelin (SPH) and phosphatidylcholine
(PC) in the blood serum was significantly decreased, perhaps, it could
be due to the antioxidant and neurotrophic effect of the drug, contribut-
ing to stabilization of neuronal membranes and reducing permeability
of the BBB. Trends to higher content of membrane phospholipids (PL)
fractions immediately after treatment with Cortexin patients with a
more favorable course of the disease seems to reflect the growing of
synthetic processes in the CNS due to release of enzymes involved in
the synthesis of PL. This assumption is to some extent confirmed by
the increase of IRS in the range by which chemical bonds phospholipid
fractions (SPH, PL) was tested. After treatment with Cortexin Id-Abs
levels to GFAP and NGF were decreased, whereas the content of their
balances — Ald-Abs significantly increased, indicating a normaliza-
tion of idiotype/anti-idiotypic relationships and limiting by antiidio-
types aggressiveness of primary neurotropic autoantibodies. Thus, the
results of the study indicate the presence in Coriexin certain anticon-
vulsant, membrane protective and immunomodulatory properties.

Evenly tritium labeled peptides
in pharmacokinetics studies
Yu. A. Zolotarev, A. K. Dadayan,

L

V. 8. Kozik, N. F. Myasoedov
Institute of Molecular Genetics, RAS, Moscow, Russia

The investigation of the high temperature solid-state catalytic isoto-
pic exchange reaction (HSCIE) under the action of spillover hydrogen
is presented. HSCIE is a universal reaction allowing tritium and deute-
rium labeled compounds of various classes to be produced. It was pos-

sible to substitute deuterium or tritium for hydrogen almost completely
" in amino acids, tripeptides and selective ligands for radio-receptor
analysis. The HSCIE reaction remains up to now the only experimental
opportunity for the obtaining such compounds uniformly labeled by
tritium. The HSCIE reaction proceeds in virtually complete absence of
racemization, making this reaction a valuable preparative method used
for the production of evenly tritium labeled peptides, proteins and se-
lective ligands of glutamate, 5-HT, melanocortin and dopamine recep-
tors for radio-receptor analysis. HSCIE was used to produce evenly tri-
tium labeled biologically active peptides of 50 — 150 Ci/mmol molar
radioactivities. Tritium label distribution over all amino acids in these
peptides allows practically all the possible products of their fermenta-
tive hydrolysis to be simultaneously determined. The suggested
method based on the employment of evenly labeled peptides makes it
possible both to count the concentration of peptides in tissues in vivo
and in vitro and to evaluate the activity of the enzymes participating in
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their degradation. Data on the pharmacokinetics of neuroactive pep-
tides in brain tissues for different in vivo introduction modes are dis-
cussed. Evenly tritium labeled peptides are used in radioligand
analysis. They are used in screening conducted for the search of the
most perspective medicinal drugs of peptide nature. The HSCIE reac-
tion is used for the production of a wide variety of tritium labeled se-
lective ligands for glutamine, serotonin, nicotine and dopamine recep-
tors. The preparations have high specific radioactivity and retain com-
pletely their physiological activity.

The experimental modeling of anxiety depression
in rats with dipeptidyl peptidase-IV inhibitor

N. N. Zolotov!, N. A. Krupina?, N. N. Khlebnikova?,
E. Yu. Kushnareva?, V. F. Pozdnev', T. A. Voronina'

1 Zakusov Institute of Pharmacology RAMS;
2Institute of General Pathology and Pathophysiology RAMS,
Moscow, Russia

Synthetic noncompetitive inhibitor dipeptidylpeptidase-IV (DPP-4) —
Met-Prd-N in intraperitoneal administration in the early postnatal pe-
riod in rats causes persistent behavioral disorders by type of amplifica-
tion of anxiety and depression was shown. Inhibitor was administered
to rats in the period from 1 to 3 weeks of development, which comre-
sponds to the ripening of this enzyme system. The induction of anxi-
ety-depressive states in the experiment by exposure to the system be-
coming active DPP-IV in the early ontogeny demonstrated the involve-
ment of the enzyme in the development of anxiety-depressive states,
but the mechanisms for such participation remain the subject of special
studies. Increased activity of DPP-4 in brain structures of rats in adult
animals with signs of anxiety-depressive states may be an adaptive re-
sponse to long-term suppression of enzyme activity in newbom rats.
This increase in enzyme activity may be one of the pathogenic mecha-
nisms of development of affective disorders. The results confirm the
notion that many forms of pathology of the adult organism are laid in
early ontogenesis. Of particular interest are identified by the antide-
pressant effects prolyl endopeptidase inhibitor Z-Met-Prd-N, which is
consistent with the data on the presence of this compound antidepres-
sant and anxiolytic properties obtained on the experimental model
MFTP-induced depressive syndrome in rats. In general, based on the
data obtained can be assumed that the search for new drugs, possessing
the properties of antidepressants and anxiolytics among proline-spe-
cific peptidases inhibitors may be promising. The inclusion of such
compounds in complex therapy of depressive states may increase the
effectiveness of such therapy. The data obtained allow considering ex-
perimental anxiety-depression in rats, caused by an inhibitor of DPP-4,
as a new model of anxiety-depressive states.

The effect of 1,3-diethyl benzimidazolium triiodide
(stellanin) on activities of dipeptidyl peptidase-IV
(factor CD26), phospholipase A-2 and
cyclooxygenase-2 expression.

N. N. Zolotov!, N. E. Nikushkina', K. N. Koliasnikova',
G A. Nazarova', T. A. Voronina', Yu. Yu. Solodunov?,
B. V. Stradomskiy?

1Zakusov Institute of Pharmacology RAMS, Moscow,
2JSC «Pharmpreparaty, Rostov-on-Don, Russia

The effects of 1,3-dietilbenzimidazolium triiodide (preparation
Stellanin) on enzymes dipeptidylpeptidase-IV (DPP-4, factor CD26),
cyclooxygenase-2 (COX-2) and phospholipase A, (PL-A5), the level of
primary (diene conjugates, DC) and end (malondialdehyde, MDA) of
lipid peroxidation products and the content of oxidized (GSSG) and re-
duced (GSH) glutathione in human platelets activated by lipopoly-
saccharide from E. coli were studied. It has been shown that Stellanin
0.01 — 1.0 mmol/liter significantly inhibits the expression of COX-2 in
platelets, which may explain its anti-inflammatory effect. The ICq,
value for inhibiting the expression of COX-2 by Stellanin was
0.1 mmol/liter. Stellanin 0.01 — 1.0 mmol/liter strong inhibits the ac-
tivity of PL-A,. The IC; values for inhibition of DPP-4 by Stellanin
not exceed 0.1 mmol/liter. The mechanism of interacting Stellanin



with the DPP-4, COX-2 and PL-A, unclear. Perhaps inhibiting the
DPP-4 and PL-A,, it decreases the release of peptide inducers of in-
flammation and hydrolysis of phospholipids with the release of arachi-
donic acid as a substrate for COX-2. These results are consistent with
the literature data on the inhibition of COX-2, various benzimidazole
compounds, which explains their anti-inflammatory activity. Stellanin
(0.01 — 1.0 mmol/liter) decreases the level of DC and MDA, increased
during platelet activation. With the activation of platelets is the reduc-
tion of GSSG and increasing GSH. Stellanin significantly reduces the
level of GSH and increased GSSG. The content of total glutathione
does not change. Based on these data can also be assumed that stellanin
has a positive impact on the process of platelet activation and may have
antiaggregant propertics.

Rational use of medicinal preparation
within the reforms of psychiatric service
of the Kyrgyz Republic

A. Z. Zurdinov, T. |. Galako, M. V. Zubareva

Kyrgyz State Medical Academy, Kyrgyz-Russian (Slavic) University,
Bishkek. Kyrgyz Republic

Medicinal preparation maintenance is admitted as the medical aid
quality assurance in all countries. The system of financing of the psy-
chiatric in-patient hospitals which is existing till now focused on quan-
tity of beds and led to an economic inefficiency of medicamental inter-
vention, irrational use of medicinal preparation and impossibility of an
individualization of psycho pharmacotherapy.

We have studied monthly and annual reports (for 2007 and 2008) of
five basic psychiatric in-patient hospitals of Kyrgyzstan and analyzed
the correlation of the main statistic figures (rotation of beds, number of
treated patients, average stay of the treated patients, frequency of ad-
mission to hospital, etc.) with budgetary distribution of medicinal prep-
aration. Moreover we have studied the conformity of appointed
schemes of treatment to clinical reports and usage of separate prepara-
tions (the special attention is given to preparations from the List of the
vital medicinal preparations).

Results of analyses have shown that «bed to bed» system of financ-
ing led to following negative consequences of medicinal maintenance:

— irrational distribution of medicinal preparations among in-pa-
tient hospitals;

— irrational distribution of medicinal preparations among depart-
ments of each in-patient hospitals;

— discrepancy of appointed schemes of treatment to clinical
reports;

— impossibility of an individualization of psycho-pharmaco-
therapy.

Taking into consideration above mentioned problems within the re-
forms in the system of psychiatric aid, the following order «Optimiza-
tion of the structure of the organization of psychiatric health service in
the Kyrgyz Republic» was issued by the Ministry of Health providing
the financing of the number of hospitalizations according to the cases
of the treated diseases.

The financing system expects the achievement of economic effi-
ciency of medicament intervention and more rationalized use of medic-
inal preparation and psycho pharmacotherapy individualization.
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