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K CBEAEHUIO ABTOPOB!
[Ipu HampaBIEeHUY CTAaTbH B PEAAKITHIO HEOOXOMNMO COOTIONATh CISAYIONINE TIPaBHIIA;

1. CraTps 1oyKHA OBITH MPEJCTABICHA B IBYX DK3EMIUISIPAX, HA PYCCKOM MM aHTIIUHACKOM SI3bI-
Kax, Hare4yaTaHHas Yepe3 MoJTOPa HHTEPBAJa HA OHOIl CTOPOHE CTAHAAPTHOTO JINCTA ¢ IIMPUHOMH
JIEBOTO TOJIA B TPU caHTHMeTpa. Vcroiap3yeMblil KOMITBIOTEPHBIN MIpU(T U TEKCTa Ha PYCCKOM U
anmniickoM s3pikax - Times New Roman (Kupuuinna), 111 TeKCTa Ha TPYy3UHCKOM SI3BIKE CIEIYeT
ucnons3oBath AcadNusx. Pasmep mpudra - 12. K pykonucu, HareyaraHHON Ha KOMIIBIOTEPE, 1OJDKEH
OBITH TIpHTOkeH CD co cTaTheit.

2. Pa3mep craTbu 10JKEH OBITH HE MEHEe IECSTH U He OoJiee 1BaAaTH CTPAHUI] MAITMHOIIHCH,
BKITIOYAs yKa3aTelb JINTEPaTyphl U Pe3toMe Ha aHTJIIMICKOM, PYCCKOM U TPY3MHCKOM SI3BIKaX.

3. B crarbe 10mKHBI OBITH OCBEIIEHBI AKTYaTbHOCTh JAHHOTO MaTepHalia, MEeTOJIBI X PE3YIIbTaThI
WCCIIeIOBaHUSI U MX 00CYKICHHE.

[Ipu npencTaBneHny B reUaTh HAyYHBIX IKCIIEPUMEHTAITLHBIX paO0T aBTOPHI JIOJIKHBI YKa3bIBaTh
BH]l ¥ KOJMYECTBO JKCIIEPUMEHTANBHBIX KUBOTHBIX, IPUMEHSBIINECS METOABl 00e300MMBaHUS H
YCBITUIEHHUS (B XO/1€ OCTPBIX OIBITOB).

4. K crarbe IOMHKHBI OBITH MPUIOKEHBI KPAaTKOE (HA MOJICTPAHUIIBI) PE3FOME Ha aHTIIUHCKOM,
PYCCKOM H TPY3MHCKOM $I3bIKaX (BKJIFOUYAIOIIEE CIICAYIOIIHE Pa3/Ieibl: IeJb UCCIIeJOBaHuUs, MaTepral U
METOJTBI, PE3YIBTATHI M 3aKTFOUCHHE) U CIIHCOK KITF0UeBEIX ciioB (key words).

5. Tabmuiibl HEOOXOUMO MPEACTABIISITE B ITe4aTHO# popme. DoTokonuu He puHUMaroTcs. Bee
nu(ppoBbIe, HTOTOBbIE U MPOIEHTHHIE JAHHBIE B TA0JHIAX JOJKHBI COOTBETCTBOBATh TAKOBBIM B
TeKcTe cTaTbu. Ta0nuIbe! 1 rpaduKH TOJKHBI OBITH 03aITIaBICHBI.

6. dororpadun AOIKHBI OBITh KOHTPACTHBIMHU, (DOTOKOIHHU C PEHTTEHOTPAMM - B IO3UTHBHOM
n300pakeHUH. PUCYHKH, YepTeXHU U JUArpaMMBbI CIICAYyeT 03aIIaBUTh, IPOHYMEPOBATh M BCTABUTH B
COOTBETCTBYIOITEe MecTo TekcTa B tiff popmare.

B moanucsx k MukpogoTorpadusiM ciieyeT yKa3blBaTh CTEIICHb YBEJIMUYCHUS Yepe3 OKYIISP HITH
00BEKTHB U METOJI OKPACKH WIJIM UMITPETHAIINN CPE30B.

7. ®aMHUINH OT€YECTBEHHBIX aBTOPOB MPUBOATCS B OPUTHHAIBHOW TPAHCKPHUTIITHH.

8. I1pu opopmiienun u HanpaBieHun crateid B >kypHan MHI mpocum aBTOpoB coOmonarh
NpaBuIIa, U3JIOKEHHBIC B « EMUHBIX TpeOOBaHUSIX K PYKOMHUCSM, IPECTABISIEMbIM B OMOMETUIIMHCKUE
JKYpHAJIBD», MPUHATHIX MeXKTyHapOIHBIM KOMUTETOM PEIAKTOPOB MEAMIIMHCKUX KYPHAJIOB -
http://www.spinesurgery.ru/files/publish.pdf u http://www.nlm.nih.gov/bsd/uniform_requirements.html
B xoHIIe Ka)X0i OPUTHHAIBHON CTaThH MPUBOAMUTCS Onbinorpaduuecknii cnucok. B cnmcok nutepa-
TYpBI BKJIIOYAIOTCS] BCE MaTepHalibl, Ha KOTOpble UMEIOTCS CCBIIKM B TekcTe. CIHCOK COCTaBiseTcs B
andaBUTHOM MOpsIKE U HyMepyeTcs. JIuTteparypHblii HCTOYHUK TPUBOAUTCS Ha sI3bIKE OpUTrHMHana. B
CIIHMCKE JIUTEePaTyphl CHavYasa MPUBOJSITCS PaOOTHI, HAIMCAHHBIC 3HAKAMU TPY3WHCKOTO an(aBuTa, 3aTeM
Kupuuied u naruauned. CChUIKM Ha IIUTHPYEMble pabOThl B TEKCTE CTAaThbH JAIOTCS B KBaJpPaTHBIX
CKOOKax B BUJIC HOMEPA, COOTBETCTBYIOLIETO HOMEPY JaHHOW padOoTHI B CITUCKE TUTEpaTypbl. BonbmmH-
CTBO IUTUPOBAHHBIX UCTOYHUKOB JIOJDKHBI OBITh 32 TIOCTEIHUE 5-7 JIeT.

9. Jlns momydenus mpaBa Ha MyONHWKANWIO CTaThs JOJDKHA MMETh OT PyKOBOIHUTENS PAaOOTHI
WIN YUPEXKJCHUSI BU3Y U CONPOBOIUTEIHHOE OTHOILICHHUE, HAITMCAHHBIC MITM HalleYaTaHHbIe Ha OJaHKe
Y 3aBEPEHHBIC MOJIIICHIO U TICUAThIO.

10. B xoHIe cTaThu MOKHBI OBITH MOMAIMKCH BCEX aBTOPOB, IMOJHOCTHIO NMPUBEIACHBI UX
(hamuTiM, IMEHa M OTYECTBA, YKa3aHbl CIIy)KCOHBIH M JOMAalIHUH HOMEpa TeIe(OHOB U aapeca il
MHBIE KOOpAUHATHL. KomnuecTBo aBTOPOB (COaBTOPOB) HE JOJIKHO MPEBHIIIATH MATH YEJIOBEK.

11. Penakuus octapisiet 3a coOO0# MpaBo COKpaIaTh U UCIPABIIAThL CTaThi. KoppekTypa aBropam
HE BBICBIJIAeTCSI, BCs paboTa M cBepKa MPOBOAUTCS IO aBTOPCKOMY OpPUTHHAITY.

12. HepomycTuMO HampaBlieHHE B PEJAKIUI0 padoT, MPEACTABICHHBIX K TI€YaTH B WHBIX
M3/IaTeThCTBAX WITM OMYOJUKOBAHHBIX B IPYTHUX M3IAHUSIX.

IIpu HapymieHnH yKa3aHHBIX NPABHJ CTATHH He PACCMATPUBAIOTCH.




REQUIREMENTS

Please note, materials submitted to the Editorial Office Staff are supposed to meet the following requirements:

1. Articles must be provided with a double copy, in English or Russian languages and typed or compu-
ter-printed on a single side of standard typing paper, with the left margin of 3 centimeters width, and 1.5 spacing
between the lines, typeface - Times New Roman (Cyrillic), print size - 12 (referring to Georgian and Russian
materials). With computer-printed texts please enclose a CD carrying the same file titled with Latin symbols.

2. Size of the article, including index and resume in English, Russian and Georgian languages must
be at least 10 pages and not exceed the limit of 20 pages of typed or computer-printed text.

3. Submitted material must include a coverage of a topical subject, research methods, results,
and review.

Authors of the scientific-research works must indicate the number of experimental biological spe-
cies drawn in, list the employed methods of anesthetization and soporific means used during acute tests.

4. Articles must have a short (half page) abstract in English, Russian and Georgian (including the
following sections: aim of study, material and methods, results and conclusions) and a list of key words.

5. Tables must be presented in an original typed or computer-printed form, instead of a photocopied
version. Numbers, totals, percentile data on the tables must coincide with those in the texts of the
articles. Tables and graphs must be headed.

6. Photographs are required to be contrasted and must be submitted with doubles. Please number
each photograph with a pencil on its back, indicate author’s name, title of the article (short version), and
mark out its top and bottom parts. Drawings must be accurate, drafts and diagrams drawn in Indian ink (or
black ink). Photocopies of the X-ray photographs must be presented in a positive image in tiff format.

Accurately numbered subtitles for each illustration must be listed on a separate sheet of paper. In
the subtitles for the microphotographs please indicate the ocular and objective lens magnification power,
method of coloring or impregnation of the microscopic sections (preparations).

7. Please indicate last names, first and middle initials of the native authors, present names and initials
of the foreign authors in the transcription of the original language, enclose in parenthesis corresponding
number under which the author is listed in the reference materials.

8. Please follow guidance offered to authors by The International Committee of Medical Journal
Editors guidance in its Uniform Requirements for Manuscripts Submitted to Biomedical Journals publica-
tion available online at: http://www.nlm.nih.gov/bsd/uniform_requirements.html
http://www.icmje.org/urm_full.pdf
In GMN style for each work cited in the text, a bibliographic reference is given, and this is located at the end
of the article under the title “References”. All references cited in the text must be listed. The list of refer-
ences should be arranged alphabetically and then numbered. References are numbered in the text [numbers
in square brackets] and in the reference list and numbers are repeated throughout the text as needed. The
bibliographic description is given in the language of publication (citations in Georgian script are followed
by Cyrillic and Latin).

9. To obtain the rights of publication articles must be accompanied by a visa from the project in-
structor or the establishment, where the work has been performed, and a reference letter, both written or
typed on a special signed form, certified by a stamp or a seal.

10. Articles must be signed by all of the authors at the end, and they must be provided with a list of full
names, office and home phone numbers and addresses or other non-office locations where the authors could be
reached. The number of the authors (co-authors) must not exceed the limit of 5 people.

11. Editorial Staff reserves the rights to cut down in size and correct the articles. Proof-sheets are
not sent out to the authors. The entire editorial and collation work is performed according to the author’s
original text.

12. Sending in the works that have already been assigned to the press by other Editorial Staffs or
have been printed by other publishers is not permissible.

Articles that Fail to Meet the Aforementioned
Requirements are not Assigned to be Reviewed.
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EVALUATION OF THE EFFICACY OF ATYPICAL ANTIPSYCHOTIC DRUGS AND PSYCHOTHERAPY
IN PATIENTS WITH PARANOID SCHIZOPHRENIA BASED ON THE DURATION OF REMISSION

Mruh O., Rymsha S., Mruh V.

National Pirogov Memorial Medical University, Department of Psychiatry, Narcology and Psychotherapy
with the Postgraduate Education Course; Department of Microbiology, Virusology and Immunology, Vinnytsya, Ukraine

Schizophrenia is still to be a major psychiatric problems,
taking into account that schizophrenia disease rate makes up
0.068%o, and disorders of schizophrenia spectrum and schizo-
phrenia itself makes up the significant part of psychiatry pathol-
ogy - 17,3% and 12,9% correspondingly [1 2,10,13]. An impor-
tant element of the history of psychopharmacology has become
its complex cooperation with psychotherapeutic and social
rehabilitation methods of influence in treatment of mental ill-
nesses [3,7-9,11,14-16]. The aim of psychosocial rehabilitation
is reaching an independent functional patient in the society, de-
lay of neurocognitive deficiency, prevention of recurrent exacer-
bations and re-hospitalizations, developing of effective disease
control strategies and improving the quality of life of the patient
and his/her environment [4-6,12,17].

The purpose of the study is to analyse duration of remission
as a criterion for the effectiveness of prescribing atypical an-
tipsychotic drugs and psychotherapy to patients with paranoid
schizophrenia.

Material and methods. The study included patients admit-
ted to treatment at the 2nd and 7th department of Vinnytsia
Regional Acad. O.I. Yushchenko Psychoneurological Hospital.
Patients were observed throughout the inpatient phase of treat-
ment and, subsequently, within a year after discharge, or, in case
of exacerbation of the disease, until the time of hospitalization to
the psychiatric hospital. The study was conducted in a random-
ized, non-blinded, controlled manner. The patients in all clinical
groups have been prescribed the antipsychotics registered and
authorized in Ukraine. The antipsychotics have been adminis-
tered as a monotherapy in the average therapeutic doses. The
therapeutic schemes and the drugs used within them were in line
with clinical guidelines and standards for treatment of schizo-
phrenia, as well as with local protocols. All patients provided
informed written consent to participate in the study.

The total number of patients examined was 164 patients, of
which 91 were women and 73 men, the average age of patients was
29.25+13.5 years, the number of patients diagnosed with “paranoid
schizophrenia” was 118, with the diagnosis of “acute polymorphic
psychotic disorder with symptoms of schizophrenia» - 46 patients
who were diagnosed with “paranoid schizophrenia” at the readmis-
sion, the average duration of the disease was 2.7+2.1 years. Each
treatment group included patients with first-time diagnosed schizo-
phrenia (patients who had a clear-cut exacerbation of schizophrenia

when enrolled in the study) and patients with recurrent episodes of
disease (patients who had 2 or more cases of schizophrenia exacer-
bations during their lifetime year).

There were 4 groups of patients, depending on the received
antipsychotic and psychotherapy: the study group No. 1 (SG
No. 1) included patients receiving antipsychotic therapy with
atypical antipsychotic drugs (risperidone, aripiprazole, amisul-
pride, sertindole; quetiapine), the study group No. 2 (SG+PC)
included patients receiving antipsychotic treatment with atypi-
cal antipsychotic drugs and psychotherapeutic correction in
the form of group psychotherapy using transactional analysis;
the control group No. 1 (CG No. 1) included patients receiving
antipsychotic therapy with typical antipsychotic drugs (chlor-
promazine, levomepromazine, fluphenazine, flupentixol, zu-
clopentixol, butyrophenone, trifluoperazine, thioridazine); the
control group No. 2 (CG+PC) included patients receiving an-
tipsychotic treatment with typical antipsychotic drugs and psy-
chotherapeutic correction in the form of group psychotherapy
using transactional analysis. The clinical groups were divided
into 4 groups and cohorts 1 and 2 (patients who remained in
the study throughout the observation period and patients who
left the study at different dates until the end of the study). The
statistical tobit model made it possible to objectify the efficiency
combination results of antipsychotic drugs and psychotherapy
and DR by schizophrenia patients and was used to test the power
of hypotheses, that is, the ability of this model to detect existing
differences in the efficiency of the compared treatment methods
(Rosenbaum and Rubin, 1983; Wooldridge, J.M., 2012).

Results and discussion. The criterion for the treatment ef-
ficacy was the period between regular hospitalizations that is
the duration of remission (DR). DR is equivalent to the risk of
rehospitalization that has been considered as evidence of the fail-
ure of treatment completion. On the other hand, one can expect a
link between a longer hospital stay and a reduced risk of readmis-
sion, as long-term hospitalization could be considered to improve
treatment adherence. Such a possible relation has formed a separate
hypothesis. Evidence of the reliability of the DR criterion for treat-
ment efficacy is the distribution of DR values among patients with
re-hospitalization observed during the follow-up period. In table 1
there is a clear dynamic of the proportion of patients until hospital-
ization during the observation period with the highest hospitaliza-
tion rate within the first 100 days.

Table 1. Dynamics of patient drop-out during follow-up, number of patients in cohorts at the time of examination

Antipsychotic drugs | Psychotherapeutic correction (PC) 1 Obser3vatlon time, mo6nths )
- 57 57 30 24

Typical + 25 25 15 14

Total 82 82 45 38

- 41 40 36 31

Atypical + 41 41 41 39

Total 82 81 77 70

Total 164 163 122 108
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Evidence of the prior test power is a clear predominance of re-
hospitalization cases by the persons treated with typical antipsy-
chotic drugs (44 cases - 54%) compared with those treated with
atypical ones (12-15%). Instead, there was a clear predominance of
cases of long-term remission by the patients with atypical antipsy-
chotic drugs treatment (70 cases - 86%) compared with those treat-
ed with typical ones (38 - 46%) among 108 total number of patients.

The statistical rationale for testing the effectiveness of a re-
habilitation program belongs to the segment of data analysis
techniques under the general name “Average treatment effect”
(ATE). One of the main problems is the shift in performance
evaluation due to the violation of randomization of the pro-
gram purpose, in particular the self-selection effect. The general
“outline” of the techniques is to take into account directly un-
observed heterogeneity, which, in particular, leads to biased ef-
ficacy testing when it is related to test parameters, such as place-
ment of patients in the main and control cohorts.

We used one of the ATE estimator techniques, which uses the
proposition of the “redundancy” of the vector w in the presence
of covariate x. This technique was chosen due to the lack of
reliable instrumental variables. In fact, the techniques are con-
nected to solving the problem of missed variables using proxy
variables, and under special conditions are simplified to OLS
regression with many control cohorts (Wooldridge, J.M. (2012).

Analytical techniques in this category are based on the pro-
posals of Rosenbaum and Rubin (1983), which is known as
ignoring the variable purpose of the program (ignorability of
treatment) for the observed covariates x. The main parameter
of ATE testing is the coefficient “beta”. It’s identification from
the offsets due to the violation of the program randomization
is provided by the inclusion of the component bTreatmentb *
Treatment * bj. This component corresponds to the control func-
tion. bj expresses the individual effect of the patient, which is

decentralized by assigning the function of generating its a priori
values to the normal law with zero mean (b [j] ~ dnorm (0, tau).

In fact, the individual effect of the patient absorbs all possible
fixed effects, ie both observed covariates and unobserved signs
(US), thus being a powerful proxy variable for unbiased testing
of the effect of DR. The insignificance of the coefficient “bTreat-
mentb” indicates the absence of shifts in the assessment of ATE
due to the violation of appointments randomization. We used a
modification of credibility function (CF) fragments according
to Clayton (Aitkin and Clayton, 1980; Orbe and Nunez-Anton,
2006) using the generation of facts of re-hospitalizations from
the Poisson distribution. MCMC algorithms are a powerful mod-
ern driver for the implementation of hierarchical mixed models,
to which our model structure belongs. We chose the most proven
and powerful Gibbs sampler. The first frailty model included all
the observed characteristics of the patient along with the frailty
component, which described the directly unexamined character-
istics. We used the Geweke’s Z and Heidelberg-Welch halfwidth
tests (H-W) to diagnose convergence.

The Hooke test is based on comparing the average values of the
series of initial 10% and the last 50% of the parameters generated in
a single chain of estimates. Estimates of the variances of the mean
values are estimates of the spectral density of the corresponding
series. The operational test is the classic Z - test of comparison of
sample means. Values of |Z|>2 indicate a significant difference be-
tween the means, and, consequently, the lack of convergence. The
Heidelberg-Welch test works on a similar principle. Its operational
statistics are also Z - test, but the latter is based on half the length
(hl) of the intercentile (0.5 and 0.95 centiles) interval of the a pos-
teriori distribution of parameter estimates. If the ratio of hl to the
average value of the parameter exceeds 0.1, convergence is not
achieved. From Table 2 it follows that convergence is not achieved
only for sigma individual effects.

Table 2. Centers of a posteriori distributions of estimates of the basic frailty model parameters
with convergence tests of parameters on Markov chains

Model Centile values Convergence tests
parameters 0,05 Median 0,95 Geweke’s Z H-W hl
Significant effects
bTreatment -3,344 -2,103 -1,192 -1,97 0,000017
bTreatPC -2,675 -0,9694 -0,5894 -0,31 0,000020
bLOS -0,0708 -0,0588 -0,0384 0,96 0,000017
bDrop 1,096 1,188 1,299 -0,12 0,001220
bGender -2,101 -1,175 -0,4953 0,78 0,000035
bType 0,3109 0,9287 1,613 -0,96 0,000011
bDisability -1,12 -0,5227 -0,0110 1,08 0,007660
bHeredity -0,0517 0,6001 1,571 -0,20 0,000015
blncidence 0,297 1,404 2,327 -0,25 0,000022
a0 3,8485 7,1215 12,170 -0,02 0,177000
sigma 0,0529 0,0854 0,1793 -0,18 0,036400*
Insignificant effects
bTreatb -0,875 0,123 1,865 0,93 0,000753
bAge -0,0257 0,0233 0,0469 -1,44 0,000157
bComp0 -0,0399 -0,0021 0,0429 -1,94 0,000267
bCompD -0,0926 0,0256 0,1168 -1,69 0,000134
bPC -0,7038 0,0930 0,7851 -1,54 0,000139
* - convergence has not been achieved
© GMN 87



When evaluating the bTreatment parameter, the effect of
atypical antipsychotic drugs with a median value of ATE -2,103
[-3,344; -1,192] appeared to be true-to-fact. The relative risk
made up 0.122. The risk of subsequent hospitalization as a re-
sult of prescribing of atypical antipsychotic drugs on average
decreased by (1-0,122) =%100*87.8% compared to prescription
of typical ones. Thus, it is reliably confirmed that prescription
of atypical antipsychotic drugs significantly increases DR com-
pared to prescription of typical antipsychotic drugs.

When evaluating bTreatPC parameter, ATE was found to be
reliable with accompanying PC treatment with atypical antipsy-
chotics with a median value 0f -0.9694 [-2.675; 0,5894]. The rel-
ative risk was 0.379. The risk of the subsequent hospitalization
due to the accompanying of prescription of atypical PC antipsy-
chotics was on average decreased by (1-0.379)62.1=%100%%
compared to such prescription, but without PC accompanying.
Thus, a significant increase of DR by accompanying of atypi-
cal antipsychotics PC was proved compared to prescriptions of
atypical antipsychotics without PC accompanying).

When evaluating the bTreatb parameter, no significant effect
was found [-0.875; 1,865] and unbiased evaluation of ATE ef-
fect. Therefore, distribution of the patients to therapeutic cohorts
was of random character.

BLOS model parameter evaluations [-0.0708; -0,0384],
which indicates the effect of duration of psychotherapy accom-
panying, showed a significant reduction in the risk of re-hos-
pitalization at the optimal duration of psychotherapy, and the
risk of subsequent hospitalization with each additional day of
psychotherapeutic accompanying during the first 100 days of the
observation period with the highest risk of re-hospitalization as
a result of relapse from the time of discharge from the hospi-
tal decreased on average by 6%. Due to incomplete full-fledged
psychotherapy accompanying, the risk of subsequent hospital-
ization significantly increased in 3.28 times. Thus, it was proved
that the optimal duration of psychotherapy accompanying for
the patient causes a significant reduction in the risk of relapse.
This result can be used as evidence of the need for psychother-
apeutic accompanying for the patient at both the hospital and
post-hospital stages.

Survival curves (dynamics of the proportion of patients until
subsequent hospitalization due to exacerbation of the disease),
along with risk modification evaluations, allow to more clearly
demonstrate the additional effectiveness of prescription of atypi-
cal antipsychotics and PC accompanying compared to prescrip-
tion of typical antipsychotics. According to the seven-parameter
Cox model two curves were constructed that showed the dynam-
ics of proportion of the individuals until subsequent hospitaliza-
tion in the primary and control cohorts. Performance parameters
for atypical antipsychotics and PC accompanying prescription
have proven to be reliable. The integral difference of DR per
patient made up 140 days. This is the additional number of days
of DR before the next hospitalization which is provided by the
prescription of atypical antipsychotics and PC accompanying
compared to prescription of typical antipsychotics.

Traditionally, the treatment results described in the outpatient
card are used. However, it is impossible to avoid two problems:

a) objectivity of the assessment outcome; b) their transient
nature. The hospital discharge supposes a stable mental state. At
the time of discharge, psychiatrists assess the patient’s current
condition that may be a temporary improvement, but not a full
recovery. The prospective efficiency assessments, such as mor-
tality, disability, exacerbations, look more appropriate. There are
three problems in applying the first two medical cases as criteria
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for the efficiency of the patient care at hospital: a) the need for
a large number of observation units; b) presence of competitive
risks; ¢) comorbid disorders.

The first problem is obvious, its overcoming takes us be-
yond a certain medical institution, and thus concretizing and
meaningfulness of the observation disappear. Competitive
risks are traditionally associated with mortality and lethality,
but disability can also occur due to a different reason than the
previous hospitalization, which significantly shifts the effi-
ciency test. Comorbid disorders imply the need for screening
of lethal cases according to the reasons and inclusion only of
the risks related or mediated by the previous hospitalization
with regulation of the risk competition. As to disability, it is
possible even in case of the patient’s condition relief and is
associated even more with the loss of working capacity and
daily activity. Considering that determination of the disabil-
ity degree is a long process that removes the possible link
with the last episode of hospitalization, as well as the objec-
tivity of the medical and social expert commission as to the
appointment of a disability group, comorbid disorders lead to
serious violations of the test validation.

Exacerbation due to the disease that led to previous hos-
pitalization is a valid criterion, however impractical. Not
all the exacerbations induce the patient to seek for medical
help; also, some of the outpatient referrals are performed for
the dispensary, consultation, other reason under the disguise
of an exacerbation. In addition, the fact even of a verified
exacerbation itself does not give us a “sensitive key” to the
efficiency of the previous inpatient treatment, as an exacer-
bation can occur immediately after discharge or over a long
period with a completely different interpretation. In view of
the above, we chose the period duration between regular hos-
pitalizations, that is, the duration of remission (DR) as a cri-
terion for the treatment efficiency.

Thus, DR is a sensitive index of the prescription efficiency.
Thus, the efficiency testing according to the experimental frame
is a difficult problem, in particular because of the effect bias of
the treatment program prescription, and due to the large number
of factors which levels are not controlled in the study or even
unknown. The main point is to solve the problem of the sta-
tistical identification of the treatment program effect, statistical
substantiation of the base model based on the chosen approach
of the treatment effect identification of the survival curve con-
struction models, that help to evaluate the treatment program
effects better.

The following hypotheses were the main for testing:

1. Prescription of atypical antipsychotics significantly in-
creases the DR compared with the appointment of typical an-
tipsychotics.

2. Accompanying of the prescription of atypical antipsy-
chotics with psychotherapeutic consulting (PC) significantly
increases the DR compared with the prescriptions of atypical
antipsychotics without psychotherapeutic accompanying.

3. The selection of patients to the cohort by prescriptions was
randomized.

4. The longer stay of the patient at hospital for completion of
the psychotherapy causes significant reduction of the re-hospi-
talization risk.

The most important parameters were bTreatment, bTreatPC,
which evaluated the average treatment effect (ATE) of atypical
antipsychotics and their DR accompanying, as well as bTreatb,
which corrected and evaluated the bias in the ATE evaluation
due to the heterogeneity of the control and main cohorts.



GEORGIAN MEDICAL NEWS
No 5 (302) 2020

One of the most important reasons for the formation of
unstable remissions is the lack of coverage of all the psy-
chopathological manifestations with therapeutic accompany-
ing, when only the symptoms of the psychotic level are re-
duced, and the neurotic level remains practically unchanged.
The common psychosocial factors that reduce compliance to
psychotherapy include the following: the presence of nega-
tive symptoms, cognitive disorders in the patient; the use
of typical antipsychotics, which do not significantly affect
the deficiency symptomatology, complicate the stage of the
initial contact with the patient and worsen his susceptibility
to psychotherapy; side effects of the drug therapy followed
by further violation of therapeutic recommendations by the
patient; lack of understanding of the disease nature by the
patient and his family; psychological problems of the family
members and, as a consequence, impaired social adaptation
of the patient. An important factor of the psychotherapeutic
effect can include a dysfunctional family structure when the
parental figures have opposite positions that creates constant
contradictions between them, or inconsistent in their deci-
sions or expectations about the child. This can be a trigger
point for the disease re-exacerbation when the patient returns
to the family after the inpatient treatment.

The antipsychotic therapy was aimed at manifestations of the
psychotic level, and the psychotherapy - at secondary psycho-
genic symptoms of the neurotic level. Considering the signifi-
cant role of negative sociogenic factors, among the psychothera-
peutic accompanying tasks there was their reduction or, at least,
weakening together with the complex therapy with antipsychot-
ics, contributing to the formation of an adequate idea of the dis-
ease, cognitive “stimulation” and social activation of patients,
personality restructuring, change of the system of mutual rela-
tions with the people around and formation of adequate forms
of psychological protection with further integration of the new
experience into the patients’ family structure.

Scientific novelty. In the course of the research, from the
point of view of the systemic approach, the dynamics of the
psychopathological picture was studied during the exacerba-
tion phases and one year of remission in the patients with
schizophrenia against the complex use of antipsychotics and
group psychotherapy using a transactional analysis. Based on
the analysis of the remission duration, the efficiency of the
combination of antipsychotics and group psychotherapy us-
ing the transactional analysis in the patients with schizophre-
nia was studied and evaluated for the first time to optimize
their treatment and rehabilitation methods. The results of
the combined treatment of patients with schizophrenia were
objectified for the first time by testing the efficiency of the
proposed hypotheses when using the Tobit model for iden-
tification of the existing differences in the efficiency of the
compared treatment methods.

The practical significance of the obtained results. The com-
plex use of atypical antipsychotics and group psychotherapy
using the transactional analysis allows to increase the effi-
ciency of schizophrenia treatment both at the stage of exacer-
bation and at the stage of the process stabilization and remis-
sion formation. This effect is manifested in the improvement
of the clinical and psychopathological picture of the patients’
condition, in the indicators of their cognitive functioning and
susceptibility to the psycho-corrective work. The complex
use of atypical antipsychotics and group psychotherapy using
the transactional analysis allows to reduce the duration of the
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inpatient stage of treatment of the patients with schizophrenia
and to improve the state of social functioning of the patients.
The combined therapy helps to achieve higher quality remis-
sion states and creates the tendency for more prolonged re-
mission of the patients.

Summarizing the above-stated information, it can be noted
that the use of the combination of psychopharmacological
treatment with atypical antipsychotics and group psychother-
apy allowed to influence the disecase manifestations on the
whole, which was reflected in the duration of remission in SG
No. 2. Therefore, preconditions for a better adaptation and re-
socialization of the patients with schizophrenia are formed.

Conclusions and prospects of further studies

1. There was a clear dynamic of a part of the patients for re-
hospitalization during the observation period with the highest
rate of hospitalizations during the first 100 days. The evi-
dence of the prior test efficiency is a clear predominance of
re-hospitalization cases among the patients treated with typi-
cal neuroleptics (44 cases) compared with such among the
patients who were treated with atypical ones (12). Instead,
there was a clear predominance of the long-term remission in
people treated with atypical antipsychotics (70 cases) com-
pared with those who were treated with typical ones (38)
among 108 total number of patients.

2. The risk of the subsequent hospitalization due to the pre-
scription of atypical antipsychotics decreases by 87.8% on the
average compared to the prescription of typical ones, that is,
prescription of atypical antipsychotics significantly increases
the DR compared with the prescription of neuroleptics.

3. The risk of the subsequent hospitalization as a result of ac-
companying the prescription of atypical antipsychotics of the
PC decreases by 62.1% on the average compared with the same
prescription but without the PC accompanying.

4. The risk of the subsequent hospitalization with each addi-
tional day of hospital stay decreases by 6% on the average. Thus,
the longer stay of the patient at hospital leads to a significant
reduction of the re-hospitalization risk due to the longer accom-
panying of the patient with psychotherapeutical consultancy.

5. At the early completion of the inpatient phase of treatment,
the subsequent hospitalization risk significantly increases by a
factor of 3.28.

6. The continuous course of the disease causes a significantly
higher risk of re-hospitalization by a factor of 2.53. Survival
curves allow, along with the risk modification estimates, to dem-
onstrate the additional efficiency of prescribing atypical neuro-
leptics and PC accompanying more clearly compared with the
prescription of typical antipsychotics. The integral difference of
the DR per patient was 140 days. This is the additional number
of DR days before the next hospitalization which is provided by
the prescription of atypical neuroleptics and PC accompanying
compared with the prescription of typical ones. The values of
the DR in case of prescription of atypical neuroleptics and PC
accompanying are significantly higher than in case of prescrip-
tion of typical ones.

7. The data obtained during the study on the improvement of
treatment efficacy, the achievement of optimal outcome at in-
patient stage, prevention of the relapses, rehospitalization and
hospitalism and social restructuring of personality substantiate
the reasonability of the group psychotherapy and the use of the
transactional analysis together with atypical antipsychotics for
reaching and maintaining of remissions at the initial stage of
schizophrenia.
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SUMMARY

EVALUATION OF THE EFFICACY OF ATYPICAL AN-
TIPSYCHOTIC DRUGS AND PSYCHOTHERAPY IN PA-
TIENTS WITH PARANOID SCHIZOPHRENIA BASED
ON THE DURATION OF REMISSION

Mruh O., Rymsha S., Mruh V.

National Pirogov Memorial Medical University, Department of
Psychiatry, Narcology and Psychotherapy with the Postgradu-
ate Education Course,; Department of Microbiology, Virusology
and Immunology, Vinnytsya, Ukraine

Duration of remission (DR) is the equivalent of the risk of re-
hospitalization, which is considered as evidence of unsuccessful
completion of the prescribed treatment. The evidence of DR in-
formativeness as a criterion for effectiveness of prescriptions is
distribution of DR values among patients with re-hospitalization
during the observation period.

The aim of the study is to analyse the duration of remission
as a criterion for the effectiveness of prescribing atypical anti-
psychotic drugs and psychotherapy for patients with paranoid
schizophrenia.

4 groups of patients were formed: the study group No. 1 in-
cludes patients who received atypical antipsychotic drugs; the
study group No. 2 includes patients who received atypical an-
tipsychotic drugs and psychotherapeutic cortrection (PC); the
control group No. 1 includes patients receiving typical anti-
psychotic drugs; the control group No. 2 includes patients who
received typical antipsychotic drugs and PC. The total number
of examined patients was 164 people, the average age was
29.25+13.5 years, the number of patients with a diagnosis of
paranoid schizophrenia was 118, with a diagnosis of acute poly-
morphic psychotic disorder with symptoms of schizophrenia -
46. The average duration of the disease was 2.7+2.1 years. The
statistical tobit model made it possible to objectify the results
of the effectiveness of the combination of antipsychotic drugs,
psychotherapy, and DR by the studied patients. We used the tobit
model to test the power of hypotheses, i.e., the possibility of this
model to determine the existing differences in the effectiveness
of the compared treatment methods (Rosenbaum and Rubin,
1983; Wooldridge, J.M., 2012).

The effectiveness of the treatment was evaluated by indicators
of duration of the remission period by the patients and the risk
of re-hospitalization due to disease relapse. We observed a clear
dynamic of some patients to re-hospitalization during the obser-
vation period with the highest hospitalization rates in the first
100 days. Evidence of the tests powers was a clear prevalence
of cases of re-hospitalization by the patients taking typical anti-
psychotic drugs (44 cases) compared with those among patients
receiving atypical ones (12). There was a clear predominance of
cases of prolonged remission by the patients who took atypical
antipsychotic drugs (70) compared with those who received typ-
ical ones (38) among 108 of censored ones. It was determined
that patients who took typical and atypical antipsychotic drugs
entered remission with the same period, but its quality was dif-
ferent. It was found that the indices of DR by prescription of
atypical antipsychotic drugs and PC were significantly higher
compared with those of typical antipsychotic drugs - the integral
difference in DR per patient was 140 days. The risk of re-hos-
pitalization due to prescription of atypical antipsychotic drugs
decreases on average by 87.8% compared with prescription of
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the typical ones, that is, prescription of atypical antipsychotic
drugs significantly increases DR compared with prescription of
typical antipsychotic drugs.

Key words: paranoid schizophrenia, remission, atypical anti-
psychotic drugs, psychotherapy.

PE3IOME

OLEHKA 359O®OEKTUBHOCTHU INPUMEHEHUSA ATU-
IMNUYECKHUX AHTUIICUXOTHUKOB U IICHUXOTEPA-
NN Y DAIMEHTOB C IMAPAHOUIHOM IIN30®-
PEHUEI B 3ABUCUMOCTH OT JJIUTEJbHOCTH
PEMUCCUH

Mpyr O.®., Peimmia C.B., Mpyr B.M.

Bunnuyxutl HayuoHanbHblll MeOUYUHCKULL YHUBEPCUMEN UM.
H.U. Iupocosa, kapedpa ncuxuampuu, HapKoio2uu u NCUXO-
mepanuu ¢ kypcom 110, kagheopa muxpoduonoauu, supyconoauu
u umMmyHonozuu, Yxkpauna

JmtensHocTs pemuccuu (/IP) sBisieTcs nokasarenaeM pucka
perocrnuTanu3aluy U CYUTACTCS UHAUKATOPOM HEyIauHOIo 3a-
BEpILCHUsS] Ha3HAYEHHOro JieueHus. JlokazarenscTBoM HHMOp-
matuBHOCTH [IP kak kputepusi 3p(EeKTHBHOCTH Ha3HAYCHUI
ABJISIETCS pacnpeneneHue 3HaueHni JIP cpeau nauueHTos ¢ pe-
roCNuTaIN3alMell Ha MPOTSKEHUH [IepUOia HaOIIOICHUS.

Lenp uccnenoBanust — aHAIU3 JJIUTEIBHOCTH PEMUCCHU KaK
KpuTepus 3pHEeKTUBHOCTH Ha3HAYCHHS AaTUITHYHBIX aHTUIICUXO-
THKOB M NCHXOTEPAIMU MalUeHTaM C MapaHoMAHOU mm3odpe-
HUEH.

[MarmenTsl ObuTH pacnpeneneHsl Ha 4 rpynmsl: B I rpymnmy
MCCJIICAOBAHW BOULJIM NMALIUCHTDI, IOJYy4YaBIIUE aTUIIMYHBIC aH-
TUNCUXOTUKY; BO Il rpynmy uccienoBaHus - HalUEHTSI, OTY-
YaBIIUE aTUIMUYHBIC aHTUIICUXOTUKHU U IICUXOTEPAIICBTUYECCKYIO
xoppekuuto (I1K); B I rpynity KoHTpoJIs - HaLlMEeHTBI, NOTy4YaB-
IIKe TUIWYHbIE aHTUIICUXOTUKH; BO 1] rpymnmy KoHTposs - nauu-
EHTBI, MoJy4aBiuue TunuuHbie antuncuxotuku u [1K. OGuiee
KOJINYECTBO 00CiIe0BaHHBIX OONBHBIX cocTaBuilo 164 yenose-
Ka, CpeaHuid Bo3pacT - 29,25+13,5 yiet, KOJMYecTBO MalUeHTOB
C JIMarHO30M «IapaHouIHas mu3ohpeHus» - 118, ¢ quarnozom
«OCTpoe MOIUMOP(HHOE MCUXOTUUECKOE PACCTPOHCTBO C CHM-
nToMamu mu3ohpeHun» - 46. CpeaHss JTUTEIBHOCTD OOC3HH
cocraswia 2,7+2,1 roga. Craructuyeckas TOOUT MOZEIIb II03BO-
nuiIa 00bEKTHBU3UPOBATh Pe3yabTaThl A(PHEKTUBHOCTH KOMOU-
HalluM aHTUIICUXOTHUKOB, ICUXOTEPpAIIUU U Hp Yy HUCCIEAYEMBIX
60sbHBIX. TOOMUT MOJETh HCIOJIB30BaHA Ui TECTHPOBAHUSI
MOIIHOCTH I'MIIOTE3, T.€. BO3MOXHOCTH JAHHON MOJIEIIH Ope/ie-
JUTh B 9(Q(HEKTUBHOCTH CPAaBHUBAEMbIX METO/IOB JICUCHUSL.

OueHky 3 (HEeKTHBHOCTH HPOBEICHHOTO JICUEHHSI OCYIIECT-
BJISJIM C YUETOM I10Ka3aTesel JUINTEIbHOCTH epHoia PEMHUCCHI
y NALMEHTOB U PUCKA PErOCIUTANIN3AMU BCIEICTBUE pesarca
3aboneBanus. HaGmronany 4eTkyro IMHAMHKY YacTH Mal[IEeHTOB
K PeroCHuTalM3al{y Ha MPOTSHKCHUH NepHoa HaOIIONeHUs ¢
HAUBBICUIMMHU TOKa3aTeNsIMU TocnuTanu3anuii B nepsbie 100
nHel. Jloka3areibCTBOM MOIIHOCTH TECTOB OBUIO SBHOE Mpe-
BAJIMPOBAHUE CIy4acB PEroCHUTAIN3ALUN Y OONBHBIX, IPHHHU-
MAaOUMX TUIMYECKHE AHTHIICUXOTHKU (n=44) CpaBHUTEIBHO
¢ IHanueHTaMM, IoJlydaBIIMMHU arunudyeckue (n=12). Ha-
0Jr0J1AJIOCHh SIBHOE IMpeoliaiaHue CilydaeB JIUTEIbHOMH pe-
MHUCCHUHU y NMALNUEHTOB, NPUHUMAIOIUX aTUIIUYCCKUEC aHTUII-
cuxoTuku (n=70) B CpaBHEHUU C OOJIBHBIMU, M1OJIYYAIOIIUMHU
tunuyeckue (n=38) uz 108 nensypupoanubix. OnpeneneHo,
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qTO 6OJ'II)H]>IC, KOTOpre npnﬂnmanu TUIIUYCCKHUEC U aTHUIINYC-
CKHUC AHTHUIICUXOTHUKH, BCTyl'laJ'[I/I B peMI/ICCl/II'O C OJMHAKOBBIM
IIPOMEXYTKOM BPEMEHH, OZHAKO KayeCTBO PEMHUCCHH OTIIH-
4aJo0Ch. YCTaHOBJICHO, YTO Nokazatenu JP npu HaszHaueHuu
aTUIIMYECKUX aHTUICUXOTHKOB U I1K oka3zamuch 3HAYHUTEIIb-
HO BBILIC B CpaBHeHI/lI/I C TAKOBBIMU TUITNUYECCKHUX AaHTUIICUXO-
THUKOB - HHTerpajibHas pasHuua J[P Ha nmanueHra coctaBuia
140 nueii. Puck perocnuranu3aiuu BCJICICTBUE HA3HAYCHUS
ATUIINYCCKHUX AaHTHUIICUXOTHKOB, B cpeleeM, yMeHbIJ_lI/I.]'ICH Ha
87,8% B cCpaBHEHUM C IPUMEHEHHUEM THUIINYECKUX, T.C. Ha-
3HAYCHUEC aTUIIMYCCKUX AaHTUIICUXOTHUKOB JlOCTOBepHO yBC.]'ll/I—
yuBaeT rnmokasarenau JP.
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SEPSIS: IMPORTANCE OF ETHNIC PROPERTIES AND PHENOTYPES (REVIEW)

Ratiani L., Machavariani K., Shoshiashvili V.

Tbilisi State Medical University, First University Clinic; Research Institute of Clinical Medicine,
Department of anesthesiology and intensive care, Thilisi, Georgia

Sepsis is a common, heterogeneous clinical syndrome. Ac-
cording to the new definition, this is a life-threatening organ
dysfunction caused by dysregulated host response to infection.
Septicemia incidence and septicemia-related deaths over the last
decades is rising worldwide [18]. This trend is expected to con-
tinue due to aging of the population, increasing burden of chron-
ic health conditions, and increased use of immunosuppressive
therapy, transplantation, chemotherapy, and invasive procedures
[10]. Although its outcomes have improved during last decades,
mortality remains high — about 30% [28-31]. Multiple factors
can affect the outcome of sepsis: infectious agent, site of infec-
tion, organ dysfunction, comorbidities, age, sex, social, ethnic,
race factors [1,18-20,28,29]. There are different scoring systems
for prediction of sepsis outcome but in some cases we can see
that patient, whose outcome must be pure is recovering but other
patient, whose outcome predicted excellent is dying [45]. Ac-
cording to clinical findings is difficult to explain such paradox.
Some authors suggesting that racial, ethnic, genetic factors not
only influencing on sepsis clinic, but can serve as predictive fac-
tors for outcome [4,9,13,15-20]. In this review we are focusing
on the importance of ethnic and phenotype properties on sepsis,
its treatment and outcome.

Ethnic and racial disparities in sepsis outcome. Most studies
about the patient depended factors of sepsis outcome are focus-
ing primarily for age and sex [10,18,45]. The effect of other pa-
tient and hospital characteristics on disparities in sepsis mortality
is not yet well-known. However, it had been reported that wide
racial variation exists in the incidence of septicemia, with rates
among nonwhites almost double those of whites [18,19]. These
observations persisted after adjusting for preexisting chronic
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illness and source of infection. On the same time, these differ-
ences can be related with socioeconomic status, tobacco smok-
ing, statin therapy, region of residence as well as to pre-hospital
and in-hospital care, because black and Hispanic patients live in
geographically segregated regions of USA [5-8,12,21-25].
Barnato AE. et al [18] studied outcome of sepsis in 6 states
of USA with population about 78 min. Interestingly, that he
largest racial group was white (66.2%), followed by Hispanic
(19.7%) and black (14.1%). The mean age was much lower in
blacks and Hispanics compared with whites (mean age: 31.8
and 29.4 vs. 39.5 yr, P<0.0001). In this region of USA during
2001, 282,292 hospitalized patients met to criteria for severe
sepsis, most common infection was pneumonia, bloodstream
and genitourinary tract infections. Blacks had the highest rate
of severe sepsis (6.08 per 1,000), followed by Hispanics (4.06
per 1,000) and whites (3.58 per 1,000). Black patients, and to a
lesser degree Hispanics, were more likely to receive treatment
in large, urban teaching hospitals than whites. According to the
study, overall mortality for blacks was higher than for whites,
due both to greater incidence and higher case fatality. One of the
explanations, given from authors is that blacks being treated at
large, urban teaching hospitals and hospitals with poorer quality
processes and outcomes of care [6,21,22]. Other factors are not
excluded too, such as tobacco use, pharmaceutical use, health
care resources, social factors but the greater adjusted incidence
among blacks and the lower incidence among Hispanics could
be due to differences in the underlying biologic response to in-
fection and injury. From authors opinion one possible explana-
tion is different genetic susceptibility to sepsis between blacks
and whites. Individuals of European and African ancestry likely



