I —————.
Tema: [lpyMeHeHMne TPULUMKINYECKUX
aHTMaenpeccaHToB (AMUTPUNTUNNINH) U
ncuxortepanmu y NnaumMeHTOB C
MOCTUHCY/IbTHOU JlENPECCUMA

BrimostHmiia: Mycaesa 1.M
IIpoBepuia: Kommaran6erona I'.K



AKTYAJIbHOCTD

Jlenmpeccust - pa3BuUBaeTCs MPUMEPHO Y KAXK/A0T0 3-T0 O0JILHOTO, IIepeHecHIero
WHCYJIbT, 1 MOKET HETaTUBHO BJIUATH Ha Mpolecc peabuIuTaum.
PaccmaTpuBaeTcs poJib ICUX0J0TUUECKUX (DAKTOPOB, TEHETUUECKOU
IIpeAPaCHOIOKEHHOCTH, JIOKAJIU3AIUH IIOPAYKEHUA TOJIOBHOTO MO3Ta,
HEJIOCTATOYHOCTH MOHOAMHWHOB B ITIaTOTeHe3e Jienpeccuu. [locTuHCy IbTHAA
JIEIIPECCUs YaCcTO HE JUATHOCTUPYETCA, XOTA €€ BhIABJIEHHUIO IIOMOTAIOT ITPOCThIE
rccaenoBanus (mkanbl beka, lamuiabToHa). Ilpu pazButuu aenpeccuun
OTMeYaeTCs MOJIOKUTETbHBIN Pe3yJIbTaT JIEUEHUA aHTH/IEIIPECCAHTAMU;
couyeTaHUe IICUXOTepauy U aHTH/IEIIPECCAHTOB JIaeT ellle 60Jiee BbIpasKeHHbIHN
addekT. OT™MeUaeTcsa NOJI0KUTETbHOE JIENCTBHE AJIUTEIbHOTrO IpreMa (6 Mmec u
60Js1ee) TPUIUKINYECKHUX aHTH/IEIIPECCAHTOB U CEJIEKTUBHBIX MHTHOUTOPOB
obpaTHOTO 3axXBaTa CEPOTOHUHA, IIPeJICTaBJIEHBI JJaHHBIE O BHICOKOM

3 PEeKTUBHOCTU U XOPOIIIel MePEHOCUMOCTH SCIUTaIoIpaMa mpu
IIOCTUHCYJIbTHOMU Jienipeccuu. I[loguepkuBaeTcs, 4To peaynpekaeHue U JIeYeHUE
JeTIpECCUN MOKET CYIIIECTBEHHO YIYUIINTD IIPoliece peabuaInTalii U KauecTBO
»KU3HU OOJILHOTO.



Jlempeccusa yxyamiaeT KauecTBO *KU3HHU KaK CAMHUX
IaIlIEHTOB, TaK 1 YWIEHOB UX CEMbU U
yXaKUBAIOIINX 32 HUMU Jull . [locTUHCYIbTHAS
Iepeccys 3aTPYAHSIET BOCCTAHOBJIEHNE U
peadMINTaIINIO, CHIKAET COIMAIbHYI0 aKTUBHOCTD
1 yCcyry0JigeT MHBAJINIHOCTh. B ogHOM 13
IOCJIEAHNX UCCIIEAOBAaHUN PaHHEE BOBHUKHOBEHHE
IIOCTUHCYJIbTHOU Aenpeccui (B IIepBble 7—10 AHEMU C
MOMEHTA Pa3BUTHA UHCYJIbTA) aCCOIIMHUPOBAJIOCH C
HapacTaHHeM WHBAJIMAHOCTHU (OIleHuBaeMOH 110
nHJekcy baprei) B Oankaiinive 1 4 2 roAa, OAHAKO
IIpYU 3TOM He HabJI10/1a10Ch CyIleCTBEHHOT'O
YBEeJINYEHHSI CMEPTHOCTHU



LIE/Ib UCCIEAOBAHMA

« CpaBHUTDH 3P PEKTUBHOCTh TPUIUKINUYECKUX
aHTUAepeccaHTOB (AMUTPUNTUIIIINHA) U
IICUXOTEPAIIUU IIPH MOCTHHCYJIbTHOU
Jlerpeccuu



[MITOTE3A

- HyneBas - JiedeHHe NOCTUHCYJIbTHOU
Jlerpeccuy ¢ AMUTPUIITUIIIINHOM U
[ICUXOTepaluu He oTMedaeT 3(p@eKTa.

» AIbTEpHATHUBHASA- JIEUEHUE TOCTUHCYJILTHOU
Ienpeccuid ¢ AMUTPUIITUIJIMHOM U
IICUXOTEpANU IPUBOJUT K CHUKEHHIO
IIOCTHHCYJIbTHOM JIETIPECCUM.



3AZIAYM

- [IpousBecTu tuTEPATYPHBIN 0030D .

 OnpeniesieHye TPy ITAIIMEHTOB I'eHEPAJIbHOU
COBOKYIIHOCTH JIJ1s1 POPMUPOBAHUSA BHIOOPKHU.

o [lyrem panmomMmusayu pacipeaeiuTh
[IAIIUEHTOB HA 2 I'PYNIIEI :

* 1 TpYyIIIIA: IOJAydaroiie TPUINKINUYEeCKUU
aHTUZenpeccaHT (AMUTPUNTUILIINH)

e 2 TpyIIIa: MOJIyJarliie IICUX0TEPAHIO.

 [IpoaHasin3upoBaTh pe3yJibTaThbl AaHAJIU30B U
c/ZiejiaTh 3aKJII0UEHUEe



IN3AMH UCCNEAOBAHUA

OTKpBITOE PAHJOMU3UPOBAHHOE
KOHTPaJIMPyeMOe NCCIeJOBaHUE



BbIbOPKA

HcenegoBaHue IPOBOAUIOCH B TOPOJACKOM
nmosukanHuke N23 B r. AkTo0Oe. B ucciemosanue
OBLIU B3STHI Te MAIlIEHTHI B BO3pacTe OT 30-70
JIeT, He3aBUCHMO OT I10JIa Y KOTOPBIX 110 IIIKAaJIE
['amubTOHA 14—18 6a1J10B, YTO COOTBETCTBYET
JIeIpeCCUr CpeHEN CTENEHU TSXKECTH .

BriOopKka-cucreMaTudeckast



KRPUTEPUN BKJIHOHEHNA

- [IarieHTHI OCJIE UHCYJIbTA B BO3pacTe 30-70
JIET, HE3aBUCHMO OT M0JIa KOTOPBIE I10 IIIKaJIe
['aMuIbTOHA HAOUPAIOT 14-18 6a1IoB

o [IareHTHI KOTOPBIE 110 IIKasie Komsbl 171a3r0
Habuparolue 15 0aJ10B.



|
KPUTEPMU MCKIKOYEHWA

- ITanueHTHI TOC/IE MHCYIbTA Y KOTOPBIX MO IIKaJIe
'aMmubTOHA HAOUPAaIOT 19-22 6aJIJIOB.

- ITarmueHTHI KOTOPBIE 1O IIKaae Kombl I'y1a3ro HabupaioT
13-14 6annos

o ITammeHTHI ¢ KOTHUTUBHBIMH PACCTPOMCTBAMU

o IlamqueHTHhI OCJIE UHCYJIbTA A0 30 JIET U CBHIIIIE 70 JIET.

« bepeMeHHOCTh U IEPUO]T JITaKTAI[UU

» ['UIIepuyBCTBUTEILHOCTh K AMUTPUIITUIINHY U
BCIIOMOTATEJIbHBIM BEIIECTBAM.

« IIpuMmeHeHne OJHOBPEMEHHO C JIEKAPCTBAMU,
IIOZIABJIAIOIIUMU MOHOAMUHOKCHU/1A3Y.
o [TanueHTHI KOTOPBIE B aHAMHE3€ UMeeTCHa: ApUTMUA,

XCH, ATpuoBeHTpUKY/IsIpHAasi 0JI0Kaza 2 CTeIleHH,
deoxpoMoIiTOMA.



R\
MCCJIEAOBATE/IbCKMM BOMNPOC

IIpuBeseT U K CHUXKEHUIO TSKECTU JeIPeccruu y
IIOCTUHCYJIBTHBIX OOJIBHBIX C AeIIPeCCUU CpeaHen
CTEIIEHU TAXKECTU?

P — ITarmueHThI HA aMOYyJIaTOPHOM JIEUEHUH C
IIOCTUHCYJIBTHOM JIETIPECCUU CPEHEN CTEIIEHHN
TskecTH (1o nikasie 'amMmuibTOHA)

I — IIpueM TPUIIUKIIMYECKUX aHTUIEIIPECCAHTOB
(AMUTPUIITUILIINH)

C- IIpuMeHeHue rcuxorepanuu

O- biaronpusinHbIN- CHUKEHHE CTENIEHU TSKECTU
nenpeccur. HebnaronpusaTHBIN-CYUILTH.

T- 12 Hegenb



ITHUHECKME ACIHEKTDI

* Opo0Openo K9

* ITH(opMHUPOBaHHOE COMIACUE C IIOJHBIM PACKPBITHEM
BCEM HEOOXOAMMOM HH(POpMaLIMel Ha MOHSATHOM
A3bIKE (HAa 2-X SA3bIKaX), KPYIHBIA MIPAQPT B 2-X
SK3EMILIAPaAX

 IMeroT mpaBo OTKa3aThCs Ha JIIOOOM CTaguM
MCCJIEIOBAaHUA

* JIericTBHE B MHTEPECAX MAIUECHTA

 [Tonp3a 1a marmeHTa u 00IeCcTBa



MCCJIEJOBATE/IbCKMIA BOMPOC MO
CTATbBE

» OleHUTh 5(PPEKTUBHOCTh AHTUJIEIIPECCAHTOB Y
O00JIbHBIX C IOCTUHCYJITHOU Aelpeccuu (1o
nmkajae MoHcromepu)

* P - manueHTHI C HOCTUHCYJIBTHOM JIEIPECUU
* | — npuMeHeHue aHTHU/IEIIPECCAHTOB

« C — mnare0o

* O — CHUIKEHUE JIelIPeCcCuu

» T- 24 Hexenb



NN3AMH UCCNEAOBAHMA MO
CTATbE

« OKpBITOE PAHIOMU3UPOBAHHOE
KOHTPOJIUPYEMOE MHOTOILIEHTPOBOE
HCCyIeJ0OBaHuUe.



BbIBOPKA 1O CTATbE

 Cucremaruueckasd



Efficacy, acceptability, and tolerability of antidepressant treatments

for patients with post-stroke depression: a network meta-analysis

B. Qin’ H. Chen' -W. Gao' ‘L.B. Zhao® M.J. Zhao* “ H.X. Qin'W. Chen
L. Chen' M.X. Yang

ABSTRACT

The aim of this study was to investigate the efficacy, acceptability, and tolerability
of antidepressants in treating post-stroke depression (PSD) by performing a
network meta-analysis of randomized controlled trials of the current literature.
Eligible studies were retrieved from online databases, and relevant data were
extracted. The primary outcome was efficacy as measured by the mean change in
overall depressive symptoms. Secondary outcomes included discontinued
treatment for any reason and specifically due to adverse events. Fourteen trials
were eligible, which included 949 participants and 9 antidepressant treatments.
Few significant differences were found for all outcomes. For the primary
outcome, doxepin, paroxetine, and nortriptyline were significantly more effective
than a placebo [standardized mean differences: —1.93 (95%CI=-3.56 to —0.29),
—-1.39 (95%CI=-2.59 to —0.21), and —-1.25 (95%CI=-2.46 to —0.04), respectively].
Insufficient evidence exists to select a preferred antidepressant for treating
patients with post-stroke depression, and our study provides little evidence that
paroxetine may be the potential choice when starting treatment for PSD. Future
studies with paroxetine and larger sample sizes, multiple medical centers, and
sufficient intervention durations is needed for improving the current evidence.
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We conducted a systematic search of the PubMed, EMBASE, Cochrane Central Register
of Controlled Trials, Web of Science, PsycINFO, World Health Organization
International Trial Registry, and clinicaltrials.gov databases from their inception to
March 2017 using search terms such as “post-stroke depression” (see Supplementary
Tables S1—S5). Only studies published in English were included in this investigation.
Moreover, we inspected the reference lists of the included studies and previous reviews
of the use of antidepressants in treating PSD. Additionally, we reviewed all the
references listed in the trials we found, and investigators were also contacted via
telephone or email about unpublished trials.

Selection criteria

Studies were included if they involved a RCT assessing any antidepressant available
worldwide, at any dose and administered in any form, that were compared with other
antidepressants or a placebo for treating PSD, and if the antidepressants were used as a
monotherapy. The study subjects met the following criteria: 1) no limitations on gender,
age, race, region, or nationality of the patients; 2) patients were diagnosed as having had
a stroke clinically and/or by computed tomography or nuclear magnetic resonance
imaging, and 3) patients had a diagnosis of depression, as confirmed on the basis of
DSM criteria or other validated rating scales for depression. Exclusion criteria were as
follows: 1) combination therapy, such as an antidepressant combined with
psychotherapy, and 2) relevant outcome indexes not reported. Two reviewers
independently assessed all citations and discarded those that were irrelevant based on
the title of the publication and its abstract. If the article was possibly relevant, we
retrieved the full-length article for further assessment. Two reviewers independentlv
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which was assessed in the first instance by a change in depression rating scale
scores (difference in scores from baseline to endpoint). When a trial reported
multiple scores, the Hamilton Depression Scale (HAMD) was preferred. A
negative value indicated greater relief from depressive symptoms.
Intention-to-treat datasets were used whenever available. Secondary outcomes
were the proportion of patients who discontinued treatment for any reason
(acceptability) and the proportion of patients who discontinued treatment due to
adverse effects (tolerability). Because an NMA requires reasonable homogeneity,
we focused on acute treatments, which we defined as those lasting 8 weeks. If data
over 8 weeks were not available, we used data from between weeks 4 and 12 (the
data points closest to 8 weeks were given preference).

Data extraction and quality assessment

Data extraction was performed independently by two reviewers and any
discrepancies were resolved via discussion. Extracted data included the study
methodology, identification of outcome measures, results, and final conclusions.
We also used the risk of bias assessment tool from the Cochrane Handbook to
assess the methodological quality of the studies. Assessed quality criteria were
randomization, concealed allocation, blinding, incomplete outcome data, selective
outcome reporting, and ‘other issues’.



This study performed a comprehensive comparison of the efficacy, tolerability, and
acceptability of antidepressants using an NMA. Interventions were grouped into
placebo, SSRIs (citalopram, fluoxetine, paroxetine, sertraline), TCAs (doxepin,
imipramine, nortriptyline), SNRIs (duloxetine), and trazodone. The efficacy
outcome was measured as the mean change in overall depressive symptoms, which
was assessed as the change in depression rating scale scores (difference in scores
from baseline to endpoint). To assess acceptability and tolerability, we examined
the proportions of patients who discontinued treatment for any reason and who
discontinued treatment due to adverse effects; a high treatment discontinuation
rate indicates low efficacy, concerns regarding safety or the risk to become tolerant
to the treatment. To our knowledge, this is a pivotal study to thoroughly explore the
efficacy, tolerability and acceptability rankings of antidepressants for treating PSD
and include a wide range of outcomes. Doxepin, paroxetine, and nortriptyline were
found to be more effective than a placebo. Paroxetine was found to be more
acceptable than doxepin. Doxepin was not found to be more tolerable than
paroxetine or a placebo. These results indicate that one of the most efficacious
treatments (doxepin) might not be the best choice in terms of overall acceptability
and tolerability. Moreover, the evidence for nortriptyline was only from trials with
small sample sizes, which might result in an exaggerated treatment effect (*=°).



paroxetine might be the potential choice when starting treatment for PSD
because it appears to have a good balance between efficacy, acceptability, and
tolerability. Paroxetine's potential was originally demonstrated in a pivotal study
in which it effectively improved the depressive symptoms of patients with PSD
(*“). In addition, it was also safe and well tolerated. Owing to methodological
limitations, such as non-placebo-controlled and open-label designs, the results of
this study are not definitive. Our findings are consistent with data from a
previous study, and they strengthen the evidence that paroxetine might be the
appropriate choice for treating PSD. However, the wide confidence interval of
the effect sizes between paroxetine and placebo raises the question of whether
this estimate is robust enough to inform clinical practice. Furthermore, in
comparison with other antidepressants, paroxetine did not show a significant
difference in efficacy outcomes, and in terms of acceptability and tolerability,
paroxetine was not better tolerated than placebo. Finally, in the sensitivity
analysis, excluding trials without a double-blind design, paroxetine was not
significantly more effective than a placebo. The open-label designs might have
introduced a bias because patients or investigators might have taken/prescribed
concomitant treatments to enhance efficacy based on their knowledge and beliefs
of treatment allocation. However, it has been suggested that potential benefits of
an open-label design may be sometimes intentionally directed by the need to
mimic a daily clinical routine where therapeutic flexibility is needed. Thus, our
results should be interpreted and translated into clinical practice with caution
due to the uncertain evidence in the present meta-analysis.
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