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Vortioxetine improves symptomatic and functional outcomes in major depressive disorder:
a novel dual outcome measure in depressive disorders

M.C. Christensen, H. Loft, R.S. McIntyre

Summary. With symptomatic remission and functional recovery as the overarching therapeutic objectives
of antidepressant therapy, composite endpoint measures that conjointly consider both aspects of treatment are
needed. This analysis evaluated the combined effect of vortioxetine on depressive symptoms and functional
capacity in adults with MDD.

Methods: NCT01564862, a multinational, double-blind, placebo-controlled, duloxetine-referenced study,
con-ducted between April 2012 and February 2014, in 602 adult outpatients (18-65 years) with moderate-to-
severe MDD (Montgomery-Asberg Depression Rating Scale (MADRS) > 26), a major depressive episode of >
3 months’ duration, and self-reported cognitive symptoms were randomized to once-daily vortioxetine (10 or
20 mg), duloxetine (60 mg), or placebo for 8 weeks. Assessments included the University of California San
Diego Performance-based Skills Assessment (UPSA) and the MADRS. Two versions of UPSA were utilized;
UPSA -Validation of Intermediate Measures and UPSA Brief form. An aligned UPSA-B (communication
and finance items) was examined for sensitivity analysis. Efficacy was analyzed versus placebo according to
the dualresponse (change from baseline in UPSA > 7 and > 9 and reduction in MADRS total score from
baseline > 50%).

Results: Significantly more vortioxetine-treated patients were classified as dual responders for change in
MADRS total score and UPSA score of > 7 (clinically important difference [CID]) (27.4% vs 14.5%; P =
0.004), and change above CID (= 9) (23.4% vs 13.9%; P = 0.025). Duloxetine did not differ significantly from
placebo for these dual response criteria. Sensitivity analysis using the aligned UPSA-B confirmed these results

for vortiox-etine.

MIUpe fABNIAETCA Befylleil MPUYMHONM Hapylue-

HUA (QYHKIMOHMPOBAHMUSA M TPYROCIOCOOHO-
ctu [1, 15, 29], ypoBeHb KOTOPOTO CONOCTaBUM C
TUIIEPTOHMYECKO 0OMe3Hp0, AMabeTOM U apTpu-
toMm [5, 10, 22, 27]. Ilo cpaBHeHut0 ¢ obueit Homy-
nsIyeil y 60NbHBIX ¢ OONMBIINM JelpecCUBHBIM pac-
CTPOJICTBOM CYIIleCTBEHHO BBIlLle YPOBEHDb abceHTe-
usMa (OTCYyTCTBMs Ha paboTe) M CHIDKEHa MPORYK-
TUBHOCTb JeATenbHocTU [9, 23, 30]. 3HaunTenbHOE
MeCTO B KIMHMYECKUX IPOSBIEHMAX OOJbIION He-
Ipeccuy 3aHMMaeT KOTHUTMBHaA JucPyHKuuA [3, 6,
7, 25], aBnAmoomagca Be#ylell IPUYMHON Hapylie-
HUII colManbHOro (QyHKUMOHMpoBaHuA [4, 19, 20],
IIOJIHOLIEHHOM TPYHOBOM 3aHATOCTY, IIOBCENHEBHOM
IeATe/IbHOCTY B CeMbe M OOILIeCTBEHHON >KM3HU [3,
4, 12, 14, 19, 20, 28].

HenocpencTsenHoe BIMsAHME KPaTKOCPOYHOI Te-
pammy 6O/BIIMHCTBA aHTULETIPECCAHTOB Ha IOBCEJ-
HeBHOE COLMaIbHOE (DYHKIMOHMPOBaHME OOIBHBIX
IpU3HaeTCsT orpaHmMdyeHHbIM [16]. Ilpm srtom mop-

I ; OJIbIIIOE NETIPECCUBHOE paCCTpOﬁICTBO BO BCEM
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dual outcome measure in depressive disorders// J. Affect Dis.
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YEePKMBAETCS, UTO LIE/IbI0 TEPANNM [ETIPECCUIl SIBIIA-
eTCsl He TOMBbKO DPEeNYKLMs AelpPecCUBHON CUMIITO-
MaTuKu U GOpPMUPOBAHUE PEMUCCUM, HO U LOCTU-
JKEeHJe MOMHOTO (PYHKIMOHA/IBHOTO BBI3IOPOBIIEHNA
[19, 20]. KombunupoBanHas oueHKa 3¢ddekTnBHO-
CTM Tepamuy C MpPYMEeHEHNEM ABYX MOAXOJ0B — Olie-
HUBAIOIMX KaK KYIMPOBaHNe NCUXOIATONOIMYeCKIX
PacCTPOIICTB, TaK ¥ BOCCTAHOBJIEHVE (PYHKIMOHMPO-
BaHUA B OOJIBIIEN CTENEHM OTPa’KaeT >KeaTelbHBIN
MICXOJ|, TePAINIL.

BopTuokceTH — My/IbTYMOZIa/IbHBII aHTHE-
IIPECCAHT, OKAa3bIBAIOIIMII BIMsIHNME Ha HEMPOTpPaHC-
MUTTEpHBIE CUCTEMBI B O0TacTSX TOIOBHOTO MO3-
ra, BOB/IEYEHHBIX B KOTHUTMBHbIE IPOLECCHl [2, 26].
Bnnsinue BopTMOKCETMHA Ha KOTHULIMIO TaKXKe OBLIO
HOATBEPXKAEHO B KIMHUYECKUX MCCIENOBaHMAX [13,
17, 21]. B wactHoctu, uccnenoBanme CONNECT
ObUIO HAIIpaBJICHO Ha OOBEKTUBHYIO OLEHKY YIyd-
HeHNs PYHKIMOHMPOBAHYS IALMEHTOB C IIOMOLIbIO
mkansl UPSA, paspaboranHoit B yHusepcutere Can
Iuero, Kamudopuus [24]. Llenpio aHamusa Uccieno-
Banuss CONNECT Obia OlleHKa BIMSHUS «TUMOKUX»
[03 BOPTUOKCETVHA Ha JIeNPECCUBHYIO CUMIITOMATH-
Ky U (yHKUMOHa/IbHble BO3MOXKHOCTY IAIMEHTOB C
OONBIINM [EeIPECCUBHBIM PACCTPOICTBOM (CpaBHe-
HUe OCYLIeCTB/SUIOCH C IUTare6o U [YTOKCETUHOM).
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IMonpoO6HbIl [U3ailH MCCIEROBaHMs ObUI IIpef-
cTaBJieH B Iryonukanuy Mahableshwarkar et al. (2015)
[17]: aTo 6bLIO 8-HepebHOE MYIBTULIEHTPOBOE JBOJI-
HOe cjleroe IIIane00-KOHTPONupyeMoe CpaBHUTEIb-
HOe C JIYIOKCEeTMHOM NCCIlefloBaHMe B3pocibix (18-
65 7eT) aMOy/IaTOPHBIX OOJIBHBIX C OONIBIINM Jielpec-
cMBHBIM pacctpolictoM (mo DSM-IV-TR). Inutens-
HOCTb 000CTpeHMs y NAlMeHTOB COCTAB/sA/IAa He Me-
Hee 3 MecALEeB, TAXKECTb PacCTPONCTB He MeHee 26
6ammos mo MADRS. Kpome Toro, y manueHToB oT-
MeYajIMCh TPYJHOCTM KOHLIEHTpaLuy BHUMaHNA, 3a-
MeIJIEHHOCTb MBIIIJIEHNs, 3aTPYSHEHNSA B YCBOCHUM
HOBOTO, ¥ OHM HIEMOHCTPUPOBA/M pe3ylbTaThl IIO
TeCTy 3aMeHBl LUdpoBbix cuMBonoB (Digit Symbol
Substitution Test— DSST) umke 70 6anios.

IManyeHTH! PaHZOMMU3MPOBAINCH B 3 TPYIIIBL: HO-
JIy4aBIIVX BOPTMOKCETMH (B TedyeHue IepBOI Hefe-
nu— 10 Mr, 3aTeM [03a MOITIa ObITh YBenuueHa o 20
MT B CYTKM), AynokcetuH (60 Mr B [ieHb) WIM IIa-
ne6o. OueHMBamUCh AMHAMMKA (YHKIMOHAIbHBIX
BO3MOKHOCTell maryeHToB (mkama UPSA) m Tske-
ctn penpeccuBHoil cumnromatvkn (MADRS). ITpu-
4yeM 9(PeKTMBHOCTD Tepammy OHpefesinach ¢ IO-
MOUIIBI0O KPUTEPUA «IBOVIHON PECIIOHC» — TO €CTb pe-
OYKLIMA JNEeNpecCUBHON CMMITOMATUKM He MeHee 50%
(MADRS), coueraromasica ¢ uaMeHeHyeM (yaydiie-
HIEM) IOKasaTelss (YHKUMOHMPOBaHMs He MeHee,
yeM Ha 7 6amioB nmo mkane UPSA. B uccnegoBanumu
npuHrMamu ydactue 80 ICMXMATpUUecKux amOyrma-
topubix KmmHUK B CIIA n Espome (Bomrapus, lep-
manns, Ilonbura, Poccust, Ykpanna, OunasaHpms).

Bcero 6p110 06¢cmenqoBano 602 maimenta (BOpTu-
OKCeTUH mnony4danu 198 gen., gynoxkcetuH — 210 verr.,
wiae60 — 194 den.); 508 wesn. 3aBepIIMIN KCCIIETO-
Banue (BBIOBUIM U3 McclemoBanusa 15,2%, 16,2% u
15,5% 6ONbHBIX U3 COOTBETCTBYIOIMX Ipym). B pe-
3ynbTaTe 8-He[eNbHOIO Kypca Tepalyy 3HaYMTENIbHO
Ooblilee YMUCIO MALVEHTOB, MOMYYaBLIMX BOPTHMOK-
CeTHUH, 10 CPaBHEHMIO C OONbHBIMM, IPUHIMABIIN-
MU IU1anefo, HPOJEMOHCTPUPOBAIN IIOTOXKUTEINb-
HYIO JUHAMMKY 110 TIOKa3aTei0 «IBOIHOI PecroHC»:
27,4% vs14,5% (P=0,004). CTaTucTu4ecKy 3HAYMMBbIE
pasn4Msa COXpaHANUCh U I M3MEHEeHMI pe3y/bTa-
toB MOUPSA> 9 6amnos (23,4% vs 13,9%; P=0,025).
ITpu npreMe mynoKceTHHA He OBUIO BBISABIEHO CTATU-
CTUYECKY 3HaYMMBIX OT/IMYMIL OT IIane6o Ipy OfHO-

BPEMEHHOJI OIleHKe 00O0MX M3ydaeMBIX IIOKa3aTereit
(22,5% vs14,5%, P=0,056).

Takum 06pasoM, aBTOpaMu IpeljaraeTcs BBele-
HJle HOBOTO KOMOVHVPOBAHHOTO KPUTEpPUSA OLIEHKU
3¢ (PeXTBHOCTM aHTUIEIPECCUBHOI Tepanmy, OCHO-
BAaHHOTO HA ONpeNe/IeHNM KaK CUMIITOMATUYECKOTO,
TaK ¥ (QYHKIMOHATIBHOIO pesynbpraTa jedeHus. [Ipu
9TOM BOPTMOKCETVMH pacCMaTpyUBaeTCs Kak Ipenapar,
O0afaIomuii OTYET/IMBBIM BIAMSHMEM Ha 06a KOM-
HOHeHTa Aempeccuy. IlonydeHHbIe NaHHBIE COITIACY-
I0TCA C pe3y/IbTaTaMU APYTOrO HEaBHO OIIyOJIMKO-
BaHHOTO uccregoBanus [18], rme mpomeMoHCTpUpPO-
BaHa 9QPeKTUBHOCTb BOPTUOKCETVHA He TOIBKO KaK
CU/IBHOTO MY/IbTMMOJA/IBHOIO aHTUAENPECCAHTa, HO
Y KakK CpeAcTBa, OKa3bIBAMIErO IPOKOTHUTUBHOE
meiicTBue (BIMsIHME Ha HAMSTh, CKOPOCTh 00paboT-
K1 MHpOpMaumy, UCHOMHUTeNbHYI0 pyHkumio). ITo-
JIOXUTENbHOE BIUsHME BOPTUOKCETMHA Ha (PYHKIM-
OHa/IbHBlE BO3MO)XHOCTM B 3HAYMTETIBHON CTEIEeHU
(96,9%) sBnsgeTcs HE3aBUCHMMBIM OT IVHAMUKM Jie-
npeccuBHON cumnTomatuku [11]. Kpome toro, 6su10
[IOKa3aHo, 4TO 75,7% 3¢ dexTa BOPTHOKCETNHA B OT-
HOIIEHNY YIy4llleHns KOTHUTUBHOTO (PyHKIMOHMPO-
BaHM y IALMEHTOB C OOMBLINM JelIPeCCUBHBIM pac-
CTPOJICTBOM CBfI3aHO C NpPAMBIM JAEVICTBUEM IIpelia-
paTa Ha KOTHUIIMIO U He OIIOCPeOBAHO YAy4lIeHVeM
HeNpeccUBHONM cUMITOMATUKU [17]. DTOT pesynbraT
COOTBETCTBYeT IIONyYEeHHBIM paHee JJaHHBIM O TOM,
4TO y MOXWIbIX (cTapuie 65 neT) 60IbHBIX C Aempec-
CMeil yry4llleHue IToKasaTesIell TecTa 3aMeHbl Lugpo-
BBIX CMMBOJIOB Ha 83% CBf3aHO C NPSAMBIM BJIMSAHM-
eM BOpTUOKceTmHa [13].

B pabore Harveym co aBr. [8] mokasaHo cye-
CTBEHHas CBA3b MeXJy INokasaTenamu Tecta DSSTu
UPSA (r = 0,36; P <0,001), 4TO [OIOMHUTEIBHO ap-
TYMEHTHUPYeT TOYKYy 3peHms o Oosblleil 3aBUCUMO-
cTM QYHKIVOHMPOBAHNA IAIVIEHTOB OT KOTHWUTYB-
HBIX BO3MOYXHOCTE1, YeM OT BBIPXEHHOCTU Jierpec-
CUBHOJ cuMITOMaTuku [3, 4, 12, 14, 19, 20, 28].

B 3akmoueHMM aBTOPbI OTMEYAIOT, YTO MCIIOJb-
30BaHMe JUI OLEHKM TepalleBTHYeCKUX pe3y/IbTaToB
IBOJHOTO KPUTEPUs YPOBHA CUMITOMATUIECKOIL pe-
myuccuu ¥ (QPyHKIVMOHMpPOBAaHUS OONBHBIX TpebyeT
IajIbHeNIIero U3y4eHns ¥ Balufjaliuy ¢ IpUAAHNeM
eMy 6GOrbleif 3HAYNMOCTIL.

Jlumepamypa
1 |Adler D.A., McLaughlin T]J., Rogers W.H.,| |Adler D.A., McLaughlin T]J, Rogers W.H,
Chang H., Lapitsky L., Lerner D. Job perfor- Chang H., Lapitsky L., Lerner D. Job per-
mance deficits due to depression. Am. J. Psychia-| |formance deficits due to depression. Am. ]J.
try.—2006. — Vol.163. — P1569-1576. Psychiatryio — 2006. — Vol.163. — P1569-1576.
2 |Bang-Andersen B., Ruhland T, Jorgensen Bang-Andersen B., Ruhland T., Jorgensen

M., Smith G., Frederiksen K., Jensen K.G.,
Zhong H., Nielsen S.M., Hogg S., Mork
A., Stensbel T.B. Discoveryof 1-[2-(2,4-di-
methylphenylsulfanyl)phenyl]piperazine (Lu
AA21004): a novelmultimodalcompoundforth-
etreatmentofmajordepressivedisorder. ].  Med.
Chem.—2011. — Vol.54. — P3206-3221.

M., Smith G., Frederiksen K., Jensen K.G.,
Zhong H., Nielsen S.M., Hogg S., Mork
A., Stensbol T.B. Discoveryof 1-[2-(2,4-di-
methylphenylsulfanyl)phenyl]piperazine (Lu
AA21004): a novelmultimodalcompoundforth-
etreatmentofmajordepressivedisorder. J.  Med.
Chem. —2011. — Vol.54. — P.3206-3221.




OBO3PEHME IICUXVATPUU Y METUITMHCKON IICUXOJIOTUM Ne 2, 2019

B nomowp npaxmuxyrowemy épauy

Bortolato B., Carvalho A.E, McIntyre R.S. Cogni-
tive dysfunction in major de-pressive disorder: a
state-of-the-art clinical review. CNS Neurol. Dis-
ord. DrugTargets.—2014. — Vol.13. — P1804-
1818.

Bortolato, B., Carvalho, A.E, McIntyre, R.S. Cognitive
dysfunction in major de-pressive disorder: a state-of-
the-art clinical review. CNS Neurol. Disord. DrugTar-
gets.—2014. — Vol.13. — P1804-1818.

Buist-Bouwman M.A., Ormel J., de Graaf, R., de
Jonge, P, van Sonderen, E., Alonso, J., Bruffaerts,
R., Vollebergh, W.A. Mediators of the association
between depression and role functioning. Acta-
Psychiatr.  Scand.—2008. — Vol.118 — P451-
458.

Buist-Bouwman, M.A., Ormel, ], de Graaf, R., de
Jonge, P, van Sonderen, E., Alonso, ]., Bruffaerts,
R., Vollebergh, W.A. Mediators of the association be-
tween depression and role functioning. ActaPsychiatr.
Scand. —2008. — Vol.118. — P.451-458.

Ferrari, A.]., Charlson, EJ., Norman, R.E., Pat-
ten, S.B., Freedman, G., Murray, C.J., Vos, T,
Whiteford, H.A. Burden of depressive disorders
by country, sex, age, and year: findings from the
global burden of disease study 2010. PLoSMed.
—2013.— Vol.10. — e1001547.

Ferrari, A.J., Charlson, EJ., Norman, R.E., Patten,
S.B., Freedman, G., Murray, C.J., Vos, T., Whiteford,
H.A. Burden of depressive disorders by country, sex,
age, and year: findings from the global burden of dis-
ease study 2010. PLoSMed. —2013. — Vol.10. —e100
1547.

Gualtieri, C.T.,, Johnson, L.G., Benedict, K.B.
Neurocognition in depression: patients on
and off medication versus healthy compari-
son subjects. ]. NeuropsychiatryClin. Neuro-
sci.—2006. — Vol.18. — P217-225.

Gualtieri, C.T,, Johnson, L.G., Benedict, K.B. Neuro-
cognition in depression: patients on and off medication
versus healthy comparison subjects. ]. Neuropsychia-
tryClin. Neurosci. —2006. — Vol. 18 (2). — P217-225.

Gualtieri, C.T,, Morgan, D.W. The frequency of
cognitive impairment in patients with anxiety,
depression, and bipolar disorder: an unaccount-
ed source of variance in clinical trials. J. Clin.
Psychiatry — 2008. — Vol.69. — P. 1122-1130.

Gualtieri, C.T, Morgan, D.W. The frequency of
cognitive impairment in patients with anxiety, de-
pression, and bipolar disorder: an unaccounted
source of variance in clinical trials. J. Clin. Psychia-
try —2008. — Vol.69 (7)—P. 1122-1130.

Harvey, PD., Jacobson, W., Zhong, W., Nomikos,
G., Christensen, M.C., Kurre Olsen, C., Merikle,
E. Determination of a clinically important differ-
ence and definition of a responder threshold for
the UCSD performance-based skills assessment
(UPSA) in patients with major depressive disor-
der. . Affect. Disord. —2017.— Vol.15. — P105-
111.

Harvey, PD., Jacobson, W., Zhong, W., Nomikos, G.,
Christensen, M.C., Kurre Olsen, C., Merikle, E. De-
termination of a clinically important difference and
definition of a responder threshold for the UCSD
performance-based skills assessment (UPSA) in pa-
tients with major depressive disorder. J. Affect. Dis-
ord. —2017.— Vol.15. — P105-111.

Harvey, S.B., Glozier, N., Henderson, M., Alla-
way, S., Litchfield, P, Holland-Elliott, K., Hotopf,
M. Depression and work performance: an eco-
logical study using web-based screening. Occup.
Med. —2011. — Vol.61. — P209-211.

Harvey, S.B., Glozier, N., Henderson, M., Allaway, S.,
Litchfield, P, Holland-Elliott, K., Hotopf, M. Depres-
sion and work performance: an ecological study using
web-based screening. Occup. Med. —2011. — Vol.61
(3) — P209-211.

10

Hays, R.D., Wells, K.B., Sherbourne, C.D., Rog-
ers, W, Spritzer, K., Functioning and well-being
outcomes of patients with depression compared
with chronic general medical illnesses. Arch.
Gen. Psychiatry. — 1995. — Vol.52. — P11-19.

Hays, R.D., Wells, K.B., Sherbourne, C.D., Rogers,
W., Spritzer, K., Functioning and well-being out-
comes of patients with depression compared with
chronic general medical illnesses. Arch. Gen. Psychia-
try.—1995.— Vol.52. — P11-19.

11

Jacobson, W., Harvey, PD., Merikle, E., Zhong,
W., Nomikos, G., Olsen, C.K., Christensen,
M.C., Impact of vortioxetine on functional ca-
pacity in MDD patients with subjective cognitive
dysfunction: a post-hoc analysis of the Univer-
sity of California San Diego performance-based
skills assessment. Int. ]. Neuropsychopharma-
col. —2016. — Vol.19 (Issue Suppl 1) —P28.
Doi: 10.1093/ijnp/pyw043.08.

Jacobson, W., Harvey, PD., Merikle, E., Zhong, W.,
Nomikos, G., Olsen, C.K., Christensen, M.C., Impact
of vortioxetine on functional capacity in MDD pa-
tients with subjective cognitive dysfunction: a post-
hoc analysis of the University of California San Diego
performance-based skills assessment. Int. J. Neuropsy-
chopharmacol. —2016. — Vol. 19 (Issue Suppl_1)—P.
28. Doi: 10.1093/ijnp/pyw043.08.

12

Jaeger, J., Berns, S., Uzelac, S., Davis-Con-
way, S. Neurocognitive deficits and disabil-
ity in major depressive disorder. Psychia-
tryRes. — 2006. — Vol.145. — P.39-48.

Jaeger, ], Berns, S., Uzelac, S., Davis-Conway, S.
Neurocognitive deficits and disability in major depres-
sive disorder. PsychiatryRes. —2006. — Vol. 145.—P.
39-48.

i W




OBO3PEHUE IICUXVATPUN U MEIUIIMHCKON IICUXOJIOTUM Ne 2, 2019

B nomowp npaxmuxyrowemy epauy

13

Katona, C., Hansen, T, Olsen, C.K., A random-
ized, double-blind, placebo-controlled, dulox-
etine-referenced, fixed-dose study comparing the
effcacy and safety of Lu AA21004 in elderly pa-
tients with major depressive disorder. Int. Clin.
Psychopharmacol. — 2012. — Vol.27. — P215-
223.

Katona, C., Hansen, T., Olsen, C.K., A random-
ized, double-blind, placebo-controlled, duloxetine-
referenced, fixed-dose study comparing the effcacy
and safety of Lu AA21004 in elderly patients with
major depressive disorder. Int. Clin. Psychopharma-
col. —2012. — Vol.27 (4). — P215-223.

14

Kiosses, D.N., Klimstra, S., Murphy, C., Alexo-
poulos, G.S., Executive dysfunction and disabili-
ty in elderly patients with major depression. Am.
J. Geriatr. Psychiatry.—2001. — Vol.9. — P269-
274.

Kiosses, D.N., Klimstra, S., Murphy, C., Alexopoulos,
G.S., Executive dysfunction and disability in elderly
patients with major depression. Am. ]. Geriatr. Psy-
chiatry. — 2001. — Vol.9(3). — P269-274.

15

Lam, R.W., Parikh, S.V., Michalak, E.E., Dewa,
C.S., Kennedy, S.H. Canadiannetwork for mood
and anxiety treatments (CANMAT) consensus
recommendations for functional outcomes in
major depressive disorder. Ann. Clin. Psychia-
try.—2015.— Vol.27. — P.142-149.

Lam, R-W., Parikh, S.V., Michalak, E.E., Dewa, C.S.,
Kennedy, S.H. Canadiannetwork for mood and anxi-
ety treatments (CANMAT) consensus recommenda-
tions for functional outcomes in major depressive
disorder. Anmn. Clin. Psychiatry. —2015. — Vol.27
(2). — P142-149.

16

Lam, R.W, Filteau, M.]., Milev, R. Clini-
cal effectiveness: the importance of psy-cho-
social functioning outcomes. J. Affect. Dis-
ord.—2011. — Vol.132 (Suppl 1). —P9-13.

Lam, R.W., Filteau, M.]., Milev, R. Clinical effec-
tiveness: the importance of psy-chosocial functioning
outcomes. J. Affect. Disord. —2011. — Vol. 132 (Suppl
1).—PS9-S13.

17

Mahableshwarkar, A.R., Zajecka, ], Jacob-
son, W., Chen, Y., Keefe, R.S.. A ran-domized,
placebo-controlled,  active-reference,  double-
blind, flexible-dose study of the effcacy of
vortioxetine on cognitive function in major
depressive  disorder.  Neuropsychopharmacol-
0gy. —2015. — Vol.22— P2025-2037.

Mahableshwarkar, A.R., Zajecka, ]., Jacobson, W,
Chen, Y., Keefe, R.S.. A ran-domized, placebo-con-
trolled, active-reference, double-blind, flexible-dose
study of the effcacy of vortioxetine on cognitive func-
tion in major depressive disorder. Neuropsychophar-
macology. — 2015. — Vol.22. — P2025-2037.

18

Mclntyre, R.S., Florea, 1., Tonnoir, B., Loft, H.,
Lam, R'W, Christensen, M.C. Effcacy of vor-
tioxetine on cognitive functioning in working
patients with major depressive disorder. J. Clin.
Psychiatry. —2017.— Vol.78 (1). —P115-121.

Mclntyre, R.S., Florea, 1., Tonnoir, B., Loft, H., Lam,
R.W, Christensen, M.C. Effcacy of vortioxetine on cog-
nitive functioning in working patients with major de-
pressive disorder. ]. Clin. Psychiatry. — 2017. — Vol.78
(1).—P115-121.

19

Mclntyre, R.S., Xiao, HX., Syeda, K., Vin-

berg, M., Carvalho, A.E, Mansur, RB,
Maruschak, N., Cha, D.S. Theprevalence,
measurement, andtreatmentofthecognitivedi-

mension/domaininmajordepressivedisorder. CNS
Drugs. — 2015a. — Vol.29. — P577-589.

McIntyre, R.S., Xiao, H.X., Syeda, K., Vinberg, M.,
Carvalho, A.E, Mansur, R.B., Maruschak, N., Cha,
D.S. 'Theprevalence, measurement, andtreatmen-
tofthecognitivedimension/domaininmajordepressive-
disorder. CNS Drugs. — 2015a. — Vol.29. — P.577-589.

20

McIntyre, R.S., Soczynska, J.Z., Woldeyo-
hannes, H.O., Alsuwaidan, M.T., Cha, D.S.,
Carvalho, A.F, Jerrell, .M., Dale, RM., Gal-
laugher, L.A., Muzina, D.J, Kennedy, S.H.
Theimpactofcognitiveimpairmentonperceived-
workforceperfor-mance:  resultsfromthelnterna-
tionalmooddisorderscollaborativeproject. Compr.
Psychiatry. — 2015. — Vol.56. — P279-282.

Mclntyre, R.S., Soczynska, J.Z., Woldeyohannes,
H.O., Alsuwaidan, M.T.,, Cha, D.S., Carvalho, A.F,
Jerrell, JM., Dale, R.M., Gallaugher, L.A., Muzina,
D.J., Kennedy, S.H. Theimpactofcognitiveimpairmen-
tonperceivedworkforceperfor-mance: resultsfromtheln-
ternationalmooddisorderscollaborativeproject. Compr.
Psychiatry. — 2015. — Vol.56. — P.279-282.

21

McIntyre, R.S., Lophaven, S., Olsen, CK. A
randomized, double-blind, placebo-controlled
study of vortioxetine on cognitive function in
depressed adults. Int. ]J. Neuropsychopharma-
col. —2014. — Vol.17. — P1557-1567.

Mcintyre, R.S., Lophaven, S., Olsen, C.K. A random-
ized, double-blind, placebo-controlled study of vortiox-
etine on cognitive function in depressed adults. Int. ].
Neuropsychopharmacol. —2014. — Vol.17. — P.1557-
1567.

22

Moussavi, S., Chatterji, S., Verdes, E., Tan-
don, A., Patel, V, Ustun, B. Depression,
chronic diseases, and decrements in health:
results from the world health surveys. Lan-
cet. —2007. — Vol.370. — P.851-858.

Moussavi, S., Chatterji, S., Verdes, E., Tandon, A.,
Patel, V., Ustun, B. Depression, chronic diseases, and
decrements in health: results from the world health
surveys. Lancet. —2007.— Vol.370 (9590). — P851-
858.

=72




OBO3PEHME IICUXVATPUU Y METUITMHCKON IICUXOJIOTUM Ne 2, 2019

B nomowp npaxmuxyrowemy épauy

23 |Olesen, ], Gustavsson, A., Svensson, M.,
Wittchen, H.U., Jonsson, B. The economic cost
of brain disorders in Europe. Eur. ]. Neu-
rol. —2012. — Vol.19. — P155-162.

Olesen, J., Gustavsson, A., Svensson, M., Wittchen,
H.U, Jonsson, B. The economic cost of brain disorders
in Europe. Eur. J. Neurol. —2012. — Vol 19. —P155-
162.

24 | Patterson, TL., Goldman, S., McKibbin, C.L.,
Hughs, T., Jeste, D.V., UCSD perfor-mance-based
skills assessment: development of a new measure
of everyday func-tioning for severely mentally ill
adults. Schizophr. Bull. —2001.— Vol. 27 (2). P.
235-245.

Patterson, T.L., Goldman, S., McKibbin, C.L., Hughs,
T., Jeste, D.V.,, UCSD perfor-mance-based skills as-
sessment: development of a new measure of everyday
func-tioning for severely mentally ill adults. Schizophr.
Bull. —2001. — Vol. 27 (2). P. 235-245.

25 |Reppermund, S., Ising, M., Lucae, S., Zihl, J.
Cognitive impairment in unipolar depression is
persistent and non-specific: further evidence for
the final common pathway disorder hypothesis.
Psychol. Med. — 2009. — Vol.39. — P.603-614.

Reppermund, S., Ising, M., Lucae, S., Zihl, J. Cog-
nitive impairment in unipolar depression is persis-
tent and non-specific: further evidence for the fi-
nal common pathway disorder hypothesis. Psychol.
Med. —2009. — Vol.39. — P603-614.

26 |Sanchez, C., Asin, K.E., Artigas, E Vortioxetine,
a novel antidepressant with multimodal activity:
review of preclinical and clinical data. Pharma-
col. Ther.—2015. — Vol.145. — P43-57.

Sanchez, C., Asin, KE., Artigas, E Vortioxetine, a
novel antidepressant with multimodal activity: re-
view of preclinical and clinical data. Pharmacol.
Ther. — 2015. — Vol. 145. —P. 43-57.

27 | Wells, K.B., Stewart, A., Hays, R.D., Burnam,
M.A., Rogers, W., Daniels, M., Berry, S., Green-
field, S., Ware, J. The functioning and well-being
of depressed patients. Resultsfromthe Medical out-
comesstudy. JAMA. —1989. — Vol.262. — P914-
919.

Wells, K.B., Stewart, A., Hays, R.D., Burnam, M.A.,
Rogers, W., Daniels, M., Berry, S., Greenfield, S.,
Ware, ]. The functioning and well-being of depressed
patients.  Resultsfromthe Medical —outcomesstudy.
JAMA. — 1989. — Vol.262. — P914-919.

28 | Withall, A., Harris, L.M., Cumming, S.R. The
relationship between cognitive function and
clinical and functional outcomes in major de-
pressive disorder. Psychol. Med. — 2009. — Vol
39.—P393-402.

Withall, A., Harris, L.M., Cumming, S.R. The rela-
tionship between cognitive function and clinical and
functional outcomes in major depressive disorder. Psy-
chol. Med. — 2009. — Vol.39. — P.393-402.

29 |World Health Organisation, 2017. Depres-
sion—fact sheet. http://www.who.int/mediacen-
tre/factsheets/fs369/en/ (Accessed 25 September
2017).

World Health Organisation, 2017. Depression — fact
sheet. http://www.who.int/mediacentre/factsheets/
fs369/en/ (Accessed 25 September 2017).

30 |Woo, ] M., Kim, W.,, Hwang, T.Y., Frick, K.D.,
Choi, B.H., Seo, Y.J., Kang, E.H., Kim, S.]., Ham,
B.J., Lee, J.S., Park, YL. Impact of depression
on work productivity and its improvement after
outpatient treatment with antidepressants. Val-

ueHealth. —2011. — Vol.14. — P475-482.

Woo J.M., Kim, W,, Hwang, T.Y., Frick, K.D., Choi,
B.H., Seo, Y], Kang, E.H., Kim, S.]., Ham, B.]., Lee, ].S.,
Park, YL. Impactofdepressiononworkproductivityan-
ditsimprovementafteroutpatienttreatmentwithantide-
pressants.  ValueHealth. —2011. — Vol.14. — P475-
482.

Kommenmapuii

HoBasa mapagurMa OI€HKHN PpE€3yIbTAaTOB JI€UECHUA NENpecCcumn

MImyknep A.b.

B HacTosi1Iee BpeMs B apceHasie ICUXUATPOB JMe-
eTCsl Le/blil CIIEKTP IpernapaToB [isf JIedeHus Je-
IPeCcCUBHBIX pPacCTpPONCTB. TeM He MeHee IpoOite-
Ma uX 3¢pGeKTUBHOCTU U HEPEHOCUMOCTM OCTaeT-
Cs1 KpajiHe aKTYa/lbHOM M CIOCOOCTBYET HOSBICHUIO
HOBBIX JI€KAPCTBEHHBIX CPENCTB, OTIMYAIIMUXCS II0
Py IIOKasaTenell OT Y>Ke CYLIEeCTBYIOUIMX aHTU[e-
npeccaHToB. OZHUM M3 TaKMX OTHOCUTETHBHO HOBBIX
IpenaparoB sB/SETCS BOPTMOKCETMH, OOIafalolinit
MY/IBTYMOJA/IbHBIM [Ie/ICTBIEM, B TOM YICIIE, KaK IO-
Ka3aHO B psijie BBICOKOJOKa3aTe/IbHbIX MCCIeOBaHMIL,
OTYET/IMBBIM TEPAIEBTNIECKNM BIMAHMEM Ha KOTHI-

TUBHYI0O (DYHKLMIO M coLmanbHOe (YHKIMOHMPOBA-
Hue OONbHBIX.

IosiBneHne mpemapara C MYyJIbTMMOJATIbHONM Ha-
IIPAaBJIEHHOCTbIO [EVICTBUA B ONPENETIEHHON CTEleHU
CII0COOCTBOBA/IO BO30OHOB/IEHNUIO MHTepeca K aHa/IN-
3y CIEKTpa IICUXOTPOIHONM aKTMBHOCTY aHTUJEINpeC-
CaHTOB U TepPaNeBTUYECKMM «MMIIEHAM» IIPU UX UC-
nonb3oBaHyuy. Cepys clienyanbHO OCYLIECTB/IEHHBIX
VICCTIENOBAHMIA IIPOEMOHCTPUPOBAJIA, YTO KOTHUTYUB-
Hble HapyIIeHVs Y OONBHBIX C AeNpeccueil sBSII0T-
CS1 OTHOCUTE/IBHO HE3aBUCHUMOM I'PYIIIION CUMIITOMOB
IIpM JAHHOM 3a00/IeBaHNM, B ONIPee/IeHHON CTeleHn
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COXpaHAIOLIENCs [OCTe PeRyKLyM COOCTBEHHO fe-
MIPECCUBHBIX PacCTPONCTB. IIpyu 9TOM BBIPa)KEHHOCTh
HapyIIEHUII HapacTaeT B DAY [ENPECCUBHBIA SIIN-
30],— peKyppeHTHas Jenpeccus — elpeccus Ipu
OUIIONAPHOM PacCTpOCTBE, YTO CKOpee BCero yKa-
3bIBaeT Ha yCU/IeHMUe LiepeOparbHOl YA3BUMOCTY NIPK
nepexofie K 0ojee TSDKETIOMY YPOBHIO PacCTpPOVICTB
abdekTUBHOTO CHeKTpa.

CoxpaHsAoIMIicA B peMUCCUY KOTHUTUBHBIN ie-
dbunuT nmMeer 3HaYEHNUs] He TONBKO caM IO cebe, HO
M KaK OCHOBa JyIsg HApYIIEHMI COLMAaIbHOTrO (yHK-
LMOHMPOBaHUsA OOJIbHBIX, NPOABJIAIOLIETOCH B pas-
nM4HBIX cdepax (TPYHZOBOIL, CeMeiiHOM, 0OIjecTBeH-
HOJ, MEXX/TMIHOCTHBIX OTHOIIeHNIT). TakuMm o6pasom,
HEJ0CTaTOYHOe BHUMAHME K JaHHOMY BOIIPOCY MMe-
eT cepbesHble IIOCTIENCTBMA KaK /IS CaMOro Iau-
eHTa, TaK ¥ M1 obijecTBa B uenoM (MMest B BUAY
CHIDKEHMe IPOU3BOAUTENIBbHOCTY TPYAA, HENOIPOU3-
BEJICHHBIII BHYTPEHHIIT BaJIOBBIIl MPOAYKT U [IpyTrue
ACIIEKThbI HENPSAMBIX II0TEpPb).

Ilenpio nedeHUsA NMCUXUYECKUX PACCTPONCTB yXKe
Ha MPOTSDKEHUM Psfa JIeT MOaraeTcsi COLMaabHO-
JMYHOCTHOE BOCCTAHOBJIEHNME M, KAaK 3TaIl €ro Jo-
CTV>KeHMs, QYHKIMOHAIbHAsA peMuccus (a He TOJb-
Ko pemuccus cumnromos). IIpennaraemslit aBTopa-
MU [yOIMKanuy MOAXO[ OOOCHOBBIBA€T KOMMYe-
CTBEHHYI0 Oa/UIBHYIO OLIeHKY Y/IyYIIeHMs COCTOs-
HusA OONBHBIX NIPY OJHOBPEMEHHOM Y4eTe U KIIN-

HIYECKMX IIOKasaTeseii, M IIOKa3aTelell COLyab-
Horo ¢yHKIMOHMpoBaHusa. Ilogo6HOe paccMoTpe-
HHe CTaryca IalVIeHTOB IpPUMEHSIOCh M paHee,
OIHAKO KaK[as XapaKTepUCTMKA YYUTHIBAIACH I10-
OT/IeTIBHOCTY — HOBM3HA aHaIM3a COCTOUT VIMEHHO
B €r0 KOMIUIEKCHOCTH.

Hecmotpsi Ha, Kasamochb Obl, OYeBUJHOCTb He-
00XOMMOCTM ydeTa KIMHUYIECKUX U COLVajb-
HBIX (aKTOpPOB IIpu paccMoTpeHnu 3G EeKTUBHO-
CTVM OKa3aHHOJ MOMOILY, B IIOBCEJHEBHOI KIMHU-
YecKoJl IIpaKTHUKe BCe elle JOMUHMPYeT TOYKa 3pe-
HVSI, 9YTO KauyeCTBEHHAs] PEMMCCUS CHMIITOMOB IIO-
3BOJ/ISIET IOMHOCTHIO BOCCTAHOBUTb COLMA/IbHBIIL
CTaTyC MAaIeHTOB U He TpeOyeT HUKAKUX MIOMOJI-
HUTETbHbIX BMeIIATe/IbCTB, @ COXPAHSIOIIMecs Ha-
PYLIEHUS COLMANBHOTO (YHKLMOHUPOBAHUS SBIIS-
I0TCSI CBUIETENbCTBOM «HELOMEUEHHOCTN». AKIEHT
Ha KOTHUTYUBHBIX MPOSIBIEHUAX HENPEeCCUBHBIX pac-
CTPOVICTB U CBSI3aHHON C HMMU COLVMA/IIbHON fe3a-
HAanTalnuy I03BOJISIET APTYMEHTMPOBATH albTepHa-
TUBHBI TOAXO[, COCTOSINIT B BBIOOpe aHTUEIpec-
CaHTa B CHEKTpPEe MCUXOTPOIHON aKTMBHOCTU KOTO-
POro IpUCYTCTBYeT NPOKOTHUTUBHBIN 3ddekr. Of-
HAKO C/IefyeT YIUTBIBATh, YTO IOMTHOLEHHOE COLM-
a/IbHOe BOCCTAHOBJIEHIIE BO3MOXKHO TOJIBKO IIpK O1-
OIICKXOCOLMA/IIbHON MapajurMe, COYeTaHUM IICHUXO-
dapmakoTepanuy M IMCUXOCOLMANbHON Tepamuu u
peabumuTanuy 6ONbHBIX.
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