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ORIGINAL INVESTIGATION

Striatal and extrastriatal dopamine D5 receptor occupancy
by the partial agonist antipsychotic drug aripiprazole

in the human brain: a positron emission tomography study
with ['"CJraclopride and ['"C]FLB457

Fig. 1 Average images of
binding potential at baseline
condition and after
administration of aripiprazole,
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Apununpason

OTpaxeHue B KITMHN4YECKOU
npaKkTuke



Apununpason-ranonepmngon. cpaBHEHUE
9(PPEKTUBHOCTU N HAOEXKHOCTH

nternational Journal of Neuropsychopharmacology (2003), 6, 325-337. Copyright ©
DOI: 10.1017 /51461145703003651

Efficacy and safety of aripiprazole vs.
haloperidol for long-term maintenance
treatment following acute relapse of

schizophrenia

Siegfried Kasper', Mark N. Lerman?® Robert D. McQuade®, Anutosh Saha’,
William H. Carson®, Mirza Ali*, Donald Archibald®? Gary Ingenito?, Ronald Marcus®
and Teresa Pigott’

Kasper 2003



Apununpason-ranonepmnaon. cpaBHEHUE
9(PPEKTUBHOCTN N HAOEXKHOCTHU

BbIBO/L

o OPPEKTUBHOCTb apununpasona cxoxa c
rarionepuaosriom Unun BblLLe

e HageXXHOCTb apununpasosia cxoXa C
ranonepuaosiom Unu Bbllle

Kasper 2003
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Aripiprazole versus haloperidol treatment in early-stage schizophrenia

Ragy R. Girgis*™*, David B. Merrill ', Stanislav R. Vorel*", Edward Kim ¢!, Kimberly Portland 2,
Min You Y, Andrei Pikalov €, Richard Whitehead ¢, Jeffrey A. Lieberman "

2 Department of Psychiatry, Columbia University, College of Physicians & Surgeons, New York, NY, USA
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€ Former employee of Bristol-Myers Squibb, Plainsboro, NJ, USA
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ARTICLE INFDO ABSTRACT
Article history: We conducted a secondary analysis of a completed study of the differential efficacy and side effects of
Received 4 April 2010 aripiprazole versus haloperidol in early-stage schizophrenia (ESS), a subpopulation of patients which

Received in revised form
28 August 2010
Accepted 11 September 2010

does not include first episode or chronic patients. A subpopulation of 360 individuals with ESS were
identified from a randomized, multi-center, double-blind study of 1294 individuals with schizophrenia
at different stages of illness who were randomized to treatment with aripiprazole (ESS = 237) or
haloperidol (ESS = 123) for one year. The primary outcome measure was response rate based on a 50%

ﬁ{ﬁiﬁsge reduction of Positive and Negative Syndrome Scale (PANSS)_total scores. Seconda_ly (_)u_tcome§ include_d
Aripiprazole several efficacy and safety measures, as well as treatment discontinuation. More individuals in the ari-
Haloperidol piprazole group (48%) than in the haloperidol group (28%; p < 0.01) completed the study. Response rates
Side effects were greater in the aripiprazole group (38% [N = 91]) than in the haloperidol group (22% [N = 27];
Schizophrenia p < 0.01). Aripiprazole was associated with fewer extrapyramidal side effects. ESS subjects in the
Clinical trial haloperidol group were more likely than those in the aripiprazole group to discontinue the study drug

due to an adverse event other than worsening illness (29% and 11%, respectively; p < 0.01), and efficacy
differences were reduced by interventions to mitigate side effects (decreasing antipsychotic dose with or
without adding antiparkinsonian medication). Aripiprazole has a favorable efficacy/safety profile in ESS
and appeared to be superior to haloperidol on a number of efficacy and safety outcomes. However,
excessive dosing of the antipsychotic medications, in particular haloperidol, may have played an
important role in accounting for the differences between aripiprazole and haloperidol in this study.

© 2010 Elsevier Ltd. All rights reserved.




CpaBHeHue apununpasona v ranonepuagona
Ha paHHeu cTaguuv WwnsodpeHun

BblLLE:
48% npoTtne 28% (p<0.01)

e [lonoxnrtenbHas ANHaMUKa C apurnmnpa3osiomMm BbilLLe
(PANNS %50%) :

38% npoTtuB 22% (p<0.01)
e [1pn npneme ranonepungona IAMC donble (p=0.000)

o KonnyectBo npekpaTtmBLLUNX NpUeEM Npenapara nu3-3a
No60YHbIX 3ODEKTOB UNN YXYALLIEHNS CUMNTOMOB.

11% npotue 29% (p<0.01)

Girgis, J Psychiatric Res, 2010
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Effect of aripiprazole versus haloperidol on PANSS Prosocial items in
early-episode patients with schizophrenia

J.P. Docherty **, R.A. Baker P, J. Eudicone®”, S. Mathew ¢, R.N. Marcus 9,
R.D. McQuade €, R. Mankoski P
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b Bristol-Myers Squibb, Plainsboro, NJ, USA

¢ Otsuka America Pharmaceutical Inc., Rockville, MD, USA

4 Bristol-Myers Squibb, Wallingford, CT, USA

€ Otsuka Pharmaceutical Development and Commercialization Inc., Princeton, NJ, USA

A RTICLE I N F O A BSTRACT

Article history:

Received 23 November 2009
Accepted 31 March 2010
Available online 23 May 2010

Background and aim: Improving social functioning is critically important in early-episode
schizophrenia, if patients are to achieve functional recovery. This post-hoc, pooled analysis of
two studies compared the effect of aripiprazole versus haloperidol on social functioning in
early-episode schizophrenia.

Methods: Data were pooled from two 52 week, randomized (2:1), double-blind, multicenter

Keywords: . . . . . . . . . .

Fuﬁctioning studies involving 1294 patients with chronic schizophrenia who were in an acute psychotic
Social episode and had a history of positive antipsychotic response during previous episodes. The
Relationships early-episode group was defined as patients who are <40 years of age with <5 years' duration

of illness. Social functioning was assessed by mean change from baseline on the PANSS
Prosocial subscale (ANCOVA and LOCF), comprising six PANSS items, and the Modified
Prosocial subscale, comprising four PANSS items. Measurements were taken at approximately
monthly intervals for up to 1 year.
Results: Aripiprazole (n=237) demonstrated significant improvement versus haloperidol
(n=123) as early as Week 18 on both the Prosocial subscale (—4.75 versus —3.78, p=0.05)
and on the Modified Prosocial subscale (—3.16 versus —2.28, p<=0.05). Patients receiving
aripiprazole continued to show similar significant improvement versus haloperidol at all
remaining timepoints through Week 52 using the Modified Prosocial subscale, but less
consistent improvement with the Prosocial subscale. Significant advantage for the aripiprazole-
treated patients was observed at Weeks 46 and 52 (endpoint) with both subscales.
Conclusion: In patients with early-episode schizophrenia, aripiprazole demonstrates greater
improvement than haloperidol on PANSS items related to social functioning. The cognitive and
functional implications of these findings remain to be clarified in future studies.

© 2010 Published by Elsevier B.V.



CoumnanbHoe pyHKUMOHMpPOBaAHUE NpuU
paHHEeM 3anu3oge:
CpaBHeHMe apununpasona c raronepmnaoriom

L =1-11=10711 .1}

e HaunHaga c 18 Hegenun adpeKT Yy NPpUHMMaBLLNX
apununpason ny4yiwle, Yem y npuHMMaBLLNX ranonepuaorn.

e OTO NpoaosmKanocb U Ha 46-52 Hegenw.

Docherty, Schizophr Res, 2010
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Original article

A multicentre, randomized, naturalistic, open-label study
between aripiprazole and standard of care in the management
of community-treated schizophrenic patients
Schizophrenia Trial of Aripiprazole: (STAR) study
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Apununpa3sorn (f§ IGQ‘Bﬁpﬁlb!ﬁlﬂ&hIaHTmnCMXOTMKM (n):

A deKkT apununpasorsia NPEBOCXOANT CTaHOapTHOE NIeYeHMe
(p<0.001)

[1lpeBocxoguT yxe c 4-ou Hegenu

Apununpasosn nokasan nydwnn pesynbtaTt no nokasartenam
NpeKkpaTuUBLLMX U 3aBEPLUUBLLNX NleveHne

Apununpasosn okasbliBaeT bonee nosfioXnTenbHoe BIUAHUE Ha
Ka4ecTBO Xun3Hm (QOL)

Apununpasosn pacueHeH naymeHTamm, Kak «bonee xopoLmnimny

(oTnyckaeTca TOMNbKO Mo peuenty)
Kerwin 2007, European Psychiatry



CpaBHeHUe apununpasona w
oJflaH3anuHa

Psychopharmacology (2006) 189:259-266
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ORIGINAL INVESTIGATION

Effectiveness of long-term aripiprazole therapy in patients
with acutely relapsing or chronic, stable schizophrenia:
a 52-week, open-label comparison with olanzapine

Wilodzimierz K. Chrzanowski - Ronald N. Marcus -
Anne Torbeyns - Margaretta Nyilas -
Robert D. McQuade



CpaBHeHUe apununpasona w
oJflaH3anuHa

o Apununpason v onaHsannH MMeKT CXOXYHO
9PPEKTUBHOCTDL

e OgHako Jl1C ot onaH3annHa (18%) bonbLue
No cpaBHeHUO ¢ apununpasosiom (10%), He
CYLLECTBEHHO

e B cnyyae npuema onaHsannHa donbLue
Habop Beca 1 ypoBEHb NUNUOOB

Chrzanowski 2006



CpaBHeHUe apununpasona w
oJflaH3anuHa

A Double-Blind, Randomized Comparative Study
of Aripiprazole and Olanzapine in Patients

with Schizophrenia

W. Wolfgang Fleischhacker, Robert D. McQuade, Ronald N. Marcus, Donald Archibald, René Swanink,
and William H. Carson

Fleischhacker 2007



UpPpaBHEHUE apunumnpa3osia v
OoJflaH3anuHa;:
3 heKTUBHOCTb U NEepPeHOCUMOCTb

e bonbluee KonnyecTBo cpean NPUHUMaBLLNX
onaHsanuH (47%), N0 CpaBHEHUIO C
npuHMMaBLLIMK apununpason (39%)
3aBEPLUUIIO nccneagoBaHue

o [lpn Nnpueme onaHlannHa Ha 26-yt0 HeOeno
Habop Beca y 40%, B cpeaHem 4.3 Kr;
apununpasosn — Habop Beca 'y 21%, B
cpeaHem 130 rpamm

Fleischhacker 2007



Aripiprazole versus other atypical antipsychotics for
schizophrenia (Review)

Komossa K, Rummel-Kluge C, Schmid F, Hunger H, Schwarz S, El-Sayeh HGG, Kissling W,
Leucht S

THE COCHRANE
COLLABORATION®

This is a reprint of a Cochrane review, prepared and maintained by The Cochrane Collaboration and published in 7he Cochrane Library
2009 . Tssiye 4



Apununpasosn B CpaBHEeHUU C APYrMMU aTUNMNYHbIMU
AHTUNCUXOTUKAMM npu wmnsocdppeHnmn (o0630p)

e bbinu TWaTensLHO NpocMoTpeHbl BIOSIS,
CENTRAL, CINAHL, EMBASE, MEDLINE v

PsycINFO

e PaHoommanpoBaHHble UccnenoBaHua ¢ yd4actmem
NayMeHToB C LUN30PpeHNEN U NCUXNYECKNMU
3ab6011eBaHNAMUN, CXOXUMUN C LUN3OAPEHUEN :

e metoTca paHOOMM3NPOBAHHbIE AaHHbIE TOMNbKO MO
CpaBHeEHUIO pucnepuaoHa n onaHsanuHa: 1404 nauneHTta

Komossa K, 2009; Cochrane Database Syst Rev



KoxpaHoBCKun ob630p.:
BbiBOAbI

& APVTIATIPE30IT MMEET CXOXKYFO C

pucnepuaoHomMm addPeKTUBHOCTL (N=372)

e [lnctoHna, aHomanum nutepsana QT,
BbICOKME YPOBHW NPONakTuHa U XonectepuHa
yaLle nNpu npueme pucnepuaoHa; Tpemop
yaLle nNpu npueme apunmnpasona

e OnaH3annH HeMHOro addPeKTUBHEE
apununpasora, ogHako bornbLle Habop Beca,
cefauus, BbllLE YPOBHU XONecTepuHa u
NponakTnHa

Komossa K, 2009; Cochrane Database Syst Rev
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Effect of aripiprazole augmentation of clozapine in schizophrenia:
A double-blind, placebo-controlled study
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ARTICLE I N FO

Article history:

Received 10 August 2010

Received in revised form 1 December 2010
Accepted 17 December 2010

Available online 23 January 2011

Keywords:
Aripiprazole
Clozapine
Augmentation
Schizophrenia

ABSTRACT

The simultaneous prescription of two or more antipsychotic drugs in combination is a common
treatment strategy for those patients who have demonstrated a suboptimal response to
clozapine; nevertheless, evidence suggesting potential advantages of combination treatment
with clozapine plus one antipsychotic in terms of efficacy and tolerability are still sparse. The
present 24-week double-blind, randomized, placebo-controlled trial of adjunctive aripiprazole
to clozapine therapy in schizophrenia was aimed to explore the efficacy of aripiprazole add-on
pharmacotherapy on clinical symptomatology and cognitive functioning in a sample of patients
with treatment-resistant schizophrenia receiving clozapine. After clinical and neurocognitive
assessments patients were randomly allocated to receive, in a double-blind design, either up to
15 mg/day of aripiprazole or a placebo. A final sample of thirty-one patients completed the
study. The results obtained indicate that aripiprazole added to stable clozapine treatment
showed a beneficial effect on the positive and general psychopathological symptomatology in a
sample of treatment-resistant schizophrenia patients. Regarding executive cognitive functions,
aripiprazole augmentation of clozapine had no significant effects. The findings provide
evidence that aripiprazole augmentation of clozapine treatment is well-tolerated and may be of
benefit for patients who are partially responsive to clozapine monotherapy; further double-
blind, placebo-controlled trials in a larger number of patients are required to evaluate the
therapeutic potential of aripiprazole auementation of clozapine.



AyrmeHTau,vm dpununpa3orsia € Kfio3arMimHOM
e Ha 12-yio Hegento nokasaTenu «pacCcTpoONCTBa MbILLIEHUS» U

— CYMMapPHEIN 0aImT «MOJTORUTEJTEHBIX TPUSHAROB/MO3NTABHBIX

cuMrnTomoB» Mno yﬂpOU.leHHOIZ LHKalle OUEHKH CbVI3VIOJ'IOI'VI‘-IeCKI/IX

paccTponcTB (SAPS) nyulle B rpynne NpuHMMaBLUNX apuUnunpasorn

e 3a 24 Hegenu No KpUTEPUIO «CTPaHHOE NoBeaeHNE U 00LLIMI

noKasartenb «N03UTUBHbLIX CMMNTOMOB» (SAPS) ¢ apununpasonom

pes3ynbTaT nydue

e [lpuv npneme apununpasosia nyyile nokasarenb «adasnumu» U3 Yymcna

oTpuuaTesibHbIX MPN3HAKOB

e [lo KpUTEPUIO NPU3HAKOB KOTHUTUBHbLIX N addPEKTUBHbLIX HAPYLLUEHUN,

9 PEKT CXOXKNU



Extrapyramidal side-effects OR {95% Crl}

(lozapine 0.3 {0-12 to 0-62)
Sertindole 0-81 (047 to 1.3}
Clanzapine 1.00 (072 to 1-33}
Quetiapine 1-01 {0-68 to 1-44)
Aripiprazole 1-20 {073 to 1-85)
llaperidone 1.58 [0-55 to 3-65)
Amisulpride 1-60 {0-88 to 2.65)
Ziprasidone 1-61 {105 to 2-37)
Asenapine 1.66 {0-85t0 2.93)
Paliperidone 1-81 {1.17 to 2.69)
Risperidone 2-.09 (1.54 to 2.78)
lurasidone 2-46 (1-55 to 3-72)
Chlorpromazine 2.65 (1.33 to 4.76)
Zotepine 3-01 (1.38 to 5.77)
Haloperidol 476 (370 ta 6-04})

¢ 051 15 2 25 3 35 4455556
-+ —»
More extrapyramidal side-effacts More extrapyramidal side-affects

with placebo with active drug




PANSS and CGl

Endpoint Statistic

ARIP
(n=33)

CLoZ
(n=37)

Comb.
(n=40)

Flu-D
(n=9)

OLAN
(n=41)

PERP
(n=4)

QUET
(n=33)

RISP
(n=36)

R p
(n=37)  value'

Total PANSS Change from Phase 3 Baseline

Phase3 Mean (SD.)n

Baseline

Month3 Mean (S.D.) n change
from baseline p value

Month 6 Mean (S.D.) n change
from baseline p value

764 (195)
3
-22(16.6)
260.506

-13.7 (14.0)
18 <0.001

(GI severity change from phase 3 baseline

Phase3 Mean (S.D.)n
Baseline
Month3 Mean (S.D.)n

Month6 Mean (S.D.)n

40(09)32 47(09)%4

-02(07)
%
-03(0.8)
18

85.3(169)
36

-115
(184) 31
0,002
-133
(213) 24
0,006

-08(11)
29
-10(10)
24

886 (232)
40

-104 (170)
320002

-156 (192)
25 <0001

46(08) 39

-03(07)
31
-06(08)
25

912 (242)
9

-15.7
(125)9
0,005
-129
(133)7
0043

49(11)9

-08(11)
9
~0.1(15)
7

776 (23.6)
40
-93(172)
38 0,002

-97 (163)
300003

41(11)40

-04(09)
38
~06(11)
30

910
(161) 4
-118
(92) 4
0.084
-8.0(34)
40018

45(10)4

-0.5(06)

75.2(153)
31
-70(143)
300,013

-70(196)
230100

41(09)
31
-03(08)
30
-0.7(10)
23

756 (176)
34

-61 (15.5)
290,044

-8.1(13.9)
240,009

42 (10)
34
-03(13)
28

714(184) 0002
36

-53(142) 0832
320,045

-31(157) 0515
210371

39(08) 0002
35
-05(07) 0249
29
-05(06) 0695
19




TABLE 2. Frequency of Selected Side Effects of Second-Generation Antipsychotics?

Side Hfect Amisulpride Aripiprazole® Clozapine® Olanzapine Quetiapine Risperidone Sertindole Ziprasidone  Zotepine

Weight/lipids/ + 0 +t +H +H i
glucose effects

Extrapyramidal ("
symptoms

Prolactin inrease.~ +++

Sedlation 0

(QTc prolongation 0 0 4 4

*Derived from the APA Practice Guideline for the Treatment of Patients With Schizophrenia, 2nd ed. (18, Table 4, p. 18); data on amisulpride,
srtindole, and zotepine are from the guideline of the World Fecleration of Societies of Biological Psychiatry (19) and elsewhere (3, 20). 0=no
risk or rarely causes side effects at therapeutic dose; +=mild or occaslonally causes side effects at therapeutic dose; ++=sometimes causes
sice effects at therapeutic dose; +++=frequently causes side effects at therapeutic dose.




SedationOR (95% Ccl)

Arsulpride 1.42 {0.72 to 2.51}
Faliperidone 1.40 {0-85t02.19)
Sertindole 1.53 {0.82 to 2.62)
lloperidona 171 {0-63 to 2.77)
Aripiprazole 1.84 {1-05 to 3-05)
Lurasidone 2-45 (1-31to 4-24}
Risperidone 2-45 {1.76 to 3.35)]
Haloperidol 2.76 (2.04 to 3-66)
Asenapine 3-28 (137 to 6-69)
Olanzapine 3-34 | -J--aih to 4-50)
Quetiapine 3.76 (2-68 to 5-19}
Ziprasidone 3-80 1,._‘-58 to 542}
Chlampromazine 7.56 {478 t0 11.53)

Zotepine 3-15 {3.91t0 1533}
Clozapine 8.82 (472 to 15.06)
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Ton 5 NpUYMH, NO KOTOPbLIM NCUXUATPbI CKITOHAKTCA NPOTUB
WHBEKUMOHHLbIX NpenapaTtoB ANUTESNIbHOIo 4eUCTBUA NPU NEepPBOM
anusoge wnsogpeHnn

Survey of 198 Psychiatrists About First-Episode Patients
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Patients frequently Patients who never Patients should be  Patients should  Patients sense the
reject offer of LAI experienced a  treated with an SGA have chance to offer of LAl asa sign
relapse are preferably, and few show compliance of distrust by
especially hard to are available as LAl with oral treatment psychiatrist

convince of LA

*The rating scale ranges from “1 = very seldom” to “7 = very frequently”

Heres S, et al. Eur Psychiatry. 2011;26:297-301.



AHTUNCUXOTUKN ONUTESNIbHOIro AeucTBUA
U OpalJibHbiI€ aHTUNCUXOTUKHN

e JlnTepartypa 3anytaHHas

e HeT pasHuLbl B pe3ynbTaTtax cornacHo oCHoBaTelIbHOMY
MeTaaHann3y paHgoMnU3npoBaHHbIX KITMHUYECKUX UCcriegoBaHnn
(PKW), He oTpaxatoLwmnx peanbHOCTb, UMEKLLNX CTporme
KpUTEpPUU BKNHOYEHUS

e [lpn npoBegeHnn HoBLIX MeTaaHanusos PKW, npoBoanmbIX B
YCIOBUSAX, CXOXUX C pearibHbIMU, ObII0 OTMEYEHO, YTO
aHTUMNCUXOTUKN ANUTESNIbHOIo AeNUCTBUA bonee adEKTUBHLI MO
KpUTEPUIO NpeaoTBpaLleHns rocnutanmsaunm u YMeHbLLIEHUIO
Konuyectsa gHen rocnutanusaumu.



B pamkax uccnegoBaHun HeT pasHUUbl MeXAy aHTUNCUXOTUKAMMU U
opanbHbIM aHTUNCUXOTUKAMM MO TaKUM MOKa3aTenaMm, Kak
peunanBMpoBaHMe/npeKpaLleHue npmemMa ¢ y4eToM BCex NpPUYuH

No. Studies N RR P Value
E Fluphenazine 8 826 e 0.79 .02
"1; Haloperidol 1 25 ’ 4 ! 0.99 97
&% — Olanzapine LAI 2 1445 T 1.08 65
5 E Risperidone LAI 9 2608 | '_*_; | 0.98 .88
ﬁ Zuclopenthixol 1 46 128 56
.|
x Total 21 4950 - 0.93 35
Fluphenazine 7 721 —— 1.00 .98
S Haloperidol 1 29 : 2 | 0.79 52
g ﬁ Olanzapine LAI 2 1445 H—— 1.24 .25
u? E Risperidone LAl 9 2641 44— 1.00 .98
= § Zuclopenthixol 1 46 = * i 051 A4
[a)
Total 20 4882 ?‘ 1.03 .65
D.il:l'i D.I‘_'LD 1.;3{} 1DI.DD
Risk Ratio (95% ClI)
<«—— Favors LAls Favors oral antipsychotics——

Randomizedclinical trials include a selected patient population that is adherentto treatment

Kishimoto T, et al. Schizophr Bull. 2014;40:192-213.



CornacHo 3epPKaJibHbIX uccreqoBaHUMN aHTUNCUXOTUKN ONUTENIbHOro
AeUucTBuA no CpaBHEHUIO C opasfibHbIMU aHTUNCUXOTUKAMUN CHUNXKAKOT PUCK

rocnmtTann3aumm

Study RR P Value
Girardi et al. 2010 < : LAls shnweq su perio_rit\,r: 0.024 .009
i 005 R o2 <o
Arato et al. 1979 I 4 | 0.204 <.001
Devito et al. 1978 | \ 4 | 0.281 <.001
Denham etal. 1971 —— 0.333 <.001
Morritt. 1974 I - | 0.343 <.001
Lam et al. 2009 . - . 0.369 <.001
Lindholm. 1975 I ¢ ! 0.391 <001
Peng et al. 2011 _ 0.452 <.001
Gottfries et al. 1974 I 2 i 0.529 005
Rosa et al. 2012 i ¢ i 0.529 094
Chang et al. 2012 |_H 0.557 <001
Johnson et al. 1972 |_H

Crivera et al. 2011 | ' | 0-570 <001
Ren et al. 2011 : 0.597 <001
Scestka et al. 1984 : 1 ¢ : 22:2 {22;
TOTAL (16 studies) (N=4066) |_._| 0.430

0.10 Favors LAl 1.00 Favors oral 10.00

Risk ratio (95% Cl) antipsychotics
Kishimoto T, et al. J Clin Psychiatry. 2013;74:957-965.



Apununpasona moHormgpart

Boin yTBEpXKAOeH B oeBpane 2013

MOHOrMaparta apununpasona npeacTasrneH B Buae nopoLuka, NModpusnpoBaHHble KpucTansbl;

cpenHun pasmep yactuy, 1-10 HaHOMeTpoB ( NPeNMYLECTBEHHO 2-4 HaHOMETpPa)

Mo NpuYKMHe Toro, YTo YacTULbl He 0COBO XOPOLLO PACTBOPSIOTCS, MPU PACTBOPEHUMN UX

abcopbumsa nponcxoanTt MeasieEHHO

[MNpuHUMaeTca B BUAE BOLHOM CyCneH3um

B nepsble 14 gHen Heobxoanm nepopanbHbIA MPUem

Meyer 2013



Conconritant oral aripiprazole

10mg/day X 14 days”

300 Mg (i\ 2_;)

Abilify Maintena
Injections

12 16
Time, weeks

Meve,

JIN/ CNS o sy o
VIi. CNS :fl-?!;»l’?:{f:i!_ﬂi".! ms 2013.



PerynunpoBkKka AO3MPOBKU Npenapara
Apununpa3son Maintena

= . e = 2 1
Aripiprazole
E ¥ Y ™~ -

T L =T B

Adjusted
INTENA Dose

; ILIFY MA
ts Taking 400 mg of AB
e 300 mg

Patie

CYP2D6 Poor metabolizers taking concomitant 200 mg

CYP3A4 inhibitors
| Patients Taking 400 mg of ABILIFY MAINTENA

/ Strong CYP2D6 or CYP3A4 inhibitors
/ €YP2D6 and CYP3A4 inhibitors
/ CYP3A4 inducers

CcCYP2D6 Poor metabolizers /

300 mg
200 mg
Avoid use

[ Strong CYP2D6 or CYP3A4 inhibitors
|/ CYP2D6 and CYP3A4 inhibitors
CYP3A4 inducers

200 mg
160 mg
Avoid use

I
I
I
| Patients Taking 300 mg of ABILIFY MAINTENA |
I
I

1 >




NIEYEHUE OCTPOU MAHUW




BOINPOC

o ATUNNYHbIE aHTUNCUXOTUKU, TaKNE KaK
apununpasorn, onaH3annH, KeTuanuH,
PUCMEPU3OH U 3unpacuaoH, AEMOHCTPUPYIOT
CXOXUWN 3PP EKT Npn MOHOTEPANEBTUYECKOM
NEeYEHNN MaHUW.

e [lpaBUNBLHO
e HenpaBunbHO



ATUNUNYHBbIE aHTUNCUXOTUKHU npu Jie4eHN" MaHUMN. MeTtaaHanus
PaHOAOMU3INPOBAHHLIX nﬂaueﬁO-KOHTpOﬂMpyEMbIX

unccnepgosaHuun.[CME]

Roy H. Perlis, Jeffrey A. Welge, Lana A. Vornik, Robert M. A. Hirschfeld, and Paul E. Keck, Jr

e B pamkax meTaaHanusa 12 nccnenosaHum
nnauebo-KOHTPONMpYyeMbIX MOHOTEPANUn U 6
nccrnengoBaHnm nnauebo-KOHTpPONMpyemMoun
coYeTaHHOU Tepanuu

e Y yyactnem B obuien crnoxHoctn 4304 naymeHTOB
(1750 nauneHTOB, NPUHMMAaBLUMX nnaweodo)

o [1py MOHOTEpPANUN — CXOXNU IPAEKT

e [1pn coyeTaHHOM TepanMn — CXOXUN IPPEKT



Apununpason NposiBNSAEeT CXOXYH C
ranonepuaosiomMm Unu nMTuem
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2 WwKane MaHuii SlHra: s HavanbHble cymmapHblie 6annbl no
< nnaue6o, 28.8; Nanonepuaon, 28.0; Apununpason, OLIeHOYHOW WiKane MaHum siura::

28.4 Mnaue6o, 28.9; Jlutun, 29.2; Apununpason,
nepeHoc Bnepén AaHHbIx nocnegHero HabnogeHus. *p<0.05; **p<0.01; ***p=<0.001 no cpaBHeHN? B fFraLebo.
YMRS = oueHo4Has wkana MaHun Axra.
CN138-135 [laHHble B gocbe; CN138-162 [laHHble B JOCbE.



Ha 3-1010 Hegenr npuemMa apununpasona
AOosNA nauueHToB C peMuccuen
JyBenunumnachb

auebo

B Apununpason, 15 unu 30 Mr/aeHb
Nntun, 900-1500 Mr/aeHb
50 -

B ranonepupon, 5-15 Mr/aeHb

N (2 P
(= o o
I I I

Pemuccusa (%)

—
(=
I

Carlson, 2005 (Birl. CN138-135 CN138-162
CN138-009 & CN138-074)

n= 254 259 154 163 155 166 152 161

Pemuccusa = onpegeneHa kak nsmeHeHvne cymmapHoro 6anna no wkane YMRS Ha €12 no cpaBHEHMIO C N3Ha4anbHbIMU NOKasaTensiMu.

*p<0.05; **p=0.001 no cpaBHeHutO ¢ nnauebo.

CpeaHsasa gosa apununpasona: CN138-009 = 27.9 mr/aeHb; CN138-074 = 27.7 mr/geHb; CN138-135 = 23.2 mr/geHb; CN138-162 = 23.6 Mr/geHb.

YMRS = oueHoYHasa wkKana MmaHum Axra.

Carlson ve ark. APA 2005’de poster sunumu (CoBokynHbii aHanm3: CN138-009 & CN138-074); CN138-135 [aHHble B gocbe; CN138-162 [laHHbIe B [OCHE.



Apununpason

P dhEeKTUBHOCTL B
cOoXpaHeHun BO3aenCTBUA
npy OUNONAPHON MaHUM :

12-HegenbHbIE
uccrnenooBaHusA



Apununpa3son coxpaHsieT 3¢ppeKTUBHOCTb
no 12 Hepenb
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B Hayane cyMmmapHbI 6ann no oLeHOYHOW WwKarne MaHun SHra

N3meHeHue cyfgrapfigro @annaRo olgHoufie

B Hauane cymmapHbI 6ann no oLeHO4YHOo

Ha4yanbHble cymmapHbie 6anbi no wkane YMRS :
nnaue6o, 28.8; Nanonepuaon, 28.0; Apununpa3son,
28.4

HavyanbHble cymmapHbie 6anbl no wkane YMRS :
nnaue6o, 28.9; Jllutun, 29.2; Apununpasone, 28.5

MeHeHue cyMmapiioro Qanna

()
neperoc BNepén AaHHbIX nocreaHero HabnogeHns. YMRS = oueHovHas LWkanaMaHmi SIHra.
CN138-135 [aHHble B aocbe; CN138-162 [aHHble B A0OChE.



NMpu npuema apununpasona oTBeT Ha Jfie4YeHue n peMmuccus
HacTynarwT B Te4YeHue 12 Heaenb, CX0OXe C NnoKasaTtenamum

nmTma M ve ranonepuaorna

B Apununpa3son, 15 unu 30

[ | Halﬁnevli',b900—1500 Mr/aeHb
B lanonepuaon, 5-15
Mr/oeHb
S
i
&
S
3
=
CN138-135 | CN138-162 CN138-135 | CN138-162
n= 154 155 166 161 154 155 166 161

OTBeT Ha NevyeHne=yMeHbLLUEHNE Noka3aTens no wkane YMRS Ha 2%50; Pemuccust = onpegeneHa kak uaMeHeHne Ha 12 Hegento CyMMapHOro
©anna no wkane YMRS Ha <12 no cpaBHEHWIO C U3HaYarnbHbIMK nokasatensamu. YMRS = oueHoYHas Lwkana MaHui Axra.

CpepgHss gosa apununpasorna: CN138-135 = 23.6 mr/aeHb; CN138-162 = 22.0 mr/geHb.

CN138-135 [1aHHble B gocbe; CN138-162 [laHHble B JOCHLE.



Apununpason

b dheKTUBHOCTb KOMOHaLUN
nutun/Bannpoar npu revyeHnu
OMNONAPHON MaHUM .

6-HeaernbHoOe uccrneaooBaHue



KNOMOUHAUNOHHAanA Tepanus.
3HAYNTENbHO CHUXXaeT CyMMapHble
6annbl no wkane YMRS
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*p<0.05; “p<0.01 no cpaBHeHUto ¢ nnaueto.

(nepeHoc Bnepépn gaHHbIX nocreaHero HabnwaeHusa, NMpumepsl meponpuaTnin); BHavyane cpegHuii nokasatenb no wkane YMRS
nnauebo, 22.7; apununpason 23.1; YMRS= oueHo4YHas Lwkana maHum HAHra.

CN138-134 [laHHble B OOCbeE.



[MTpy KOMOMHALMOHHON Tepanuu
OTBeT Ha JfleyeHue n pemmccus
HabngarTca Yyalle

[ Jivtun/Bannpoat + Plasebo (n=130)

B Jivtun/Bannpoat + Apununpason, B cpeaHemMm 19.0 mr/aeHb(n=247

70

Ha neyeHue(%)
i
o
|

Jdonsa naumeHTOB, OTBETUBLUUX

nepeHoc Bnepén AaHHbIX NocregHero HabnwaexHus. [Jons naunmeHToB ¢ OTBETOM Ha JIEYEHUE = ynydlleHne CyMMapHbIX nokasartenen no wkane YMRS Ha
= 50% [ons c pemuccnen= cymmapHbin 6ann YMRS <12;

**p<0.01 no cpaBHeHuto ¢ nNnavebo.

YMRS = oLeHoYHas WwKana MaHun Adra.
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Apununpason

9 eKTMBHOCTL B KayecTBe
MOHOTEepanuun B npenoTBpaLleHumn
peunanBupoBaHUs Npu OMNONAPHON
MaHUM.

100-HepenbHOE UccnegoBaHue



UccnepoBaHme Aonrocpo4Hou
MOHOTEepanuu c NpMMeHeHuem
apununpasosna npu oOMnonapHoOm
pacctpouctee 1 Tuna

Keck P et al. J Clin Psychiatry 2007,68:1480-91

MponucbiBaeTcsa Npu fie4eHnn aNM3odoB OCTPOM MaHUKU Npu GMNONSPHOM
paccTponcTee 1 TMna y B3pOCnblX, a Takke obecneyeHnss ctabunmsaumm naumeHToB C
GunonsipHbIM paccTporncTBOM 1 TMNa B Nepuoa nocregHero MaHMakanbHoro ann3oaa

N cMelaHHoro addekTUBHOIO anNM3ona 1 NpeaoTBpalleHnn peunamBoB



[Mpun npueme apununpasona yBenmymBaeTcsa BpemMsa A0

crieayrowero o60CcTpeHna MaH1Un; 3Ha4YUTEeSNIbHO

1.0A1z
O.Q'D'— 1

0.8
0.7
0.6
0.5 R

0.3 e
0.2 Log rank p=0.011 — Avripiprazole (n=77)

0.1 HR=053(95% Cl=0.32to0.87) 7 Placebo (n=83)

0
rr -+ttt 1t 1Tt T T T |
0 5 10 15 20 25 30 35 40 45 50 35 60 65 70 75 80 85 90 95 100

AnutenbHocTb Time (weeks)
Hedernb

O6ocTpeHune = NpekpalleHne y4actusi B UCCIeA0BaHUN M0 TakMM TIpUYMHAM, Kak rocnutanmnsaums no npuyamnHe Hanmuunsa adoekTmBHoOro
paccTponcTea (MaHus 1 aenpeccust) unu gobaeneHme NCUXOTPONHOMo npenapaTa, NoOMUMO UCCEAYEMOrOo MO NPUYMHE HANM4us MaHum u/unm
AEenpeccuBHbIX CUMNTOMOB, UMW BBMAOY OTCYTCTBUSI IBHOWM MOSOXUTENbHOW OUHAMUKMN.

Hosa apnunpasonal5 nnu 30 mr/geHb. B Havane 74-HegenbHOro 4BOMHOMO CrEenoro UccrnegoBaHus cpegHsas o3a apununpasona 23.8 Mr/aeHsb, y
nauneHToB, 3aBepLlumBLLUNX 100 —aHEBHbIV Nepuog neveHus - 23.6 mr/geHb(n=7).

HR = KoadpdpuueHT onacHocTu(lMpumepbl 6e3onacHoctn); GA = [JoBepuUTENbHbIAN MHTEPBAIT.

Keck ve ark.. J Clin Psvchiatry 2007: 2007:68:1480—-1491 (CN138-010).




[lpy npueme apununpasorna yBenuimBaeTca Bpems
A0 crnenyroLwero o6oCcTpeHus; 3Ha4YMTesNIbHO
Aonblue, B CpaBHEeHUK C n; nnaue6o(100 Hepgenb)

ve ar

e .
[ons naumgﬁq‘s, y KOTOPbIX HET 060CTPEHMIA — Aripiprazole 24.1 mg/day
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o S
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O6ocTtpenune = lNpekpalleHne y4yacTusi B UCCNe0BaHNM NO TakKMM NPUYUHAM, Kak rocnmTannsauus no npudmMHe Hanmums adogeKTMBHOMO
paccTponcTtea (MaHusa 1 genpeccust) uny gobaeneHme NCMXOTPONHOro NpenapaTa, NOMUMO UCCIEAYEMOrO MO NPUYMHE HANMYUs MaHu1M u/unm
OenpeccuBHbIX CUMNTOMOB, UIMU BBUAY OTCYTCTBUS IBHOW NONOXUTENLHOW ANHAMUKU.

[o3a apnunpa3sonal5 nnu 30 mr/geHb. B Havyane 74-HegenbHOro ABOMHOMO CIIENOro UCCNeAoBaHUS CPeaHsisi 403a apununpasona 23.8
Mr/OeHb, y NauMeHToB, 3aBepLumBLUnX 100 —gHEBHbIN Nepuog neyenus - 23.6 mr/geHs(n=7).

HR = KoadppumumeHTt onacHoctu(MNpumepbl 6e3onacHoctu); GA = [loBepuTenbHbIN MHTEpBan.

Keck ve ark 1 Clin Psvchiatry 2007 68:1480—-1491 (CN12L2-010)



Apununpason npu oMNonaApHON MaHUMN:
O0630p 3achhekTUBHOCTH

e O PEKTUBHOCTL NpU BUNONAPHON MaHUK

— MoHoTepanus apununpasonioMm obecrnednBaeT ObICTpoe

yCTpaHeHMe CUMMMNTOMOB BMMONAPHON MaHUK

— MoHoTepanus apununpasosioM UMEET CXOXYHO C NIUTUEM U
ranonepugosioMm adoeKTUBHOCTL, 3PMEKT npoaomkaeTca o 12
HeOenb

— KomunbuHauua apunmnpasona n nutusi/sBannpoata adppekTuBHa B
clydae naunmeHToB ¢ BUNoNApPHON MaHUEN, YHAaCTUYHO HE

OTBEYaloLLMX Ha CTabUNU3NPYIOLLYYIO MOHOTEpanuio

— MoHoTtepanusa apununpasoniom go 100 Hegenb addeKkTMBHA B

npegoTepalleHnn o6oCTPEHUSA MaHUN
Keck ve ark.. Am J Psychiatry 2003;160:1651-1658 (CN138-009); Sachs ve ark.. J Psychopharmacol 2006;20:536-546 (CN138-074); CN138-135
HanHble B gocbe; CN138-162 [daHHble B gocbe; CN138-134 [laHHble B gocke; Zimbroff ve ark.. J Clin Psychopharmacol 2007;27:171-176 (CN138-
013); Keck ve ark.. J Clin Psychiatry 2006;67: 626—637 (CN138-010); Keck ve ark.. J Clin Psychiatry 2007;68:1480-1491 (CN138-010).



Apununpason npu oMNonaApHON MaHUMN:
OoLwwmn ob630p

e [lpu GunonsipHon MaHUKN — ObLICTPOE YCTPaHEHUe CUMNTOMOB

e YctonuuBbin 3pheKkT; CXOXKUU C MOHOTEpanMeun nutemMm/ranonepuaonom
e KombGuHauusa c nutnem/Bannpoartom achpcheKkTnBHa U XOpPOLUO NEepPeHOCUTCA
o IAhpdheKTUBEH Npn OCTPON axXutauum

e Bonee HU3KN ypoBeHb pPUCKa NPOABNEHUA IKCTpanMpammaarnbHbIX
cumntomoB (3IC), yem npu npueme ranonepupona; AMC morytT

KOHTPOJINPOBATbLCH
e Hu3kun noteHuman |-|a6opa MacCCbl U NOBbLIWEHNA YPOBHA NMPOJIaKTUHA

o JddekTMBeH Npu MUHMMYMe NOOOYHLIX 3dheKTOB, CBA3AHHbIX C

¢dnanyecknum 300poOBbLEM



