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[lepopanbHbIU HANTPEKCOH

 HanTpeKkcoH aBndeTcd adPEKTUBHbLIM
METOAOM Jle4eHUnd ornMmnHou
HapkomMaHuu (Krupitsky et al, Journal
Substance Abuse Treatment, 2004)

e OagHaKo HanTpeKcoH He BNusn Ha
CUMMNTOMbI NOCTAabCTUEHTHOrO
cuHapoma: aenpeccuto, TPEBOTY,
BJIEYEHUNE K TePOUHY



Kak ynydywunTtb a(ppeKTUMBHOCTL JNIeYeHUs
ONMUNHOWN HAPKOMaHUKU HaNTPeKCOHOM?




[laHHble nNpeabliayLmnX
nccneaooBaHuUn

e CO3 (untanonpam) adodpeKkTUBHO
KynupoBanu nocTabCTUHEHTHbIE
paccTponcTBa y B60nbHbIX
repoHOBOW HApKOMaHMEN, ogHaKO
He cTabunnamnpoBan PeMUCCULO

CTaTUCTUYECKMN JOCTOBEPHO (Krupitsky
et al, Addictive Disorders And Their Treatment,

2002)



[TNOTESA

 AHTngenpeccantbl (CUO3) moryt
YMEHbLLUUTb NPOABNEHNS
NOCTabCTUHEHTHbIX PACCTPOUCTB Y
OOrbHbIX ONMUNHOWM HapKOMaHUEN, U, Npu
NX KoMBnHaL MM ¢ HanNTPEKCOHOM,
YAYYLINTb KOMMIaneHc C NPUEMOM
HanTpeKcoHa, 1, TEM caMblIM, €ro
9(PPEKTUBHOCTb B OTHOLLIEHUN
cTabununsauymm peMmnccum.



HayuHble nccnegoBaHusa 3ppeKTUBHOCTU
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3. KombuHauun nepopanbHOro HarTpeKcoHa C
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HantpekcoH + CUO3

‘*HanTtpekcoH bonee acdhcdheKkTnBeH,
yeMm nnaueodbo n oriyokceTuH, B
Tepannu onMUHON HapKOMaHUMN.

‘*KomMnnaueHc ¢ npuemom npenapara
B JaHHOM uccneaoBaHUu ObIN
HaMHOro Bbille, YeM B aHanorn4Hbix
aMmepukKkaHcKux. BoaMoxxHo, 3To
0O0yCnoBfeHO BO3pPacToOM OOSIbHbIX U
ycnewHbIM KOHTpOieM KoMnyiaueHca
CO CTOPOHbI POACTBEHHUKOB.



HantpekcoH + CUO3(npoaosx.):

**DryoKCeTUH He oKa3biBan
CTaTUCTUYECKU [OCTOBEPHOro
adhekTa Ha cTabunusauuio
peMuccuu npm onMnUHoOun
HapKOMaHUU.

“*K KOHLy Kypca ne4yeHus
KOMOMHaLUMA HaNnTpPeKCoHa m
donyokceTuHa nmena TeHOEHLUMUIO,
ONTU3KYHO K CTaTUCTUYECKN
AOCTOBEepHOU, ObITb Oonee
adheKTMBHOU, YeM OAUH
HaNMTPEKOH, TONMbKO Y XXEeHLLUUH.



Tpa3onoH

« ObOnapgaeT CUNbHbLIM aHTUAENPECCUBHbLIM 3P PEKTOM
yepe3 CepoOTOHUHOBbLIE peLuenTopbl 3a cHeT
MHrIMoupoBaHUA oOpaTHOro 3axsarta CepoOTOHUHA

 bnokupyet nobo4Hbie achdekTbl (6ecCoHHULY,
aXuUtaumro, cekcyanbHyr AUcEpyHKLUIO),

@yCHOBﬂeHHbIe ctumynsaumeun SHT2a peuentopoB /

Tpasonml(mqenpeccam

CO CHOTBOPHbLIM U NPOTUBOTPEBOXHbLIM
noeucTBuem

Stahl S.M. Essential Psychopharmacology 2000
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« APYITME KOMBUHALUNW?

- MoxeT ObITb, KOMOUHaUWK
HanTpeKCoHa C Apyrmmu
npenaparamu oyayT bonee
9P PEKTUBHbI?




HayuHble uccnegoBaHus 3(ppeKTUBHOCTHU
Pa3NUYHbIX NeKapCTBeHHbIX hopMm
HanTpeKcoHa:

1.
o

o1

[lepopanbHon

KoMmbuHauunu nepopanbHOro
HanTpeKkcoHa C aHTuaenpeccaHTamm

. KomObuHauum nepopansbHOro

HanTpeKkcoHa ¢ anbdga,
agpeHOMUMeTUKaMH

MmnnaHTa (NnpogeTokcoHa),
MHBbEKLIMOHHOM bopMbI (BUBUTPOSIA)



[TNOTESA

[ vaHDaunH MOXeT:

YMEeHbLWUTb NPOABIIeHNA NOCTaOCTUHEHTHbIX
paccTpoOUCTB Y OOMbHbLIX ONMUMHON HApPKOMaHueun, u,
B KOMOMHALMU C HANTPEKCOHOM, YNYYLUNTb
KOMMJTaueHC C NPUEMOM HANTPEKCOHA, a TEM CaMbIM
- NOBbLICUTb €ro 3(pPeKTUBHOCTb B OTHOLLEHUU
ctabunusauum pemmccum

3a CYeT aHTUCTPECCOBOro AencTBuA
npodpunnakTMpaoBTb 00YCrOBIIeHHbIe CTPEeCcCoOM
peunauBbl HAPKOMaHUU
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HanTpekcoH + [ yaHdauuH

 KombuHauusa HanTpekcoH + ryaHdaumH
OOCTaTOYHO XOPOLLO NEPEHOCUTCS
6OnbHbIMM C 3@aBUCUMMOCTbIO OT ONMMAaTOB

o KombuHaumsa HanTpekcoH + ryaHdaumH
cpaBHUMa No addPeKTUBHOCTU C
HanNTPEKCOHOM + nnawebo

e [ yaH(aLunH He oKa3biBaln CTaTUCTUYECKU

[OCTOBEPHOro adpdekra Ha cTabmunusawuto
peEMUCCUN



OcHoBHasa npobrniema Tepanmu HariTPEKCOHOM
— MJSIOXOU KOMManeHc...
- TUINOTE3A: Bo3MO0OXHO, NPOJIOHrIMpoBaHHbIE
NeKkapcTBeHHble (pOopMbl HANTPEKCOHA
NMOMOrYT peluTb 3Ty npoobnemy ?




HayuHble nccnegoBaHusa 3ppeKTUBHOCTU
Pa3NUYHbIX NNeKapCTBeHHbIX (hOpM
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3.
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KoMmbuHaLunu nepopanbHOro HanTpeKkcoHa
C aHTuaenpeccaHTaMmu

KombuHaumm nepoparnbHOro HanTpeKkcoHa
C anb@a, agpeHoMmmMmeTnkamu

4. AmnnaHTa (npoaeToKkcoHa)
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MHBbEeKLIMOHHON bopMbI (BUBUTPOSIA)
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Purpose of review

The major problem with the oral formulation of naltrexone for heroin dependence is poor
compliance (adherence). Long-acting sustained release formulations of naltrexone
(implantable and injectable) might help to improve compliance and, thus, increase the
efficacy of abstinence-oriented treatment of heroin dependence with naltrexone.
Recent findings

There have been several implantable and injectable formulations of naltrexone
developed within the last decade. It was demonstrated that some of them are effective
and relatively well tolerated medications for relapse prevention in heroin addicts.
However, advantages and disadvantages of these new medications have never been
systematically analyzed.

Summary

Long-acting sustained release formulations of naltrexone are well tolerated and more
effective for relapse prevention in heroin addicts than the oral ones.

Keywords
heroin dependence, long-acting sustained release formulations, naltrexone
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- NABOPATOPHBIE nAHHbIE no
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BpeMs nocrie uMnnaHTauum MpoaeToKCoHa, AHM
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OT6op NPo6 NnasmMmul KPOBU NPOUIBOAUNCA
yepe3 1 nepenio, 1 n 2 mecala nocne UMNNaKWTauMm npenapara




METOObI: OBLUWA OU3AUH
e 306 MY>XYMH U XEHLIMH C repoMHOBON HAapKOMaHnen nocrie

AE3NHTOKCUKauunn, noarnncaHnd I/IHCbOpMI/IpOBaHHOI'O cormnacmna m

Npobbl C HANTOKCOHOM, ObINKY B CrlydanHOM NopsaKe pacrnpenerneHbl B
(PAHD,OMI/IBMPOBAHbI) O4HY U3 Tpex rpynn (co
cTpatudukaumeun no reHagepHoOMy NPU3Haky).

o TpexKneToYHbIn AN3aNH:;

e 1. HantpekcoH-umnnantart (1000 mr, 3 pasa ¢ MHTEepBasriom 2
mecsaua) (OP+NI) + NMnauedo nepopanbHo. 102 nauneHTa.

e 2. MMepopanbHbIN HaNTPeKCoH + [naue6o nmnnaxTar (3 pasa
Cc uHtepBanom 2 mecsaua) (ON+Pl). 102 nauuneHTa.

e 3. Mnauebo nepopanbHo + [Mnaue6o umnnantat (OP+PI). 102
nauueHTa.

e Bcem naumeHTam pas B ABe Heenu npoBoaunack ncuxorepanus B
COOTBETCTBUM C PYKOBOACTBOM, pa3paboTaHHOM B [eHCcuibBaHCKOM
YHUBEpCUTETE.

o KOTpOmb MOYY Ha HAPKOTUKK, KOMMNaneHca no pubodnasuHy B
MoYye, NODOYHbIX 3MDEKTOB U KINMHUKO-MCUXONOrn4yecKkoe
obcnegoBaHne NPOBOANIIOCH pa3 B ABe HeAenu.

e [1pogomkKNTENBLHOCTL NPOorpamMMbl neyeHusa — 6 mec.
e [lM3ainH uccnegosaHus; ABOUHOeE crenoe

paHAOMU3MPOBaHHOE Nnauebo KOHTponupyemoe
KNMHU4YecKoe uccnenoBaHue ¢ ABOMHON MaCKUPOBKOM.

e PacyeTHbIN 00BEM MOLLHOCTU BbIOOPKU — 306 OONbHBLIX




PYIIbl BOJIbHbIX

[Tloka3aTtenu 'pynnbl 60s5bHbIX

OP+PI ON+PI OP+NI
Yucno 0onbHbIX 102 102 102
Mon (KeHLKUHbI) 27,5% 27,5% 27,5%
Bospact (M SEM) 28,0+0,40 27.,9+0,40 28,7+0,45
[aBHOCTb
HapKOMaHuUu 7,8+0,38 7,910.41 8,3+0,39
(M SEM)
KonunyectBoO
rocnutanu3auumm 3,8+0,31 4 3+0,37 4 9+0,41
(M SEM)




Kaplan-Meier Survival Functions: Drop out
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Kaplan-Meier Survival Functions: Relapse
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'~ 3aBeplueHUe nporpammbl nevyeHus (6 mec)

A

|
OP+NI > OP+PI (P<0,001)

i OP+NI > ON+PI (P<0,001)
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Remissions in 3 & 6 months after treatment *
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53%

50%

40%
\ —&— PI+OP
30% —#— PI+ON
\ —a&— NI+OP

20%

10%

(1]

3%
0 :.
0% % 2%
24 weeks 9 months 12 months

End of Treatment 3 Month Follow Up. 6 Month Follow Up

*Follow ups were collected for 44% of those who completed treatment



eHeTHYeCcKnn aHanus

Thomas Kosten, MD

David Nielsen, PhD
Baylor College of Medicine

). FeHbl, KOoAupyoLUiMe pasHbie NOATUMNbI MIO-ONUATHOrO
peuenTtopa:

1) OPRM11, 2) OPRM12, 3) OPRM13

I1). FeH, KoaupyOLWNN Kana-onuaTHbIN peuenTop:
OPRK1

l11). M'eH, koanpywmumn cpepmeHT Katabonmama
MOHOAMMHOB KaTexon-opTo-MeTun-TpaHcoepasy:

COMT



BrinaHue reHOTUNOB TPEX reHOB Ha
3aBeplueHune nporpammel rnevyenHums:. Kpmsbie
BbI’)KMBaAeMOCTWU

(p=0.03) (p=0.02)

Cumulative Proportion Surviving (Kaplan-Meier) Cumulative Proportion Surviving (Kaplan-Meier)
[OPRM13,COMT,OPRK1] p=0.037 (Cox's F-test) [OPRM11,COMT,OPRK1] p=0.02 (Cox's F-test)

o Complete + Censored o Complete + Censored

Cumulative Proportion Surviving
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BnuaHue reHOTUNOB TPEX FEHOB Ha 3aBepLUEHne
nporpamMmmsbl fnevyeHuns:. KooaoULIMEHTD
HeonpeaeneHHoctu (1)

[OPRM13,COMT,OPRK1] >

0,6
- 0,5
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0,1

00

PO/NI (p=0.9)

| @AGTT} or [AGAGTT] B the others

l

|
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B

ON/PI (p=0.056)

PO/PI (p=0.031)



NMNoGo4Hble achpeKThI
(He xupypruyeckue) (% Bu3snToB)
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3akntoyeHue «MNpoaeToKCOH»:

* UMmnnaHTaT HanTpekcoHa (l[poaeTokcoH) bonee
achbdeKkTnBEH B Tepanum oNMUHON HAPKOMaHUM,
YyeM nepopanbHaga nekapcrBeHHasa popma
HanTpeKkcoHa n nnauedo-umnnaHTar

** UMnnaHTaT HanTpekcoHa ([1poaeToKCOH)
CpaBHUM C nNepopanbHbIM HAaNTPEKCOHOM U
nnaueb6o-uMnnaHTaTomM no 6e3onacHoOCTU n
NepeHOCUMOCTH, 3a UCKINHDYEHUEM
XUPYPruvYecKnx ocrioXXKHeHUU

** [eHOTUNNPOBaHME NO3BONAET onpeaennuTb
pecnoHaepoB B OTHOLUEHUU NTeYeHUs ONUNHOM
HapKOMaHuUU nepopasnibHbIM HaNTPEKCOHOM U/unn
ncuxortepanuven



OIrPAHUYEHUNA UMITJTIAHTATOB
HAJITPEKCOHA

. Xupypruyeckas npoileanypa BBeJeHuUS

. XUPYpPruyeckne ocrioxxHeHus (B
ocobeHHoCTU onacHbl y BAY+)

. KocmeTnyeckune gedektbl (B 0COOEHHOCTH
BECNOKOAT XKEHLLIMH)

. OTHOCUTENBLHO HECINOXHO yaanuTb (B
rnepBble Hedenn nocne nMnnaHTaumn)

. He Bcerga obecneunBaeT goctatouHo
OnuTenbHyto 6nokaay (y CpaBHUTESBHO
HeDOOSbLLOro Yncna 00onbHbLIX)



EcTb nu y Hac 4YTo-nnbo eLle Ha rOPU3OHTE, YTO
NOMOXeT nyulle JfieYnTb 3aBUCUMOCTb OT
onmnaTtoB?




HayuHble nccnegoBaHusa 3ppeKTUBHOCTU
pPa3nUYHbIX NTeKapCTBEHHbIX (hopMm
HanTpPeKCcoHa:

1. [lepopanbHon

2. KombuHaumm nepopanbHOro HanTpPeKcoHa ¢
aHTUaenpeccaHTamm

3. KombuHauum nepopanbHOro HanTpeKkcoHa ¢
anbga, agpeHoMnMmMeTUKamMmu

4. lmnnaHTa (NpoOeToOKCOHa),

5. AHbEKUUOHHOU (hopMbl
(BUBUTPONa)



[lonro gencreyrolwlaga geno-gopma
HanTpeKcoHa (Bueutpon)

Busutpon (380mg HanTpeKkcoHa):
«3apeructpupoBaH B CLLUA B 2006 r. Kak cpeacTBoO ANS Ne4YeHUs ankoronusma
«3apernctpupoBaH B Poccun B 2008 r. Kak cpeacTBO ANSA NeYeHUs ankoronmama



Busutpon: lpoueaypa
Mcnonb3oBaHUSA

mukpoccep T PaccTeoputens

CycneH3usa
MUKpocdep

Urna

y Pa3 B mecsu
B/M Monumep metabonusnpyertcs

Ao CO,+H,0



Medisorb®: MexaHu3m NpPONOHIMPOBAHHOIO
BbICBOOOXAEHUA HaNTPeKCoHa

'mapatauums Andy3ns Jpo3us nonumepa
I | |

HavyanbHoe BbICBOGOXAeHMNE MponoHrupoBaHHOEe BbICBOOOXAEHMEe

O Kpucrannbl nekapcrea @ NonumepHaa maTpuua
* Awmopd¢HOe nekapcTBo :

HadyanbHoe ebice0b0o)XOeHue:
JlekapcTBO Y NOBEPXHOCTU pPacTBOpPSIeTCA U

AandyHanpyet

[lposioH2uUpoeaHHoe 8bIc80b60XAeHue:
NMonumep paspyliaeTcs, BO3HUKAIOT NOpbl Ans
anddy3nmn nekapcrTea U ero BbICBOOOXAEHNA U3
MukKpocddep




dapmMaKkoKMHeTuKa

CpeaHAsa NOCTOSIHHAA KOHUEHTPauua HaNnTpPeKkCoHa B KpoOBU
B Te4eHue mecsiya nocne nHbekumm Busurtpona (380 mr
HanNTpPeKCoHa) B CpaBHEHUU C eXeAHEeBHbIM NnepopanbHbIM
npMemMoMm HasriTpeKkcoHa

=

Naltrexone (ng/mL)

T T
10 15

Time (Days)

YcTtonumnBoe cocTtosiHME A0 crneayroLen
UHBEKLUN

MuHumManbHasa akkymynsauus 6B-HanTpekcona

OrpaHn4YeHHbIN MeTaboNN3M B NeYeHU

Dean RL. Front Biosci.- 2005 Jan-1;10:643-655.
Dunbar JL, et al. Alc Clin Exp Res. 2006;30:480-490. CyMMapHaﬂ MecsiyHasa ao3a: 380 mg Vs 1,500

Data on File, Alkermes; In¢.

mg
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BuBUTpON nNpu onMMHOM
HapKoOMaHUU
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Injectable extended-release naltrexone for opioid
dependence: a double-blind, placebo-controlled, multicentre
randomised trial

Evgeny Krupitsky, Edward V Nunes, Walter Ling, Arillleperuma, David R Gastfriend, Bemnard L Silverman

Summary

Background Opioid dependence is associated with low rates of treatment-seeking, poor adherence to treatment,
frequent relapse, and major societal consequences. We aimed to assess the efficacy, safety, and patient-reported
outcomes of an injectable, once monthly extended-release formulation of the opioid antagonist naltrexone (XR-NTX)
for treatment of patients with opioid dependence after detoxification.

Methods We did a double-blind, placebo-controlled, randomised, 24-week trial of patients with opioid dependence
disorder. Patients aged 18 years or over who had 30 days or less of inpatient detoxification and 7 days or more off all
opioids were enrolled at 13 clinical sites in Russia. We randomly assigned patients (1:1) to either 380 mg XR-NTX or
placebo by an interactive voice response system, stratified by site and gender in a centralised, permuted-block method.
Participants also received 12 biweekly counselling sessions. Participants, investigators, staff, and the sponsor were
masked to treatment allocation. The primary endpoint was the response profile for confirmed abstinence during
weeks 5-24, assessed by urine drug tests and self report of non-use. Secondary endpoints were self-reported opioid-
free days, opioid craving scores, number of days of retention, and relapse to physiological opioid dependence. Analyses
were by intention to treat. This trial is registered at ClinicalTrials.gov, NCT00678418.

Findings Between July 3, 2008, and Oct 5, 2009, 250 patients were randomly assigned to XR-NTX (n=126) or placebo
(n=124). The median proportion of weeks of confirmed abstinence was 90.0% (95% CI 69-9-92.4) in the XR-NTX
group compared with 35-0% (11-4-63-8) in the placebo group (p=0-0002). Patients in the XR-NTX group self-
reported a median of 99.2% (range 89.1-99.4) opioid-free days compared with 60.4% (46.2-94.0) for the placebo
group (p=0-0004). The mean change in craving was -10-1 (95% CI -12-3 to —7-8) in the XR-NTX group compared
with 0.7 (-3-1 to 4-4) in the placebo group (p<0-0001). Median retention was over 168 days in the XR-NTX group
compared with 96 days (95% CI 63-165) in the placebo group (p=0-0042). Naloxone challenge confirmed relapse to
physiological opioid dependence in 17 patients in the placebo group compared with one in the XR-NTX group
(p<0-0001). XR-NTX was well tolerated. Two patients in each group discontinued owing to adverse events. No
XR-NTX-treated patients died, overdosed, or discontinued owing to severe adverse events.

Interpretation XR-NTX represents a new treatment option that is distinct from opioid agonist maintenance treatment.
XR-NTX in conjunction with psychosocial treatment might improve acceptance of opioid dependence pharmacotherapy
and provide a usetful treatment option for many patients.



Cxema u metogosnorusa nccrnegoBaHus

PaHoomunsnpoBaHHOE, OBOVHOE crnenoe, nnauebo-
KOHTponupyemoe uccrnenosaHue lll gpasbl, nposogmnmoe B
napannesnbHbIX rpynnax ncnbityembiX B 13 pOCCUUCKUX
LleHTpax

JleueHwue: BHYTPUUMbILLEYHbIE MHBbEKLIM O4WNH Pa3 B 4 Hepenn

 [lepsoe ssedeHue riperiapama 8 0eHb 8bINMUCKU U3
cmauuoHapa (unu 8 meyeHue Hedesiu rnocrie 3Mmoao)

Pangomusauus
Busutpon 380 mr nnu nnauebo (cooTHoweHune 1:1)
CTtpatudukauma no nccriegoBaTenbCkoMy LEHTPY U MO Moy

Uepes 24 Hegenu (nocne 6 MHbeKUUN npenapara pas B
Mecal — YacTtb A) HaumMHaeTcsa YacTb b (nposoanmasg
OTKPbITbIM METOL0M)

YacTb b: 13 pa3 BBoantcsa Busutporn B gose 380 mr



Patient Disposition and Reasons for Withdrawal

Screen Visit
MN=335

Off all opioids for 7-20 days

|

Disc:::-ntinuedclori:::-r to
receiving study drug, N=85
Withdrew consent, N=36
Did not meet entry criteria, N=31
Lost to follow-up, N=8
Other, N=10

ﬁ

Baseline Visit

Subjects randomized, N=250

|

I

Vivitrol 380 mg
N=126

Placebo
MN=124

24-week double-blind treatment
with monthly injections

4

24-week double-blind treatment
with monthly injections

y

Discontinued during DB, N=59 545 .8%)
Withdrew consent, N=18 (14
Lack of efficacy, N=22 (17.5%)

Discontinued during DB, N=77 62.1%}
ithdrew consent, N=12 (9.7%)
Lack of efficacy, N=34 (27. 4% )

Iln'll'

Lost to follow-up, N=6 (4.8%)
Adverse events, N=0 (0% *
Other, N=13 |’] 3%)

Lost to f:::ll:::w-up N=6 (4.8%)
Adverse events, N=2 (1.6%)
Other, N=23 (18.5%)

|

:

Completed Study, N=67 (53.2%)

Completed Study, N=47 (37.9%)

*Two discontinuations (1.6%) were subsequently ruled to be due to adverse events-by the U.S. FDA




BuBuTtpon ncnonb3oBasrncd B JaHHOM
nccrnegoBaHUM BMECTe C NcuxocounanHbim
KOHCYNbTUPOBaAHNEM, HanpaBneHHbIM Ha
BO34ep)KaHue OT yrnoTpebrneHns onmatos U
KOMMJTaneHc ¢ eXXeMeCAYHbIMU
MHBEKUNAMUN, KOTOPOE OCYLLIECTBIMANOCH B
COOTBETCTBUU CO creumarnbHbIM
PYKOBOACTBOM



[lemorpadunyeckme nokasartenu

Bcero NMnaue6o BwuBurtpon
(N=250) (n=124) (n=126)

CpenHuu Bo3pacrT, net
(CTaHOapPTHOE OTKMOHEHNE) 30 .(4) 30 (4) 3@
Bo3pacTtHble rpynnbl, Kon-Bo (%)

21-28 net 105 (42%) 47 (38%) 58 (46%)

29-31 roa 71 (28%) 40 (32%) 31 (25%)

32-52 roga 74 (30%) 37 (30%) 37 (29%)
Mon, konudecTtBo (%)

My»>Kckown 220 (88%) 107 (86%) 113 (90%)

XKeHckunn 30 (12%) 17 (14%) 13 (10%)
Paca, konnyectso (%)

EBponeougHas 248 (99%) 124 124 (98%)

(100%)

R Ao e P L S Sk a o iy L N 10/ \ N\

Y (DN / \



[lemorpaguyeckunue nokasarenu:
UCXOOHbIe OaHHbIe

Bcero [Mnaue6 BwuButpo

o n
UHupekc Maccbl Tena, cpegHee (CO) 23 (3) 23 (3) 23 (3)
CTax onuaTHOW HapKOMaHWUU (
CpenHee, net (CO) 10 T&r ﬁ’?
= 12 nert, konuyectso (%) 70 31 (25%)

(28%) (32%)
D,e3VIHTOKCVlKaLIMOHHaF| Tepanus

Komn-Bo KypcoB cTaLMoHapHO Tepanun 3a

npeabIayLwwi roa, Meavada (amanasoH) 1(0-10) 1(0-7) 1(0-10)
Kon-Bo OHEW cTaunoHapHoOU Tepanun rnepen
Hadarnom uccrnenoBanud, cpegHee (CO) 18 (8) 18 (7) 18 (9)

Pe3ynbraT OLIEHKU Bfle4eHUA K onmMartam no
BU3yaribHOW aHarloroBou LiKane, cpegHee 20 (24) 22 (24) 18 (23)
(CO)



Response Profile
Cumulative % of Participants at Each Rate of Weekly
Confirmed Abstinence: XR-NTX 380 mg vs. Placebo

Eull Median Responder

Responders 100
90 \ XR-NTX: 90% of weeks opioid-free
w
< 80
O P<=0.0002 (Response Profile Comparison
; 70 - based on 2-sided Van der Waerden test)
Placebo (N=124)
% 60
bt XR-NTX (N=126)
LII- 50
o 40 Placebo: 35% of weeks opioid-free
o
g_ 30 -
.Se 20 ]
10 -
Non O | I I 1 1 I | I
Responders
0 10 20 30 40 o0 60 70 80 90 100

Cumulative Percent of Participants

* Total abstinence (100% opioid-free weeks) during Weeks 5-24 was reported in 45 (35.7%) |
of subjects in the XR-NTX group versus 28 (22.6%) subjects in placebo group (P=0.0224).




OTHOCUTENBLHOE KONMMYECTBO NaLMEHTOB, HE
ynoTpeonasLnx onmathl (Mo BU3UTaM)

- : &©© Placebo (N=124)
I ®ee Vivitrol (N=126)
|
90- N
N
80 } il L}
5 . g
8 S—_— N
™ L
o 70 1 . ® .
= | ®
(7]
g I b o L
60 p——Be—ge . ® hd ]
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5 50 | > =) e °
g ' T ey
S 40 - ™ ol o6
] 1 e
c 1 \b i 9|
‘g 30 Ao 4 Hepenu f OueHka 3a nepuog c 5 no 24 Hegeno <
OaHHbIe He |
og| YuuTbIBanuCh |
1
|
10+ I
|
1
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BL123=1537a9101112131415131?13192021222324

Scheduled Visit Week

MpumeyaHue: AaHHbIe Nony4YeHbl NO pesynbTaTaM aHanu3oB MOYM Ha onuaThl U HarNnoOKCOHOBOIO TecTa, U
MO AaHHbLIM U3 ONPOCHMKa 06 ynoTpebneHnr HapKkoTMKOB. Ecniv aHanua Mo4Yun He NPoBOAWTICS Ha Kakon-
nnubo Hepgene, ero pesynsTaTbl CYUTaNUCh NOMOXUTENBHBIMU.



Retention: Kaplan-Meier Analysis
of Time-to-Discontinuation

100 ——Placebo (N=124)

90 ——XR-NTX (N=1286)
Log-rank P = 0.0042

(adjusted)

x

> h\_

80

70

Percent of Subjects Retained

50
40 —
30
20
10
Median days Median days
0 | of yreatment  ~~ ~~ ~ _ oftreatment

0 10 20 30 40 50 60 70 80 S0 100 110 120 130 140 150 160 170 180

Treatment days

* Median days on treatment was significantly longer for patients in the XR-NTX vs. placebo group:
- >168 days vs. 96 days in the placebo group (P=0.0042, log-rank test, adjusted for multiplicity)




Pe3yanaTb| OLIEHKW BMEYEHUs K onmaTam:
u3lweHeHue no CPaBHEeHUIo C ucxoOHblMU
|  OaHHbIMU

Treatment Week

0 1 2 3 4 5 6 7 8 9 10 111 12 13 14 15 16 17 18 19 20 21 22 23 24

TP<0.05
*P<0.01
(adjusted)

Mean Change in VAS-Opioid Craving Score
&

-8 -
_'|O. -
-12 4 e N s -

- XR-NTX (N=126)
-14 - —+—Placebo (N=124)

Adjusted P-value based on generalized estimation equation model assuming normal distribution and autoregressive correlation structure

BusButpon o6ycnoeun 50% CHUXeHUe KPaNBUHra npu omcymcmeuu UsmMeHeHul e 2pynne nnaye6o




Heo6maronpusartHeie 3¢ dextrl (HD):
C80OHAsL UHPOPMAYU

KonunyectBo (° | ' BuButpon
=1 HebnaronpuATHbIN 3O dPEKT 40 (32) 63 (503 S
=21 Tspkensin HO 0 0)

=1 cBA3aHHbIM ¢ npenapaTtoMm HO* | 12 (10) 33 (26)
@pbewbuﬁ HeBnaronpUsITHLIN 3hdEKT 4 (3) 3 (2)>

(CH3)

ckntoveHue BcrneacTene HecepbesHoro HO 0) 0

ckntoyeHne scriegctene CHO 2 (2) 0 >

* Cesi3aHHOE C Npenapamom = BO3MOXHO, BEPOSTHO UMK onpeaeneHHo CBA3aHHOE C
NpUMeHeHNEM nuccnegyemoro npenaparta (nnauebo nnm Busutpona) no oueHke
nccnegosaTens 6e3 packpbiTUS KOAOB NleYeHUS



OnpOCHWKK 1 LLKanbl, 3anonHsaemMble B Xxoae
nccrnegoBaHus:

e OnNpocHUK Ans OLUEHKM CTENEHN coLuanbHOM agantaumnm n
cbopa hpapmakoaKoHOMUYECKNX AaHHbIX (SFHUQ)

e WHpoekc TaxecTtn 3aBucumoctum (ASI), Bknoyada pasgensl
«FOpugmndeckme acnektbi» N «llcuxmnyeckoe COCTOSAHUE »

v

o OnpocHUK Ansa cybbeKkTUBHOMN OLIEHKN COCTOAHUS
3aopoBbs (SF-36v2) v
* OnpocHUK oLeHKK KavyecTBa Xun3Hn (EQ-5D) v

e lllkana obLiero knuHuMYeckoro Bnevyatnenus (CGl) v

e OnpocHUK Anga oLueHKn cteneHu pucka BY-
HpuLumposaHusa (RAB) v

v Kak MUHUMYM 1 CTaTUCTUYECKM 3HAYMMOE OTIinYme



BblBO/bl

e OLleHKa adpdeKTUBHOCTH

— BuBUTpON B 3HAYUTENBHON MEepPe CHUXKan 4acTtoTy
ynoTpeodneHus onnaTtoB ucnbityembiMn. bonee
NONOBUHbLI NAUMEHTOB HE ynoTpebnanu onuaThbl
cnycTtqa 24 Hegenu

e OueHka besonacHoCTU
— BuButpon xopoLo nepeHocusca UcnbityembiMum

e OueHKa KadyecTBa XU3HU

— BbINIO NPOAEMOHCTPUPOBAHO CYLLIECTBEHHOE
NOBbILLIEHNE KayecTBa XU3HW Mo pesynbTaTtam
OLEHKM C MCNOMb30BaHMEM Pa3fNYHbIX
OMNPOCHUKOB



OBLWUE UTOI' UCCINEQAOBARHUA
PA3JIMYHbIX NEKAPCTBEHHbIX ®OPM

HANTPEKCOHA NP ONMUAHOU HAPKOMAHUN

[lepopanbHbIN HANTPEKCOH:

OO PEKTUBEH MPM yCrnoBun obecrnevyeHus
KOMManeHca poacTBEHHUKaMU DOTbHbIX

[1o Mepe «cTapeHua» nonynauum
HapKO3aBUCUMbIX 9P EKTUBHOCTb Tepanumu
YMEHbLLAETCH

KomOuHauUua HanTpekcoHa ¢
aHTugenpeccaHTamMm nnu ryaHdaumHom
HE3Ha4YNTENbHO MNOBbLILLAET 3PPEKTUBHOCTL
Tepanuu



OBLWUE UTOI' UCCINEQAOBARHUA
PA3JIMYHbIX NEKAPCTBEHHbIX ®OPM

HANTPEKCOHA NP ONMUAHOU HAPKOMAHUN

[lpoNnoHIrn HanNnTpPeKcoHa:

boriee addeKkTUBHLI, YeM NepoparnbHbI HaNTPEKCOH
(cnpaBeasinBO A9 UMNJ1aHTa)

mnnaHT (INpogeTtokcoH) obnagaet donbLuen
NPOAOMKUTENBHOCTLIO AencTBuUS (2-3 Mecsua), OAHaKo ero
NpUMeHeHue CBA3aHO C XUpPypruyeckoun npolegypon u
BbITEKAOLLMMWN N3 HEE OCITIOXHEHUAMU U OrpaHUYEeHUSIMN

HBbekunoHHaga popma (Busutporn) 6ornee npocta,
yaobHa n XopoLlo NEPEHOCUTCH, OQHAaKO CPOK ee OeNCTBUS
kopoye (1 mecsu)

Llennecoobpa3Ho NpoBOANTb FEHOTUNUPOBaHME AOS
onpeneneHns nporHo3a repannm HanTPEKCOHOM.



I_I pon O HIU Guidelines for the Psychosocially

Assisted Pharmacological Treatment

HaﬂTpe KCOHa of Opioid Dependence

 Vivitrol - FDA
Approved in Oct.
2010

e [lepecmoTp
MeXOYyHapOOHbIX
CTaHOAapTOB Tepanuu
3aBUCUMOCTMU OT
ONnunaToB

{7% World Health

%7 Organization
—pa—




MUHUCTEPCTBO
3APABOOXPAHEHUA

Poccua

e CtaHoapThl
nedyeHud B Poccum
OOJIKHbI
OCHOBbIBaTbCH Ha
Hay4YHbIX
nccnegoBaHUAX U
COOTBETCTBOBATb
dopmyrngapam
NeKapCcTBEHHbIX
cpeacts!!!

{72 World Health
%7 Organization

—————
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