MMnnaHTaT HanTpeKcoHa ynyJdliaeT

pe3ynbraTbl aHTUBUPYCHOU Tepanun
NY-uHdpununpoBaHHbIX OONBHbLIX C

CUHAPOMOM 3aBMCUMOCTH OT

OonuongoB sobobeKTMBHeemepopaanoro

;HanTpeKcona ABOWHOE crnernoe
paHAOMU3NpPOBaHHOE Mccn QBaHVIe

l' nin e ok ﬂnE M prnMWﬂﬂn Pl AT R :E' i;!:1

3am. anpeKkTopa no Hay4yHou pabote u PykoBoauTtenb otaena HapKonorvwl
HMWUL, MNMcuxunaTtpun v HeBponor n uM -B.M. EeXTepeBa

] PyKOBo.qmenb na6opaTopum KNUHUYECK Korkorvm aaanKunn

e el -Acnermy um. W.0. qa

I'Ipb’tﬁ‘éccop cbaKyaneTa HCVIXVIanVIVI MeHcun mp yHusepcuTeTa - ;
a0

St . ) - . +
| "';: ,/‘-' First Pavlov State Medical - ‘AM% 3 & e
e University of 5t.Petersburg

e




[1BovHaa annaemus

e 30-50% 605bHbIX C CUHAPOMOM
3aBUCUMOCTHU OT onmartos - HIV+

'+ Okono 80-90% HepC+

* JleyeHne 3TOU KaTeropumn OOJNIbHbLIX
. AOJDKHO BKMKOYaTb Tepanuio Kak
aAOVKTUBHbIX PaCCTPOUCTB, TaK U
MH(EeKLUOHbIX 3aboneBaHUN
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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, Ari llleperuma, David R Gastfriend, Bernard 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 efhcacy, satety, 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 conjunctionwith psychosocial treatment might improve acceptance of opioid dependence pharmacotherapy

and provide a useful treatment option for many patients.
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Randomized Trial of Long-Acting Sustained-Release
Naltrexone Implant vs Oral Naltrexone or Placebo
for Preventing Relapse to Opioid Dependence

Evgeny Krupitsky, MD, PhD, DMedSci; Edwin Zvartau, MD, PhD, DMedSci; Elena Blokhina, MD, PhD;
Elena Verbitskaya, PhD; Valentina Wahlgren, MD; Marina Tsoy-Podosenin, MD, PhD; Natalia Bushara, MD;
Andrey Burakov, MD, PhD; Dmitry Masalov, MD; Tatyana Romanaova, PsyD; Arina Tyurina, MD;

Vladimir Palatkin, MD; Tatyana Slavina, MD, PhD; Anna Pecoraro, PsyD; George E. Woody, MD

Context: Sustained-release naltrexonce implants may im-
prove outcomes of nonagonist treatment of opioid ad-
diction,

Objective: To compare outcomes ol naltrexone im-
plants, oral naltrexone hydrochloride, and nonmedica-
tion treatment,

Design: Six-month double-blind, double-dummy, ran-
domized trial.

Setting: Addiction treatment programs in St Peters-
burg, Russia.

Participants: Three hundred six opioid-addicted pa-
tients recently undergoing detoxification.

Interventions: Biweckly counseling and 1 of the fol-
lowing 3 treatments for 24 weeks: (1) 1000-mg naltrex-
one implant and oral placebo (N14OP group; 102 pa-
tients); (2) placebo implant and 50-mg oral naltrexone
hydrochloride (P14+ON group: 102 patients); or (3) pla-
cebo implant and oral placebo (PI+0OP group; 102 pa-
tients),

Main Outcome Measure: Percentage of patients re-
tained in treatment without relapse.

Results: By month 6, 54 of 102 patients in the NI+OP
group (52.9%) remained in treatment without relapse
compared with 16 of 102 patients in the P14+ ON group
(15.7%) (survival analysis, log-rank test, P<<.001) and
11 of 102 patients in the PI+OP group (10.8%) (P<<.001).

The PI+ON vs PI+OP comparison showed a nonsig-
nilicant trend favoring the PI+ON group (P=.07). Count-
ing missing test results as positive, the proportion ol urine
screening tests vielding negative results for opiates was
63.6% (95% C1, 60%-66%) lor the NI4+OP group; 42.7%
(40%-45%) for the PI+ON group: and 34.1% (32%-
37%) for the PI+OP group (P<.001, Fisher exact test,
compared with the NI+OP group). Twelve wound in-
tections occurred among 244 implantations (4.9%) in the
NI+OP group, 2 among 181 (1.1%) in the PI+ON group,
and 1 among 148 (0.7%) in the PI+OP group (P=.02)
All events were in the first 2 weeks alter implantation and
resolved with antibiotic therapy. Four local-site reac-
tions (redness and swelling) occurred in the second month
after implantation in the NI+OP group (P=.12), and all
resolved with antiallergy medication treatment. Other
nonlocal-site adverse effects were reported in 8 of 886
visits (0.99%) in the NI+ OP group, 4 of 522 visits (0.8%)
in the PI+ON group, and 3 of 394 visits (0.8%) in the
P14+ ON group: all resolved and none were serious. No
evidence of increased deaths from overdose after nal-
trexone treatment ended was found.

Conclusions: The implant is more elfective than oral nal-
trexone or placebo. More patients in the N1+ OP than in
the other groups develop wound infections or local ir-
ritation, but none are serious and all resolve with treat-
ment,

Trial Registration: clinicaltrials gov Identifier:
NCT00678418

Arch Gen Psychiatry, 2012;69(9):973-981




3akKknyeHue

(MouTtn 20 net nccnepgoBaHunt, okKosio 1400 60MbHBLIX NPUHUMANMN B HAX y4acTue)

NMepoparnbHbIN HANTPEKCOH:
— O dEKTUBEH B Criydae KOHTPOMS NMPUBEPXKEHHOCTN Tepanun (KoMmnnaneHca)
—  C yBenunyeHnem Bo3spacta 60onbHbIX 3 (PEKTUBHOCTL TEPaANnUM CHUXKAETCS

—  KombuHauyusa HantpekcoHa ¢ CNO3 mnu ryaHdauymHOM CyLLLECTBEHHO He
yBenuuneaeT adPEeKTUBHOCTb Tepannu

[MponoHrn HanTpeKcoHa:

MmnnaHTtart (Prodetoxone): NubekumoHHbiv (Vivitrol):
— AddeKkTBHEE NEpPopanbHOro — [lpocTon nyTb BBEAEHMS
— [JeiicTayeT 2-3 Mec — Xopoluas NepeHOoCMMOCTb
y — [lpooomKkuTensbHOCTb
— XUpypruyeckuii NyTb BBEAEHUS N
nevcteus — 1 mecsy

Bce nekapcTtBeHHble (DOPMbI HANTPEKOCHA CHUXaKoT
nosegeHue, cBszaHHoe ¢ puckom BUY-mHpuumpoBaHus



CHuxeHune pucka

TeCT OLIeHKU CTeneHu pucka BVIH-
MchMuMpOBaHMﬂ (TOCP)
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HOBOE UCCJIEOOBAHUE

“Adherence to HIV Therapy in Heroin Addicts: Oral vs.
Extended Release Naltrexone”

NIDA RO1 DA026336
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MMﬂJ'IAHTAT HAI'ITPEKCOHA

Ta6neTKM ans annaHTau,Mu
1000 mg HanTpeKCOHa




PapMaKOKUHETUKA UMnNnaHTarta
HAJITPEKCOHA (naHHble npoussoauTens)
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_ BM3AVIH UCCTIEROBAHNS

Figure 1. Study Flow Diagram

238 Individual Screened
for Eligibility

METOAbI:

35 Did not meet inclusion criteria
3 Withdrew consent

200 Randomized

100 Assigned to Oral
Naltrexone

100 Assigned to
Naltrexone Implant

68 Did not complete
44 Lost to follow-up

20 Refused
1 Incarceration
3 Death

55 Did not complete
44 Lost to follow-up

8 Refused

1AE

1 subject removed implant
1 Death

32 Completed trial

46 Completed trial

17 Completed NTX 32 Completed NTX
treatment treatment
| |
70 Have CD4 and VL 82 Have CD4 and VL
data data

« 200 peToKCUUMPOBaAHHLbIX
HIV+ ©6onbHbIX ¢ C30,
paHee He nony4yaBLIUX
APBT

 PaHgpomu3sauus 1:1 B
nporpamMmmy 12 Mec.
Tepanum UH + OH-nnaue6o
m APBT, unmu OH + HMWU-
nnaue6o u APBT

- Bce bonbHble pa3 B ABe
Hegenwu norny4vyanu ceaHc
HapPKONOrm4eckKoro
KOHCYINbLTUPOBaHUA



TOKA3ATENUN 30PEKTUBHOCTY

<
 B/Y BupycHaa Harpyska - VL (LLQ<400 |
KOMun) Ha cpoke 12 mec (3aBeplueHune
MepBuuHble nccrneagoBaHms) -

* YaepxaHue B nporpamMmme fneyeHus C30\
| « YnoTpebneHve onnonaos
* YnepxaHue B nporpamme APBT

| | « MEMS cap gaHHble
BropuuHbie Y

7| * HexenaTtenbHble aBnsaeHns




~ DEMOTrPA®UYECKUE U KITMHUYECKUE
XAPAKTEPUCTUKU

N

Bo3pacr, rogbl
(M£SD, min-max)

Mon, XeHWwwmHbI (N,%)
Nenatnt B (n,%)
Nenatnt C (n,%)

HIV, roabl (MtSD)

C30, roabl (MtSD)

BupycoHasn Harpyska,
VL (M+SD)

i CD4, cells/mm3
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17(17%)
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UMIJIAHTAT
100

33.2+4.6 (23-45)
29 (29%)
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8.5+3.7

13.0+4.5
50442+158939

248.5+189.0




YaepxaHue B nporpamme nevyeHus C30
Kaplan Meier Survival Functions
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Uncno OOnbHbLIX, 3aBepWUBLUUX Jle4YeHue, 3HaAYUMO
oonbwe B rpynne UH no cpaBHeHunto ¢ OH (32% vs 17%,
0<0.05)
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YOEPXXAHMUE B NPOrPAMME APBT

Kaplan Meier Survival Functions
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PUBEPKEHHOCTb APBT
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'MEMS cups AaHHble
lNMpoueHT NnpuHATLIX Tabnetok APBT
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MEMS cup AaHHble nyylle y TeX, KTO yAepXuBancsa B nporpaMmmMe tepanumu
HaNTPEeKOCHOM (He3aBMCUMO OT rpynnbl Tepanun) (MeantSD): 9,22%+8,52%
vs. 38,45%+16,20%; ANOVA (F1=268.46, P<0.001)



Bupychasn Harpyska (VL)

Oral Implan

Completed NTX

MEPBUHBLIU NOKA3ATEJIb: Bonbluee noaaBneHue
BUY B rpynne UH no cpaBHeHuro ¢ OH [66% vs 50%;
OR (95%CI1)=1.94 (1.10-3.43)]




CD4

50,0 600
- #* EComlpeted
40,077 Dropped
500
30,0
:’
" 20,01 :m 400
0 B &
2 P
'5“ 10,0 £
- S 3007
[a] -
Q o
o
c
z ’)00—
-10,01 = -
-20,07 E— 100
=300 T T
Completed NTX Droppad NTX

o
Baseline 48 weeks

- * Poct CD4 6bIn BblWe y TeX 605bHbIX, KOTOPbIe yAepXUBanuch B
Tepanum HaNTPeKCOHOM (He3aBMCUMO OT rpynnbil)

* CD4 cells/mm? B KOHUEe uccneagoBaHusd VS. Havyarno Aans
3aBepwMBLIUX VS. BblObIBWKX (MtSD): 206.2+201.8 vs. 67.31£159.4,

P<0.001.



LLikana OKB (9ddeKkTnBHOCTbL Tepanunu)

30,00
group
* I Oral NLTX
— I Prodetoxon

25,00

™ -,
20,00 S - -
-
-
-
_____ -

== = B

15,00 =

10,00~ -

Mean Treatment effectiveness

5,00

0,00 T T T T
12 24 36 48

Weeks
Error Bars: 95.% CI

Cratuctnyecku sHaunmmble pasnuuums: lNokasatenun UH nyywe, yem OH
(Tukey-Kramer Adjustment: p<0.05).



Mean ALT

120,00

100,00

80,00+

60,00

40,00

20,00

0,00

group

24 36
Weeks

Error Bars: 95.% CI

43

I Oral NLTX
I Prodetoxon

Mean AST

100,007

80,00

60,00

40,00

20,00

0,00

|
0 12 24 36 a8

Weeks

Error Bars: 95.% CI

group
I Cral NLTX
I Prodetoxon



~ HEXENATENBHBIE SIBNEHNA

ORAL : IMPLANT

3% '
mSAE mSAE |
mBAE | m AE |

67%

X

| HET 3HAYMMbIX PA3NVYMIA MEXTY FPYNNAMM (p>0.5)




O PAHUYEHNA NMMITTTAHTATA
HAJITPEKOHA

. Xupyprudeckas npouenypa seBegeHud

. OnacHoCTb THOMHOWN UHMDEKLIUN B MECTE
nMmnnaHTaunm (ocobeHHo y BNY+)

. KocmeTn4veckmnn geekr

. Bo3MOXxHO vyaaJieHne UMrisiaHTara B
nepBble HECKOJIBKO HELET1b

. Y HeDOSbLLOro nNpoLeHTa DOSIHbIX
MHKancynupyeTcsa n He OeNCTBYyeT
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