Jloka3aTenbHas
(bapMakoTepanus
HapPKOJTIOrMYEeCKmX

3abonesaHnm

amn, npod. E«M. KpynuuKun

PykoBoauTtenb otaena Hapkonorum HUMHU vM. B.M. bexTepeBa,

PykoBoauTtenb nabopatopun knmHnueckon papMakosiormm
aAAuKTUBHbIX cocTtossHuMM CIM6 MY umMm. WU.IM. NMNaBnoBa,

NMpodeccop pakynbTeTta ncuxmaTpmum NeHCUIbBAaHCKOro
YHUBEpcUTeTa,

rnaBHbIM Hapkonor JleHMHrpaackom obnacru



[lokazaTenbHasa @apMakoTepanus
HapKoIornyeckmx 3aboneBaHnm

3aBUCMMOCTb OT aJIKorons
3aBUCMMOCTb OT ONMaToB
3aBUCUMOCTb OT HUKOTUHA



[lokazaTenbHasa @apMakoTepanus
HapKoIornyeckmx 3aboneBaHnm

3aBUCMMOCTb OT aJIKorons
3aBUCMMOCTb OT ONMaToB
3aBUCUMOCTb OT HUKOTUHA



[lpenapaTbl, oPnLNAIBHO
3apEerncTpmpoBaHHble Kak CpeacTBa JlieueHus
afikoronmsma B 60MbLUMHCTBE CTpaH EBporbl

n CLLA

Ouncynbdupam
AxkaMmnpocar
HanTpeKCoH:
-IMepopanbHbIN

-AHDBEKLIMOHHbIN NPOJIOHT
(BUBUTPOJT)



[1lpenapaTbl, NPOAEMOHCTPUPOBaBLLME
3(PMEKTUBHOCTb B OTHOLLUEHUWN NeYyeHns
asIkoronnusMa B OTAENbHbIX
Hay4HbIX ([0Ka3aTesibHbIX) nccneaoBaHusX

« TOonupamar
« OHaaHCeTpOH
« HanmedeH




PapMmakoTepanua
aJZIKorosimama

Registered for AIcohoI Dependence
= Disulfiram -
= Naltrexone

= Acamprosate

Off Label Use for AIcohoI Dependence
= lopiramate e
« Ondansetron

New Medications pumme=
= Nalmefene ‘




1. Aucynbdupam
2. AKamnpocart

3. HanTpekcoH



Cxema pepMeHTHOMN buoTpaHcdhopmaLmnm
ankorons n gencteue Ha Hee gucynbdupama

AHCVIIE pHpaM
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I REVIEW

JAMA

Pha rmac O I ogi Ca I Tre at me nt The Journal of the American Medical Assaciation

of Alcohol Dependence
A Review of the Evidence

James C. Carbutt, MDD Context Alcoholsm affects approximately 10% of Amencans atsome time in their
g ; lives. Treatment consists of psychosoclal Interventiors, pharmacalogical interven-
£ ; . 2N

Sgnnii 15 Weadt;, PRI MEH tions, or both, but which drugs are most effactive at enhancing abstinence and pre-
Timothy S. Carey. MD, MPH venting relapse has not baen systematically reviewead.

Kathleen N. Lohr. PhD Objective To evauate the efficacy of 5 categones of drugs used to treat alcchol
Fulton T. Crews, PhD dependence—disulfiram, the oplold antagonists naltrexone and nalmefene, acamprosate,
- - vanousserotonsrgicagents (ncluding selective serotonergc reuptake inhibitors), and Iithium.

PHARMACOLOGICAL TREATMENT OF ALCOHOL DEPENDENCE

Conclusions Recent reports documenting that naltrexone and acamprosate are more

Efficacy

1
Acohol

Initial/ al

B v i e Weffective than placebo in the treatment of aleoholism justify clinical interest in use of

Oral Disufiram

NWR NMR \R__NMR__ 6
WA

s . [Wthese medications for alcohol-dependent patients. Use of disulfiram is widespraad but

Disulfram Implants

= = Wless clearly supported by the clinical trial evidence; however, targeted studies on su-

——t———— Wpenvised administration of disulfiram may be warranted. Use of existing serotonergic

Acamprosate (Grade, A)
NM/AR NWR NMR

=== agents o lithium for patients with primary alcohol dependence does not appear to be
—— supported by the efficacy data available at this time; these medications may still have
g e TRCEw e w o W postive effect in patients with coexisting psychiatric disorders.

246112

NWR

e IAMA, 1999,281:1318.1305 VA A com

orick)
%1006 (citabopram) E 2 NWR

atients With Anxiety or Mood Disorder
Malcolm ot ol# 1002 (buspione % NWR i
h

- =
Lithium (Grade, C)
it NWR i NWR
- + VR NWR
NMR - I NWR
= = NWR

Table

aned P01 for eraving)

JAMA, Aprl 14, 1000_Vel 281, No. 14 1321
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Acamprosate and Naltrexone
Abstinence/First Drink
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Figure 1 Relative risk ratio from
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Figure 2 Relative nis io from maltrexons




Acamprosate and Naltrexone
Heavy Drinking in Non-Abstinent
Patients

Confro!

LN D4 — 3§ B )

S
RR =0.9
ns)
NNT = 33.3

[¥] 0.5

Favours treatment

Relapse prevention with naltre:
01 nal vs. placebo
03 Relapse/ First Drink

Treatment 2 e RR {random)

Naltrexone
RR =0.88
NNT =12.5
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Figure 6 Relative risk ratio from naltrexone




AKAMITPOCAT:

ONTUMMU3M B OTHOLLEHUWN 3TOrO
npenaparta, 06ycnoB/IEHHbIN
nepBoHa4vasibHbIMM UCCIeq0BaHUSIMU B
EBpone, 3HauYnuTEeNbHO YMEHbLLUWUICA NOC/e
PEe3y/bTaToOB UCC/IeA0BaHUN,
BbiNnosIHEHHbIX B CLUA, a Takke HegaBHUX
EBPOMNENCKNX UCCIIeA0BaHUM
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HanTpeKCoH YMeHbLUAeT Taxeioe
NbAHCTBO

Treatment Control Peto OR Weight Peto OR

Study n/N n/N (95% CI fixed) % (95% CI fixed)

Anton 1999 26/68 38/63 —_— 7. 0.42 (0.21, 0.82)
— 5

Chick 2000 59/90 54/85 9. 1.09 (0.59, 2.03)
e — 2

Guardia 2002 8/101 19/101 = 4 5. 0.39 (0.17, 0.88)

Heinala 2001 49/63 51/58 7 0 4, 0.50 (0.19, 1.27)

Hersch 1998 15/31 15/33 — 5 3. 1.12 (0.42, 2.98)

Kranzler 2000 29/61 31/63 7. 0.94 (0.46, 1.89)
B 1

Krystal 2001 142/378 83/187 —_— 4 27  0.75(0.53, 1.08)

Latt 2002 19/56 27/51 ~ 6. 0.46 (0.22, 0.99)
Al - 0

Monti 2001 16/64 19/64 3 8 5. 0.79 (0.36, 1.72)

Morris 2001 19/55 26/56 A . 1 6. 0.61 (0.29, 1.30)

Oslin 1997 3/21 8/23 - ' 5 1. 0.34 (0.09, 1.33)

1 5 10
O’Malley 1992 16/52 Y52 ”PeMMyU-leCTBg KOH{P0/14 (.32 (0.15, 0.68)
O6Lwui S(Zf?d)eKT: Z=4.97; P<.00001.
B ARICE 138 ction. 20041 3H-828.  17/45 4. 0.38(0.16, 0.93)
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4=2/4A0
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Family History and Naltrexone
Efficacy

N=29

B Ntxn
N=T77 N=73 Pl

% Days Heavy Drinking

<25% Alc Problem 25%-50% Alc Problem >50% Alc Problem

Density of Familial Alcohol Problems



Naltrexone Pharmacogenomics
Oslin et al (2003) Neuropsychopharmacology
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HantpekcoH: KomMnnaneHc vs Hon-
KoMnnaneHc
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Placebo Oral Naltrexone
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Pettinati HM, et al. J Addict Dis. 2000;19:71-83.




RESEARCH REPORT

Persistence with oral naltrexone for alcohol
treatment: implications for health-care utilization

Henry R. Kranzler', Judith ). Stephenson’, Leslie Montejano®, Shaohung Wang’
& David R. Gastfriend’

iriment of Psy stry University of Connecticut School of Medicing, Farmir

e — s = |

ABSTRACT

Aims Concerns have been raised aboul patients’ failure to persist in alcohol treatment. We examined prescriptions
for oral naltrexone in a large, nationally distributed treatment population to identify characteristics and health-care
utilization patterns associated with persistence. Design  Data from the 2000-2004 MarketScan® Commercial Claims
and Encounters Database were used to identify patients with alcohol-related claims who were prescribed naltrexone.
Measurements  Analysis identified patient characteristics that predicted persistence with naltrexone (defined as
having filled prescriptions for =80% of the 6-month treatment period) and its association to health-care utilization.
Findings Of 1138 patients, 162 (14.29) were persistent in obtaining naltrexone. Non-persistent patients were
significantly vounger, more likely to be hourly employees and to live in an area with a lower median income, and less

likelv to be newly diagnosed with an alcohol-related disorder. Non-persistence in obtaining naltrexone was associated
) A i I 2

with significantly _more intensive—trestrremts—rroirimr—mratemt—etesieatian—amergency room visits and

Thzations. Conclusions  Over a 6-month period, 85.8% of patients who lilled an initial prescription for na
id not persist in obtaining the medication. Non-persistence was associated with significantly greater use of costly
auced

health-care Sermess=Because the study was correlational, it is not possible to conclude thal persis
health-care costs. as patients with a better prognosis may have been more persistent. Research is needed to determine
whether interventions that enhance persistence with naltrexone therapy improve treatment outcomes and reduce

health-care costs.

Keywords Adherence, alcohol-related, alcohol treatment, health-care costs, health-care utilization, naltrexone,

persistence, ph;n‘m:u‘ozhcrap_\n

Corresporddence to: Henry R. Kranzler, Department of Psychiatey, University of - Connecticut Health Center. Farmington, CT° 016030-2103. USA.
E-miail: keanzler@psychlatryuche.edu

Submitted 11 March 2008; initial review completed 29 May 2008; final version accepted 7 July 2008




[onro gencreyowas aeno-bopma
HAJITPEKCOHA (Busutpon)

BuButpon (380mg HanTpeKkcoHa):
*3apeructpupoBaH B CLLUA B 2006 r. Kak cpeacTBO ANA FIe4eHUA arnkoronmima
*3apeructpupoBaH B Poccuu B 2008 r. Kak cpeacTBO ANA fle4eHUsa ankoronmama



BUBUTPO yNydllaeT noKasaTeam peMnccum
(NosHOW Tpe3BOCTU)!

Cpeau 60nbHbIX, KOTOpPbIE He ynoTpebnsnu ankoronb 7 AHeh n 6onee o
paHaAoOMM3aUMm

BuBuUTpOs noBbILLAET NokasaTenu NosHou
TPE3BOCTW Ha NPOTAXEeHUN 6 MecC

Yucno
OONbHbLIX B
pemuccumn
B 2 pa3a
Bbille B
rpynne
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Garbutt JC, et al. JAMA. 2005;293:1617-1625.




BuBUTpON
Ob6ecneunBaeT 4OCTUXEHUe U cTabunusauumro
PEMUCCUM NPU aJIKOroJibHOU 3aBUCUMOCTH

Busutpon obecneumBaeT YaCTUUYHYIO PEMUCCULO,
3HAUYUTEJNIbHO CHMXKAaA KOJIMYECTBO HEeU
NbsAHCTBA

BMBUTPO/1 YMEHbLUAET KOJIMYECTBO AHEWN

Konuyecrso aHen NbsIHCTBa B Mecsl (MeanaHa) yepes 6 mecsauess’™
P=0,0?

WcxoaHbin yposeHs Ncuxotepanus + Mnauebo Mecuxorepanus + Bueurpon
(n=36) (n=19) (h=17)

Cpean GonbHBIX, KOTOpLIE He ynoTpebnanu ankoront 7 Axer n bonee 1o nevenn

Garbutt JC, et al. JAMA. 2005;293:1617-1625.
2. Volpicelli JR, et al. Combining Medication and Psychosocial Treatments for Addictions: The BRENDA Approach. 2001.



BUBUTPON YMEHbLUAET KOJINYECTBO
OHEeN THKeNOoro nbAHCTBa
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Adapted from Garbutt et al. JAMA. 2005;293:1617-1625.



HanMedeH

HOBbIV OnMonaHbIY
aHTaroHUCT

OTCYTCTBYET
TOKCUYECKOe AEeUCTBMUE
Ha NeyeHb B
3aBMCMMOCTU OT A03bl

6onbLuas
61MoA0CTYNMHOCTb NpW
nepopa’sibHOM
ynotpebneHum

bonee
NPOAOMKUTENBHOE
aHTAroHUcTn4YecKoe
aencreue

6onblwas apuHHOCTb K
OMNMMaTHbIM peLenTopaM

Targeted use




Nalmefene Working
Mechanism

Yol 28 No. 9
Arconousy: (LMcaL aNp —‘(Pw\ur\'m REsEARCH September 2004

Effects of Naltrexone and Nalmefene on Subjective
Response to Alcohol Among Non-Treatment-Seeking
Alcoholics and Social Drinkers

David J. Drobes, Raymond F. Anton, Suzanne E. Thomas, and Konstantin Voronin

Naltrexone and Nalmefene
I&uk;,muml Despite the relative success of opiate antagonist medication within controlled clinical trials are a_SSOCIated WIth red_uced .
‘ ory studi craving and reduced stimulation

ave not fully examined potential mechanisms for their efficacy in

alcohol- d;pmd;m persons. The present aluated the impact of naltrexone and nalmefene on
craving and subject ohol dose among non-treatment-seeking aleoholics (n =

125) and social drink
Methods: Partici

s to aleohol.

wing than social drinkers 2 drink as

sed initial

in craving and stimulation.
Conclusions: These findings demonstrate that both naltrexone and nalmefene are asso
reduced alcohol-indu ; attempting to
reduce drinking. The iate antago-
nists’ effects in lh: context of treatment.

Key Words: Naltrexone, Nalmefene, Alcohol, Craving, Stimulation.

ovide insights into potential mechanisms that may underlie
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TpagMuMoHHasa napaaurMa B
DOCCMNCKOWN HapPKOJTOTUM:




DSM-IV, page 180

Early Full Remission. This specifier is used if, for at least 1 month, but for less
than 12 months, no criteria for Dependence or Abuse have been met.
w— Dependence —w— 1 —w—0-11 NN
month

Early Partial Remission. This specifier is used if, for at least 1 month, but less
than 12 months, one or more criteria for Dependence or Abuse have been met
but the full criteria for Dependence have not been met).

»—~ Dependence —w— 1 -w—0-11 months ———
month

Sustained Full Remission. This specifier is used if none of the criteria for
Dependence or Abuse have been met at any time during a period of 12 months
or longer.

w— Dependence —w— 1 —w— 11+ month§ —40— 8787 —
month

Sustained Partial Remission. This specifier is used if full criteria for Depen-
dence have not been met for a period of 12 months or longer; however, one or
more criteria for Dependence or Abuse have been met.

—_L_“____“_

w— Dependence —«— 1 —w— 11+ months ——M8 —1- 2
month




Recovery from DSM-IV alcohol dependence: United

States, 2001-2002

Deborah A. Dawson, Bridget F. Grant, Frederick §. Stinson, Patricia §. Chou, Boji Huang &

W. June Ruan

Laboratory of Epidemiclogy and Biometry, Division of Intrarrural Clinical and Biological Ressarch, National Institute on Alcohel Abuse and Alcohalism, MNatianal

Institutes of Health, Bethesda, MD, LUSA

Correspondence to:
Deborah A. Dawson
NIAAASLEB Room 3083
5635 Fishers Lane

MSC 9304

Bethesda

MD 208%2-9304

USA

Tel: 301435 2255

Fax: 301 443 1400
E-mail: ddawson@mail.nih.gov

ABSTRACT

Aims To investigate the prevalence and correlates of recovery from Diagnostic
and Statistical Manual version IV (DSM-1V) alcohol dependence by examining
the past-year status of individuals who met the criteria for prior-to-past-year
(PPY) dependence.

Design Cross-sectional. retrospective survey of a nationally representative
sample of US adults 18 years of age and over (first wave of a planned longitudi-

nal survey).

Methods Thisanalusisiebasadan data from the 200102 National Epidemi-

Submitted 23 April 2004;
mpleted 3 August 2004
al version accepted 28 September 2004

ologic Survey on Alcohol and Related Conditions (NESARC), i ata were
collected in personal interviews conducted with one randomly selected adult 1t
each sample household. A subset of the NESARC sample (totaln=43 093), con-
sisting of 4422 US adults 18 years of age and over classified with PPY DSM-1Y

alcohol dependence, were evaluated with respect to their past ery sta-

eeToN, [Uull remission. asymptomatic risk

drinking, abstinent recovery (AR) and non-abstinent recovery (NR). Correlates

of past-year status were examined in bivariate analyses and using multivariate

logistic regression models.




4mdings  Of people classified with PPY alcohol dependence
classified as dependent in the past year: 27.3% were classified as being in partia
remission; 11.8% were asymptomatic risk drinkers who demonstrated a pattern

of drinking that put them at risk of relapse; 17.7% were low-risk drinkers; and
18.2% were abstainers. Only 25.5% of people with PPY dependence ever

ke u ssociated with both.
Seventy of dependeme increased the odds of r\R but decreased the odds of NR.

The odds of AR (but not NR) increased with age and female gender but were

decreased by the presence of a personality disorder. Treatment history modified
the effects of college attendance/graduation, age at onset and interval since
onset on the odds of recovery.

Conclusions There is a substantial level of recovery from alcohol dependence.
Information on factors associated with recovery may be useful in targeting
appropriate treatment modalities.

KEYWORDS Dependence, natural recovery, remission, recovery, risk
drinking.

ty for the Study of Addiction dot:10.11114.1260-0443.2004.00964.x Addiction
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Targeted Nalmefene With Simple Medical Management
in the Treatment of Heavy Drinkers: A Randomized
Double-Blind Placebo-Controlled Multicenter Study

Sakari Karhuvaara, Kaarlo Simojoki, Antti Virta, Markus Rosberg, Eliisa Loyttyniemi, Tommi
Murminen, Antero Kallio, and Rauno Makela

Table 3. Drinking Oulcomeas by Study Month, Means, and Standard Deviations (Medians and Quartile Ranges far VHDD)

Study manth N HOD Abstinenca days VHDD DrinksDD Dirinksdwk

Nalmelens

Prastudy 236 155(6.9) 8.8 (6.6) 7.0(3.0-10.5) 9.5 (4.8) 432 (22.4)

1 217 B9 (86.8) 13.7(8.2) 2.0(0.0-5.0) 6.5(3.3) 231 (16.9)

185 88(6.9) 14.0(8.3) 1.0 (0.0-5.0) 6.5 (4.1) 228 (17.4)

175 856(7.1) 14.1(8.7) 1.0 (0.0-4.0) 6.5 (4.1) 227 (18.2)

161 82(7.4) 13.2(8.5) 2.0(0.0-4.0) 6.7 (4.1) 250 (22.6)

143 82(7.3) 13.4(8.8) 1.0 (0.0-5.0) 6.8 (4.4) 244 (20.4)

143 83(7.8) 13.2(8.9) 1.0 (0.0-5.0) 6.8 (4.2) 255 (23.7)

i 88(7.3) -6. 13.8(8.9) +5.0 1.0(0.0-5.0) -6.0 6.3(3.9) -3. 232 (20.8)

159 162 (B.9) 8.5(5.6) 8.0(3.0-12.0) 2.5 (4.0 450 (23.3)
143 118(7.5) 12.2(8.4) 5.0 (2.0-9.0) 8.1 (3.4) 22 (21.0)
133 11.4(7.4) 12.6(8.1) 5.0(1.0-8.0) 7.8(3.8) 308 (21.0)
128 120(7.6) 12.8(8.0) 5.0 (2.0-10.0) 8.4 (3.6) 26 (22.1)
123 112(7.8) 13.3(8.0) 4.0 (1.0-8.0) 8.1(3.6) 303 (21.5)
118 115(7.9) 12.4 (8.4) 4.5 (1.0-8.0) 7.9(3.8) 36 (22.3)
114 11.7(8.2) 12.5(8.2) 4.0 (1.0-9.0) 7.9(4.0) 20 (23.9)
102 106(83) 56 137(8.2) 459 40(0.0-7.0) 4 0 7337 29 285 (23.7) _14
pvalues 0.0085% 0.0499% ’ =0.0001" 00134 0.0018%

*Treatmant-time interaction, repeated measures analysis of variance (ANOVA),
*Traatmant, Paisson's regrassion for repeated measures.
HDD, heavy drinking days; VHDD, very heawy drinking days; Drinks'DD, number of standard drinks par drinking day.




Phase III Program - Lundbeck

Study Name Dose regimen & duration Patients (alcohol Countries
dependence by DSM-1V)

ESENSE 1 20 mg, as needed, placebo 604 Germany, Finland, Sweden,
(12014A) controlled, 6-month Austria

ESENSE 2 20 mg as needed, placebo 718 Spain, Italy, Portugal, France,
(12023A) controlled, 6-month Belgium, Poland, Czech Rep

Czech Rep, Estonia, Hungary,
SENSE 20 mg as needed, placebo 675 Latvia, Lithuania, Poland, Russia,
(12013A) controlled, 12-month Slovakia, Ukraine, United

Kingdom



Figure 2: Change in alcohol consumption
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(A) Adjusted mean change from baseline in monthly heavy drinking
days (HDDs); (B) Adjusted mean change from baseline in monthly total
alcohol consumption (TAC; g/day) *=p<0.05. B=baseline.
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fficacy of Topiramat

Oral topiramate for treatment of alcohol dependence: Johnson et al
a randomised controlled trial Lancet, 2003
(n=150; 1 site)

Bankak A Ztvnsan, tassima A DGood Chanes L Bowoen, Cano C DIDkmenie, Jatn D Roade, Kevhn Lawsen,
Martin A Bwvers, oonle 7 Ma

Topiramate for Treatin§ Alcohol Dependence
A Randomized Controlled Tri

id function And-|N1|td»:n of g‘]utun*m-vgb pathways n the c
comesclimbic system.

Objective To detamine if topiramate iz a safe and efficacicus treatment for alochal
dependence.

Deslign, Setting, and Particlpants Double-blind, randomized, placebo-

controlled, 14-week trial of 371 men and women aged 18 to 65 years diagnos

akohol dependence, conductad between lanuary 27, 2004, and August 4, 2

17 US sites.

Interventions Upto 300 mg/d of topramate (n=183) or placebo (n=188), along

with a weekly compliance enhancement intervantion.

Main OutcomeMeasures Primary afficacy variable was self-reported percentage

of heavy diirking days. Secondary outcomes nduded cther sl f-reported diinking mea-

ares (parcentage of days abstinent and diinks per drirking day) along with the labo-

ratory measure of akohol consumption (plazma y-glutamyttrarcferase).

Results Treating all dropouts as relapse to baseine, h.plama!.e was more effica-

dous than ;:Ja-:ﬂbo at redudng the percentage of he king days from bazeline

to week 14 (m=an difference, 8.44%; 95% confidence interval, 2.07 %-12.80%;

5 > 2 ﬁespﬁqfn‘l mixed-model aml,‘a: ako showed that topiramate ccmparh:!

for Alcoholism Study Group drinking days (mean differsnce, 16.199%;
4 <= (1) a 1ok

Advisory Beard and the Topiramate




Tomupamar

MexaHu3Mbl AEUCTBUSA:

« bnokunpyet noctcuHanTudyeckne AMPA-peuenTopbl
(noATvn peLenTopoB roTaMaTa)

= AkTuBupyet ' AMK-3prmyeckyo cucteMy Mo3ra

« BnokTpyer aMrnaponmpuanH-4yBCTBUTENbHbIE
NoTeHLUMan-3aBMcnuMble KanbumeBble KaHanb! (L-
TVNa)

Npu AAC:

=« AKTUBWpPOBaHa rnTamMmaTeprnyeckas
HeMpoTPaHCMNCCUS

« CHmxeHa N'AMK-3pruyeckast HEMPOTPAHCMUCCHUS

= [MNEepPaKTUBHOCTb AUIMAPONMUPUANH-
YyBCTBUTENbHbIX NOTEHLNAN-3aBUCUMbIX
KanbLMEBbLIX KaHaNoB
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Antiglutamatergic Strategies for Ethanol Detoxification:
Comparison With Placebo and Diazepam

Evgeny M. Krupitsky, Anatoly A. Rudenko, Andrey M. Burakov, TatyanaY. Slavina,
Alexander A. Grinenko, Brian Pittman, Ralitza Gueorguieva, lsmene L. Petrakis,
Edwin E. Zvartau, and John H. Krystal

Background: Benzodiazepinesare the standard pharmacotherapies for ethanol detoxification, but
concerns about thar abuse potential and negative effects upon the transition o alechol abstinence
drive the search for new treatments, Glutamatergic activation and glutamate receplor up-regulation
contribute to ethanel dependence and withdrawal. This study compared 3 antiglutamatergic strate-
gies for ethanol detoxification with placebo and W the benrodiarepine, diszepam: the glutamate
releass inhibitor, lamotriging; the N-methyl-p-aspariate glutamale receptor antagonist, meman ine;
and the AMPA kainite receptor inhibitor, topiramate.

Methods: This placcho-controlled randomized single-blinded psyehopharmacology trial studied
male alechol-dependent inpatients (n = 127) with clinically significant alaohol withdrawal symptoms.
Subjects were assigned w [ of 5 wreatments for 7 days: placsbo, dizzepam 10 mg TID, lamotrig ne
25 mg QID, memantine [0 mg TID, or topiramate 25 mg QID. Additonal diazepam was adminis-
tered when the assigned medication [iled 1o suppress withdrawal symptoms adequatel v,

Results: All active medications significantly reduced observer-rated and sell-rated withdrawal
severity, dvsphoric mood, and supplementary diazepam administration compared with placebo, The
active medications did not differ from diazepam.

Conclusions: This study provides the first svstematic clinical evidence supporting the efficacy of a
number of antiglutamatergic approaches for wreating alcohol withdrawal symptoms. These data
support the hypothesis that glutamatergme activation contributes to human aleohol withdrawal.
Definitive siudies of each of these madications are now neaded 1o further evaluate their effectivensss
in treating alechol withdrawal.

Kev Words: Ethanol, Alcoholism, Dependence, Withdrawal, Glutamate, Glutamate Receplors
(NMDA, AMPA, Kainate), Anticonvulsant, Lamotrigine, Memantine, Topiramate.




Effect of Memantine on Cue-Induced Alcohol Craving
in Recovering Alcohol-Dependent Patients

Evgeny M. Krupitsky, M.D., Ph.D.
Olga Neznanova, M.D.

Dimitry Masalov, M.D.

Andrey M. Burakov, M.D., Ph.D.
Tatyana Didenko, M.D.

Tatyana Romanova, Ph.D.
Marina Tsoy, M.D.

Anton Bespalov, M.D., Ph.D.
Tatyana Y. Slavina, M.D., Ph.D.
Alexander A. Grinenko, M.D., Ph.D.
lsmene L. Petrakis, M.D.

Brian Pittman, M.S.

Ralitza Gueorguieva, Ph.D.
Edwin E. Zvartau, M.D., D.M.Sci.
John H. Krystal, M.D.

Objective: Ethanol blocks N-methyl-p-aspartic acid (NMDA)
glutamate receptors. Increased NMDA receptor function may

contribute to motivational disturbances that contribute to alco-
holism. The authors assessed whether the NMDA receptor an-
tagonist memantine reduces cue-induced alcohol craving and
produces ethanol-like subjective effects

Method: Thirtv-eight alcohol-dependent inpatients partici-
pated in three daylong testing sessions in a randomized order
under double-blind conditions. On each test day, subjects re-
ceived 20 mg of memantine, 40 mg of memantine, or placebo,
and subjective responses to treatment were assessed. The level
of alcohol craving was assessed before and after exposure to an
alcohel cue

Results: Memantine did not stimulate alcohol craving befare
exposure to an alcohol cue, and it attenuated alcohol cue-in-
duced craving in a dose-related fashion. It produced dose-re-
lated ethanol-like effects without adverse cognitive or behaw-
ioral effects

Conclusions: These data support further exploration of
whether well-tolerated NMDA receptor antagonists might have
a role in the treatment of alcoholism

{Am | Psychiatry 2007; 164:579-523)

Amagonlsts of N-methyl-p-aspartate (NMDA)
glutamate receptors may have arole in the pharmacother-
apy of alcoholism (1-3). Blockade of NMDA receptaors by
ethanol contributes to ethanols effects in animal and hu-

Am | Psychiatry 164:3, March 2007

man subjects (1). Groups at risk of heavy drinking exhibit
decreased dysphoric mood responses to NMDA receptor
antagonlists (1, 4). Enhanced NMDA receptor function in
alcohol dependence also may contribute to disturbances
519
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[1lpenapaTbl, NPOAEMOHCTPUPOBaBLLME
3(PPEKTUBHOCTb B OTHOLLEHUN NNIeYEHUS
aJIkoronmsMa B OTAesbHbIX
Hay4HbIX ([0Ka3aTesibHbIX) nccneaoBaHusX

TonupaMmar
OHpaHceTpoH

AHTMAEenpeCcCaHTbl
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Pettinati HM, Volpicelli JR, Kranzler HR et al. Alcohol Clin Exp Res. 2000;24:1041-1049.



RCT of Sertraline for Alcohol Dependence: Moderation by Age of Onset and Genotype

H.R. Kranzler, S. Armeli, H. Tennen, J. Covault, R. Feinn, A.J. Arias, H. Pettinati, & C. Oncken
Alcohol Research Center, University of Connecticut School of Medicine, Farmington, CT

—

Late-onset/low vulnerability
alcoholics (LOASs) appear to drink less when
treated with a selective serotonin reuptake
inhibitor (SSRI) than placebo, whereas
early-onset/high vulnerability alcoholics
(EOAs) show the opposite effect (Kranzler et
al. 1996, Pettinati et al. 2000, Chick et al.
2004). We conducted a 12-week,
parallel-groups, placebo-controlled trial of
the efficacy of sertraline in alcohol
dependence (AD) in LOAs compared with
EOAs. We also examined a functional
polymorphism in the serotonin transporter
gene (5S-HTTLPR) as a moderator of the
medication effects.

Methods

134 patients (80.6% male; 34.3%
EOAs) with DSM-IV AD received up to 200
mg of sertraline (N=63) or placebo (N=71)
daily. Assignment was by urn
randomization, which included Age of Onset
of AD as a factor. There were no
pretreatment factors that differed
significantly by Medication Group X Age of
Onset. Patients were genotyped for the
tri-allelic S-HTTLPR polymorphism.
Planned analyses included main and
interaction effects of Medication Group, Age
of Onset (< 25 years vs. > 25 years), and
Genotype (L’/L’ vs. S’carriers) on drinking
days and heavy drinking days.

Figure 1: Drinking Days
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As shown in the figures, the
moderating effect of Age of Onset on the
response to sertraline was conditional on
5-HTTLPR Genotype. Although there were
no main or interaction effects among S’
allele carriers, among L’ homozygotes the
effects of Medication Group varied by Age of
Onset (P = 0.002). Whereas, at the end of
treatment, LOAs reported fewer drinking
days (Fig. 1) and heavy drinking days (Fig.
2) when treated with sertraline (P = 0.011),
EOAs had fewer drinking and heavy
drinking days when treated with placebo (P
< 0.001).

Conclusions

Effects of sertraline on drinking
behavior in I’ homozygotes were moderated
by Age of Onset. This partially replicates
prior findings with SSRIs for treatment of
AD. Variation among samples in the
prevalence of the L’ allele could help to
explain differences in the form of the
interaction effect observed in previous
reports. Because AD is common and SSRIs
are widely prescribed, these findings have
potential public health significance and
warrant further study.

Supported by NIAAA grants R01 AA13631 and
K24 AA13736 and NCRR grant M01 RR06192
Registration # NCT00368550 on www.clinicaltrials.gov
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ITpocroe cnenoe paHgOMU3MPOBaAHHOE
Iane0o-KOHTPoIupyeMoe uccnefoBanme 3pdekTNBHOCTH
NpUMeHeHUs TPa3ogoHa sl KoppeKuun adpdeKTHBHBIX
PACCTPOIICTB Y OONbHBIX C ATKOTO/TBbHOI 3aBICHMOCTBIO

B peMUCCUH
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[lokazaTenbHasa @apMakoTepanus
HapKoIornyeckmx 3aboneBaHnm

3aBUCMMOCTb OT aJIKorons
3aBUCMMOCTb OT ONMaToB
3aBUCUMOCTb OT HUKOTUHA



AOKASATEJIbHAA ®APMAKOTEPAINWA
ONMnMMNHOU HAPKOMAHUM

. NMosnHbIE &r0HNUCTbl ONUATHbIX
peLenToros

- MapuunaibHble aroHUCTbI-
AHTAroHMUCTbi

- NMonHbIé AHTAroHNCTLI
(HaTpEeKCOH)
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2. AmnnaHTupyemasn

3. NHbekuMnoHHas



Journal of

Abuse
Treatment

ELSEVIER Joumal of Substance Abuse Treatment 26 (2004) 285204

Regular article

Naltrexone for heroin dependence treatment in St. Petersburg, Russia
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Abstiract

Naltrexone may be more effective for treating opioid (heroin) dependence in Russia than in the ULS. because patients are mostly voung
and living with their parents, who can conirol medication compliance. In this pilot study we randomized 52 consenting patienis who
completed dewxification in St. Petersburg 10 a double blind, 6-month course of biweekly clrm. counseling and nalrexone, or counseling and
placebo naltrexone. Significant differences in relention and relapse favoring nalirexone were seen beginning at 1 month and continuing
throughout the study. At the end of 6 maonths, 12 of the 27 naltrexone patients (44.4%) remained in treatment and had not relapsed as
compared to 4 of 25 placebo patients (16%; p=0.05). Since heroin dependence is the main way HIV s being spread in Russia, naltréxone
is likely 1o improve weatment outcame and help reduce the spread of HIV if it can be made more widely available, © 2004 Elsevier Inc.
All rights reserved.

Keywords: Maltrexone; Heroin addiction; Treatment
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NMepopasibHbIX HANTPEKCOH

HaNnTpeKCoH ABNAETCH 3C|)C)eKTl/IBHbIM
METOAO0M NeYyeHnst onNMMHON HapKOMaHUK
(Krupitsky et al, Journal Substance Abuse Treatment,

2004)

OaHaKO HaNTPeKCOoH He BAUSN Ha
CUMMTOMbI MNOCTAabCTUEHTHOro CUHApPOMA:
[Ienpeccuto, TpeBory, BneveHue K
reponHy



[UMNOTE3A

AHTnaenpeccaHTbl (CMO3) MoryT
YMEHbLIUTb MPOSIB/IEHUS
NOCTabCTUHEHTHbLIX PacCTPOUCTB Y
60/bHbIX ONUMHOWM HAapKOMaHUen, 1, Npu
MX KOMOBMHALIMM C HANTTPEKCOHOM,
YAYYLWUTb KOMMNNaneHC ¢ NpMEMOM
HaNTPEKCOHa, N, TEM CaMbIM, €ro
3(PPEKTUBHOCTb B OTHOLLEHUNU
CTabunusaumm pemMnccun.
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Naltrexone with or without fluoxetine for preventing relapse to
heroin addiction in St. Petersburg, Russia
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Abstract

This randomized placebo-controlled trial tested the efficacy of oral naltrexone with or without fluoxetine for preventing relapse 1o heroin
addiction and for reducing HIV risk, psychiatric symploms, and outcome. All patients received drug counseling with parental or significant-
other involvement to encourage adherence. Patients totaling 414 were approached, 343 gave informed consent, and 280 were randomized
(mean age, 23.6 + 0.4 vears) Al 6 months, two (o three times as many naltrexone patients as naltrexone placebo patients remained
treatment and had not relapsed, odds ratio (OR) = 3.5 (1.96-6.12), p < .0001. Overall, adding fluoxetine did not improve ouicomes, OR
1.35 (0.68-2.66), p = 49, however, women receiving nalirexone and fluoxetine showed a trend toward a statistically significant advantage
when compared to women receiving naltrexone and fluoxetine placebo, OR = 2.4 (0.88-6.59), p = (8. HIV risk, psychiaine symploms, and
overall adjustment were markedly improved among all patients who remained on treaiment and did not relapse, regardless of group
assignment. More widespread use of naltrexone could be an important addition o addiction treatment and HIV prevention in Russia. © 2006
Published by Elsevier Inc.

Keywords: Maltrexone; Herom addxetion; HIV




METOAbI

280 60/bHbIX FEPOMHOBOM HAapKOMaHMEN Moce AETOKCUKALIMN,
noAnNucaHnsa NHPOPMUPOBAHHOIO COrnacust U NPOXOXAEHUS
Ha/MOKCOHOBOro TecTa, bblIM paHAOMU3UPOBAHHLI B OAHY U3 4
rpynn (70 4yenoBek B KaXkaou rpynne).

«YeTbIPEXKIETOYHbIN AN3ANH>
1. HantpekcoH (50 mr/cytkn) + ®dnyokcetuH (20Mr/cytkn) (N+F)
2. HanTtpekcoH (50 mr/cytkn) + Mnauebo-pnyokcetnH (N+FP)
3. HantpekcoH-nnauebo + dnyokcetnH (20 mr/cytkn) (NP+F)
4. HantpekcoH-nnauebo + dnyokceTnH-nnauedo (NP+FP)

JleyeHne npoao/kanocb 6 MecaueB

BceM naumeHTaM pa3 B ABE HeAenu NpoBoAnsIach ncuxoTepanus
B COOTBETCTBUWN C PYKOBOACTBOM, pa3paboTaHHOM B
[leHCUNbBAHCKOM YHUBEPCUTETE.

Bce naumeHTbl UMenn XoTs 6bl OAHOIO Y/IEHa CEMbW, KOTOPbIN
KOHTpO/IMpOBas NpMEM npenapaTos.

[n3anH nccnegoBanus: [IBoMHOE criernoe paHaoOMU3NpoBaHHOE
nnawuebo KoHTponupyemoe










EcTb v Ayron noaxon K
NnoBbILWLEHUI0 3P PEKTUBHOCTHU ?




JlekapcTBEHHbIE
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2. UmnnaHTUpyemas
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Cnoco6 npuMmeHeHUs n A03bl
[MPOAETOKCOH®, TabneTkn ans
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ORIGINAL ARTICLE

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 Romanova, PsyD; Arina Tyurina, MD;

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

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

Objective: To compare outcomes of 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: Biweekly counseling and 1 of the fol-
lowing 3 treatments for 24 weeks: (1) 1000-mg naltrex-
one implant and oral placebo (NI+OP group; 102 pa-
tients); (2) placebo implant and 50-mg oral naltrexone
hydrochloride (PI+ON group; 102 patients); or (3) pla-
cebo implant and oral placebo (PI+OP 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 PI+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-
nificant trend favoring the PI+ON group (P=.07). Count-
ing missing test results as positive, the proportion of urine
screening tests yielding negative results for opiates was
63.6% (95% CI, 60%-66%) for the NI+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-
fections 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 after 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 (0.9%) 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
PI+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 effective than oral nal-
trexone or placebo. More patients in the NI+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 —




METO/AbI: osu.wlv’l gM3AV|H

306 MY>XUYMH M XEHLLMH C rEPONHOBOM HAapKOMaHWEN nocne
AE3MHTOKCUKALIMK, NoANUCaHNsA MHPOPMUPOBAHHOIO Coryliacusi 1
Npo6bl C HANIOKCOHOM, BbI/IN B C/TY4aMHOM NOPsiAKE pacnpeaeneHbl B
(PAHLI,OMVIBVIPOBAHbI) OAHY 13 Tpex rpynn (Co cTpaTUduUKaumen no
reHAepHOMY MPU3HAKY).

TpexKnerouyHblii AN3auH:

- 1. HanTtpekcoH-uMmmnaHTaTt (1000 Mr, 3 pasa c
nHTepBasioM 2 Mecsiia) (OP+NI) + lNnauyebo
nepopanbHo. 102 naumeHTa.

. 2. MepopanbHbi HaNTpeKcoH + NMnauye6bo nmnnanrar (3
pa3a c MHTepBasioM 2 Mecsita) (ON+PI). 102 naumeHTa.

- 3. Mnauyebo nepopanbHo + MNnaueb6o nmnnantat (OP+PI).
102 nayueHTa.

BceM nauueHTam pas B ABE HeAenu NpoBoAMIachk NCMXoTepanus B
COOTBETCTBMM C PYKOBOACTBOM, pa3paboTaHHOM B [eHCnIbBaHCKOM
YHUBEpPCUTETE.

KoTponb MO4YM Ha HAapKOTUKMK, KOMM1aneHca no pnbodnasuHy B
MoYe, NOBOYHBIX IPMEKTOB U KIIMHUKO-MCUXONOrnyeckoe
o6cnenosaHme NpOBOANIIOCE pa3 B [IBE Hedenu.

[1pOA0/HKUTENBHOCTL NPOrpamMmbl sie4eHns — 6 Mec.
Nu3aiH uccnenoBaHus: ABOVNHOE CNenoe paHA0MU3NPOBaHHOE

nnauebo KOHTPOIMPYEMOe KIIMHUYECKOE MCCeioBaHNE C
NBONHON MAaCKUPOBKOWA.
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OIrPAHU4YEHUA NMMIUJIAHTATOB
HAJITPEKCOHA

Xupypruyeckasa npoueaypa BeeaeHus

Xnpypruyeckme ocnoXxHeHus (B
ocobeHHOCTN onacHbl y BUY+)

KocMeTnyeckune gedektbl (B 0cobeHHOCTH
6ecrnoKosIT XXeHLWKH)

OTHOCUTENBHO HEC/TOXHO YAanuTb (B
nepBble Heaenu nocne UMNAaHTaumm)

He Bceraa obecrne4ymnBaeT AOCTAaTOYHO
ANuTenbHyto 6nokaay (y cpaBHUTENBHO
Heb0/1bLWOoro Yncna 6osbHbIX)



UYTOo ewe moxeT NOBbICUTL 3P PEKTUBHOCTbL
rie4yeHus1 3aBUCMMOCTM OT onmaToB?




JlekapcTBEHHbIE
hbopMbil:

2. UmnnaHTnpyemas

3. IHbeKunoHaHas



Cxema nccnegosaHus

Screen Visit

Off all opioids for 7-30 days —

Discontinuedcrrior 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

Baseline Visit
Subjects randomized, N=250

|

Vivitrol 380 mg
N=126

24-week double-blind treatment
with monthly injections

!

:

Placebo
N=124

24-week double-blind treatment
with monthly injections

+

=59 (46.8%)
(14.3% )
17.5%)
(4.8%)
o/

Discontinued during DB, N

Withdrew consent, N=18
Lack of efficacy, N=22

Lost to follow-up, N=6

Adverse events, N=0 (0%)
Other, N=13 (10.3%)

Discontinued during DB, N=77 (62.1%)
Withdrew consent, N=12 (9.7%)
Lack of efficacy, N=34 (27.4%)

Lost to follow-up, N=6 (4.8%)
Adverse events, N=2 (1.6%)
Other, N=23 (18.5%)

|

I

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
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Injectable extended-release naltrexone for opioid
dependence: a double-blind, placebo-controlled, multicentre
randomised trial

Evgeny Krupilsky, Edward V Nunes, Walter Ling, Ari lleperurnu, David R Gaslfriend, Bernard L Silverman

Summary

Background Opioid dependence is associated with low rates of treatment-seeking, poor adherence to treatment,
frequent relapse, and major socictal consequences. We aimed to assess the efficacy, 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, placeho-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 davs or more off all
opioids were enrolled al 13 clinical siles in Russia, We randomly assigned palienlts (1:1) lo eilher 380 mg XR-N1X or
placebo by an interactive voice response systern, 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 lesls and sell reporl ol non-use. Secondary endpoints were sell-reported opioid-
frec days, opioid craving scores, number of days of retention, and relapse to physiological apioid dependence. Analyses
were by intention to treat. This trial is registered at ClinicalTrials.gov, NCT00675418.

Findings Between July 3, 2008, and Oct 5, 2009, 250 patients were randormly 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-
reporled a median ol 99-2% (range 89 1-99-4) opioid-Iree days compared with 60-4% (46-2-94 -0) [or lhe 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 wilh 96 days (95% CI 63-165) in Lhe placebo group (p=0-0042). Naloxone challenge conflirmed relapse lo
physiological opionid dependence in 17 patients in the placeba group compared with one in the XR-NTX group
(p<0.0001). XR-NTX was well tolerated. Twvo patients in each group discontinued owing to adverse events. No
XR-NTX-lrealed patients died, overdosed, or disconlinued owing lo severe adverse evenls,

Interpretation XR-NTX represents a new treatment option that is distinct from opioid agonist maintenance treatment.
XR-NTX inconjunctionwith psychosocial treatment might improve acceptance of opioid dependence pharmacotherapy
and provide a uselul lrealment oplion for many palients.




OTpuulaTenbHble aHa/ZIn3bl MOYM Ha ONUaThI
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» 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).




Kaplan-Meier Analysis:
Bbi6bbiBaHUe U3 uccneaoBsaHmus

——Placebo (N=124)
——XR-NTX (N=126)

Log-rank P = 0.0042
(adjusted)
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* 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| OUEHKU BJieHeHnd K OrNnnaTaM.

n3mMeHeHune rno cpaBHeEHNKO C NCXO4HbIMU jaHHbBIMU

Treatment Week
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W—Q

TP<0.05
*P<0.01
(adjusted)

12 +

Mean Change in VAS-Opioid Craving Score
)

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

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

Busutpon obycnosun 50% CHMXXeHMe KpanBUHIa npu omcymcmaeuu usMeHeHull e apynne nnayebo
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FDA NEWS RELEASE

For Immediate Release: Oct. 12, 2010
Media Inquiries: Shelly Burgess, 301-796-4651 |, shelly.burgess@fda.hhs.gov
Consumer Inquiries: 888-INFO-FDA

FDA approves injectable drug to treat opioid-dependent patients

The U.S. Food and Drug Administration today approved Vivitrol to treat and prevent relapse after patients with opioid dependence have
undergone detoxification treatment.

Vivitrol is an extended-release formulation of naltrexone administered by intramuscular injection once a month. Naltrexone works to block
opioid receptors in the brain. It blocks the effects of drugs like morphine, heroin, and other opioids. It was approved to treat alcohol
dependence in 2006.

“Addiction is a serious problem in this country, and can have devastating effects on individuals who are drug-dependent, and on their family
members and society,” said Janet Woodcock, M.D., director of FDA’s Center for Drug Evaluation and Research. "This drug approval represents a
significant advancement in addiction treatment.”

The safety and efficacy of Vivitrol were studied for six months, comparing Vivitrol treatment to placebo treatment in patients who had
completed detoxification and who were no longer phy5|cally dependent on opioids. Patients treated with Vivitrol were more likely to stay in
treatment and to refrain from using illicit drugs. Thirty-six percent of the Vivitrol-treated patients were able to stay in treatment for the full six
months without using drugs, compared with 23 percent in the placebo group.

Patients must not have any opioids in their system when they start taking Vivitrol; otherwise, they may experience withdrawal symptoms from
the opioids. Also, patients may be more sensitive to opioids while taking Vivitrol at the time their next scheduled dose is due. If they miss a
dose or after treatment with Vivitrol has ended, patients can accidentally overdose if they restart opioid use.

Side effects experienced by those using Vivitrol included nausea, tiredness, headache, dizziness, vomiting, decreased appetite, painful joints,
and muscle cramps. Other serious side effects included reactions at the site of the mJectnon which can be severe and may require surgical
intervention, liver damage, allergic reactions such as hives, rashes, swelling of the face, pneumonia, depressed mood, suicide, suicidal thoughts,
and suicidal behavior.

Vivitrol should be administered only by a health care provider as an intramuscular injection, using special administration needles that are
provided with the product. Vivitrol should not be injected using any other needle. The recommended dosing regimen is once a month.

Consumers and health care professionals are encouraged to report adverse events to the FDA's MedWatch program at 800-FDA-1088
or online at www.fda.gov/medwatch/how.htm.

Vivitrol is manufactured by Alkermes, Inc.

For more information:
¢ Drugs@FDA

Visit the FDA on Facebook
RSS Feed for FDA News Releases [what is RSS?]
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Message from the Director on Important Treatment Advances for Addiction
to Heroin and other Opiates

Heroin addiction afflicts an estimated 810,000 people in ' ?‘IEED ATREATMENT REFERRAI.?

this country, the great majority of who do not either seek
or receive treatment. Further, in 2008 1.85 million

people in the U.S. met the diagnostic criteria for abuse or 1‘8M‘662'HELP
dependence on opioid pain relievers, such as Oxycontin ‘ findtreatment.samhsa.gov
and Vicodin (NSDUH, 2003). In fact, opioid abuse ‘
(including heroin) is a worldwide problem, with between . ~
12.8 ang = on people abusing opiate Sngast ) V

- NODC, 2010). Two recent developments in the
treatment of opiocid addiction herald important advances
for addressing this worldwide epidemic.

How to Order Free
Publications

. a » NIDA DrugPubs -
First, the U.S. Food and Drug Administration (FDA) today 2 Online Ordering
announced its approval of Vivitrol® ——

Nora D. Volkow, M.D., Additional Resources:
Director, NIDA

I
. NIDA Addicti
(http://wiww.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm229109. htm) —eELIxii L nll
for the treatment of opioid addiction. Vivitrol is an extended release formulation of Practice - a peer-
naltrexone, an opioid receptor antagonist. Double-blind, placebo controlled dinical reviewed journal

trials have shown Vivitrol to be effective in preventing not only relapse to drug use » NIDA Notes




13-JIETHUX UCCNEQOBAHUA MPUMEHEHUS PA3JINYHbBIX JIEKAPCTBEHHbIX

®OPM HANTPEKCOHA Ans NEYEHUA 1132 50J1bHbIX ONMUAHOM
HAPKOMAHMEM

[NepopasibHbl HAJITDEKCOH :

DdhdEKTMBEH NMpU YCNOBUN 0becnevyeHms KoMnianeHca poaCTBEHHUKAMU
60/1bHbIX

Mo Mepe «CcTapeHns» NonynasLUnun HapKo3aBUCUMbIX 3DMEKTUBHOCTb TEPANuK
YMEHbLLIAETCS

KoMbunHauua HanTpekCcoHa C aHTuaenpeccaHTaMn nunu ryaH@aumHom
He3HauNTEeIbHO NOBbIWAET 3MP@PEKTUBHOCTb Tepanuu

MpoNnoHrn HaNTPeKCcoHa:

AMnnaHTaT HaNTPEeKCOHa: MHBbEeKUNOHHbLIN HAaNTPEKCOH:
— O eKTMBHEE NeoparibHOro HanTpeKkcoHa — [lpoLle B ncnonb3osaHuu
— Bonee anuTenbHas 6rnokana (2-3 mec) — XopoLuasi nepeHOCUMOCTb

— bonee kopoTkas 6nokaga
— «Xunpyprmudeckme» nodboyHble adhdeKThl i ree) P a




[lokazaTenbHasa @apMakoTepanus
HapKoIornyeckmx 3aboneBaHnm

3aBUCMMOCTb OT aJIKorons
3aBUCMMOCTb OT ONMaToB
3aBUCUMOCTb OT HUKOTUHA



Jdoka3aTtenbHana papMakKkoTepanus
3aBMCUMOCTUN OT HUKOTUHA

NICOTINE FROM
SMOKING




JleyeHne HMKOTUHOBOW

3dBUCUMOCTMHN.

3aMeCcTUTeNbHbIe npenapaThbl

(HUKOTUHOBbBIN NNACTbIPb U XXeBaTebHas
DE3NHKA)

bynponnoH (aHTuaenpeccaHT). OcobeHHo
3P DEKTUBEH Y XKEHLLNH C HU3KOU
akTuBHOCTbLIO CYP2B6)

BapeHuKInH
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Varenicline: An 042 Nicotinic Receptor
Partial Agonist for Smoking Cessation \
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Chantix™ (varenicline) Phase 3 Studies: Efficacy Measurements:
CO-Confirmed 4-Wk Continuous Abstinence Rates Wks 9-12
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Il Varenicline M Bupropion SR M Placebo

The 9-12 week Continuous Abstinence Rate is defined as the percentage of subjects who abstained from smoking (not even
a puff) from Week 9 through 12 of the study as confirmed by both subject self-report and by end-expiratory carbon monoxide
(CO) measurement

The most frequently reported adverse events (>10%) with Chantix were nausea, headache, insomnia, and abnormal dreams

1. Gonzalez D et al. JAMA. 2006;296:47-55. 2. Jorenby DE et al. JAMA. 2006;296:56-63. 47



Relapse Rates Are Similar for Drug Dependence
And Other Chronic Illnesses

2 Addiction Treatment Does Work
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Source: McLellan, A.T. et al., JAMA, Vol 284(13), October 4, 2000.



Evaluation of A Hypothetical Treatment
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[loka3aTesibHasA HapKOJIOrus:
HauTU COKPOBULLA 3HAHUA

A

MOBbLICUTb SPDPEKTUBHOCTb JIEHEHUA HAPKOJIOTUYECKUX
BOJIbHbIX
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