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747 HOLISM TREATMENT:
RGIC AGENTS AND ALCO N

?gSR‘I('JI—ILgY\#EHE JOHNSON MODEL BY COMPUTER SIMULATIO

SF Stoltenberg

M nn Arbor, MI 48108
University of Mic

higan Addiction Research Center, Al

ay respond better to treatment with
Those it Ea”ysmi? yaelzggglls;(':ggmstfthan with selective serotonin
ondansetm;"(;mrs (SSRIs), while those with late onset alcuhnllsa;\jg
:::gtoﬁjel‘):ner o SSRIs. Alcoholism s;mrypmog‘yr;:yat‘;fogis‘e;:{ ::fluenceg

i atient’s gen
eatmer! izg‘:la‘:g?s?gr?\o:\g: ie?more so. Johnson (ACER 24 159[')/{-‘ .
the dyster ed a modet of serotonin (5-HT) function that focuses 4
oo pvopcse“c variant in the 5-HT transporter regulatory yegi.on (5-
ComToR geTr;‘e resent study formalizes and extends Johnsonfs
e odﬁel into a compuler-based simulation that uses finite
doser I'“uauons Values for vanables used in the model wev[t)a .
P erg irical findings in the human and animal literature I(a a‘
b tid for each condition by 100 simulation runs Results o "
g genrmve consistent with expectations that the LL genotype wou
the mooe ramean levels of synaptic 5-HT than the S_ genctyple
ha e on n 5-HT transporter function due to chronic alcoholism s
Reduat an 5-HT levels for the LL genotype by 82"(,. and for the S_
|ncyeasedbme2n/ For those with alcoholism, binge drinking episodes
g e a:,\ 5-:—1T levels by 111% and 54% for LL's and S“Sn' for L
raised mel SSRI treatment raised mean 5.HT levels by 75% for LL's
'esped"ws " s _s. The simulation results suggest that SSRI treatment -
and 7 \/nb:[eﬂgc.nve for individuals with the LL genotype because binge
T ing nhances 5-HT function to a greater degree During binge ”
dy!nklng ‘ ndansetron treatment decreased 5-HT3 receptor mediate
dinkene, 0(umg by 61% in LLs and by 33%in S_s Ondansetron
dopam®® ore effective at reducing alcohol’s rewarding effects in
restmert |shm LL genotype. The results generally support the Johnson
thE.W::;zse no%on that genotypes may pecome useful for treatment
e

ensions (NIAAA KO1 AA00295)
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PREDICTORS OF RESPONS[EELCERS\E-LRCEEﬁﬁI\KAEEIIL\I THE
OHOL
LREATSQESYROUZ?LEM Oliva, Sergio Ortiz, MA. Jimenez-Amero, J
once, 3
Manzanares, T. Palomo
Servicio de Psiquiatiia, Hi
28041 Madrid, Spain

i tment of alcohol
own to be effective in the trea
e a;r)sv'\‘/ever its effectiveness varies from patient to patient
e the helerovgenelly of alcohol dependence, it was of Interest
(;unslde‘nnag'e potential predictors of response to treatment The purpose
o to determine which variables are related with a good

was X
oL:::“osr::ﬁyalcohollc patients treated with naltrexone. We studied the
o

at the outpatient Unit of Problems
outcoms Oﬁzgn%?\ﬁn:riﬁgomized way, 168 patients received
Related 1o s coadjuvant and usua! treament {psychotherapy, referral to
"amexrnerzups and support with occasional disulfiram) and 168
selfhe pdgd of receive naltrexone. We studied the influence of
patien® 'r‘| the outcome of patients presenting variables which are
naltvexa‘"evzdmm’s of prognosis. Globally, the group treated with
Lotinpete howed the best outcome (p=0.03). The use of naltrexone
namexnge sclear improvementin patients with early onset of problems
produced ® € ol (=0.028), those with positive family history
'ela‘6d1v; and those presenting history of abuse of other drugs
=0 801; However, naltrexone did not improve the outcome of patients
{p=0 enting these variables. In conclusion, the treatment with
not pres may resuit more effective among alcohol dependent patients
namex\oﬂ:pecﬂ):c eharacteristics that suggest a greater vuinerability to
Shc‘flélgaddmtlon (family history, early onset of problems related to
a:zgr:cl and other drug abuse comorbidity) Supported by Grant from
;a:|5(01/1438 10 J. Manzanares)

ospital 12 de Octubre, Avda. Cordoba s/n,

Naltrexone h

XONE IN

_HYDROXYBUTYRIC ACID VS NALTRE.

ﬁﬁm?ﬁm% N COHOL ABSTINENCE: AN OPEN RANDOMIZED

VE PILOT-STUDY

Socualzﬁ:;AE ‘Addolorato, FLorenzini. M Domenicali, A Del Re, G
Sbarmn &G F. Stefanns

b »Ma";m:(awcgﬁ"ynea;g: \he Study and Multidisciphnary Treatment of

o FOTdelctlon Department of Intetnal Madicine, Cardicangiology

:lvcdgz(:ma!o!ogy‘ Ui Massarent 9, 40138, University of Bologna, ltaly

. awal syndrome, maintaining abstinence
At e fu""l‘:j;j‘:;;]':';g;m ol dependence freatment Many
from el eal agents , have been recently tested in the treatment of
pnarmac g #id GHB have proved able lo maintain aicohol
alcy*‘"'“abé ‘;:—;‘abuul 20.60% and 30-80% of treated patients
abstinenes I oresent, there are no studies comparing the effect of
’espucu;eGyHB n malnu;lnlng abstinence from alcohof after a short-teim
:::;,::m aeiod The aim of our open randomized piot-study was to
te the efficacy of G} 1B compared with NTX in mantaining
evaluate L om alcohol after 3 months of treatment A total of 35
ab?"nx‘\! detoxified alconol dependence outpatients , were randomly
e aroups -GHB group Was composed by 18 patients
em“i V\‘l{:n oral doses of 50 mg/kg of GHB fractionated in three dally
'u'ifii for three months; -NTX group was composed by 17 patients
ted with oral doses of 50 mg/day of NTX for three months The
Healoe A its administration has been entrusted to a referred family
diugs and s o were abstinent at tine of admission. Each subject
memvel h:cked as an oulpatient every week for the duration of the
has beer Co S At the end of the study a statistcaly significant
veatment Peror o i the number of abstinent palients between GHB
dfterence (b e 0 was found fn patients who failed to be abstinent,
group and N2 O inking were abserved in NTX group, while in
no relapses I bR apsed Mateover, a significant reduction in
GHB group. n ';’mjvyaborawly markers of alcoho! abuse were found 10
alcohul craving 80 B ior the drugs was observed in bath groups The
both 9'0‘,"”5 resont study show that GHB 1 more efficacious than
results of the Pres nl L nence fiom alconol in a short-term treatment
NTX z‘ ;nna‘x:\(:‘omgy hand, NTX confirmed its ability in reducing alcohol
!’Silﬁ,-;s in heavy dinking

OCKET
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COMBINING NALTREXONE AND MEMANTINE TO BLOCK THE
REWARDING EFFECTS OF ALCOHOL: AN EXPERIMENTAL PILOT
STUDY IN HUMAN SUBJECTS

CG Schotz, C Mayer, G Koller, M Wernicke, R Gueorgueva, JH Krystal
Bonn University, Sigmund-Freund Str. 25, Bonn Germany Yale
University, 34 Park Str New Haven CT

The high priority for developing new pharmacotherapy approaches to
the treatment of alcoholism has not decreased with recent data
indicating the lack of efficacy of naltrexone treatment in alcoho!
dependent veterans (Krystal et al 2001). Supported by results from
preclinical work {(Holter et al. 1996}, we have been collecting data on the
capacity of ( opioid ), memantine {an
uncompetitive NMDA receptor antagonist), and the combination to biock
the rewarding effects of ethanol intoxication in healthy human subjects
Our expenmental study is being conducted in a double blind, placebo
controlled, cross-over fashion Subjects receive 37.5 mg naltrexone or
placebo before administration of 30 mg/70kg memantine or placebo
Two hours later a total of 49g/70kg of alcohol is administered in a
with cumulative-d g procedure subjective
effects are assessed in several measurements, including the BAES
(Biphasic Alcohol Effect Scale). Further assessments include
cognitivion {CPT, word recall} and coordination (one leg stand) Results
are analyzed using generalized linear mixed models (SAS PROC
MIXED, SAS PROC GENMOD), Our pilot data in 8 healthy human
subjects indicate that memantine and naltrexone, by themselves,
influence the basal level of stimulation (naltrexone is mildly sedating,
memantine is miidly stimulating) Of greatest interest, our data suggest
thatthe of mema d nal (but not ether drug
alone) blocks the dose-related stimulatory effects of ethanol. Simularly,
blocks the of stimulus
effects of ethanol (i.e., blocks the ability of increasing doses of ethanol
to be perceived as "more ethanol like”) Together, these data suggest
that naltrexone might be a critical therapeutic adjuvant if memantine or
other related drugs are developed as pharmacotherapies for alcohol
dependence. Krystal JH et al. NEJM 2001345 1734-1739 Hofter SM et
al Eur J Pharamcol 1996; 31 314-315
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NALTREXONE AND ACAMPROSATE: META-ANALY SIS OF TWO
MEDICAL TREATMENTS FOR ALCOHOLISM

J.S. Hopkins, J C. Garbutt; C L. Poole, SL West, TS Carey
Center for Alcohol Studies, Departments of Psychiatry and
Epidemiology, University of North Carolina, Chapel Hil, NC 27599

A meta-analysis was performed to assess the relative effectiveness of
naltrexone and acamprosate in the treatment of alcoholism Studies
identified from the medical literature were collected and reviewed
Databases searched for reievant studies included Medline, PSYClinfo,
EMBASE, IPA, and CINAHL. Outcomes common to the majority of
studies were chosen for quantitative analysis. For the naltrexone
studies, outcomes included relapse to heavy drinking, relapse to any
drinking, and percentage of drinking days during the treatment period
For the acamprosate studies, only relapse to any drinking was
assessed in all of the tnals. Summary nisk differences for dichotomous.
outcomes were calculated within each group of studies Meta-
regression was performed to compare the two drugs directly and to
assess the influence of study characteristics on treatment effect

8 naltrexone studies (N = 1,482) and 15 acamprosate studies (N =
3,979] were included in this analysis. Random effects estimates were
reported, due to the high between-study variance for all outcomes in
both treatment groups For naltrexone, the nsk difference for relapse to
heavy drinking in treatment versus placebo groups was .16 (95% CI
07, .25, NNT = 6.28). The risk difference for relapse to any dnnking
was .08 (95% CI. -.02, .17, NNT = 12.95). in the acamprosate studies,
the overall nsk difference for relapse to any drinking was .12 (95% CI
08, 17 NNT = 8.15). Meta-regression indicated that prescribing
acamprosate versus naltrexone (p < .1) and giving some form of
required psychotherapy {p < .05) were both predictors of tieatment
effect on abstinence. The evidence of effectiveness of these two
medications is considered in the context of this cumulative body of
published studies. While more research will be necessary to understand
fully the effectiveness of these drugs and the populations in which one
ot the other may be indicated, these results suggest that acamprosate

1s mora effective than naltrexone at helping weaned alcoholic patients
maintain abstinence

B. Early intervention 752-767
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CONSIDERATIONS FOR SCREENING INSTRUMENTS IN A
HOSPITAL TRAUMA SETTING

T.R. Apodaca, CR. Schermer; D.D Squires

University of New Mexico, Albuquerque, NM 87131

Evidence has accumulated over the past ten years that brief
interventions can be as effective as more intensive treatments with at-
fisk or problem drinkers, and there is a growing consensus that
screening and brief interventions should be promoted in health care
settings Trauma and emergency department settings in particular are
ideal for this type of intervention, when patients in the midst of
experiencing physical distress related to their alcohoi use may be ready
to change their drinking. Because time is extremely limited in these
settings, the current study examined various ways of gathering
information for use in the feedback component used in many brief
interventions. The Alcohol Use Disorders [dentification Test (AUDIT),
and several Likert-scaled questions regarding alcohol use were
administered to 61 patients admitted with a positive blcod alcohol
concentration to a Level 1 trauma center. Results indicate that patients
were more likely to attribute their injury to their alcohol use when using
a Likert-scaled question (75%) than a similar question on the AUDIT
(38%). In order to effective brief s with patients.
hospitalized following an alcohol-related injury, it may be helpful to
supplement the AUDIT with addi when

screening
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