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Factors influencing the maintenance of Methadone Maintenance
Therapy in Drug-Addicted Patients

Huang-Chi Lin', Mian-Yoon Chong, Chien-Chih Chen, Chi Fa Hung

'Department of Psychiatry, Chang Gung Memorial Hospital-Kaohsiung Medical
Center, Chang Gung University College of Medicine, Kaohsiung, Taiwan.

Aims : The effectiveness of methadone maintenance therapy (MMT) is highly
associated with the length of patients’ stay in the program. This study aims to

examine factors influencing the maintenance in MMT program.

Method -

Subject and Procedure

Study subjects include patients with heroin dependence currently engaged in a
MMT program operated by a medical center in Southern Taiwan. Subjects who
participated in the MMT under deferred indictment or likely to be unwillingly
terminated (e.g., imprisonment) were excluded.

Early termination was defined as staying in MMT less than 6 months.

Drug use section of Opiate Treatment Index (OTI) and Severity of Dependence
Scale (SDS) were applied to assess the patterns substances use including heroin and
intensity of psychological dependence of heroin accordingly; the Methadone
Ambivalence Scale (MAS) and the Brief "Opinions About Methadone" Scale (OAM)
were applied to assess attitudes toward MMT. In addition, Family APGAR Index, the
Brief version of Situational Confidence Questionnaire(SCQ) and the
Mini-International Neuropsychiatric Interview (M.I.N.I.) were employed to evaluate
family factors, subjective confidence in keeping abstinence, and psychiatric
comorbidity, respectively. Respondents’ medical record was reviewed to obtain more
information regarding treatment.

Statistic Analysis

Univariate analysis was conducted by t-test and Chi-square test, and significant

factors were further included in multivariate logistic regression analysis.

Results : Altogether, 217 participants of MMT were recruited into the present
study. 73 (28.2%)of them were classified as early termination. The risk factors for
early termination in univariant analysis included poorer family function, no funds for
MMT, motivation coming form lack of money for heroin use, negative HIV
serostatus, less hesitance to methadone, viewing methadone substitution treatment

only as a procedure of dexotification, co-use of hypnotics, comorbidity with alcohol

4



dependence, more confidence of abstinence in urges and temptations for heroin,
comorbidity with major depressive disorder, a concurrent major depressive episode,
and suicide tendency. In addition, higher severity of heroin dependence before MMT
might be potential risk factors influencing adherence. However, only two significant
(the financial reasons to engage into MMT and viewing methadone substitution
treatment as a procedure of detoxification) and one borderline significant
(comorbidity with alcohol dependence)risk factors were demonstrated for early

termination in multivariate logistic regression analysis.
Conclusion : The opinions toward methadone and the motivation to engage into

MMT are the crucial factors influencing adherence of MMT. Besides, comorbidity

with alcohol dependence also has impact on coordination with therapy.

w B =X



ST E0D % A JUFGH SEBR RS S (RS L 54 SR A

Methadone versus Buprenorphine maintenance: a cost-effectiveness
analysis
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The Effects of Harm Reduction Program for the Case Management
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Family burden and therapeutic effect of multiple familial group
therapy of heroin addicts in MMT

DAt B S
Chin-Hung Lee', Hsin-Pei Tang', Hsien-Jane Chiu'

i e i S g R

'Jianan Mental Hospital

Objectives : The purpose of this study was to extend our knowledge how social
support and family functioning affect subjects with heroin dependence in MMT and

the associations between social support and family functioning in variant domains.

Method : We enrolled patients who met DSM-IV criteria of heroin dependence,
which were with stable dose of methadone for at least one month. All subjected were
interviewed by professional workers (including psychiatrists, psychologists, social
workers) for clarify severity of symptomatology and comorbid Axis I disorder
through Mini-Interview. Characteristics data of heroin addicts and primary caregivers
were also evaluated under structured interview. Heroin addicts were surveyed by
Beck Depression Inventory (BDI), WHOQOL-BREF, Beck Anxiety Inventory (BAI),
Social Support Rating Scale (SSRS), Family Emotional Involvement and Criticism
Scale (FEICS). After well inform concerning, we included subjects who willing to
enter our multiple-familial group therapy. Excluded criteria were patient or primary
who suffered psychiatric illness and physical illness could not tolerant the process of
group therapy. 11 subjects were enrolled and 8 sessions with specialized agendas,
closed, psychoeducative group therapy would be performed. We measured the
atmosphere and therapeutic factors among group therapy and Beck Depression
Inventory (BDI), Short-Form Life Quality Rating Scale (WHOQOL-BREF), Beck
Anxiety Inventory (BAI), Social Support Rating Scale (SSRS), Family Emotional
Involvement and Criticism Scale (FEICS) were be retested again for evaluating the
therapeutic effects of group therapy.

For bivariate analyses, correlation analysis was used to examine the association
between all continuous variables. Social support, family function, depression, and
anxiety symptoms and different kinds of substances using were analyzed using
ANOVA. All variants were analyzed by SPSS 13.0

Results : 2 families could not completed the course of group therapy due to
acting out self-harm and agitated behaviors. These 2 heroin subjects who asked for
quit could not tolerant the criticism from their family members. However, the other 6
subjects completed the course and the scores of BDI, BAI decreased and the scores
of WHOQOL-BREF increased significantly. Family Intimacy increased after group
therapy, but critics increased, either. This phenomenon suggested that self-disclosure
and family interaction increased after treatment. However, this may need further
management after group therapy for conducting to the appropriate communication.
On the other side, patients’ emotional support increased after group therapy. In
conclusion, multiple-familial group therapy did actual benefit to heroin addicts and
their family members. Nevertheless, the group members still should be prepared for

12



preventing early drop-out.

Discussion : These data suggested that heroin addicts struggle their life with
poor family function and social support even in MMT. Their primary caregivers
came from lower socioeconomic status and could not afford to assist their family to
quit heroin. Under the consideration of lengthening the duration of heroin abstinence
and decreased the psychosocial stressors among their families, we should investigate
more resources in heroin addicts’ families to establish stronger supportive networks
in MMT. For promoting motivation of these individuals, forensic psychiatric services
or the closed connection among abstinence organization and network should be
considered.

w B =X
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Effects of Stress Inoculation Training Program on Heroin Abusers’
Craving and Intention of Relapse

Rueih Chin Lin ', PhD., Cheng Heng Chiang® , PhD., Timiny Lee’ , PhD.,
Chih-Yang Chang® , Shin-Han Li’ , Hsin-Mao Hsich®

! Professor, Department of Applied Psychology, Dean of Faculty of Social Sciences,
Hsuan Chuang University; Corresponding author, e-mail:rclin2004@yahoo.com.tw
? Chief, Division of Counseling, Kauhsuang Drug Treatment Center

3 Assistant Professor, Department of Social Work, Chia-Nan Techonology University
* Research Assistant, Department of Applied Psychology, Hsuan Chuang University
> Research Assistant, Department of Applied Psychology, Hsuan Chuang University
6 Research Assistant, Department of Applied Psychology, Hsuan Chuang University

Objective : This study was to investigate the effects of The Stress Inoculation
Training Program (the SIT) on those heroin abusers’ coping strategy, irrational

beliefs in drug using, drug craving, and relapse intentions.

Method : Twenty male imprisoned heroin abusers were sampled from the Drug
Treatment Center in Kaohsiung and twenty female heroin abusers enrolled from
Tainan Detention Center. A 2x2 pretest and post-test experiment design was used in
this study. There were two experiment groups and two control groups, ten subjects
were assigned randomly into each group with their gender. The experiment group
received a Stress Inoculation Training Program with twelve two-hour sessions,
twice a week. The effects of the SIT were assessed by the followed scales: The
Scale of Beliefs about Drug Use, the Scale of Coping with Drug Abuse, the Scale of

Craving, and the Scale of Intention about Relapse.

Results : (1) Effects of the SIT had been found on the heroin abusers’ coping
strategy. It showed that the SIT can effectively increase the frequency in using the
problem-focused coping strategies in stress situation for male and female heroin
abusers, however, the enhancement had found in emotion-focused strategies for the
female heroin abusers only. (2) Effects of the SIT had been found on the heroin
abusers’ irrational beliefs in drug use. It suggested that the SIT can reduce the
male heroin abusers’ self-devaluation with dependency on drugs in irrational beliefs
only, however, it also reduces significantly the female heroin abusers’ relapse
intentions that activated by their negative emotion, and exposure in drug use. (3)
Based on the comparison of T-scores of pre-test and post-test for the subjects of

treatment group, it showed that those male heroin abusers who had a higher
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self-esteem and self-strength, their craving in drug and their beliefs that depend on
drugs use had been reduced; and their coping strategies in the stressful situation had
improved after the treatment. Those male heroin abusers who had a higher
reflectivity, their beliefs that depend on drugs use had been reduced after the
treatment. Furthermore, the subjects who take negative coping strategies could get
the best benefits from this program. In contrast, the female heroin abusers who
tended to have a higher reflectivity and a higher self-strength, their relapse
intentions had been reduced, and they also more tend to use the problem-focused
strategies to cope their stresses after the treatment. However, the subjects who had a
higher negative emotion, had a higher craving and had more irrational beliefs in
drug using could get the best benefits from this program. (4) In the follow-up of the
SIT, the subjects of the experiment group had a positive appraisal for their
experience of the SIT, i.e., their interpersonal relationships, confidence in their

abstinence, and skills in stress management, and knowledge of drugs harm.

Conclusion : The effects of the SIT had been validated in the relapse
prevention for the male and female drug abusers respectively in this study. However,
the subjects’ craving had been also activated by the cues of which illicit drug use
mentioned frequently in the SIT program. Hence how to debrief the sensitivity of

those cues of drug-using will be taking a considerate assessment in the further.

w B =X
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Excess death in community reentry: a longitudinal study on the
first-time drug offenders in Taiwan

Chuan-Yu Chen
iy

National Health Research Institutes
I i

Objective : The purpose of this study was to assess possible excess risk of death
and associated sociodemographic and judiciary determinants among the first-time
adult drug-involved offenders over the 3 years after release from correctional

facilities.

Method : A total of 29914 male and 5589 female adults who had served
sentence at least one day in correctional facilities for illegal drug-related offenses
were identified from the judiciary records of the Ministry of Justice, Taiwan. The
underlying causes of death were defined by the International Classification of

Diseases, Ninth Revision.

Findings : The all-cause standardized mortality ratios (SMRs) for the first-time
drug offenders were approximately 3~4, and the cause-specific estimates were even
greater than 10 for suicide, homicide, and mental disorders. The hazard of death was
gradually increasing till the 10th~15th month after release. Age of 30 or older and the
engagement of higher-ranked schedule substance were associated with 2-fold risk of
death. Drug-offenders with subsequent re-imprisonment were less likely to die
(aHR=0.19~0.42); an estimated 45%~71% excess in mortality was observed in actual
drug-using offenders, as indexed by having the experience of receiving observational

detoxification or rehabilitation as sentence.

Conclusions : Our evidence offers support that sociodemographic and judiciary
factors might be associated with differential risk of drug-offenders’ premature death
in the community reentry and reintegration. This information may have values in the
design of policies or intervention to address the healthcare and social welfare needs

of drug offenders while transitioning from correctional setting to community.
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Methadone Therapeutic Drug Monitoring and Gender Metabolic
Differences
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Addiction-related phenotypes and genetic association: a preliminary
report
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Study of Cardio-physiology and Heredity in Heroin Addiction and
Methadone Maintenance Treament (CHHAMMT Study)

El-Wui Loh

Division of Mental Health and Addiction Medicine,

Institute of Population Health Sciences, National Health Research Institutes.

Background: Heroin is the most popular illegal substance of abuse in Taiwan.
Methadone has been introduced to actively prevent heroin use and reduce the harms
associated with it. During withdrawal, the HPA axis is hyper-activated, evident
with the rise of cortisol level, and use of methadone normalizes the activation.
Strangely, blockage of cortisol synthesis also causes withdrawal-like symptoms.
The oxymoron may imply that lower cortisol level and high sensitivity to cortisol
induction are susceptible to heroin addiction. High level of cortisol causes lower
vagal activity and this increases the risk of cardiac problems. Although methadone
normalizes the hyper-activated HPA function, it also induces QT interval
prolongation in many heroin addicts, probably via a non-cortisol pathway. The
inherited response pattern of HPA axis may determine the susceptibility of heroin
addiction and heroin induced cortisol boost, with the price of abnormal
cardio-physiology. Additional hints linking abnormal cardio-physiology to heroin
addiction come from the studies investigating the use of a2-adrenegic agonists in
treating heroin withdrawal symptoms. Furthermore, whole genome scan studies
indicated that two genes that related to resting heart rates, namely, ankyrin-B and

myozenin 2, may involve in the development of heroin addiction.

Aims: We propose to study: (1) prevalence rates of cardiac abnormality in
heroin addicts of different methadone maintenance treatment (MMT) history and,
time-dosage effects of heroin and methadone on cardio-physiology and (2) role of
candidate genes in cardio-physiology, addiction behavior and methadone treatment
outcomes. We plan to recruit 300 heroin addicts who enter the MMT for the first
time, and 600 sex and age matched controls in 4 years.

Expected Results: Current literatures have not been able to compare the cardiac
abnormality caused by heroin and methadone on an equal basis. This study should
provide further information explaining the role of cardio-physiology in heroin
addiction and methadone treatment outcomes, and the contribution of genes.
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Molecular Genetic Study on Addiction
SRl 51 P

Chia-Hsiang Chen, Ding-Lieh Liao
g~ 2R

Division of Mental Health and Addiction Medicine, Institute of Population Health

Sciences, National Health Research Institutes

B A A A A

Objective: There is high relapsed rate in addiction, and so far there are no
biomarkers available to predict the risk of relapse. In addition, there is no effective
medicine to treat the complication of addiction and to prevent its relapse. The goal of
our study is to identify the genetic underpinnings of addiction that can help treat and

prevent the relapse of addiction.

Methods: We use molecular and functional genomic methods to identify the
risk genes of addiction, including candidate genes analysis, differentially expressed
genes analysis, and comparative proteomics analysis. In addition, we also use several
behavioral modalities in rodents to study the molecular basis of addiction, and

screening for new medicine to treat addiction.

Results: We have identified several candidate biomarker genes from our current
studies. Their potential use in clinical practice needs further evaluation. In addition,
we also found several genes that are related to the pathogenesis of addiction in our

animal models.

Conclusion: The clinic-oriented approaches in our laboratory would help
increase our understanding about the pathogenesis of addiction, and also help

develop new medicine to treat and prevent addiction in the future.
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Pentoxifylline and Clenbuterol Ameliorate Methamphetamine-
Pentoxifylline and Clenbuterol Ameliorate Methamphetamine-
induced Cognitive Deficits

Pentoxifylline #! Clenbuterol &5 % P ZEP I:Ibl] GaEE] Elflﬁ’di[lﬁ—a‘{i};

Hwei-Hsien Chen, Chi-Jung Hsieh, and Ming-Huan Chan
Fusette ~ B4~ B
s

Background : Methamphetamine (METH) is a potent and highly addictive
psychostimulant. Chronic use of methamphetamine (METH) results in long-term
cognitive deficits which might be related to microglial activation. Pentoxifylline, an
inhibitor of phosphodiesterase and a non-selective antagonist of adenosine receptor,
and clenbuterol, a B2 adrenergic receptor agonist, exhibit neuroprotective activity

and inhibit the production of microglial activation.

Objective : The purpose of the study is to evaluate the therapeutic effect of

pentoxifylline and clenbuterol on METH-induced behavioral deficits in mice.

Methods : Male ICR mice were either treated with METH (4x5 mg/kg, s.c., 2hr
apart) or METH (2.5 mg/kg, s.c.) every other day for 8 injection. Novel object
recognition test (NORT) was examined. Subsequently, pentoxifylline (10 mg/kg, i.p.)
or clenbuterol (1mg/kg, i.p.) was given acutely or subchronically for seven days.

NORT was examined again.

Results : Both METH treatment regimens produced significant cognitive
impairment in NORT. Acute administration of pentoxifylline and clenbuterol did not
affect the cognitive deficits induced by both METH treatment regimens, whereas
subchronic administration of pentoxifylline and clenbuterol for 7 days ameliorated

the cognitive deficits and the effects were lasted for at least 1 week.

Conclusion : These findings suggest that pentoxifylline and clenbuterol might

have the therapeutic potential for treating cognitive deficits in METH abusers.
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Decreased Impulsivity of Heroin Dependence Subjects in Methadone
Maintenance Treatment
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DECREASED STRIATAL MONOAMINE RESPONSES TO
FLUOXETINE CHALLENGE IN RATS EXPOSED TO
PRENATAL LPS AND MORPHINE

(ZvH7 LPS I') WIEHEE~" (* SSRI & Avsy2)

ZD Ling, YK Lo, YA Chen, TW Hung, JY Yan, YC Chiang, YM Siao, IK Ho.
Institute of Population Health Sciences, National Health Research Institutes, Taiwan,
ROC
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Objective : Selective serotonin reuptake inhibitors (SSRIs) are of new
generation antidepressants. SSRIs (e.g. fluoxetine) increase the extracellular level of
serotonin by inhibiting its reuptake into the presynaptic neurons. SSRIs have been
used to treat conditions such as clinical depression, anxiety, panic disorder,
obsessive-compulsive disorder, etc. Prenatal bacterial endotoxin LPS is known to
cause losses of both dopamine and serotonin neurons in the nigra and dorsal raphe
nucleus, and prenatal opioid was also known to decrease brain serotonin levels. Thus,
we hypothesize that animals prenatally exposed to LPS or opioid will have altered
responses to fluoxetine challenge. In the current study, we investigated the postnatal
effects of prenatal LPS and opioid exposures on the brain monoamine responses

using fluoxetine challenge

Method : Twenty four gravid female rats were divided into four groups and
injected with saline, LPS (10,000 units/kg at E10.5), morphine hydrochloride (2 to 4
mg/kg with 1 mg/kg increment per week from E3 to E21), or combination of LPS
and morphine. Twenty three adult rats were randomly selected from each of 23 litters
for striatal microdialysis and HPLC monoamine analysis. For collection of samples,
probes were inserted into striata and fixed to the skull with dental cement. Twenty
four hr later, samples were collected 40 min before and 160 min after fluoxetine

injection (5mg/kg) at 20 min interval.

Results : Prenatal exposures were found to decrease striatal dopamine
metabolite (HVA plus Dopac) levels (F3275=5.937,P=0.001) and serotonin metabolite
(5-HIAA) levels (F3275=7.369,P<0.001) following fluoxetine challenge.

Conclusion : Results suggest that prenatal environmental toxin LPS and opioid
(morphine) were able to adversely affect offspring dopamine and serotonin systems.
The clinical implication of the current study could be rather significant.

¥ P o=
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Prevalence of Tobacco Smoking among Psychiatric Outpatients
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Elder heroin addicts under methadone maintenance therapy in
central Taiwan
Cih-Huang, Liao, M.D.1,2, Wen-Yu Hsu, M.D.1, 2, Shuo-Yen Ting, M.D.3, Nan-Ying
Chiu, M.D.1, 2,
1. Department of Psychiatry, Changhua Christian Hospital Lu-Tung Branch
Hospital, Changhua, Taiwan
Department of Psychiatry, Changhua Christian Hospital, Changhua, Taiwan
3. Department of Psychiatry, Changhua Hospital, Changhua, Taiwan

Background : Heroin addict is a chronic disorder and easily recurrent relapse.
Heroin addict in elder adults is a growing problem. Methadone maintenance therapy
could reduce or eliminate the use of heroin. It also improved health, criminal and
social economic problems. However, there is limited data associated with elder
adults. Here, we reported elder heroin addicts treated with methadone in central

Taiwan.

Method : We enrolled heroin addict elder adults, which over 50 year-old,
receiving methadone maintenance treatment in the four hospitals in the central
Taiwan since November 2006 to October 2008. We collected their demographic data.

We tried to investigate the relative factors associated with retention rate.

Result : We collected 228 heroin addict patients, who are older than 50 years old
and joined methadone treatment program. There are 8 female patients and 220 male
patients in the sample. More than half (53%) are occupied. Most of them used heroin
since their thirties age or forties. The average years of heroin use is 14.86 years. Most
of them used heroin by vein injection and smoking. 15 patients in the sample are
HIV carriers. 40% patients kept the methadone treatment, 58% patients dropped out,
and 2% patients had incomplete data. In the drop-out patients, we lost contact with
them mostly (72%). Some of them (14%) stopped methadone treatment by their own
asking. We found that female elder adults have higher retention rate than males. We
found there’s no relationship between retention rate and heroin using style, or
occupational status, or education level or marriage status. Longer heroin users had

more criminal record and higher heroin using dosage.

Conclusion: Though the reliability of data from these patients should be careful.
But elder heroin addicts and treatment with methadone maintain therapy is public
health problem and growing problem. They are different with young adults in
metabolism, comorbidity, and economic status. Further studied in this population is

need. v B =X
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Prenatal Morphine Exposure Accelerated Postnatal Tolerance
Development in Rats

ST T (S IEER 5 17 %)

Yao-Chang Chiang, Tsai-Wei Hung, Jia-Ying Yan, Zao-Dung Ling and Ing-Kang
Ho*
RS - O IS MR (e

Division of Mental Health & Substance Abuse Research, Institute of Population
Health Sciences, National Health Research Institutes, Taiwan, R.O.C
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Objective : Abuse of addictive substances is a serious problem which has
significant impacts on health, economy, public safety and society. Uses of heroin in
young women at reproductive ages have drawn much attention around the country. In
this study, an animal model was established by prenatal exposure of female rats to
morphine. The offspring of exposed rats were studied for development deficiency

and possible mechanisms.

Method : Female pregnant Sprague-Dawley rats received morphine
hydrochloride, 2 to 4 mg/kg (1 mg/kg increment per week), subcutaneously, twice a
day from E3 to E21. These animals were allowed for normal delivery. The offspring
were tested for the anti-nociceptive effect by tail-flick test. Rats were put in a
restrainer for 5 min for adaption before the tail-flick test. The I.R. (Infrared) intensity
of tail-flick machine was set at 45, and the cut-off time was 10 sec. Rats were
subjected to the tail-flick procedure once a day. The measurement procedure was
performed before morphine injection (10 mg/kg) and every 30 min after for a total of
3 hr.

Result : There were no obvious behavioral abnormality and body weight change
being noted during the growing period (8-12 weeks) in prenatally morphine-exposed
offspring. However, when the male offspring received morphine hydrochloride
injection twice a day for a duration of 4 days, the prenatally morphine-exposed
animals developed faster morphine tolerance as evidenced by the anti-nociceptive
response determined by tail-flick tests (F;15=16.14, p<0.001). At the 4" day (7"
injection) after daily administration of morphine hydrochloride, the area under curve
(AUC) in tail-flick test showed 35 % decrease (t-test, p<0.001) in prenatally
morphine-exposed animals relative to prenatally saline-exposed animals. The female

offspring also exhibited similar results.

41



Conclusion : The data suggest that the prenatal exposure of morphine affects
neural development in the brain. The results also indicate a non-reversible

toxicological effect of morphine on the animals even when they reached their
adulthood.
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Systemic Increase of Oxidative DNA Damage Correlates with
Alcohol Withdrawal Severity in Patients with Alcohol Dependence

Ming-Chyi Huang, M.D., Chun-Chieh Fan, M.D., Chiao-Chicy Chen, M.D. PhD.

Fi e R T

Department of Addiction Science, Taipei City Psychiatric Center (Song-De Branch),
Taipei City Hospital
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Objective : Free radicals that induced lipid peroxidation and DNA damage have
been implicated in some neurodegenerative disease, including Parkinson’s disease
and Alzheimer’s dementia. Alcohol withdrawal is also associated with the
mechanism of neurotoxicity. This study aims to investigate the status of systemic
oxidative damage by measuring plasma malondialdehyde (MDA) level and
8-hydroxydeoxyguanosine (8-OHdG).We also explored the correlation between early

alcohol withdrawal severity and these two oxidative stress markers.

Method : Eighty-four inpatients fulfilled the DSM-IV-TR criteria for alcohol
dependence and sixty-three healthy controls were enrolled. Serum MDA level and
8-OHdG were measured within 24 hours of alcohol detoxification. The severity of
alcohol withdrawal was evaluated by Chinese version of Clinical Institute
Withdrawal Assessment-Alcohol revised (CIWA-Ar-C) every 8 hours. Average and
highest scores of CIWA-Ar-C at the first day were recorded as the baseline
withdrawal severity. We compared the differences of MDA and 8-OHdG levels
between groups, and examined the correlation between baseline withdrawal severity

and oxidative stress markers.

Results : Compared to controls, serum MDA and 8-OHdG levels were
significantly elevated in alcoholic patients. MDA levels improved, but not 8-OHdG,
after one-week detoxification. After controlling other significant variables, 8-OHdG
was significantly correlated with the average (f = 0.48, p = 0.005) and highest (f =
0.49, p=0.005) CIWA-Ar-C scores at the first day of detoxification.

Conclusion : Alcoholic patients encountered high oxidative stress. Notably, the
8-OHdG levels maintained significantly elevated despite the MDA had reduced
following early withdrawal. Our data also demonstrated a significant correlation

between 8-OHdAG levels the severity of alcohol withdrawal symptoms.

Key words : oxidative stress, malondialdehyde, oxidative DNA damage,

8-OHdG, alcohol withdrawal )
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Body Mass Index distribution in Heroin Addicts with HIV or
without HIV infection
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An Exploration of Defense Styles among Substance
Abusers/Dependants in Northern Taiwan
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Taipei City Hospitall Taipei Medical University-Shuang Ho Hospital2

Objective : Researches have shown that defenses mature with age and the
maturity of defense style is related to physical and psychological health. Defense
mechanisms and the strategies of personal existence were found influential in
substance misuse. The psychological defense styles of substance abusers and
dependants were assessed and compared with those of the control group. Differences
of defense styles among sub-groups of different drug choices were also probed as

well in the present study.

Methods : 1069 participants, age range from 19 to 60, involved in the present
study in between Oct. 2005 and Sept. 2007. 370 students (22.2+ 4.2 years old) from
2 colleges and one university in northern Taiwan participated for the control group.
652 substance users (31.8+ 8.2 years old) in a detention center and 47 participants
(36.3+ 9.8 years old) who went for out-patient addiction treatment in a psychiatric
hospital in northern Taiwan were assessed using Defense Style Questionnaire as that
was performed for the control group. The 2-week test-retest reliability of Chinese
edition Defense Style Questionnaire was 0.87. Factor analysis was done for the
questionnaire and was comparable to the original one. SPSS was used for data

management and analysis.

Results : There were significant differences in demographic variables between
groups of control, detention center and out patient participants (OPD ) , especially in
variables of age, years of education, and frequency and duration of substance use
(p<0.01). Age of the OPD group participants was significantly greater than that of the
detention center and control group, as the control group was the youngest. The OPD
group held significantly greater frequencies and longer duration of substance use
than that of the detention group (4.5 = 3.4 vs. 1.9 + 2.6 times/per day; 113.8 + 105.3

vs. 20.1 £ 37.7 months). The outpatients reported more immature and neurotic
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defense styles and was significantly greater than the ones in detention center
(p<0.01). Participants in detention center applied neurotic defense styles more than
that of the controls (p<0.01) significantly. There were also significant differences in
sub-groups of heroin, amphetamine, combine usage of heroin and amphetamine, and
other substance users (marijuana, ketamine, MDMA), particularly in variables of age,
education, and tendencies of using mature defense styles (p<0.01). Other substance

users reported more mature defense styles than that of the other sub-groups (p<0.01).

Conclusion : The results of present study not only indicated that defenses
mature with age and are related to substance use, but also showed that the more
immature defense styles performed, the severer of substance use, the worse life
function of the substance users are. In order to improve the efficiency of substance
addiction treatment, it is beneficial to assess clients’ defense styles and formulate
related treatment programs to enhance the development of defenses. Therefore, the
more mature defenses will be performed and better strategies of personal existence

can be applied to adapt varieties of life stressors.
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Explore The Role of MAPK Signaling In Methamphetamine-
Induced Place Preference: Acquisition, Extinction And
Reinstatement By Stress

MAPK S T 508 [ P 1L 2R 6079 15 £l (g £

Han-Ting Chen and Jin-Chung Chen
Chang-Gung University

Objective : Drug abuse and reinstatement has become a severe social problem in
nowadays society, it is important to delineate the downstream mechanism in order to
provide valid solution. Stress is a well-known social factor which can trigger
addiction relapse, but the involvement of stress-induced cellular events and its neural
circuitry links with drug relapse remain unclear. According to above information, we
attempt to establish an animal model of conditioned place preference to paired
methamphetamine (METH) that can reinstate the METH relapse by physical stress

after extinction training and explore the downstream molecular mechanism.

Methods : Conditioned place preference is one of the effective ways to
distinguish drug addiction. The C57BL/6J mice purchased from National Animal
Breeding Center were injected with METH then placed into drug-paired
compartment for 30 minutes followed by second day of saline injection but placed in
vehicle-paired compartment. Those 4 cross-pairing sessions complete an acquisition
training, another 4 cross-pairing without METH injection was considered to be
extinction training. To initiate METH relapse, extinction-trained mice were stressed
by various stressors. Some animals after extinction were implanted bilaterally with
cannulas into ventral tegmental area (VTA; A: -0.36cm, L:£0.05, V: -0.4cm). After 5
days recovery, mice received CRF2R antagonist infusion were exposure to stressor
followed by preference test. Animals of acquisition, extinction and relapse group
were scarified after behavioral test, VTA and nucleus accumbens were dissected out
and frozen in liquid nitrogen immediately. Tissue samples were analyzed by western

blot or immunohistochmistry for phosphor-p44/42 determination.

Results : After extinction session, several stressors were tested and we found
that physically restrained animals exhibited maximal ability to reinstate METH
preference. Pretreatment with CRF2R antagonist prior to restraint tended to inhibit
the stress-induced METH reinstatement. In preliminary results, phospho-ERK1/2
signals were only detected in the nucleus accumbens of stress-induced relapsed

animals, not observed in non-relapsed animals.
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Conclusion : We demonstrate that stress could reinstate animals’ drug preference
after extinction. In addition, inhibition CRF2 receptor in the VTA tends to attenuate
drug reinstatement. These results suggest CRF2 receptors in the VTA appear to play
a role in stress-induced drug reinstatement, while the activation of MAPK in the

nucleus accumbens could be viewed as a marker for drug reinstatement.
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The influence of reduced government subsidization on utilization of
methadone maintenance therapy by fresh cases
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CB2 cannabinoid receptor: identification of novel human promoter
elements, isoforms, and tissue expression patterns

Chun-Hung Pan', Qing-Rong Liu?, Chuan-Yun Li?, Akitoyo Hishimoto?, Emmanuel
Onavi’, and George R. Uhl*

1Talipei City Psychiatric Center, Taiwan, *Mol. Neurobiol. Branch, NIDA-IRP, NIH
Baltimore, MD 21224, *Department of Biology, William Paterson University, Wayne,
NJ 07470

Introduction : Cannabinoids, endocannabinoids and marijuana activate two
well-characterized cannabinoid receptors (CBRs), CB1-Rs and CB2-Rs. The
expression of CB1-Rs in the brain and periphery has been well studied but neuronal
CB2-Rs have received much less attention than CB1-Rs. Many studies have now
identified and characterized functional glial and neuronal CB2-Rs in the central
nervous system. However, many features of CB2-R gene structure, regulation and

variation remain poorly characterized in comparison to the CB1-R.

Methods :

Molecular Genetic studies

Isoform-specific expression analyses: exon-specific primers and fluorescent
FAM-labeled minor-groove binding (MGB) probes were designed across two
alternatively spliced exons using Primer Express software.
The cDNA templates synthesized from total RNA of human tissues or mouse tissues
were amplified using ABI Prism 7900HT Sequence Detection System with a default
cycling program. Pre-developed human or mouse GAPD and beta-actin provided a
control.

Behavioral Studies

The experimental and control mice of C57BL/6 strain, were pre-exposed to the
forced swim test (FST), used in screening anti-depressants, prior to the day of the
test. The experimental animals were treated daily for 7 days with the mixed
cannabinoid agonist, WIN55212-2 (2 mg/kg). On test days animals were treated
with either cannabinoid agonist or antagonists for 30 mins before assessment of the
performance of the mice in FST for 5-mins.

Six mice per group were sacrificed and non-injected BTBR mice tissue parts
included for analysis. Vehicle= (V1-V6), WIN55212-2 (2 mg/kg) = (W1-W6) and
untreated BTBR = (B1-B6).

w B =X
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Results : Both human and mouse CB2 genes contain upstream and downstream
promoters that produce two alternatively spliced isoforms, CB2A and CB2B. Human
CB2A isoform is expressed in various brain regions while CB2B is more limited in
peripheral tissues. Human CB2 gene (90kb) is four times larger than mouse CB2
gene (23 kb). Human CB2A is prominently expressed in testis and CB2B
prominently in spleen. Mouse CB2A and CB2B are both expressed prominently in
spleen. Mouse CB2A is expressed more highly in brainstem and CB2B is expressed
more highly in striatum. Mouse CB2A is upregulated in the cerebellum of BTBR
mice and by the treatment with the mixed cannabinoid agonist WIN55212.

Conclusion : These results provide much improved information about CB2 gene
structure and its human and rodent variants that should be considered in developing

CB2-R-based therapeutic agents.
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Clinical Treatment of Opioid-Induced Hyperalgesia—A Case
Report.
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1 Department of Psychiatry, Buddhist Tzu Chi General Hospital, Hualien
2 Department of Medicine, Buddhist Tzu Chi University, Hualien

Background : Opioids, intended to abolish pain, can unexpectedly produce
hyperalgesia, particularly during rapid opioid escalation. Recent studies have shown
that neural plasticity associated with the development of opioid tolerance may
activate a pronociceptive mechanism that could counteract the analgesic effects of
opioids. Thus, exposure to opioids could lead to two seemingly unrelated cellular
processes (ie, the development of opioid tolerance and opioid-induced pain
sensitivity). Their converging effects may be part of the mechanisms leading to the
reduced opioid analgesic efficacy in chronic opioid therapy. Once diagnosed or
provisionally considered, treatment strategies could include opioid dose reduction,
opioid rotation, use of agents with NMDA receptor antagonism, and a properly timed
coxib. Opioid switching could be a therapeutic option in a condition of
opioid-induced tolerance or hyperalgesia, but conversion ratios between opioids are
difficult to apply in this context and require strict surveillance and expertise. We
present a case report in which switching from high dose oral morphine to

antidepressant duloxetine was effective.

Case Report : Mr. L is a 34 years old male suffered form right humeral open

fracture and right brachial plexus injury. After open reduction internal fixation and
augment injectable bone graft treatment, he still refractory pain. His morphine use
increased gradually in pain clinic. His mood which disturbed by pain very much was
dysphoria so he took pills for suicide. He admitted to out psychiatry ward for
unstable affect and repeated self-harm in recent one week.
In pain clinic, his opioid drugs were morphine 960 mg per day (slow release 60 mg
4#/Q6H) and morphine as needed. In two weeks treatment period, his morphine dose
was reduced to 160 mg per day (30 mg 1#/QID and 10 mg 1#/QID). The other
medication combination was duloxetine 120 mg per day (30 mg 2#/BID) and
clonidine 0.6 mg (0.075 mg 2#/QID). In the meantime, the pain was under control.
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Discussion : Experimental evidence suggests that opioid tolerance and
opioid-induced hyperlagesia might limit the clinical utility if opioids in controlling
chronic pain. The differential diagnosis of opioid-induced hyperalgesia and its
implications in clinical pain management are discussed.

Duloxetine, a serotonin-norepinephrine reuptake inhibitor, was proved effectively
in relieving neuropathic pain in many clinical trials.

According to this case report, switching from opioid to antidepressant duloxetine
in patients with chronic pain might be the possible way to balance between analgesia

and adverse effects.
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Saliva as screening tool for heroin dependence subjects in
methadone clinic: a pilot study
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Dosage patterns and demographic in methadone treatment among
mid Taiwan: 1 year survey
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1 Department of Psychiatry, China Medical University, Taiwan; 2Department of
Psychiatry, Chang-Hua Hospital, Taiwan; 3 Department of Psychiatry, Chung shan
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corresponding author)

OBJECTIVE: To examine the extent to which mid-taiwan methadone dosage
patterns distribution, 2007-2008. DATA SOURCE: Data were collected from a 4
methadone maintenance treatment hospital representative sample of outpatient
treatment facilities in 2007-2008.

STUDY DESIGN: Random-effects multiple regression analysis was used to
examine unit characteristics associated with below recommended doses. DATA
COLLECTION: Data regarding the proportion of patients who received maintenance
dosages more than 180 day were collected from data.

PRINCIPAL FINDINGS: 1,400 patients receive methadone maintenance
treatment. The current age of treatment is mostly (94%) age between 20 to 40.
Only small portion (31%) use heroin only and mostly (62%) use 1 more other
substance, 3.6% use 2 more other substance, and 2.6% use 3 more substance. The
methadone use pattern maybe clustered into 4 groups: stay in low dose, stay in
medium dose, stay in high dose, and dose increase to 90 mg and return to low dose.

CONCLUSIONS: Base on the methadone use pattern subtypes; there maybe
further phenotype existed for heroin addiction. Further larger sample and prospective
study will be needed.
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