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Enhancement of tolerance development to mor phinein rats
prenatally exposed to mor phine, methadone, and buprenor phine
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Yao-Chang Chiang, Tsai-Wei Hung , Cynthia Wei-Sheeg, Jia-Ying Yan,
Ing-Kang Ho
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Objective : Abuse of addictive substances is a serious probietrhas a
significant impact on areas such as health, tha@uog, and public safety. Heroin
use among young women of reproductive age has dnmavah attention around the
world. However, there is a lack of information dfeets of prenatal exposure to
opioids on their offspring. In this study, an animmedel was established to study
effects of prenatal exposure to opioids on offgprin

Methods : Female pregnant Sprague-Dawley rats were sub-gdoiopeceive
(1) vehicle, (2) 2-4 mg/kg morphine (1 mg/kg incesrhper week), (3) 7 mg/kg
methadone, and (4) 3 mg/kg buprenorphine, subcateshg once or twice a day
from E3 to E20. The experiments were conductednomals 8-12 weeks old and
with body weight between 250 and 350 g.

Results: Results showed that prenatal exposure to bupremagaused higher
mortality than other tested substance groups. Aljhove observed a significantly
lower increase in body weight in all of the opi@dministered dams, the birth
weight of the offspring was not altered in all texhgroups. Moreover, no obvious
behavioral abnormality or body-weight differencesweted during the growing
period (8-12 weeks) in all offspring. When the matfispring received morphine
injection twice a day for 4 days, the prenatallyoop-exposed rats more quickly

developed a tolerance to morphine (as shown biaih#lick tests), most notably



the prenatally buprenorphine-exposed offspring. elav, the tolerance
development to methadone or buprenorphine wasiffetaht in offspring exposed
prenatally to methadone or buprenorphine, respagtiwhen compared with that of
the vehicle controlled group. Similar results walso obtained in the female
animals.

Conclusion : Animals prenatally exposed to morphine, methadone,
buprenorphine developed tolerance to morphinerfésés their controlled mates.
In our animal model, prenatal exposure to bupremagpalso resulted in higher
mortality and much less sensitivity to morphinetiodd antinociception than
prenatal exposure to morphine or methadone. Thisates that buprenorphine in
higher doses may not be an ideal maintenance drugefating pregnant women.
This study provides a reference in selecting déseslinical usage in treating

pregnant heroin addicts.
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Multidimensional Researches on Heroin Addiction

EN RN TN R EE SENLE LV ANNE S RN SRR F 4 L
B S EP g ek
Sheng-Chang, WahgHappy Kuy-Lok Tah , Linen Lin’ ,
Kai-Chi Fang ,Lien-Wen Shu ,Chieh-Liang Huang,l-Hong Yang ,
Ding-Leh Liad ,Ming-Lun Liu’
TRRFLFELR AR BERAR T 2i0FR T LRAeAFR
° o —1531'@ Fgfm’]“‘\fﬂ)]z;}ofv © 9 @Z]'Fg&" g“ﬁé{%l‘%
e EEHEFRBEPRE L F 0 LpAR T A K e A FR
' National Health Research Institutes * DOH Taoyuan Mental Hospital
En Chu Kong Hospital * Far Eastern Memorial Hospital
Taipei City Hospital Song-De Branch® China Medical University Hospital
Taipei City Hospital Song-De Branch® DOH Bali Mental Hospital
Wei Gong Memorial Hospital

3
5
7

9

EIEY s b g AT~ 2l oG - ST TSR R
B 1 (AR f%’i%‘iﬁﬁ%ﬁ“@ﬁ%ﬂﬁﬁ%%ﬁ%ﬂiﬁiiﬁﬁd’?‘ﬂﬁ%ﬁ}”ﬁt
RIS IR R R AR USSR

HyE Ll ’f’g’ﬁ*ﬁ]?— [ﬁ@k(Treatment Outcome Profile-T\A\‘ﬁ ~ FH AL o
2. PRS2 ASRPRE IS P ¢ Bl SRR - IR
#oo 303 ¥ BEPIRA BRI L VISP R o =8 Vil HlE:
P e A RSP R P AR e i R AT © RS e

RER 2 ST A P SRR P T AR L sl R
B Tt e i o R A B SRR AT S
FEE PRSP CE T = 8 RO 2 (2Rt - 0 S hanp P = 2. (i
PR R RS IR R



AT S IV TR IR L G P

Evaluation of the Control of HIV after a Prison Amnesty in Taiwan
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Ketamine-induced dysfunction of human bladder
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Objective : The objectives of this study were to develop a stbased,
drug-use prevention program incorporating the ThediPlanned Behavior (TPB)
and life skills and to evaluate the program’s dffemess among junior high school
students in Taiwan.

Methods: This study applied a randomized, controlled desldmee groups of
students were recruited, with 135 students foettgerimental group, 134 for the
conventional group, and 144 for the control grolipe experimental group
received 10 weeks of theory-based interventions.cdmventional group received
traditional didactic teaching of harmful effectsusiing illicit drugs and drug
refusal skills. The control group did not receivey antervention. The experimental
students showed significantly greater improvemenksnowledge, attitude,
subjective norm, perceived behavioral control, $ifdls, and intention not to use
illicit drugs relative to the controls group. Com@a to conventional group, the

experimental students had significantly greaterroupments in life skills, attitude,

subjective norm, and perceived behavioral control.
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Results : Compared to the conventional group, the experinhgntaup had
significantly higher scores for four out of the sixtcomes, including life skills,
attitude, subjective norm, and perceived behaviawatrol. The conventional group
scored significantly higher in knowledge and bebealiintention than the control
group. There were no interaction effects betweenlgeand group among the six
outcome variables.

Conclusion : This study demonstrated the effectiveness of adddiased

illicit drug-use prevention program incorporatingB and life skills.
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Analysis of Hypnotic Abuse and Its Factorsin Taiwan
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Objective : This study assessed the validity of the Chinessiameiof the
Severity of Dependence Scale (SDS[Ch]) among refgazodiazepine users and a
broader research project to estimate the incidest@@acteristics and risk factors
associated with the development of benzodiazeppemntence in Taiwan.

Methods : Two hundred twenty eight regular benzodiazepinesusto
attended the psychiatric outpatient departmenkaohsiung Medical University
Hospital or Kaohsiung Municipal Hsiao-Kang Hospitallaiwan were administered
the SDS[Ch] and responses were compared with the Iktiernational
Neuropsychiatric Interview (MINI) diagnosis of betzazepine dependence.
Receiver Operating Characteristic analysis was tsddtermine the cut-off point
of the SDS[Ch] scores in order to provide the lsestbination of sensitivity and
specificity.

Results : Thirty-six percent of the 228 users received a MilNignosis of
current benzodiazepine dependence. These depamigattended to be
divorced/widowed, and to have diagnoses other sishizophrenia, higher SDS[Ch]
scores, longer duration of use, and users of niellipnzodiazepines. The SDS[Ch]

for benzodiazepine dependence was shown to hahedragnostic utility
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(AUC=0.779). A cut-off point of 7 or higher had ensitivity of 80.5% and a
specificity of 85.7% in identifying problematic basdiazepine users.

Conclusion : The findings indicate that the SDS[Ch] is a valitth
self-reported questionnaire for assessment of lwkazepine dependence among

regular benzodiazepine users in Taiwan.
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EFFECTSOF KETAMINE ON THE ALTERATIONS OF BRAIN
FUNCTION AND NEUROBEHAVIORS

NEIUESER N B LR NG 7 G BRIl e S
YI-CHYAN CHEN" ? ,Pei-Jung Hsiehl ,Sin-Byl Chen ,
Jen-Cheng Lih
mEde " WRE P AR
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? BUDDHIST TZU CHI GENERAL HOSPITAL, TAIPEI BR
° GRADUATE INSTITUTE OF MEDICAL SCIENCES, NATIONAL DEENSE
MEDICAL CENTER
P2 BT A %ﬁ%“
CRRERFEFR LA A
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Objective : Ketamine, an antagonist on N-methyl-D-aspartate [y
receptor, can produce neurobehavioral changesmafigim mood alterations and
psychotic episodes in human to hyperactivity aedesttyped motion in mice. In the
study, we tested the pharmacological propertideetdmine on anxiety, locomotion
and motor activity. The effects of age and serditbn/tolerance on acute ketamine
intoxication and chronic administration would beessed. We also examined the
potential rescue medications to relieve the aaiticating effects of ketamine.
Methods : Subjects were C57BL/6J mice with age of 6 and 1&kset the
time of testing. Mice were housed in a temperatangl humidity-controlled
vivarium under a 12 h life-dark cycle with ad lioih access to food and water.
Sensitivity to acute intoxicating effect was asedsssing accelerating rotarod under
given doses of ketamine (0, 10, 25, 50 mg/kg). dlegated plus-maze (EPM) was
used to evaluate the anxiety-like behaviors. Nopen field with videotracking

system was adapted to measure the locomotor respéwibwing acute and

chronic ketamine injections (100 mg/kg) and to asske effects of haloperidol and
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L-type calcium channel blockers.

Results : The results demonstrated that the ketamine cowdd-dependently
potentiate the motor ataxia and significantly ils@d the open-arm entries at the
dose of 25 mg/kg through EPM assessment. Ketammowuped hyperactivity at the
age of both 6 and 12 weeks. Following 50 mg/kgrkéta injection, the adolescent
mice significantly increased the total moving digtand speed compared to the
early adulthood group. The haloperidol and L-typkicom channel blocker
significantly reduced the ketamine-induced locomotiyperactivity.

Conclusion : These findings raise the possibility that ketanpotentiated the

toxic effect on the excessive blockade of NMDA paoe in the adolescent mice.
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Attitude Towards Substances Use among Early Adolescents Taken
Careby Grandparentsor Parentsin Rural Area
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Under the past 30-year-development of Taiwan, iywahg people immigrate to
urban area for the jobs and later leave their yatmigiren taken care by their
elderly parents in the rural area. Not only lackeing monitored, but also lack of
correctly conducting their behavior about substarses the early adolescents in
rural area may have the higher chance to abussutistances or illicit drugs in their
adulthood later. We could provide resources fordhg prevention more efficiently,
if we know more about rural early adolescents.
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L2, O3S 1% tE - ANOVA Bl | 2 BEISRs) 7 - 3 HIR F #)
ORI ) BRI MR Y D S e
REH Y= RIZR BB - By segmented random cluster sampling, We surveyed t
5th grade to 9th grade students of Yunlin countyhe self-administered
guestionnaires, where was the place with the higitesence-from-household rate in
Taiwan. There were 4146 complete questionnairdsatet, and then grouped by
taken care by their parents or grandparents, aridebgarents’ marital status. We
compared the difference of the attitudes abouttanbss use among four groups
with t-tests, ANOVA, and multiple regression anays
A P OSBRI T AT I R AR

YU IS4 R H IS IR AL T ST 1 %
PIRTFIR ~ bbbl e (3l v PORTRD 2 TR Ve IR 5 s Bl e !
E PR BT PR o ATSEHS » T R R A %

PP KB GR I 2 I I A {5 SIS A %F"JH E
B~ T DL B E IR R S M - AR G R R
KPSV BSTPEE AT b PR F IS ORI AL T H
R A B N R T P R R T M -
CINSINIEERN & S 2R Ea eE s NSRS 3= S5t
P TR R A S B R AR IR - The
adolescents reared by their grandparents showeel sty attitudes towards the
substances use in the subgroups such as girlg Wius didn’t know their father’s
education level, and their siblings drinking; begd risky in the subgroups such as
whose fathers graduated from the colleges, anc:twb® lived happier in the
school or in the family. On the other side, thelasicents reared by their parents

showed more risky attitudes in the subgroups sadh@se who feel better
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economical status, their siblings smoking, andrtfiegnds smoking or drinking; but
less risky in the subgroups such as their fathexrdugated from the colleges, and
those who lived happier in the school or in theifpm
'ﬁﬁ?’rﬁ : ,;*;%;L‘IJ‘; ’ *TJFA?EISF J/?F‘f}ﬁ rﬁl]ﬁ% I 'ﬁlf‘d Eifl

= RR IR I P 2 SRR DPORR B SRS 5
72 5 I SRR ) R Y T | S
ST | T o FRECR %o RGP RO D R
TR » e FEPfOH © S R SRR S0 918
SR AT VPV o 1) BRI 1 T H A R
= F':H’EJIHJ?fﬁJ\ o HRRTE iU SIRTEE Q) %Fﬁ%@\ﬁ D A R
AUk @Rk LE T 7 D F LEREE B FfvEE T - The role of the father is very

—v—r

important to prevent the early adolescents fronstautes abuse in their later
adulthood. We should pay more attention to thes gelred by their grandparents
about their curiosity and peer pressure. The aitthmight provide useful materials
available and notice the parents who are absemt fine children to communicate
with their boys or girls frequently and efficientind to observe their
friend-making. The teachers should pay more atiartb the students reared by
grandparents and cheer them, especially those vayberlose contact with his/her
father. Comparatively, the parents of mainstreamilfas should pay more attention
to their children about the money use and thesnfils’ smoking. At last, the most
important thing to prevent the adolescents fromsthiestance use is to advise all of

the parents or grandparents learn how to chedrydape or girls in their family life.
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In the last 30 years, there has been significargness in the development and
validation of psychosocial interventions for subseuse disorder (SUD). A
meta-analytic review of psychosocial interventiéorsillicit SUDs found that
psychosocial interventions provide benefits reffeg moderate effect size;
meanwhile, participants of psychosocial intervemgibave a lower drop-out rate and
a higher abstinence rate than those in the coodraditions (Dutra et al., 2008).
Project MATCH also found that significant and sustd improvements in drinking
outcomes were achieved from baseline to 1-yeartpestment by the clients
assigned to the well-defined psychosocial treatm@nitoject Match Research Group,
1997).

However, even the most powerful behavioral theiapre not universally
effective. Nor do all individuals who benefit fraimese treatments improve as quickly
or as completely as desired. The facts indicatetkiggie is a great deal of challenges
in psychosocial interventions for SUDs needed toeselved. Orford (2008)
proposed eight failings of existing treatment resleathey also proposed three
dimensions of necessary shifts in ways of condgatesearch on psychosocial
intervention for SUDs. McKay (2007) pointed outttle#ort of previous research has
been focused on tests of treatment main effectsrasdme cases of moderator effects;
however, relatively little work has been done t&t furported mechanisms of action
or otherwise identify process variables that actéamtreatment effects. He proposed
that to study the interactions between patientstb@pists in psychosocial
intervention is needed.

The high drop-out rate in early stage of psychadantervention is also one of
challenges of psychosocial interventions (McLekaial., 2003). McKay (2007)
suggests that an intensive focus on what happesariy treatment sessions with a
goal of identifying the processes that are assediatith early dropout may resolve
this problem. Moos (2005) reminds therapists asdagchers the possibility of
unintended harmful effects of psychosocial intetwars. Carroll and Onken (2005)
propose the strategies in different stages of dgwed) psychosocial interventions for
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SUDs. These suggestions can serve as the basisdifiying psychosocial

interventions for SUDs in future.
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Psychosocial treatments for substance use

disorder (SUD)

* In the last 30 years, there has been significant progress
in the development and validation of psychosocial
treatments for SUD, with a predominant focus on the

validation of cognitive behavioral treatments
--Carroll and Onken, 2005

Psychosocial intervention have been found to be

effective in SUDs

» Behavioral intervention (Carroll and Onken, 2005)
— Cognitive behavior approaches
— Motivational interviewing
— Family/couples approaches
— Drug counseling
— Contingency management
» Psychodynamic approaches
» 12-step interventions

Development of behavioral therapy

55



» Operant and classic behaviorism is one of the milestones

of psychosocial treatment for mental disorder (agras et al., 1972;

Marks, 1973; Sargent, 1967)

» The adoption of the technology model waskow, 1984) SOUght
to systematize the therapies and experimental methods
through which they could be evaluated to achieve a level
of methodological rigor on a par with the standards for
pharmacological research (eiin et al., 1988)

Development of behavioral therapy

In the early 1990s

 Studies of behavioral therapies were specified

 Participants were randomly assigned to experimental and control

« Comparison conditions appear more frequently in the drug abuse
treatment literature

» The technology model facilitated the identification of effective
behavioral treatments for substance use disorders as it enhanced
the internal validity and replicability of research on behavioral
therapies

A meta-analytic review of psychosocial intervention S

for illicit substance use disorders (SUDSs)

» 34 well-controlled treatment conditions
» Psychosocial treatments evaluated included
— contingency management
— relapse prevention
— general cognitive behavior therapy
— treatments combining cognitive behavior therapy and

contingency management
--Dutra et al., Am J Psychiatry, 2008; 165:179-187

56



A meta-analytic review of psychosocial

interventions for illicit SUDs: Effect size

» Psychosocial treatments provide benefits reflecting a moderate
effect size (d=0.45, 95% ClI, 0.27 to 0.63.)
— polysubstance use (d=0.24, 95% CI=0.03 to 0.44)
— opiate use (d=0.39,95% CI=0.18 to 0.60).
— cocaine use (d=0.62, 95% CI=0.16 to 1.08)
— cannabis use (d=0.81, 95% CI=0.25 to 1.36)
--Dutra et al., Am J Psychiatry, 2008; 165:179-187

A meta-analytic review of psychosocial

interventions for illicit SUDs: Effect size

» Treatments incorporating both cognitive behavior therapy and
contingency management (d=1.02, 95% CI=-0.05 to 2.09)

» Treatments using contingency management alone produced
moderate-high effect sizes (d=0.58, 95% CI=0.25 to 0.90)

» Cognitive behavior therapy alone and relapse prevention
evidenced low-moderate effect sizes: d=0.28 (95% CI=0.06 to
0.51) and d=0.32 (95% CI=0.06 to 0.56), respectively

--Dutra et al., Am J Psychiatry, 2008; 165:179-187

A meta-analytic review of psychosocial intervention S

for illicit SUDs: Dropped out rate

» 35.4% of participants across all psychosocial treatments dropped
out before treatment completion compared to 44.6% for the
control conditions

» Cocaine and opiate patients tended to have higher mean dropout
rates (42.0% and 37.0%, respectively) than patients treated for
cannabis and polysubstance use (27.8% and 31.3%,
respectively)

» Contingency management had the lowest dropout rates (29.4%),
followed by general cognitive behavior therapy (35.3%) and

cognitive behavior therapy plus contingency management (44.5%)
--Dutra et al., Am J Psychiatry, 2008; 165:179-187
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A meta-analytic review of psychosocial intervention S

for illicit SUDs: Abstinence rates

» 31% achieved posttreatment and/or clinically significant
abstinence
* Only 13% of all participants in control conditions achieved
abstinence
» Across drug use groups
— opiate: 36.2%
— cocaine: 31.7%
— cannabis: 26.0%
--Dutra et al., Am J Psychiatry, 2008; 165:179-187

A meta-analytic review of psychosocial intervention S

for illicit SUDs: Abstinence rates

* Relapse prevention: 39.0% (the largest posttreatment abstinence
rates)
» Contingency management alone: 31.0%
» General cognitive behavior therapy alone: 27.1%
« Combination of cognitive behavior therapy and contingency
management: 26.5%
--Dutra et al., Am J Psychiatry, 2008; 165:179-187

A meta-analytic review of psychosocial

interventions for illicit SUDs: Moderators

* Younger samples were more likely to have larger effect sizes

 Participants with longer histories of substance use were less
likely to drop out of treatment than those with shorter histories of
use

 Patients receiving medication maintenance were less likely to
drop out of treatment than patients in treatment that did not use
medication

--Dutra et al., Am J Psychiatry, 2008; 165:179-187

A meta-analytic review of psychosocial
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interventions for illicit SUDs

« Effect sizes for psychosocial treatments for illicit drugs ranged
from the low-moderate to high-moderate range, depending on the
substance disorder and treatment under study

» Given the long-term social, emotional, and cognitive impairments
associated with substance use disorders, these effect sizes are
noteworthy and comparable to those for other efficacious
treatments in psychiatry

--Dutra et al., Am J Psychiatry, 2008; 165:179-187

Project MATCH (J Stud Alcohol 58: 7-29, 1997)

* To assess the benefits of matching alcohol dependent clients to three
different treatments
* Two parallel but independent randomized clinical trials
— one receiving outpatient therapy (N = 952)
— one receiving aftercare therapy following inpatient or day hospital
treatment (N = 774)
* Randomly assigned to one of three 12-week, manual-guided, individually
delivered treatments
— Cognitive Behavioral Coping Skills Therapy
— Motivational Enhancement Therapy
— Twelve-Step Facilitation Therapy

Project MATCH (J Stud Alcohol 58: 7-29, 1997)

 Clients were then monitored over a 1-year posttreatment period

* The primary outcome measures were percent days abstinent and
drinks per drinking day during the 1-year posttreatment period

* Individual differences in response to treatment were evaluated for
10 primary matching variables and 16 contrasts specified a priori

Project MATCH (J Stud Alcohol 58: 7-29, 1997)

« Significant and sustained improvements in drinking outcomes
were achieved from baseline to 1-year posttreatment by the
clients assigned to each of these well-defined and individually
delivered psychosocial treatments

» There was little difference in outcomes by type of treatment

* In the outpatient study, clients low in psychiatric severity had

59



more abstinent days after 12-step facilitation treatment than after
cognitive behavioral therapy

Project MATCH (J Stud Alcohol 58: 7-29, 1997)

» Prognostic of drinking outcomes over time
— client attributes of motivational readiness
— network support for drinking
— alcohol involvement
— gender
— psychiatric severity
— sociopathy

Project MATCH (J Stud Alcohol 58: 7-29, 1997)

Conclusion

» Psychiatric severity should be considered when assigning clients
to outpatient therapies

» The lack of other robust matching effects suggests that providers
need not take the client characteristics into account when triaging
clients to one or the other of these three individually delivered
treatment approaches, despite their different treatment
philosophies

A great deal more to be done...

« Even the most powerful behavioral therapies are not
universally effective

* Nor do all individuals who benefit from these treatments

improve as quickly or as completely as desired

--Carroll and Onken, 2005

Failings of existing treatment research
« |t fails to consider the possibility that well-delivered

psychological treatments are, in most important respects,
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the same, which would account for supposedly different

types of treatment having equivalent outcomes
--Orford, 2008

Failings of existing treatment research
 Although many clients and practitioners believe that the
therapy relationship is the most important aspect of

treatment, existing research has neglected it
--Orford, 2008

Failings of existing treatment research
» Treatment research has been conducted independently
of research on unaided change, leading to theories of

change that are incomplete
--Orford, 2008

Necessary shifts in ways of conducting research

* Instead of focusing on the comparison of techniques, the focus
should be upon exploring common change processes

« Candidates for study include: self-liberation, approach coping,
working alliance, in-treatment events, social support for change

» Work needs to be done on developing good, general addiction

change theories
--Orford, 2008

Failings of existing treatment research
* Research designs have been based on a timescale that

Is inappropriate for a chronic, relapsing condition
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* Research has focused too narrowly on treatment
technique, failing to take account of the fact that
treatment is embedded within broader settings, family
and social networks, and sets of circumstances

--Orford, 2008
Necessary shifts in ways of conducting research

» Adequate change theories need to move beyond a focus on the
‘treatment session’

» A broader and longer-term view needs to be taken which would
involve, among other things, study of treatment organizations,
networks of health and social care agencies and clients’ family
and community settings, as well as behavioral trajectories over
time

--Orford, 2008

Failings of existing treatment research

» Unlike in the social sciences generally, in the addiction
treatment research field there has been a failure to
engage with postmodern critiques of logical empiricism
and the search for a more satisfactory way of conducting

science
--Orford, 2008

Necessary shifts in ways of conducting research
» The field needs to embrace a greater variety of ways of

accumulating knowledge
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* Quantitative research should be used less, and
gualitative more, and research design and method should
involve closer collaboration between researchers, and
clients and therapists as active participants, particularly
drawing on action research and participatory research

traditions
--Orford, 2008

Failings of existing treatment research

» Research has privileged expert, outsider theories of
treatment, ignoring practitioners’ own theories about what
they are doing

» The role of clients in treatment research has been a
passive one, as providers of data, rather than that of
active contributors to knowledge about the change

Process
--Orford, 2008

Process of change in behavioral treatments
for addiction
» Effort has been focused on tests of treatment main

effects and in some cases of moderator effects
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* Relatively little work has been done to test purported
mechanisms of action or otherwise identify process

variables that account for treatment effects
--McKay, 2007

Interactions between patients and therapists in

psychotherapy

» Contract between patient and therapist

» Therapeutic bond

 Patient’s presentation of problems, thoughts, feelings, and
behaviors

» Specific therapeutic techniques

 Patient’s responses to those techniques and interventions

» Within-session effects

» Temporal patterns observed within and across sessions

--Orlinsky et al., 1994, 2003

Early sessions

* As many as 50% of patients who attend an initial session of
standard or intensive outpatient treatment in community-based
treatment programs fail to complete 4 weeks of treatment

--McKay et al., 2004; McLellan et al., 2003

* One solution to this problem is an intensive focus on what
happens in early treatment sessions (e.g., sessions 1 to 3), with a
goal of identifying the processes that are associated with early
dropout

--McKay, 2007

Early sessions
Certain therapeutic operations, including:
* helping patients voice unexpressed feelings

e encouraging patients to examine the meanings of
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thoughts and behaviors
were associated with greater improvement in

symptoms
--Kolden, 1996
Change Across Sessions

» Study the ways in which various elements of the therapeutic process unfold
over a series of treatment sessions
* In the study of Sexton (1996)
— A good therapeutic alliance predicted faster and greater reductions in
symptoms over the course of the therapy
— Higher quality sessions, as rated by the therapists, precede decreases in
symptoms
— Emotionally positive sessions were associated with higher insight scores
in the next session
— Patient feelings of rejection or irritation predicted a worsening of
symptoms in the next week

latrogenic effects of psychosocial interventions

for SUDs

» The aim of intervention is to ease the pain of individuals
in distress and help them overcome their substance use
and psychological problems

* However, such interventions may have unintended

harmful effects
--Moos, 2005

latrogenic effects of psychosocial interventions

for SUDs
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» Between 7% and 15% of patients who participate in psychosocial
treatment for substance use disorders may be worse off
subsequent to treatment than before

» Several controlled trials of substance use prevention have shown
some apparent iatrogenic effects, including

— more positive expectations about substance use
—arise in alcohol use and alcohol-related problems
--Moos, 2005

latrogenic effects of psychosocial interventions

for SUDs

« Probable person-related predictors of deterioration associated with
treatment include:
— younger age
— unmarried status
— more serious current diagnoses and substance use problems
— more psychiatric and interpersonal problems
* Probable intervention-related predictors of deterioration include:
— lack of bonding
— lack of monitoring
— confrontation, criticism and high emotional arousal
— deviancy modeling
— stigma, low or inappropriate expectations and lack of challenge
--Moos, 2005

What can we do in the future?

Stage |

Research at this stage has the potential for a high yield:

» from evaluation of clinical strategies that have not yet been
subject to empirical evaluation

« from the adaptation of effective treatments used for other
disorders

 from translation of concepts from basic science to clinical
applications

--Carroll and Onken, 2005

What can we do in the future?
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Stage |

» Basic neuroscience and basic research on behavioral, cognitive,
affective, and social factors offer rich and relatively untapped
sources of information on behavior and behavior change

» With the development of new technologies of brain imaging,
behavioral treatments based on a new understanding of the brain
could be on the horizon

--Carroll and Onken, 2005

What can we do in the future?

Stage |l

* Renewed emphasis is heeded on improving understanding of the
mechanisms of action in treatments with established efficacy, not
only to enhance their effectiveness but also to increase the
efficiency of treatment delivery

» Greater emphasis is needed on enhancing adherence and
response to existing behavioral and pharmacological approaches

--Carroll and Onken, 2005

What can we do in the future?

Stage Il (Carroll and Onken, 2005)

Strategies for investigating mechanisms of action

» Evaluating novel combinations of behavioral therapies or
psychotherapy/pharmacotherapy combinations

* Investigating individual differences in treatment response and in
treatment moderators including subtyping and predictor analyses
involving neuroimaging, stress-response paradigms, and genetics

» Developing strategies to investigate sequenced interventions, in which
treatments or treatment components are delivered on the basis of the
individual drug user’s characteristics, including previous treatment

response, neurocognitive functioning, and family history
--Carroll and Onken, 2005

What can we do in the future?

Stage Il (carroll and Onken, 2005)
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Evaluate the means by which efficacious treatments can be reduced in
duration, complexity, and cost
Projects to make behavioral treatments more “community friendly” are
needed for treatments (for example, individual treatments could be
transformed into group-based approaches)
Simplified training procedures should be developed for treatments that are
difficult for practitioners to learn
New information technologies should be considered, both as a means to
improve treatment efficacy and as a way to make treatments more readily
available and easier for patients and practitioners to use

--Carroll and Onken, 2005

68



TR ASFEBE R BV A H VS 53578 B

Reliability and Validity of Chinese Version in Severity of
Dependence Scale for Alcohol (SDS-A[ch])

B 2R E ~F e sma T R

Yu-Fen Kao , Cheng-Mei Leg, Ming-Chyi Huang , Chin-Hung Cheh
Shih-Ku Lin'

AR 2L FR PR R E AR

T LEE AR FR

! Taipei City Hospital, Songde Branch

* National Taiwan Normal University

Department of Psychiatry, Chung Shan Medical UmsiNgHospital

FIpY : j@l%f}}“@@%ﬁ[@ﬁi?«@everity of the Dependence Scale for Alcohol
SDS-A)L- ™[I lﬁmﬁiﬂliﬂFfﬁi‘pf!*%fﬂ%ﬁﬂtﬁﬁaﬁzqw HEIo AL
LB AR 'W‘T’WEI*%IT*%E%;I@EI%? fﬁ}kﬁf@ °

R APREEI 998 20 = 6 FREES - BUR AL H SN L ATHE s
”ﬁ%f%?lf[ﬁ‘iﬁt"&’fﬁﬁ Ei’if&*%&*ﬁé U S ENTIGE ST aEits EURE S it (el R
VA HFH 1000 o (F 1P PIRERPIG LT > 58T i sg A
PRI PR R FEFH?EH%%}W%;J??{&W@ B R PR Y [[ﬁ‘iﬁk’g‘. Fl 1 b fE
il?ﬁl?ﬁﬁﬂ” MINI [ﬁ”ﬁiﬂﬁﬁfﬁ%i‘ﬁﬁlﬁ'lﬁfv?@%ﬁﬁ“#.j 15-207’}%@%??@ » i

lﬁfiim EPRE ARV T S SR MR R B A ﬁ'Wl*Jﬂl"T
Hi;gr, i EaRl]

s RS [N B R B AT F R T [ Jﬂﬁﬁ— Zq&’rrﬁ@ Chronbach’s alpha
(%% 0.92> F 3EIJIH@*?T ﬁ'ijJl TREEL 0.90: 3 e AR [NF oA RN
FOBRE IS SR T Pk o BRRERREI BT ET 79.10% (RS0 PR G
&*J/WFQFTJ 7357, Pearson’s Correlatiofify ¥4 0.88; 7 ROCEh L™ [ £l
97.8% (95%CI1=.934,1. OZZ)E‘:ﬁ SN J]Jg’;’_t V4 57 o FYEE £ 96.60 ﬁ@lﬁﬁ £

95.8-

69



AR R [T R R T o
Bk PSR AR P (R S

70



S V) TS

FRA -~ R@> o~ TR~ ARe ]~ i

Pei-chen Tsai, Lien-Wen Su, Chen-Kai Sitili Lin , Shu-Yu Yang
L#T 2B FRAMERTE

Taipei City Psychiatric Center

IR+ F VR B R BV Y T o
SR yﬁﬂﬁ;@qj ﬁfgﬁwﬁﬁsﬁi RIS ['EW?@%%FF[#I TEBIIS 3 2
A f&krﬂﬁﬁ’*ﬁ%ﬂy PRI 527 S g S P R e 5
LAEE 2 M UES LRIt S S NG SR T e g v Y

» ST ARFPRE ™ SR P B S s o FUR R S
PEEHH VBT D B o BV TS ER R v S
HLFH B > F1O95 7] 16 [ IERrEH V3 “HE] [ Methadose( 10mg/m|,
Mallinckrodt. Inc.) #4517 Methadone(5Smg/ml, Molteni. Incs) [N ERfRHi
LV P By s 7 2 Sap e 2 L ey FLASS P [R50
R O R R R PRLEB ) S A

P SO CREIEEIG (995 7 5] 15 [1) H S SHE A
SHNP & FRIRD UH H 46 £ W LA — G ST R I

B CHFL R BB L) 2 SRR S R 5 53 M7 8L
gV LR VRITIIEG 1477 RSB 81 1, SRIEV@EI ] i 10mg
I R R I 1] 21 % 365 (M 14 ) LELEERH (Phase
A) FRRIEIBEET )] 14 EEPR AR (Phase 0 [ 1 71t
UL Tt ST 2 14~ LRI BRI (Phase B . ST LRI
PRI 205 5 B | - PHASE 0 % PHASE A, B [HIfi9f
(7.0 A0 W 0-B o[ » SEPIOARREHR T S0 ST e D U1
T M R = AR KA T I SO E VR [ OR BN T
VD) o 1L ST kL T T B o T DL PR ¢ 2 kbl

71



FoiE 2.6mg R I FRRFE L 1 I Ki square Pt U AR [ RO B R A
[T A PR R R R SEAR
AR S 46 TR R f?%’iwﬁxﬁiﬁ%m, FERIAIRN 15 £1(32.6%)# v
BPFSEETR 2 £,(4.3%)Fvf B S5 EkT 20 £(43.5%); SE L 9 £(19.6%)
R T e s e A [ Es ST N E A
2B ARV P

72



I PR B

ERG AR YL
Chiareiy Liu , Shih-min Chou
(RPN JEAE It R LN
Food and Drug Administration, Department of Healtkecutive Yuan

EVRY A SRR DRI ey B R
W 1 BB B Y P i

Tk ARG 2 H AT R R R B - IR Ayt
k1 47 FEHE DL By ~ P - T BT N B SR -

ABEN < 7 (98)F G HUHER 832 [ bkl > SRS 8320 - [l 791
[t 95.19% H 1 714 [l KV E IS < I8 SR SI TR o ) ke
B RIS B R RS SRR - 5 B % 85.0%
LT BI] 1 (46.8%) il 1(H) (46. Z%H BT TEHE (46.6%)
7 (36.6%)8 % JUGEIY R (51.8%) £[7(27.9%)8 % - AEHT ipE
(49.4%)~ KT [HHTHI7 5% & - ol =1 | BAGRE Ay (30.8%)ed % - ¥ s
AP B 193 5 iy 29 755 4 (4 (98)F [1v 3355 » £ iF & A Ul G1 o ¥V

&TJ [Il—l‘g(‘t 27;’%—2‘0

73



TR SIS ST 5 SR AU PR — B £ P A
$$*IE'J**IF‘B%&%W .Q%%m ARl B

The Satisfaction on M ethadone Maintenance Treatment Program—
The difference between different service models

~

At TR S REE eI~k ED S 3emE B RE -
)3 val o E‘Kﬁg’if_l

Shuo-Yen Ting , Kun-Chia Chang, Ting-Wei Fan , Chin-Nain Wang ,
Hslao-Wu Wang' , Chia-Wha Liang, Yen-Hsiang Szu, Hsien-Jane Chiu
BTN el ES-F-% 353 TN 2 B AL 4 53

' Jianan Mental Hospital, D.O.H

? Chang-Hwa Hospital, D.O.H

B
2

EIRS: @ 4 2 RS S el 050 AR ok i Eve > 2
LN W’Eﬁ’l\iﬁﬁ’?ﬁﬁ%ﬁﬁﬁ%%‘ PG WIS R [’ptﬁ%@%
iibﬁ‘“'ﬁﬁ@#%m I a

R P SRR (5 i) ~ SRR (1) R
%ﬁ’ﬁi)?fiﬁq%ﬁfﬂ%ﬁﬁ%’ CI™ PR 825070 2 ik Vs s i

HELS G PR R e F}ﬂ*""%ﬁ BIEH] o [RRE a 145 1
FRE 281 ~ PR 38 o M 2111

o R s T E S S (A SO G 1 E S 1SR
I (7496 ) BE LT e (7996 )5 7 SREHT ) Vi e (62.96 ) kg 4 (80.2
96) fpfi% = (o3 BUR Y fe i Aoai B B ~ sy e R IR A5
RS AR B IR EVE (84.2%6) PIREISATH
(92.9% ) ; "1t fili1 5 (85.76) F‘E@fé:ﬁ?@'gﬁ’t (73.8%) - 153 L
PR = P REOAL R A E A R 2R Rl R R e S EH
BLE = PR EIE) 80961 b e W R I RIE A > A
KEUE E R R ERRE (4T 57.296) o BV ER 5 & A2 il 5
Flis (7115985 27.796 )~ H% (2 14987 16.796 ) bt Jﬁj 2 82.6%1Y ~ AR T Y

74



SR 5 o TR

ﬁ%ﬁﬁ PP R T R AR R SRR T T T R
TGP RS T E T B - B E E U A e
(EHOA - T TREE VRS RIS - 3 o IR RS R - S
ISR B TR A IR RRE RS B
”ﬁt?ﬂﬁf‘%&%ﬁﬁ%ﬁﬁjﬂ@f R AT IEEARR TR EVE
TR

75



Psychoactive Substance Use and the Risk of Traffic Accident Injury
in Southern Taiwan
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Objective : The purpose of this study was to examine the aaogibetween
psychoactive drug use and traffic accident inj@guiring hospitalization in
southern Taiwan.

Methods : A case-control study was conducted in southern daitkom
January 2009 to December 2009. Cases consistext of gan drivers who were
involved in road accidents requiring hospitalizatiDemographic and
trauma-related data were collected from questioaaand hospital and ambulance
records. Urine and/or blood samples were collecteddmission. Controls
consisted of drivers who were recruited at randdmendriving on public roads.
Study subjects were interviewed and asked to peourthe samples. All blood and
urine samples were tested for alcohol and a numidegal and illegal drugs. Only
those subjects who provided urine and/or bloodispats were included in the
study.

Results : During the study period, 254 case patients andc@bdrol drivers
were enrolled in the study. Analysis showed an gdts (OR) of 2.94 (95%
confidence intervals (95% Cl), 1.49-5.83; p<0.0falt)persons taking
benzodiazepines, and OR of 2.64 (95% CI, 1.15-%0;05) for those taking

alcohol (blood alcohol concentrations (BAC)>0.9,gdlith regards to
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hospitalization due to traffic accidents. Using comations of benzodiazepines and
alcohol, the OR had risen to 5.03 (95% CI: 1.74645p<0.001).

Conclusion : Drug use among vehicle drivers increases the fisktiaffic
accident requiring hospitalization. From a pubkalth view, the factors of high risk

ratios are of concern and action for preventiameisded.
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Association between GAD67 Genotypes and Smokingin
Schizophrenic Patients
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Objective : To explore the association of smoking status inzegrenic
patients and GAD67 gene.

Methods : This is a multi-center, investigator-initiated, uatlistic study
project. Here we enrolled 400 inpatients (299 mhDd, female) meeting DSM-IV
criteria for schizophrenia or schizoaffective ddsrfrom two psychiatric hospitals
in Taiwan. All subjects were evaluated for smokstatus by using laboratory
(Carbon monoxide level measurement in the expim@cad self-reporting after
consent form completed. Four SNPs embedded witliD&7 gene including
rs3749034 (SNP1), rs2270335 (SNP2), rs2228598 (EM&469404 (SNP6) have
been genotyped by DHPLC.

Results : After controlling for age and BMI, the OR to be damg for an
female schizophrenic individual with one more @l€&lin GAD67 SNP6 is
0.23+/-0.11 (p-value =0.002). However, the sigaifitassociation is not observed

in male subjects. The other SNPs of GAD67 gene@upipe similar association

with smoking status.
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Conclusion : It is suggested that the SNP6 in GAD67 gene isifsigntly

associated with smoking status in our schizophreaients.
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Sleep Quality, Sleep Problems, and Hypnotics Use in Patients of
M ethadone M aintainence Treatment
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Objective : Sleep disorders is an important issue around threlwbhe
prevalence rate of insomnia was increased in reasars. However, heroin addict
patients also have these problems. Physicians f#tenthe problem that they have
to treat insomnia in heroin addict patients of radtimne maintainence program. The
rate of hypnotics use was not low. Even, some eddipatients relapsed due to
insomnia in our clinical observation. The aim abtresearch is to study the sleep
problems and hypnotics use condition in this pajputa

Methods : We designed questionnaires to identify the presehagsomnia,
duration of insomnia, hypnaotic history, attitudehyfonotic, and relapse risk. We
collected the questionnaires in methadone maimamerogram of Lu-Tung branch
of Changhua Christian Hospital in June 2010.

Results : We collected 121 copies of questionnaires fromstiigects. 16
females and 105 males were included. The averagesa&y age years. They took
methadone averagely 60 mg daily. Most of them draethadone regularly. 37
patients (30.58%) have sleep problems, includifentales and 31 males. VAS-10
of sleep quality was averagely five points. In gastory, 43 subjects (35.54%)
didn’t use hypnotics. 16 subjects (13.22%) evek togpnotics regularly. 62

subjects (51.24%) ever took hypnotics irreguléy.subjects (74.38%) didn’t take
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hypnotics; now. 11 subjects (9.09%) took hypnateggularly, now. 15 subjects
(12.40%) took hypnatics irregularly, now. 35 sulge(@8.93%) got hypnotics from
clinics. 23 subjects (19.01%) got hypnotics fronahacy. 15 subjects (12.40%)
got hypnotics from hospital. 45 subjects (37.19%@revisited to physicians due to
sleep problems, including 30 psychiatrist visitgEheral physician visit, 3
neurologist visit , and 1 internal visit. 28 suligeerould use alcohol for sleep. 10
subjects (8.26%) would use heroin again becauskep problems. 26 subjects
(21.49%) might use heroin in this situation.

Conclusion : In the study, we found insomnia rate was not lowun subjects.
Sleep problems is an important issue we shouldifapatients of methadone
maintainence program. We should pay attention tdicagion safety of hypnotics
and relapse risk in these patients. Further stuabesit insomnia in this population

were need.
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CYP2C19 Gene Dosage I nfluence the Electrocar diogram and the
Treatment Dose of M ethadone
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Objective : The racemic methadone is a drug which composeaeoRtform
and S-form enantiomers used in maintenance thdoalie heroin-addicted
patients. In our previous study, we found thatdyt@echrome P-450 (CYP) isozyme
2C19 preferred the metabolism of the R-form methadin this study, we tested
whether the genetic polymorphisms of CYP2C19 assediwith the dose, plasma
concentrations, side effects and treatment response

Methods : We selected two major single nucleotide polymonpisigSNPSs)
and genotyped on 366 methadone maintenance patietds the treatment for at
least 3 months. Their steady-state plasma racemibadone and its metabolite
2-ethylidene-1,5-dimethyl-3,3-diphenylpyrrolidine@DP) were measured with
high performance liquid chromatography.

Results : It was found that both the SNP of rs4244285 of ¢y
(permutation, p=0.0011, power=0.91) or allele t{ypermutation, p=0.0038,
power=0.81) showed significant association withaheent electrocardiogram

(EKG) assessed by the QT interval corrected forthrage (QTc). The G allele
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carrier is higher than A allele carrier in QTc,eseffect assessed by Treatment
Emergent Symptoms Scale (TESS) (permutation, p3@0& S-enantiomer of
EDDP (permutation, p=0.04).The extensive metabo(2€&D) took the highest
dose of methadone (permutation, p=0.0046, poweli¥0and showed the longest
QTc (permutation, p=0.0074, power=0.73).

Conclusion :  We conclude that the genetic polymorphisms in CYE2@ay
be served as indicators for the severity of eleatrdiogram side effect assessed by

the QT interval after taking methadone.
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CYP3A4 associated with withdrawal symptom and M ethadone side
effect
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Objective : Methadone is a drug used in maintenance therapy for

3

4

heroin-addicted patients in Taiwan. The drug mayne¢abolized by liver
cytochrome Cytochrome P-450 (CYP), especially soegyme of CYP3A4. This
project was to investigate the genetic variantS¥¥3A4 and its relation to the
treatment dose of methadone, plasma drug concentratatment response and
side effects.

Methods : This study recruited 366 methadone maintenancergatith
assessment on their treatment outcome profile (TER)cal opioid withdrawal
scale (COWS), treatment emergent symptom scale$J,EE®d plasma
concentrations of methadone and its metaboliteasei®a’ genomic DNA were
genotyped on single nucleotide polymorphisms (SNIPEYP3A4.

Results : The allele types and genotypes of rs4646440 argfie=IBO0 at intron
10 of CYP3A4 showed significant association with feverity of withdrawal

symptoms rated by COWS (p=0.012 and p=0.0096, afdp7 and p=0.012,
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respectively) and the side effects rated by TES®.(089 and p=0.028, and
p=0.0027 and p=0.0085, respectively). The allgesywith severer withdrawal
symptoms also showed higher side effects, howewtr,less betel nut uses
(p=0.009 for rs4646440 and p=0.0063 for rs22424B0ither analyses on the
specific withdrawal symptoms of COWS, we found ti&t rs4646440 is significant
association with the cardiac pulse (allele type.p888) and heart rate (allele type
p=0.0019).

Conclusion: We conclude that the CYP3A4 may be indicatorstierdeverity

of methadone side effects and withdrawal symptoms.
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UGT?2B7 associated with withdrawal symptom
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Objective : Methadone replacement therapy is currently uséckatment of
heroin addictive patients in Taiwan. As the dosg plasma concentrations of
methadone varied among patients, it is essenteamine if the genetic variants in
the methadone eliminating process could be matkerglicate the treatment
response and the side effects. UDP-Glucuronosglteasise-2B7 (UGT2B7) is an
active Phase Il metabolic enzyme. It conjugatessadequent eliminates morphine
in liver. Alteration in UGT2B7 activity may signdantly affect both the
effectiveness and side effects of morphine, as agethethadone.

Methods : In this study, we selected 12 single nucleotidgmairphisms
(SNP) from the genomic region of UGT2B7 with bia@rhatics methods and
genotyped on the genomic DNA of 366 methadone reaarice patients. We also
assessed on patients’ treatment outcome profilé§TQinical opioid withdrawal
scale (COWS), treatment emergent symptom scale$J,EE®d plasma
concentrations of methadone and its metabolites.

Results : In single locus association analyses, we foundttieseverity of

withdrawal symptoms rated by COWS was significaadgociated with both the
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genotype and allele type of UGT2B7 SNPs of rs66009#0.0033 and
p=0.0131) rs6600880 (p=0.0034 and p=0.013354554144 (p=0.0039 and
p=0.0143): rs11940316 (p=0.0034 and p=0.013457438135 (p=0.0034 and
p=0.0134)- rs7662029 (p=0.0034 and p=0.134)7668258 (p=0.0034 and
p=0.134): rs7439366 (p=0.0034 and p=0.134)54292394 (p=0.0034 and
p=0.134) rs6600893 (p=0.0032 and p=0.138). The significambainly contributed
from male patients (genotype p<0.0278 and allge 1y<0.0482). In further
withdrawal symptom association analyses, the mipd (genotype p<0.049 and
allele type p<0.048) and shivering symptom rate€C®WS are significant
associated with all SNPs (genotype p<0.014 antkalpe p<0.025).

Conclusion : In conclusion, we found that the phase Il metabatizyme
UGT2B7 genetic polymorphisms may be indicatordifier severity of withdrawal

symptoms.
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ABCBL1 associated with severity of drug dependence and methadone
metabolite
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