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Harm Reduction Program and
Opilate Substitution Therapy In
Talwan

THE EMERGE OF HIV EPIDEMICS



Reported Cases of HIV/AIDS
by Year of Diagnosis in Taiwan, 1984-2008
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The Initial stage of Harm Reduction Program in

Talwan

Needle/Syringe e
Exchange Program
—2005
Methadone Maintenance =~
Treatment—2006 s
Four areas in Taiwan: -

Taipel city,

Taipel county,

Taoyuan county, “

Tainan county

Data resource: CDC, Taiwan, ROC.




Inclusion criteria

Opioid dependence (by DSM-IV-TR)
At least 20 year-old

Normal intelligent function to understand
the contract

Agree to sign the contract (included the
personal data and fingerprint)



Priority Rules

Long-term injected drug use and syringe
sharing behavior.

Infected with HIV, Hepatitis B or C, pulmonary
TB, or Syphilis.

Committal history but relapse.

Abstinent therapy history in the hospital with
D.O.H. assighment.



Exclusion Criteria

Major psychotic disorders, and under
hospitalization.

Antisocial personality disorder or behavior.
Severe physical illness, such as liver cirrhosis.



Early Termination

Death.

Commitment, especial the drug-dealer, or
violation of the rules, violent behaviors toward
the staffs or others, during the treatment
process.

Incarceration due to other crimes.

Admission for more than 1 week due to the
physical illness.

Refused to engage the treatment program.



Lab. Test

1.Urine screen on drug
(once a month)
2.Blood test:
HIV, HBsAg, HBsADb
Anti-HCV, TPHA
GOT ~ GPT ~ r-GT

(Once at starting & ending)

First assessment . o
l Algorithm of Opioid
. | Substitution Thera
Sign the contract P i
l rogram
Begin the therapy
,L l
Medication-- | | Clinical Psycho-Social
methadone | | assessment | Service

or suboxone

1

everyday

|

|

Once a month

As needed by

Cases




Service Content

Outpatient Service
At least one clinic every weekday.

Medication Service
Service Time -- Everyday, no off.
The weekday
Weekend and holiday
Psycho-Social Service--as needed
Case Management
Group Psychotherapy
Family Support Group
Vocational Counseling



Outcome survey

Did you use heroin during the last 30 days ?
If yes, how many times during the last 30 days ?

2007/4/14-15 2007/7/28-29 2007/10/20-21

No 61.21% 59.84% 56.44%
Yes 38.79% 40.16% 43.56%
1~2 times 84.48% 76.49% 70.45%
3~4 times 12.07% 19.60% 20.45%
> 5 times 3.45% 3.91% 4.55%

Tang, et al. 2008.




Opioid - & Meth - Positive urine specimens
decreased by time on MMT
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after you enrolled into MMT ?

Outcome survey

How much the improvement over these areas

Very much ~ Much Some Nil

Physical 45.16%  31.45% 16.13%  7.26%
Condition

Occupation 41.67% 28.33% 15.83% 14.17%
Emotional 36.89%  41.80% 1557%  5.74%
controlling

Family 52.46%  34.43%  9.02%  4.10%
Relation

Interpersonal 39 67% 3067% 14.05%  6.61%
Relation

Tang, et al. 2008.




Employment Status of addicts
Improved after received MMT

0OnJob [OJobless
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Daily cost on Heroin using Decreased
after enrolled into MMT
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The reductions in monetary cost and gains in
productivity with methadone maintenance
treatment: One year follow-up

The average annual total cost was approximately
US$26,485 (1.43 GDP per capita in 2010) at
baseline, and decreased by 59.3% to US$10,784
(0.58 GDP) at follow-up. The mean number of
months of unemployment dropped from 6.03 to 2.79,
the mean income increased to exceed the basic
salary, but only reached 45.3% of the national
average monthly earnings. The participants ‘mental
health improved, but their QOL scores did not
iIncrease significantly.

Chih Yin Hsiao Kao Chin Chen, Lan-Ting Lee, Hsin Chu  n Tsai, Wei Hung
Chang, | Hui Lee, Po See Chen, Ru-Band Lu, Yen Kuan g Yang. 2015.




WHO-QoL Score Before vs After

MMT for One year
Y S é‘.ﬁ;@—— ERIE
N=130 # Z Firstvisit % % One-year P
4 18 B
=Rk 446168  63.4+145  0.000
Physical component
no Eal it S
= iEE 53.8416.6  55.1+16.9  0.565
Psychological component
AL g BT
. A47.7£17.2 5/7.8115.8 0.000
Social component
25
- BA 49.0+155  58.6154  0.000
Environmental component
K
5.92+1.41 6.48+1.27 0.004
Overall

Tang, et al. 20009.




Improvement of quality of life in
methadone treatment patients in northern
Taiwan: a follow -up study

Table 3 Quality-of-life (Qol) scores and cost per Qol point
in the four domains at the 6-month assessment (n = 285)

Baseline score  6-month score Qol Cost

M (SD) M (5D) gained g[
prod it

Physical 58531551 60.13(1468) 1.6 3687
Psychological 4585 16.64) 53.19(17.15) 33 1787
Social Relations  54.71(18.13) 55 77(17.05) 106 5545
Ervironmental 529X 16.97) 55.42(1620) 25 2359

Note. Repeated measures analyses of variance of baseline and 6-month follow-
up were peformed to control for age, education, gender, age at first heroin
use, methadone dose and days in MMT before study. Cost per Qol point =
Tatal MMT cost/incremental Qol gain. MMT cost was $1179.70 in 2009, For

the 6-month calculation, 558985 (1179.772) was used. -

*p < 05 < O1. Chou et al. BMC Psychiatry 2013, 13:190
http://www.biomedcentral.com/1471-

244X/13/190




Effects of education on harm-reduction programmes
Shu-Yu Lyu, Lien-Wen Su, *Yi-Ming Arthur Chen Lancet 2011
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Current status of substance abuse and HIV in

Talwan Wen-Jing Yu, Wen-Ing Tsay, Jih-Heng Li.
J of Food and Drug Analysis, 21, (2013) S 27-32.
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Fig. 5 — Number of schedule I & II drug offenders sentenced to pnson in Taiwan from 1995 through 2012. Heroin and
methamphetamine were the most commonly abused schedule 1 and II drugs, respectively.
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Risk factors of HIV Infection via IDU declined in
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Harm reduction policy in Taiwan: toward a
comprehensive understanding of its ~ making
- and effects Jia-shin Chen. Harm Reduction Journal (2016) 13:11. -
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Risk factors of HIV Infection in Taiwan
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Retention Rate -- by Status

Deferred prosecution increased the retention rate !
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Mortality among a cohort of drug users after
their release from prison: an evaluation of the
effectiveness of a harm reduction program in

Talwan

Table 3 Crude mortality rates among individuals during methadone maintenance therapy (MMT)attendance, after MMT dropout

and non-enrollees,

Mortality rate

(deaths per [Y95% confidence

Classification Deaths Person-gears (purs) 100 pyrs) inferval)
During MMT attendance 3 1244.6 (.24 (0.08-0.74)
Mot during MMT attendance

Non-enrollees 111 42893 2.6 (2.1-3.1)

After MMT dropout (in community) 27 1848 /.00 (4.8-10.2)

After MMT dropout (re-incarceration) 1 1344 (.3 (0.04-2.1)
Total 142 h253.1 23 (1.9-2.7}

Yen-Fang Huang, & Hsu-Sung Kuo, et al.,

Addiction, 106, 1437-1445




Higher methadone doses are associated with lower
mortality in patients of opioid dependence in Taiwan.

Among all of the 33,549 recruited patients, the crude
mortality rate was 134.78/10,000 person-years, and
the standardized mortality ratio was 4.68. A dose—
response relationship of higher- vs. lower-dosage
groups on the risk of mortality risk was observed
(adjusted HR = 0.68, P = 0.016). In further sub-
grouping analysis, this trend was more significant in
HIV positive patients, in subgroup of patients who
continuously staying in MMT, and in subgroup of
patients who re-enter MMT.

Ding-Lieh Liao, Pau-Chung Chen, Chia-Hsiang Chen, Chi  a-Jung
Hsieh, Yen-Fang Huang, Wen-Yi Shih, Joseph J.S. Chen g, 2013




Moving toward Personalized Medicine In the
Methadone Maintenance Treatment Program: A
Pilot Study on the Evaluation of Treatment
Responses in Taiwan

The results demonstrated thathe methadone
maintenance doseCYP2B6 785G allele and ABCB1
267/T allelehave positive effects on the methadone
plasma concentration In contrast, patients with HCV
co-infection, alcohol problems, and psychiatric disases
may have a negative response to treatmenthus, a
comprehensive evaluation of treatment responses the
MMTP should include not only genetic polymorphisms
INn methadone metabolism and transporter proteins, bt
also concomitant diseases, MDIs, and poly-substance
use.

H-Y Lee, J-H LI, Y-L Sheu & H-P Tang. 2013.




Pharmacogenomics study in a Talwan
methadone maintenance cohort

In this study, 366 patients who had taken methadone
continually in the previous 7 days were examined.fe
SNPs on CYP2B6@vere associated witlplasma S-
methadone concentration SNPs on CYP3A4wvere
assoclated withwithdrawal symptoms and side effects
and SNPs on CYP2C1%vere associated withmethadone
dose SNPs in the genes encoding tmaeorphine phase
Il metabolic enzyme UGT2B7, were associated with
withdrawal symptom scores In pharmacodynamic
genes, théSNPs on OPRMJIlwere associated with
Insomnia and change in libido side effects

Sheng-Chang Wang, Hsiao-Hui Tsou, Ing-Kang Ho, Keh-  Ming Lin, & Yu-Li Liu.
J Food Drug Anal. 2013 December ; 21(4): S62—-S68.




Challenges of MMTP In Taiwan
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v % %3 3 {v% (drug-drug interaction)
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Survey of methadone-drug interactions among
patients of methadone maintenance treatment

program in Taiwan H-Y Lee, J-H Li, L-T Wu, J-S Wu, C-F Yen & H-P Tang.
Substance Abuse Treatment, Prevention, and Policy 2012, 7:11
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The Association between Daily Dose of
Methadone and Retention rate
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The Association between Attendance rate
and Retention rate
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Retention rates between Central Hospital
and Outreach service points
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Service points of MMT at Tainan City
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Background information on 128 newly
admitted participants and hazard ratios
from a Cox multivariate regression analysis
on treatment dropout within the 18month
prospective followup period.

The Cox regression performed on the 90 patients not
Incarcerated during the follow-up period indicated
that being female, HCV positive, living a longer
distance from the clinig and receiving treatment in
New Taipeli City, respectively, were associated with
shorter durations of MMT.

Lin CK, Hung CC, Peng CY, Chao E, Lee TSH (2015) Fa ctors
Associated with Methadone Treatment Duration: A Cox
Regression Analysis. PLoS ONE 10(4): e0123687.
doi:10.1371/journal.pone.0123687

@'PLOS | ONE



The Numbers of Patients On MMT at Taiwan, 2006.02 - 2014.12
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Buprenorphine HCL/ Naloxone
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The Comparison of Treatment Effect between
Methadone and Buprenorphine as the

Substitution Therapy for Opiate Addicts--the
Duration of 1 Year
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reatment Retention among Patients
Randomized to Buprenorphine /Naloxone

Compared to Methadone in A Multi-site Trial
-0-Buprenorphine (n=738}  -A-Methadone (n=529)
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Days in treatment during 24 weeks
Figure 1.

Survival Curves for Buprenorphine Versus Methadone Y|h'|ng Hsel’, et al., AddlCtIOﬂ

2014 Jan; 109(1): 79-87.
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Urine Morphine Positive rate by time on MMT
vs BMT
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2 % & (WHO-Qol )

%I; - = F\:B ’5
. MMT(£ % %) BMT™ & Rrt7
s 2 Y )
m R AR A B (n=26) (n=9) p-value
ERAM A 66.58 65.89  0.805
(e 4 55 R R '
) }?)B NEREFRRATR 72.23 80.89  0.469
LRt 61.42 72.78 0.172
o I8 66.54 71.00 0.544
W= #2 & Independent level 68.81 83.33  0.032
i g B 4 70.38 75.56  0.459
T B 71.46 76.25 0.541

2 3 Rk A 70.88 76.67  0.58
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Comparing the cost-effectiveness of methadone
maintenance therapy(MMT) and buprenorphine
maintenance therapy(BMT) for the management of
opioid-dependent individuals

In a scheme of 6 months of methadone or
buprenorphine maintenance therapy, costs per subject
amounted to NT$ 31,950 with methadone and NT$
49,604 with buprenorphine. Subjects receiving
methadone and buprenorphine achieved an abstinence
rate 18.7% and 14.7% respectivelylncremental cost-
effectivenessff +r = # »z ¥ +* ) of methadone
maintenance as compared with suboxone treatment was
NT$ 441,350 per abstinence rate.

Mz s ESBEOMSZ2 Rk P ESEHE ST P B, 2000.
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AR 225 18 A methadone (n=123) suboxone (n=34)

HERA
28K 3.748 (1.518) 20.686 (7.319)

l;l,* 7 ';;. - » o
R

748 (329) 717 (273)
(BRE -ARE F)
W ReAE B AR A

13.662 (4.325) 15.991 (4.137)

(LHE  -BREE)
ol B R A
EMARREZBERA 539 (707) 545 (780)
Xl E 13,253 (7.289) 11.663 (8.225)
M A 31.950 (9.466) 49.604 (13.723)
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Mz s ESBEOMSZ2 Rk P ESEHE ST P B, 2000.



Challenges of BMTP In Taiwan

v 3 g & % 225 % (Mis-use and diversion)

> K ik B TRk 47 5

>%§ %‘8‘ ¥+ 7 i (poor compliance)
Vit 2 B RIT S 27 % &(insufficiency of
assessment and record)
v ik Z_ 1 % ¢ 7 (Lack of case management)
vie 32k ¢ ok 4 & (insufficiency of psycho-
social intervention)
v 7 % (fee)
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Buprenorphine/Naloxone e < i@ #
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Naloxone /& &
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Key Points of Successful Induction on
Buprenorphine/Naloxone

v'Careful Evaluation
v'Drugs history

v'Current frequency, route & dose of opioid
substance

v'Last dose & Time
v'Education aboutBuprenorphine/Naloxone
v'Discussion about the treatment plan

v"Monitoring daily for 3-7 days after first dose
of Buprenorphine/Naloxone



Key Points of Successful Induction on
Buprenorphine/Naloxone

v'Evaluation at each visit

v'Physical condition—opioid withdrawal symptoms,
side effects oBuprenorphine/Naloxone,

v'Re-use of opioid substance
v'Compliance
v'Urine toxicology

v'Family involvement
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