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Dole & Nyswander 1965
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Important studies

• Dole  & Joseph 1978 (n=1544)
• Drug Abuse Reporting Programme (DARP) 

1969-73 (n=4627/44,000)
• Treatment Outcome Prospective Study 

(TOPS) 1980-89 (n=11,000)
• National Treatment Outcome Research 

Study (NTORS) 1995– (n=1075)



Waiting list survival

0

20
40

60

80
100

1 2 3 4 5 6 7 8 9 10
Treated

Treated
Waiting

Years

% surviving

Gronbladh 1990



Relative mortality
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Does methadone prevent HIV?
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Does protracted assessment help?

• Woody (1975) Immediate v. 3 days. Better 
retention

• Bell (1994) 9 week assessment produced 
worse retention than “none”

• Maddux (1995) Immediate v. 14 days. Less 
pre-treat attrition, equal retention



Methadone dose & heroin use

0
10
20
30
40
50
60
70
80
90

100

0 10 20 30 40 50 60 70 80 90 100

% heroin use

Methadone dose (mg)

Ball & Ross 1991



Methadone dose & drop-out
(Caplehorne & Bell 1991)
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Can patients choose their dose?

• Goldstein (1975) Slight methadone 
increase, less heroin use

• Havassy (1981) Slight increase, no 
difference otherwise between groups

• Maddux (1995) Slight increase (53 to 
58mg), otherwise no difference

• All associated with increased staff & patient 
satisfaction



Does counselling help?

• TOPS: more counselling, better on drug use, 
crime, injecting, retention

• McLellan (1993): enhanced>normal>nil
• Saxon (1996): enhanced=normal>nil
• Woody (1984) Psychotherapy useful for 

psychiatrically disturbed, but not ASPD
• Platt (1993) Vocational help improved 

employment rates
• No evidence that counselling useful alone, or 

shortens addiction



How long?
• Numerous studies indicate longer treatment has 

better outcome, in or out of treatment (e.g. DARP, 
TOPS, NTORS)

• TOPS: <1wk <13w <52w >52w Cont.
Reg.H     1.00    1.16     0.83      0.47*     0.23*
Crime      1.00    0.81     0.81      0.59      0.36*

• Rosenbaum (1988) examined patients after 2-year 
time-limited treatment
– “Model” patients (6%) stopped drugs
– “Stabilised” patients (69%) almost all relapsed
– “Marginal” patients (25%) carried on much the same



What about the British system?



Does methadone prolong or 
shorten addiction?

• Goldstein (1995) 22 year follow-up, 
Albuquerque. Recovery similar in 
methadone treated and untreated.

• Hser (1993) 24yr follow-up, California. As 
above.

• Maddux (1992) As above, also for 
therapeutic community treatment



“Whereas most methadone maintenance patients 
received maintenance, only about one third of those 
allocated to methadone reduction received 
methadone reduction, and many actually received a 
form of methadone maintenance. Reduction patients 
were more likely to receive low doses of methadone, 
and were less likely to remain in treatment. For 
maintenance patients, higher doses and retention in 
treatment were both associated with better heroin 
use outcomes at two years. For the reduction 
patients, reductions in methadone were associated 
with poor heroin use outcomes.”

Gossop M. et al Drug and Alcohol Dependence, 62:255-264, (2001).

NTORS AT 2 YEARS
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New opiate patients (1997)
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Opiate evidence base

• Most current opiate users disadvantaged

• Methadone maintenance best for most
• MM helps health, crime, social status

• Forced detoxification not helpful 
• MM does not prolong addiction
• Retention in treatment important

• Counselling does not help addiction much
• MM aims to maintain, not to cure



Buprenorphine

• Partial mu agonist
• High affinity for mu receptor
• Effective opiate receptor blockade
• High dose equivalent to c.60mg methadone
• Sublingual administration



Advantages of buprenorphine

• Safe in overdose
• Mild withdrawal symptoms
• Lower reinforcing potential
• Titration easier
• Thrice weekly dosage possible
• Some prefer “clear head”



Disadvantages

• Less effective in retention, and suppression 
of heroin use (Cochrane - Mattick 2003)

• Supervision more difficult
• Injection frequent (Tacke 2003)
• Long history of abuse in some areas
• Change over can be difficult
• Some don’t like “clear head”



So when use buprenorphine?

• Shortish history of opiate use
• Detox envisaged in near future
• Young people
• Strong personal preference
• If stricter regime acceptable (e.g. longer 

supervision, clean urines)



RCT Bup maintenance v detox
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How about clean heroin too?



Heroin prescriptions as percentage of all 
prescriptions in UK
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What would increase heroin 
prescribing?

• Better evidence for effectiveness
• Better local or national support
• Better facilities available
• Less expense or more money  





KODA-1, February 1998, cb

Swiss conclusions
• Feasible and economical
• High retention rate
• Psychosocial and health improvement
• Low mortality
• Valuable extension of currently available 

therapy
• But study not controlled
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KODA-1, February 1998, cb

Mortality rates

1 . 0 0 % 1 . 1 0 %

2 . 6 0 %

8 . 9 0 %

0 %

1 %

2 %

3 %

4 %

5 %

6 %

7 %

8 %

9 %

h e r o i n p r e -
s c r i p t i o n
( 1 4 / 1 1 4 6 ,
t = 1 . 1 7 y )

i n p a t i e n t
t h e r a p y

m e t h a d o n e o u t  o f
t r e a t m e n t

p o p u l a t i o n



Dutch studies

• 549 subjects, 6 cities, 1998-2001
• Treatment failures, use over 5 years
• Smoked and IV heroin prescribed in 

separate studies
• Heroin + methadone v methadone waiting 

list, crossover after 12 months



Dutch outcomes

• Success criterion = 40% improvement in specific 
treatment domain e.g. crime, health

• Without other significant deterioration
• 25% more success than methadone for IV, 23% 

for smoked
• Success usually over all domains, whereas 

methadone improvement in one only
• 80% responders deteriorated after return to 

methadone
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Dosage of heroin

• Hartnoll et al. (1980): average dose of both 
methadone and heroin = 60mg./day

• Sell (1997): average UK dose 176 mg./day
• Swiss trials: average heroin dose = 600mg. 

/day
• Dutch trials: average heroin dose = 550mg. 

+ 60mg. Methadone
• German trials: up to 1000mg/day

Best evidence for effectiveness is from high-dose heroin



Supervised injecting
CONSPROS

ExpensiveClinical safety/ less 
diversion

Access problems, esp. in 
rural areas

Encourages move away 
from injectables

Perhaps discourages 
some patients

Allows higher doses, 
more difficult patients

Intrusive, interferes with 
rehabilitation

Encourages more doctors 
to prescribe

Probably best as initial measure only for most patients



Agreed issues in E.A.G.

• Should be available
• High quality standard treatment should be 

available first
• Inherently greater risks
• Reduced by expert selection & prescribing
• Requires resources and training
• Monitoring & further research is vital



Dexamphetamine

• 100 doctors prescribe for over 1000 patients 
(Strang & Sheridan 1997)

• Viewed as important by 60% specialists, 
46% prescribed (Bradbeer 1998)

• “Undesirable to prescribe” (DoH 1991)
• “There may be a limited place” (DoH 1999)



Is dexamphetamine effective?

• Decrease in injecting (1,2,3,4,5,6)

• Decrease in crime (1,3,5)

• Decrease in street amphetamine use (3,4,5)

• Improved physical health (5)

• Better retention (3,4)

• Reduced benzo use (4)

Uncontrolled studies show:

1) Charnaud & Griffiths, 1998; 2) Fleming & Roberts, 1994; 3) Klee, Carnwath
et al, 2001; 4) McBride et al, 1997; 5) Pates et al, 1996; 6)White 2000



Dexamphetamine prescription
Klee, Carnwath et al. 1998
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What about cocaine?
• Cochrane indicates no medication definitely 

helpful for cocaine abuse
• Prescribing cocaine is a bit iffy
• Antidepressants useful if depressed
• Several studies show psychological approaches 

effective
• Harm reduction advice

important
• Cocaine vaccine awaited



Cocaine & alcohol

• Produces cocaethylene over several hours
• Increases high, reduces serotonin dysphoria
• More harmful to liver and heart
• More likely to cause convulsions
• Increases risk of sudden death x 25
• Increase risk of suicide x 16
• Risk of accident and violence increased



Increases heart 
size

Atheroma

Blocks
conduction

Inflammation 
& fibrosis

Increased adrenaline
All improve if
cocaine stopped
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Cocaine withdrawal

Kampman et al 2001



Buprenorphine plus placebo
versus

buprenorphine plus disulfiram
in opiate dependent

cocaine users
(George et al 2000)



Benzos in polydrug repertoire

• Opiates 
– potentiates & prepares, replaces

• Stimulants 
– eases comedown, but also stimulants help continued 

benzo use

• Alcohol
– potentiates & replaces

• Coffee, cigarettes
– higher with benzos



Dangers of benzo use

• Amnesia (anterograde)
• Accidents
• Disinhibition and violence
• ? Long-term cognitive problems
• Overdose
• Psychiatric symptoms

– third stage problems



Three stages � �������	
�� 


1. Up to about 9 months – benzos are 
effective

2. c. 9 months to two years – benzos are 
neutral

3. c. 2 years on – negative effects due to 
breakthrough withdrawal e.g. panic 
attacks, agoraphobia
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Benzo injecting

• Temazepam, flurazepam but also  diazepam
• Rates of 20-55%
• 50% previous users had stopped, 

usually due to health problems
• Higher overdose and death rate
• Nearly all problems worse



The problem you face

• You’ve struggled for two years with Mrs. Bloggs, 
who was on 10mg/day diazepam

• You know all about the unpleasant benzo 
withdrawal syndrome

• Tracy says she is taking 200mg diazepam
• She is unreliable about taking advice
• She is also misusing alcohol, cocaine, cannabis 

and heroin
• To be awkward, let’s pretend she is pregnant and 

has a history of convulsions



Reasons not to be too frightened

• Use often not dependent or regular

• Often grossly exaggerated
• Sometimes fake diazepam used

• Can always buy pure supplies
• Most users improve over time (NTORS)
• Prison experience

• Drug users perhaps more tolerant of perceptual 
effects



How to reduce

• Change to equivalent dose of diazepam.

• Seldom need more than 40mg
• May need to wait there 4 weeks or so

• Reduce by about 5-10% per week
• Reduction can be quicker if shorter use

• While reducing, counselling, support groups, relaxation, 
herbal teas can help

• Formal psychological treatment may not add any benefit 
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