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Women, Pregnancy and Methadone

Loretta P. Finnegan

Summary

The abuse of psychoactive drugs by women of childbearing age has placed an
untoward burden on the fetus, new-born and child. This included: marijuana-
2.9%; cocaine-1.1%; with lesser percentages of other illicit drugs. Effective
methadone mai ntenance preventstheonset of opioi d abstinencesyndromefor 24-
36 hours, reduces or eliminates drug craving, and blocks the euphoric effects of
illicit narcotics. Because of the extremely high risk environment of the pregnant
drug-dependent woman, her infant is predisposed to ahost of neonatal problems.
Infants exposed to methadone in-utero, with mothers receiving prenatal care,
generally have higher birth weights and adecreased incidence of premature birth
and other medical complications. Infant medical complications are usually
influenced by maternal prenatal care, incidence of maternal complications, and
multipledrug useby themother causingan unstabl eintrauterinemilieucomplicated
by withdrawal and overdose. Infants exposed to methadone generally have a
higher incidence and a longer duration of abstinence. The majority of this
increased cost has stemmed from drug-affected infants born with significant/
major medical needsand prematuredelivery related to maternal drug abuse. Over
three-fourths (77%) of drug-affected infants have had significant/major medical
needs compared with 27% of all new-borns. Seventeen per cent of drug-affected
infantswereborn prematurely, compared with 6% of all new-borns. Thetotal cost
in 1997 for longer, specialised, and more intensive medical care for Florida's
drug-affected infants is estimated at $ 6.7 million.

When pregnant women abuse drugs, they affect their own health and that of their
unborn child.

Key words: Women - Pregnancy - Methadone
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The abuse of psychoactive drugs by women of childbearing age has placed an
untoward burden on the fetus, new-born and child. In many countries, estimates of the
human and financia burden have not yet been calculated, nor have solutions been
contemplated or implemented. The use of these psychoactive substances has led to a
steadily increasing number of individual s suffering from the chronic, relapsing disease
of addiction. This problem affects al socio-economic and ethnic classes within the
world populationanditiswidely recognised that millionsof individua suseillicit drugs
regularly. Millions more are addicted to nicotine, acohol or both. Mortality data are
greatly influenced asaresult of nicotine'sroleinheart and lung disease, and cancer. The
effectsof a coholism havewreaked incal cul abl e damage across generati onsthroughout
societies for centuries. Men, women and children continue to suffer as aresult of the
effects of addiction in destroying families. Asthe 21st century begins, pregnant, drug-
dependent women continue to present to medical facilities after receiving little, if any,
prenatal care, so putting their infants at risk through the double jeopardy of in-utero
psychoactive drug exposure and the effects of maternal morbidity, including infection,
hypertension and anemia.

In the United States, reasonably good estimates of tobacco, acohol, marijuana,
heroin, and cocaineuseby Americansareavailable(12). Accordingtothe1997 National
Household Survey on Drug Abuse (15), anong apopulation of 275 millionindividuals,
there were 64 million tobacco users, 18 million acohalics, 13.9 million users of illicit
drugs (80% of these are marijuanausers), 810,000 heroin addicts (comprising 180,000
treated with methadone) and 1.5 million cocaine addicts (datareflecting use during the
30 days preceding the survey). The U.S. Centres for Disease Control and Prevention
recently reported a 1997 survey which found that 48 million Americans smoke
cigarettes (24% of the population).

Numbers of pregnant users of psychoactive agents were systematically calculated
in1992. At thistime, of the4 million birthsinthe United States, the National Pregnancy
and Health Study (National | nstituteon Drug Abuse) found that 5.5 percent, or 221,000,
used someillicit drug during pregnancy (15). Thisincluded: marijuana-2.9%; cocaine-
1.1%,; with lesser percentages of other illicit drugs. Most striking was the finding that
18.8% used al cohol and 20.4% smoked cigarettes. Inthe NHSDA,, combining 1996 and
1997 data on pregnant women aged 15-44, 2.5% used illicit drugs, 1.3% were binge
drinkers (5 or more drinks on the same occasion at least once in the past month), and
19.9% smoked cigarettes. By contrast, women of the same age who were not pregnant,
had percentages of 10.4%, 16.7%, 33.3%, respectively, suggesting that many women
resumetheir drug and a cohol use after giving birth. Thisdrug use by mothers does not
provide the most auspicious environment for the new-born infant. Depending on
location within the national boundaries, socio-economic status and educational level,
these percentages can be much higher or negligible. Whether the percentages are high
or low, any form of psychoactive drug use should be discouraged in pregnant women,
so that the fetus has the best possible chance of hormal development. These data also
reflect the fact that any attempt to ascertain direct etiologies of infant morbidity as a
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result of some perinatal effect will encounter inherent difficulties due to the nearly
universal occurrence of multiple drug use by individua pregnant women.

Medical complicationsin pregnanciesinvolving drugs are generally quite common
dueto customary lifestyle and the highincidence of zero prenatal care(4; 7; 14; 16; 18).
Themost frequent complicationsencounteredininjecting drug usersinclude: infections
such as cellulitis, hepatitis A, B, and C, pneumonia, bacterial endocarditis, sexually
transmitted diseases and HIV infection; anemia, thombocytopenia, thrombophlebitis,
overdose and multiple injuries from trauma.

With cocaine use, medical complications may include myocardia infarction,
cardiac arrythmias, rupture of the ascending aorta, cerebrovascular accidents, seizures,
and arange of psychiatric disorders such as dysphoric agitation. However, with both
narcotic and stimulant addictions, there is a high incidence of mental health disorders
estimated at 40-60 percent.

Obstetric complications add to the in-utero burden for the fetus, with potential
adverse effects upon the new-born. Theincidence of obstetric complicationsin women
maintained on methadone isless than that found in heroin users. Fetal wastage occurs
as a result of spontaneous abortion, intrauterine death, amnionitis, chorioamnionitis,
gestational diabetes, premature rupture of the membranes and septicemia. Placental
disordersthat may occur includeabruption, infarction and insufficiency. Because of the
lack of prenatal care, many women are predisposed to pre-eclampsiaor eclampsia. The
most commonly seen obstetrical complications are preterm birth and intrauterine
growth retardation. Addicted women should be closely observed for postpartum
hemorrhage.

For three decades, methadone maintenance has been recommended for opioid
dependence in pregnancy (5). It has been clearly demonstrated that treatment with
methadone, when delivered with comprehensive servicesthat include prenatal care, can
reducetheincidenceof obstetric and fetal complications, and that of neonatal morbidity
and mortality (2). Effective methadone maintenance prevents the onset of opioid
abstinencesyndromefor 24-36 hours, reducesor eliminatesdrug craving, and blocksthe
euphoric effects of illicit narcotics. Methadone maintenance therapy for the pregnant
woman also preventserratic maternal opioidlevelsand protectsthefetusfrom repeated
episodes of withdrawal, decreases women's risk of HIV infection or hepatitis and
reduces drug-seeking behaviours, such as prostitution, which increases the chance of
sexualy transmitted diseases. Methadone-maintained women frequently experience
signs and symptoms of withdrawal as pregnancy progresses, and require increasing
doses to maintain the same plasmalevel and remain withdrawal free. Higher doses of
methadone in the third trimester have been associated with improved fetal growth and
longer duration of gestation; as aresult, more liberal methadone dosing in pregnancy
may improve initial and long-term neonatal outcome (2; 3; 5; 11).

Drug dependence during pregnancy is not only a perinatal issue but a complex
biopsychosocia problem that presents multiple challenges (9). When assessing the
impact of addiction on the pregnant woman and ultimately her infant, one must put into
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perspective the milieu within which she must survive. The cycle of addiction not only
includesillicit and licit drug use, medical and obstetric complications and psychiatric
disorders, but also family dysfunctions, physical and sexual abuse, social issues, legal
problems and educational deficits leading to employment failure and economic loss.
Additional problems that affect drug-addicted women include: poor interpersonal
skills, chronic crises and chaos, violence, low self-esteem, past or present prostitution,
previous incarceration, ineffective parenting, poor nutrition, lack of organising or
problem-solving abilities and homelessness or the lack of a stable environment.

Because of the extremely high risk environment of the pregnant drug-dependent
woman, her infant is predisposed to a host of neonatal problems. In heroin-dependent
women, asignificant portion of the medical complications seen in their neonatesisdue
tolow hirthweight and prematurity. Therefore, conditionssuch asasphyxianeonatorum,
intracranial hemorrhage, respiratory distresssyndrome, intrauterinegrowth retardation,
hypoglycemia, hypocal cemia, septicemia, and hyperbilirubinemia may occur. Infants
exposed to methadonein-utero and whose mothersreceive prenatal care, generally have
higher birth weights and a decreased incidence of premature birth and other medical
complications. However, symptomsof neonatal abstinencearecommon. Infant medical
complicationsaregenerally influenced by maternal prenatal care, incidenceof maternal
complications, and multiple drug use by the mother causing an unstable intrauterine
milieu complicated by withdrawal and overdose. The latter may predispose the infant
to meconium aspiration.

Narcotic abstinence contributes considerably to neonatal morbidity. However, not
all infantsbornto drug-dependent mothersshow withdrawal symptomatology. Literature
reportsindicate avariableincidence between 60 and 90 % (6). Itisnot surprising to find
varying descriptions and experiences in reports from different centres, because the
biochemical and physiol ogic processesgoverningwithdrawal arestill poorly understood.
Polydrug abuse, erratic drugingestion, with vagueandinaccuratematernal historiesand
methodsof analysing body fluidsto detect prenatal exposure, all confoundthetype, time
of onset, duration and severity of symptoms.

M ethadone-exposed infantsgenerally have ahigher incidenceand alonger duration
of abstinence. In comparative studies involving heroin exposure, however, doses of
heroinwere unknown and thefiguresmay not be comparabl e. Other studieshave shown
that infants manifest moderate to severe abstinence when their mothers are maintained
on adequate doses of methadone (17). Since the rel ationship between methadone dose
and neonatal abstinence severity has been difficult to establish, and the studies have
showninconsistent results, thisrational e shoul d not be used to demand low dosesduring
pregnancy. There is no compelling evidence to reduce maternal methadone dose to
avoid neonatal abstinence. To do so may promoteillicit drug use and increased risk to
the fetus, since methadone eliminates the need for illicit opioid use, prevents erratic
maternal opioiddruglevels, and protectsthefetusfrom repeated epi sodesof withdrawal.

Narcotic abstinence syndrome is described as a generalised disorder characterised
by signsand symptomsof hyperirritability of thecentral nervoussystem, gastrointestinal
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dysfunction, respiratory distress and vague autonomic nervous system symptoms that
include yawning, sneezing, mottling and increased temperature. Initially the infants
develop mild high frequency, low amplitude tremors that progressin severity. A high
pitched cry, increased muscle tone, irritability, increased deep tendon reflexes and an
exaggerated Moro reflex are all characteristic of the syndrome. The rooting reflex is
usualy strong, and sucking of fists or thumbs is common, yet infants show great
difficulty with feeds and regurgitate frequently. The feeding difficulty occurs because
of anuncoordinated andineffectual suckingreflex. Theinfantsmay devel oploosestools
and so become susceptible to dehydration and electrolyte imbalance.

Time of onset of symptomsisvariable. At delivery, the serum and tissue levels of
in-utero drugs begin to fall. The new-born continues to metabolise the drug(s) and
abstinencesignsoccur whencritically low tissuelevel shave beenreached (13). Because
of thevariationintimeof onset and degree of severity, aspectrum of abstinence patterns
may beobserved. Withdrawal may bemildandtransient, delayedinonset or characterised
by a stepwiseincrease in severity. It may be intermittently present, or have abiphasic
course that includes acute neonatal withdrawal followed by improvement and then an
exacerbation of acute withdrawal. Severe symptoms seem to occur in infants whose
mothershavetaken largeamountsof drugsfor alongtime. Usually thecloser todelivery
amother takesanarcotic, thegreater thedelay in onset of abstinenceandthemoresevere
the symptoms in her baby. The maturity of the infant's metabolic and excretory
mechanismsplaysanimportant rolesince preterminfantsgenerally excretethe prenatal
drug(s) moreslowly, and seemto show alessvigorousonset. Theduration of symptoms
varies from afew daysto several months.

Oneadvantage regarding the pharmacol ogical treatment of opiate dependencewith
methadone is that breast feeding can be considered if the mother is not abusing other
drugs. Only small amounts of methadone have been detected in the breast milk of
mothers on dosages up to 50 mg. Since such small amounts of this medication appear
inthebreast milk, thisisnot adequatetreatment for the new-born undergoing abstinence.
However, the immunologic and bonding benefits of breast feeding are absolutely
essentia in the opiate-dependent mother. If the mother is abusing drugs, or if there are
infections such as HIV or hepatitis, breast feeding is contraindicated.

In the early period of the cocaine epidemic in the late 1980's, there was a rush to
obtain information about the perinatal effects. Although many reports give detailed
descriptions of the detrimental effects of cocaine on infant morbidity, many have not
been substantiated by subsequent studies(1; 14; 16; 18; 19). Assessments of theimpact
of cocaineon human pregnancy have not always considered other concomitant drug use
and associated variables such as poverty, inadequate prenatal and postnatal care,
deficient nutrition, varying types of cocaine use, sexually transmitted diseases and the
possible presence of toxic adulterants that are mixed with or, used to process, cocaine.
Consistent findings of in-utero cocaine exposure include the impact of maternal
morbibity,impairedgrowth, smaller head circumferences, and pretermbirth. Inconsi stent
findings include the occurrence of congenital abnormalities, and abnormal
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neurobehaviour. Transient findings include electro-encephal ographic abnormalities
andtortuousirisvasculaturein theeye grounds. Studiesarein progressto determinethe
potential of subtleeffectsininfantsand children asaresult of in-utero cocaineexposure.

New-borns affected by maternal addiction often require intensive, specialised and
lengthy hospital care, which increases the cost of medical servicesto infants. A recent
hospital costssurvey from the FloridaAgency for Health Care Administration reported
that in 1997 the average cost of carefor one drug-affected new-born was $11,188 (17).
This is more than twice the average cost of care for a new-born not affected by drug
abuse. Themgjority of thisincreased cost stemmed from drug-affectedinfantsbornwith
significant/major medical needsand prematuredelivery related to maternal drug abuse.
Over three-fourths (77%) of drug-affected infants had significant/major medical needs
compared with 27% of all new-borns. Seventeen per cent of drug-affected infantswere
born prematurely, compared with 6% of all new-borns. The total cost of longer,
specidised, and more intensive medical care for Florida's drug-affected infants was
estimated at $6.7 million for 1997.

Theimpact of prenatal drug exposurehasmany ramificationswhen pharmacol ogical
agents are complemented by varying amounts of maternal medical and obstetric
complications coupled with environmental influences. Drug exposure in-utero may be
further complicated by therisk of child abuseand neglect, lack of accesstomedical care,
homelessness, loss of caregiver and subsequent foster care (8; 10). The infant is sent
home too early for appropriate medical observation, and maternal caregiving ability
may not be adequately assessed. Prolonged abstinence, preterm birth or asphyxiamay
result in tremulousness, agitation and hypertonicity, or hypotonicity with difficulty in
eating and sleeping. This predisposes a tenuous maternal-child relationship to failure
with the potential for the occurrence of developmental delays, behaviour and learning
problemsin the child.

Although drug abuse has existed for centuries, in entering the new millennium, an
escalation of problems is emerging as a result of the vast numbers of individuals
impacted. When pregnant women are abusing drugs, they are affecting their own health
and that of their unborn child. Theinfluence of drug abuseis not only of aphysical and
psychologica nature; it also impacts the environment in which the new-born must
attempt to survive. We have made great strides in the medical care of new-borns who
experience drug exposure in-utero, but there have been inadequate resources for
determining the many unknown variablesin perinatal addictionthat wouldimprovethe
outcomes of the pregnant woman and her drug-exposed infant. Specialised treatment
resources for childbearing women and their children are insufficient and, sadly, many
medical professionals do not see this as an important area for their research and
treatment efforts. Addiction isachronic, relapsing disorder which encompasses every
systeminthe human body. The numerousissuesto be addressed acutely and the chronic
relapsing nature of addiction make the clinician's task enormous when contemplating
the rehabilitation of the maternal-infant dyad. The intergenerational transmission of
addiction and its multiple problems, including HIV, become inevitable if methadone
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maintenance with comprehensive services is not provided for the opioid-dependent
women and her child. We must endeavour to end the physical, psychological and
sociological disabilities resulting from this most pervasive disorder that not only
destroys individuals but the fibre of our societies—the family.
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Sexual Dysfunction Associated with M ethadone M aintenance:
Treatment with Bromocryptine

Marc S. Shinderman and Sarz M axwell

Summary

Sexual dysfunction, aside-effect of methadonemai ntenancetreatment,
may be caused by opioid-induced hyperprolactinemia; on this basis, a
dopamine agonist could reverse the effect. We treated 34 (23 male; 11
female) patientswith bromocryptine, 2.5-10mg/d. 65% of malesand 36%
of femalesreported apositive response. Responders and non-responders
had a similar age (44 vs 40 yrs), time in MMT (45.5 mos), and use of
serotonergic antidepressant therapy (21.1% vs 26.7%). Responderstook
higher doses of methadone (220.3 vs 165.6 mg/d), and were more likely
to be taking bupropion or methylphenidate (42.1% vs 26.7%). Alterna-
tive therapies with other dopaminergic agonists are discussed.

Key Words: Methadone Maintenance; Sexua Dysfunction;
Psychiatric Comorbidity

Introduction

Sexual dysfunction is not an uncommon complaint among patients on methadone
maintenance treatment (MMT) (12). Sexua side-effects of medication are seldom
spontaneously reported (16, 17); theincidenceisthusdifficult to accurately determine.
When sexual symptoms are attributed to MMT by the patient and are not satisfactorily
addressed by the physician, adverse outcomes may result. Cocaine use, the reduction of
methadone dosage, and the discontinuation of MMT are some strategies patients may
use to attempt self-treatment of sexual dysfunction (SD).

Elevated prolactin levels have been reported in association with the chronic
administration of opioid agonists (5, 8, 15, 18, 19, 20) by amechanism involving the u-
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opiate receptor (9,13). Medical conditions associated with hyperprolactinemia (e.g.
pituitary prolactinoma) commonly causesexual dysfunction(4). Bromocryptine(BRC),
which decreasesprolactin by increasing dopaminergictone(19), hasbeen utilisedinthe
treatment of pituitary adenomas (4). Decreasing prolactin levelsin these BRC-treated
patients are correl ated with the normalisation of testosterone and other hormonelevels,
the resumption of menses, the reversal of erectile dysfunction, and the restoration of
libido in both sexes (6).

Tagliamonte (personal communication, 1998) reported that 17 male MMT patients
complaining of loss of libido and exhibiting high serum prolactin levels responded to
BRC therapy with restoration of libido. We thus began to utilise BRC in the treatment
of MMT patientssuffering from SD. Wereport herein our clinical experienceswiththis
modality.

Methods

Patients in methadone maintenance treatment were self-referred for a medica
evaluation of sexual dysfunction associated with MMT. Patients were evaluated and
treated by one of the authors. Patients were included in the study if they had been on
MMT for at least six months, were stable on their methadone dose and ancillary
medications, did not haveamedical condition associated with organic SD (e.g. IDDM)),
and were willing to take a medication that was not FDA-approved for their complaint.
The symptoms evaluated for the purpose of the study were, for maes, erectile
dysfunction (difficulty in achieving or maintaining an erection) and, for females, lack
of libido. Response was measured by patients' reports of subjective aleviation of the
target symptoms. Patients were followed with at least monthly physician visits. Data
were collected by reviewing the clinical charts. Due to cost concerns, only 4 patients
agreed to laboratory evaluation of serum prolactin levels.

Results

Thirty-four patientstook bromocryptine; 23weremaleand 11 female. Themean age
was 41.1 years (range 29-59; 37.8 for females; 44.5 for males). Average time under
methadonemai ntenancetreatment was45.5 months, and mean dose of methadone 196.2
mg/d. The overall response rate was 55.9%. 65% of males and 36% of females had a
positive response to BCR therapy. The non-responders did not differ from responders
with respect to age (40 vs 44 yrs), time on MMT (45.5 vs 45.5 months), or use of
sel ective-serotonin-reuptake-inhibitor antidepressants (SSRIs) (26.7 vs 21.1%).
Responders tended to be taking higher doses of methadone (220.3 mg./d) than non-
responders (165.6 mg/d), and were morelikely to be taking ancillary medicationswith
dopaminergic activity (bupropion and methylphenidate) (42.1% vs 26.7%). 100% of
non-responders discontinued BCR before 90 days of tx; most (73.3%) because of non-
efficacy. Responders also had ahigh attrition rate; only 4 (21%) continued BCR up to
90 days. Reasons for discontinuation were sedation (10.6%) and cost (68.4%).
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Table 1. Characteristics of patients under MM treated for sexual dysfunctions
Non-responders Responders
n=15 n=19
Age 40.4 years 43.9 years
Timeonin MMT 45.5 months 45.5 months
Methadone Dose 165.6 mg/d 220.3 mg/d
Ancillary meds.: Dopaminergic 26.7% 42.1%
Ancillary meds.: SSRI 26.7% 42.1%
D/C for SE of BCR 12.6% 10.5%

Discussion

Thedatafromthisclinical survey arepreliminary, but we haveformed someclinical
conclusionsbased on examination of thetrends. It isnot surprising that moremalesthan
femaleshad apositive responseto BCR treatment; thisistruein the treatment of SD of
any aetiology (10). Thetendency for respondersto have ahigher mean methadone dose
than responders is somewhat puzzling until it is juxtaposed with the data regarding
ancillary medications(Table 1). Responders had ahigher methadone dose, and wereno
more likely to be taking SSRI antidepressants (which may cause SD), but were more
likely tobetakingancillary medicationswith dopaminergicactivity. Theseobservations
are in agreement with the findings that methadone causes sexual dysfunction via
opioidergic stimulation of a dopamine-sensitive system, e.g. prolactin (9,18).

Only four patients had serum prolactin levels performed; the two with lower levels
(16 and 21 ng/ml [reference range 0-18 ng/ml]) were non-responders, and the two with
higher prolactin levels (22 and 44 ng/ml) responded to bromocryptine treatment. These
data are insufficient to allow an attribution of even clinical significance, but the trend
continues to agree with the science. It isthis consistent agreement with the established
scientific findings previously referenced that lends credence to the observations made
in this uncontrolled series of cases.

Clinically, however, bromocryptine seems to be a poor treatment, mainly for
practical (financial) reasons. There was an acceptably low rate of discontinuation
ascribed to side-effects (10.5% of responders; 12.6% of non-responders), and the side
effects reported (sedation and nausea) are not difficult to manage clinically. However,
an unacceptably high proportion of responders (68.4%) discontinued the medication
because of cost. Thisfinding relates to the effectiveness of a medication —a parameter
that takes into account not only efficacy but general acceptability of the treatment.
Bromoacryptineseemsto beefficacious, but not effective, inthetreatment of methadone-
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induced sexua dysfunction.

Theseclinica findingsare encouraging, however, asbromocryptineiscertainly not
the only dopaminergic agonist available in our pharmacopoeia. We are having good
early responsestotwo of thedopaminergic medicationswecommonly usein psychiatric
treatment of opiate-dependent patients: bupropion and methylphenidate. Patientsinthe
"responder” bromocryptine treatment group were more likely to be taking these
medications; response may have been partly due to the action of these ancillary
medications. Bupropionisan effective antidepressant, and itsdopaminergic profilehas
been associated with decreased cravingsfor cocaine (1). Inthe United Statesit also has
an FDA-approved indication for treatment of nicotine dependence. The hypothesised
mechanism of action is, again, dopaminergic alleviation of cravings (14). The use of
such an agent could thus have a triple effect: reversing sexual dysfunction, treating
depression, and alleviating cravings for other drugs of abuse. Surely the use of
bupropion deserves further investigation.

The use of methylphenidate in patients with addiction disease is controversial, but
the controversy isbased on amisunderstanding of the nature of addictivedisorders. The
common lay perception of addictionis: The problemwith addictsisthat they usedrugs,
therefore the solution to addiction is to remove the drug(s). However, addiction is not
abehavioural choicebut an Axisl disorder caused by achemical imbalanceinthebrain,
and judicious pharmacotherapy is usually the most effective treatment for Axis |
disorders. Pharmacotherapy is particularly crucia in the treatment of addicts with
additional Axis | disorders. There has been interest recently in the high incidence of
Attention Deficit Hyperactivity Disorder, Adult Type (ADHD-A) in patients with
addictive disorders (3). In the United States, treatment of choice for ADHD, in adults
or children, in addicts or non-addicts, is stimulants (11). In patients who have ADHD-
A and sexua dysfunction associated with methadone treatment, stimulants may be
doubly effective: Treatment of the ADHD-A and alleviation of the sexual dysfunction.

Thus, careful evaluation for psychiatric comorbidity is crucial in choosing the
proper pharmacological agent for a patient complaining of sexual dysfunction in
association with MMT. A diagnosis of depression would indicate bupropion; that of
ADHD-A would indicate methylphenidate as a first line of treatment. Concomitant
cocaine abusewould tend to contraindicate the use of stimulants, unlessthe patient also
has ADHD-A, in which case stimulant therapy isindicated (11). A patient with bipolar
disorder should be treated prophylactically with mood stabilisers, and monitored
carefully.

Another avenuefor further investigation is treatment of the weight gain associated
withopiatesubstitutiontherapy. Thiseffectisalso probably relatedtohyperprolactinemia
(7). Thisside-effect can be severe—30t0 50 poundsin threeto six monthsisnot unusual.
Itisvery distressing to patients, and very difficult to manage. This side-effect does not
seem to respond to non-pharmacological treatment (e.g. diet and exercise), and it
commonly occurs in patients who have never been overweight before methadone
maintenance treatment. We hypothesi se that this side-effect may lead patientsto abuse

12
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of illicit stimulants(e.g. cocaine), undertreatment (trying to minimisetheside-effect by
decreasing the dose), and di scontinuation of opiate substitution therapy. Because of the
association of thisweight gainwith opioid-induced hyperprol actinemia, thiseffect may
respond to dopaminergictreatment (7). Thistheory hasbeen advanced for thetreatment
of weight gain induced by antipsychotic medications (2).

Itisarguably truethat weareobserving greater frequency and severity of methadone
side-effectsbecause wetendto treat patientswith higher dosesthan some practitioners.
Thisispossible, asthe mean dosefor patientsin this study (196.2 mg/d) issignificantly
higher than the average methadone dose for the clinic asawhole (119 mg/d) and very
much higher than the average dose in some other clinics. However, this argument is
tautological. Most side-effects of most medications are dose-related; this is not an
argument for insufficient doses. Naturally patients will have fewer side-effects when
treated with homeopathi c doses. Thisisnot anindicationto withhold efficacious doses.
With methadone, as with any other medication, the management of side-effects is
preferable to the discontinuation of therapy.
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Attitudes and Beliefs Towards M ethadone of Staff
Working in Substance Abuse Treatment

Peter Vossenberg

Summary

Thisstudy investigatesthe possible use of the Abstinence Orientation
Scale (AO-scale), which has been developed to study the impact of
attitudestowardsmethadone maintenancetreatment (MM T) ontreatment
retention.

Method: participants at two conferences were asked to complete a
guestionnaire. Physicians who were known to work on substance abuse
treatment received the questionnaire by mail.

Results: 167 persons returned the questionnaire. An AO-scale could
be confirmed. Scores recorded for staff groups differed, with physicians
working on MMT being least abstinence-oriented. Programme size is
correlated with scores on the AO-scale. Scores on knowledge were low
among social workers.

Key words: Attitudes and beliefs - Methadone Maintenance

One of the more important parameters for measuring the success of Methadone
Maintenance Therapy (MMT) is treatment retention. On leaving treatment, most
patients return to the use of heroin (1). Inthelast few yearsit is becoming increasingly
clear that many factors influence retention. Some of these, such as the need for an
adequate dose (10) arealmost obvious. Thecapacity to deliver comprehensive services,
such as vocational rehabilitation and medical services, also seemsto be important (9).

As early as 1970 (9), both treatment staff and clients saw abstinence as a more
desirable goal of treatment than sustained methadone treatment. A few yearslater (2),
thesameresearcher foundthat staff viewed methadoneclientsasevenmoreinferior than
before to abstinent clients.

In several recent studies (3; 4) it has been shown that staff attitudes towards MMT

Paper presented at EUROPAD forum during AMTA Conference - September 26, 1998 - New
York, NY, USA
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are a factor that has great impact on retention. In these studies, a distinction is made
between an abstinence-oriented and a maintenance-oriented attitude. With the help of
an attitude-scal e, which has been devel oped in these studies, programmesor individual
professional s can be described asmore or |ess abstinence-oriented. A one-point shift on
afive-point Abstinence Orientation Scale almost doubled early dropout from treatment
(5). The scale has already been used in several countries: Australia (7), USA (6),
Germany (Gerlach R., Caplehorn, JRM, 1997 unpublished manuscript).

This study investigates the possible use of the Abstinence Orientation Scalein the
Netherlands. It also comparesthe scoresthat would be obtained in the Dutch sampleif
the US or Australian scales were used.

Subjects and method

The questionnaire contained 33 questions, taken from the Australian questionnaire.
Seven questionswereadded by theinvestigator. Ten questionsthat provided an estimate
of knowledgeregarding methadonetreatment wereincludedinthisquestionnaire. It was
distributed at two seminars, and included someitems focusing on personal experience
with substance abuse (other than tobacco). Because this yielded no extrainformation,
theseitemswerenot usedinthemailed version. No attempt wasmadetoidentify persons
or programmes and respondents came from all regions of the country. At present, more
than 60 different sites provide methadone. One question on the size of the programme
was added, as were questions covering aress like experience and training.

Fifteen medical students (residents) who were completing the last six months of
practical training before they obtained their medical degree, were used as a control
group. With one exception, none of them had any practical experience of substance
abuse treatment. All the students worked in the same hospital. All the physicianswho
were known to work on substance abuse treatment received the questionnaire by mail.
Not all the physicianswork on outpatient methadone treatment. The other respondents
were attending two seminars, which were held on the same day. One seminar was
organised for substance abuse treatment staff in the eastern part of the country; the
second seminar was the first of its kind, and was specifically organised for nurses
working on substance abuse treatment, mainly MMT. All the data were entered by the
author. Analysiswasthen performed using Statgraphics. The preliminary resultsareas
follows.

Results

At the time of this analysis, 167 persons had returned the questionnaire. At both
seminars the response rate was approximately 50%. At the time of this presentation,
50% of the physiciansworking on substance abuse treatment had responded. Thiswas
before areminder was sent to them.

On average, physicians had been working for 6.9 (SD 6.7) yearson MMT, nurses
5.7 years(SD 4.2), socia workers 3.3 years (SD 3.4) and other staff 3.7 years (SD 3.4).
Physicians and nurses scored above average on knowledge, while social workers and
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other professionals scored lower than residents (Table 1). More than half the non-
medical staff think that long-term MMT damageskidneysor liver. They also think that
methadone worsens depressive symptoms.

Analysis failed to confirm a Dutch Disapprova of the Drug Use scale. Factor

Table 1. Scores on 9 questions on knowledge (proportion of correct answers)

Average SD
Physicians 0.742 0.239
Nurses 0.622 0.240
Social Workers 0.410 0.235
Other Professionals 0.427 0.253
Residents 0.461 0.237

ANOVA p<.0001

Abstinence Orientation Scale
percentage of staff scores

3.1-3.5

H Others
2.6-3.0 | 1

O Nurses
21-25 M‘I o Social Workers

1 O Physicians
Lo M—

0 10 20 30 40 50

Figure 1. Scores on the Abstinence Orientation Scale: scores grouped in six classes.
Lower scores indicate | ess abstinence-oriented
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Table 2. Abstinence Orientation: six most typical statements.
Score ranging: 1=disagree completely 5=agree completely

Physic.

Nurses

Social
Workers

Other
Profess.

The main goa of a
clinician should be to
prepare a MMT patient
for a drug-free living

(including no methadone):

factor loading: 0.82

2.00

2.00

2.54

244

A maintenance patient
who ignores repeated
warnings to stop using
cocaine should be
gradually withdrawn from
methadone:

factor loading: 0.78

1.86

2.04

2.46

231

A maintenance patient
who ignores repeated
warnings to stop using
heroin should be
gradually withdrawn from
methadone:

factor loading: 0.77

181

2.25

3.00

2.28

Abstinence from all
opioids (including
methadone) should be the
principal goal of MMT:

factor loading: 0.73

2.37

2.32

331

2.50

A MMT patient who no
longer uses heroin should
be gradually withdrawn
from methadone

factor loading: 0.70

261

2.77

3.23

2.63

Someone on MMT who
continues to use heroin
should get less
methadone:

factor loading: 0.65

181

240

2.85

2.67
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Table 3. Score on Abstinence Orientation Scale
(5-point scale; lower scores indicate: less abstinence-oriented)

Score SD
Physicians 2.27 0.73
Nurses 2.49 0.76
Social Workers 297 0.56
Other Professionals 2.67 0.51
Residents 3.86 0.49

ANOVA p<.0001

analysis confirms an Abstinence Orientation scale (AO-scale) consisting of 10 items
(Table 2). A higher score on thisfive-point scal e indicates a more abstinence-oriented
attitude. Residentsscoresignificantly higher onthisAO-scal e, whereasphysicianshave
thelowest score(Table3and Figure 1). Correlation of theresults, using either the Dutch,
German, Australian and USA scales in the Dutch sample, are between 0.91 and 0.94
(Pearsonr).

Therearesignificant differencesinthescoresof somemedical staff onthe AO-scale,
whichiscorrelated with the size of the MM T-programme (Table4). Physicianswho do
not work on MMT are more abstinence-oriented than physicians who are involved in
MMT. Nurses from smaller programmes are significantly more abstinence-oriented
than those from larger programmes. After weighting for the number of years spent
working in the field and checking for profession, knowledge has no significant
correlation with the score on the AO-scale.

Discussion

The score on the knowledge questionsislow among socia workersand other, non-
medical staff. Compared with the scores on similar questionsin an Australian sample
(5), where an average of 64% of participants staff gave correct answers, in this sample
only physicians, with 73%, gave correct answers, scoring significantly higher than
average. Social workersrecorded thelowest scores on these questions. So far there has
been no formal training programme for professionalswho start working on substance-
abuse treatment. This is true, not only of social workers, but aso of nurses and
physicians.

Theresultsshow that thisA O-scaleisableto measuredifferences. Thequestionnaire,
as used here, was not designed to measure differences between programmes. Instead,

19



Heroin Addiction and Related Clinical Problems

Table 4. Score on Abstinence Orientation Scale (medical staff only)
Size of programme Physicians Nurses
prog n=55 n=45
less than 50 patients 1.80 3.10
50-75 patients 1.97 2.60
76-100 patients 2.00 2.43
more than 100 patients 2.99 221
not working on MMT 2.99 n.a
ANOVA p<0.001 p<0.05

differences between groups of professionals have been measured, aswell asapossible
correlation of AO-scores with programme size.

Socia workers are significantly more abstinence-oriented than medical staff,
especialy physicians. In the Netherlands, much of the most intensive counselling is
provided by social workers. It is quite possible that the differences in attitude found
between social workers and physiciansis sending a conflicting message to patients on
the question of methadone.

Compared with results from a survey among New York MMT-programme (7),
scores on the AO-scale among professionalsin this study are quite similar. However,
scores from both doctors and social workersin New Y ork sample are 0.25-0.50 points
lower than in the sample chosen in this study. This may indicate that staff in the
Netherlandsismoreabstinence-oriented than staff inNew Y ork. A possibleexplanation
for the dlightly more Abstinence-Oriented attitude in the Netherlands may bethat, until
the mid-80's, most programmes were officially aiming for abstinence. This is still
reflected by an average methadone dosage of less than 40 milligramsin 1997 (source:
IVV), compared with an average dose of 35 milligramsin 1990 (8). In fact, there are
several programmes where the maximum dosage is 70 milligrams or less (personal
communications).

Physicianswho arenot involvedin MM T seem more abstinence-oriented. Thismay
partly be dueto alack of knowledge. Their score on knowledgeis0.58, compared with
an average score of 0.74 for physicians working on MMT. Some of these physicians,
however, will sometimes be dealing with patientson MMT, e.g. in inpatient treatment
or asasubstitute in case of the absence of the physician, who is normally in charge of
the programme.
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Nurses have more frequent contacts with MMT patients than doctors do. The
influence of a nurse on a patient can therefore be quite important. If nurses and
physiciansworking on the sametreatment programme have adifferent attitude towards
MMT, this may send a conflicting message to patients.

Conclusions

Despitethesuperior long-termresultsof MM T over abstinence-oriented methadone
treatment, many still seemto see abstinenceasagoal that should be pursued with many
patients. A factor that may beinfluenced relatively easily isknowledge. Staff should be
made more aware of the objective benefits of MMT. It also isimportant that treatment
staff, both medical and non-medical, shareasimilar attitudetowardsMMT. Because of
the important role of local authorities in the funding of MMT, they too should be
provided with objective information.
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IsPrescribing Higher Doses of M ethadone Likely
to Promote Elevate Drop-out Rates?

Carlo Vetere

TOTHEEDITOR: Duringmy daily readinginvariouslibraries, | havefoundinthe
summer issue of JDI, Journal of Drug Issues, published by Florida State University, an
article by Wim van den Brink, Director of the Amsterdam Institute of Addiction and
Research and Professor of Psychiatry, on the “Medical co-prescription of heroin to
chronic treatment resistant methadone patients in the Netherlands’ (1). Among the
reasons quoted there for the resistance to methadone, is an “unwillingness to give up
heroin useby taking higher doses of methadone because higher methadone doseswould
prevent [patients] from experiencing the euphoric effects of heroin. Consequently
prescribing higher dosesof methadoneislikely to promoteel evated drop-outrates’. The
guotation is from Korf DJ, Lettink D and Bouma, in a paper written in Dutch and
published in the Amsterdam Bureau voor Onderzoek en Statisticj, 1998. Asthe author
isamajor authority in the field of addiction, this hypothesis about a minority of drug
addicts should be taken into consideration.

Might it be advisable to open adiscussion?
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The Pacific Drug Palicy Institute
and Resear ch Findingsthat Led to Its Founding

Donald C. Smart

Summary

Thefailureof currently employed drug control measuresis caused by what | call
the “drug/crime subsidy”. Because the drug/crime subsidy is caused by our
government’s $17 billion investment (per annum) in drug control measures.
Apologistsfor thewar on drugs arguethat theillegal drug could be controlled, if
wewould just enforce the drug laws. Aswell as being the primary victims of the
drug/crime epidemic, drug usersare also major carriersin the contagions of drug
useand addiction. Expertsestimatethat addictsconsume80% of illegal drugs. An
estimated 20% of illegal drugsis consumed by recreational or casual drug users.
We could eliminate 20% of the drug/crime subsidy by serving the drug-related
needs of these users.

Key words: drug/crime subsidy - illegal drug - drug control -
public health strategy - black market

Origin and Mission of the I nstitute

PDPI’smission isto improve the quality of publicinformation relating to the drug/
crime epidemic and its control. Thisisto be done by engaging researchers, educators,
and practitioners in the further development of a new interdisciplinary field of drug/
crime studies. To expedite the work, PDPI plans to: 1) conduct and fund research on
topics necessary to rational policy formation, 2) conduct conferences and seminars, 3)
publish monographs on research findings, 4) publish aJournal of Drug/Crime Studies,
and 5) manage public dissemination of the information product. Improvement of drug
policy isoneexpected effect of the I nstitute’ swork. Theresearch findingsthat led tothe
founding of PDPI are set forth in comparatively weighty writings, referred to below as
“the literature”. They are available in hard copy and at the PDPI web-site. This paper
provides a quick overview of only the most important findings.
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Principal Findings Re Drug/Crime Epidemic

Surprisingly, theliteratureincludesthefirst attempt at acomprehensive analysis of
the social dynamics of the “drug/crime epidemic” (defined below). The analysisrelies
heavily on thework of other observersfor many details, but it also contains many new
insights, and important myths are exploded. The integration of detailsis uniquein the
drug policy literature. Thefindings support two conclusions of major importance: first,
that thewar on drugshasfailed and cannot befixed, and, second, that theentireepidemic
is vulnerable to control by tested, proved and inexpensive public health measures,
without legalizing privateenterprisein drug manufacturing and distribution. Thefailure
of currently employed drug control measuresis caused by what | call the “ drug/crime
subsidy”. Thisis defined as the super-profit reward to black-market entrepreneurs for
producing and bringing drugs to the consumer market and for promoting drug
consumption. Why call profit a subsidy? Because the drug/crime subsidy is caused by
our government’ s $17 billion investment (per annum) in drug control measures. These
measures induce the scarcity that causes drug pricesto range from 70 to 170 timesreal
economic value. The latter numbers mean that the estimated $70 billion annual drug
sales figure consists aimost entirely of a subsidy to the crime syndicates. With $70
billion at their command, the criminals can readily purchase the failure of law
enforcement. In fact, in their eager efforts to harvest the drug/crime subsidy, black-
market drug suppliers have made drugs readily available everywhere in our society —
including our jailsand prisons. A pol ogistsfor thewar ondrugsarguethat theillegal drug
could be controlled, if wewould just enforcethe drug laws. On the contrary, thefailure
of drug control in jails and prisons demonstrates that the drug/crime subsidy has made
the drug laws unenforceable — even under totalitarian conditions.

The drug/crime subsidy is also the energy source that drives all of the currently
rampant pathologies of the “drug/crime syndrome”’. The latter is the increase in
pathol ogiesthat iscaused by ongoing drug use under theconditionsof war ondrugs. The
syndrome includes the extraordinary prevalence of al of the following pathologies:
drug use and addiction; blood-borne diseases; over-dosing; emergency admissions;
school dropouts; educational failure; youth rebellion; prostitution; teen pregnancy;
domesticviolence; absenteei sm; accidents; prenatal i njury; gangsterism; gangviolence;
criminalization of youth; incarceration; husbandl essness; fatherl essness; homel essness;
dependency; money laundering; corruption of the criminal justice system, politicsand
business; and still more. These pathologies complete a vast positive feedback loop”.
They stimulate public demand for drug war measuresto “keep drugs out”. Aswe have
seen above, the real effect of these measures is to magnify the economic reward for
bringing drugsin and promoting their use.

The drug/crime epidemic, then, is defined as the evolving social catastrophe that
embraces 1) the social pathologies of the drug/crime syndrome, plus 2) the causal
connections linking these pathologies, plus 3) the entire positive feedback loop that is

“ A positive feedback loop in an array of eventsin which each event in the series causes or
stimulates its successor, and the last event in the series causes or stimulates the first.
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completed by public demand for intensified war on drugs, plus4) the energy sourcethat
drives the loop — the drug/crime subsidy.

The General Nature of the Public Health Remedy

| use the phrase “public health measures” with the same very narrow meaning that
thephrasehad whenfirst coined: publichealthmeasurescontrol diseasesby interrupting
their contagious processes. In contrast, medical practice treats diseased individuals.
Public healthmeasuresareal so“ systemic” —again, inrelationtothe contagiousprocess,
rather thanin relation to adisease processin anindividual. The pioneersof public health
discoveredthat, tointerrupt acontagiousprocess, onemust first properly understand the
relationshipsbetween itsthreekey elements: the agent of the disease, thecarrier, andthe
host (or victim). In yellow fever, a classic example, the disease agent is a virus that
inhabits the carrier, a mosguito. The latter transmits the disease to the victim’s blood
while feeding on it. Understanding these relationships empowered public health
officials to control the contagion by draining mosquito swamps. Similarly, a public
health strategy to control addiction must be founded on a proper understanding of the
relationships between the disease agent (drugs and the drug culture), the carrier (the
black-market drug supply system), and that system’s victims (drug users). Aswell as
being the primary victimsof the drug/crimeepidemic, drug usersarea so mgjor carriers
in the contagions of drug use and addiction. For this reason, treatment and harm-
reduction measures for addicts and drug users act as systemic controls against the
contagious processes of all thedisordersin the drug/crime syndrome. (Wewill seehow
below.) Consequently, the countries that use treatment and harm-reduction measures
reap benefits across the board; this shows up in all of their health and socia stetistics.
Our drugwarriorsmakelittleor no use of thesemeasures, and it showsin our deplorable
statistics. Onthesurface, typical drugwar measuresmay look systemicinrelationtothe
contagion of drug use and addiction. That is, drug interdiction, drug crop destruction,
crop substitution, and drug busts do target drugs and their sources. These measuresare
not systemic. They are based upon a misconception of the epidemic’s real processes,
and, asaresult, they fail. The misconceptions most responsible for the failurerelate to
two key relationships: 1) that between the addict and the drug, and 2) that between the
addict and the drug supplier. Asto thefirst relationship, drug warriors see addiction as
amoral fault, so they prescribe punishment. Punishment fostersaddiction: it forcesdrug
use under ground, ruling out early interventions that could nip addiction in the bud; it
dooms the addict to repeated jail termsthat do not fix the disease. Rather than address
the real relationship between the addict and the drug, drug-war policies exclude most
addicts from treatment: 1) with long waiting lists, 2) with arbitrarily high admission
thresholds, 3) by punishing relapse with expulsion from therapy, and 4) with treatment
regimens many addicts find worse than the disease. In contrast, experience el seawhere
proves that we get far better results by understanding addiction as a physiologically
based, recurrent disease and making treatment readily available. Contrary to the drug-
war myth, addictswant and seek treatment. They do useit whenitisavailable. Why not?
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It helpsthem to recover and lead normal, productive lives. Treatment isalso much less
costly than jail, and it reduces all related pathol ogies.

Asto therelationship between addicts and their drug suppliers, our present massive
failure to treat addicts leaves them as the captive money-cows of black-market drug
suppliers. The obscene profits gained from exploiting their money-cows motivate drug
suppliers to seduce still more victims. Untreated, many addicts are unemployable and
must earn the cost of maintaining their addiction ($10,000 plus per year) through the
characteristic crimesof addicts: robbery, theft, prostituti on, drug-pushing, and seducing
new drug users. These crimes further enrich the criminal syndicates. Experts estimate
that addicts consume 80% of illegal drugs. If so, by defining addiction asadisease and
providing acceptable treatment on demand, we could: 1) relieve addicts of their worst
suffering, 2) eliminate 80% of the$70billion drug/crimesubsidy, 3) eliminatewell over
80% of the related pathologies of the drug/crime syndrome, and 4) cut social costs.
Instead, war on drugsfertilizesthe mosquito swamp. An estimated 20% of illegal drugs
isconsumed by recreational or casual drug users. We could eliminate 20% of the drug/
crime subsidy by serving the drug-related needs of these users. Overdosing from drugs
of uncertain potency would be ended, as well as sickness caused by adulterated black-
market drugs.

In face-to-face and day-to-day contact with drug users, an agency empowered to
serve their needs would be well positioned to steer them toward |ess dangerous drugs,
to teach self-protective measures, to refer troubled drug users to counselling and
therapy, and to encourage early quitting. Instead, we wage war against these primary
victimsof thedrug/crime epidemic, sofertilizing the mosquito swamp. Uptothispoint,
we have looked only at treatment and harm-reduction measures. Still another class of
devices for substance control is the governmental (or governmentally-authorized)
public health monopoly.

For thefirst example, let’ sconsider the “ state al cohol monopolies’. These are used
to supply existing demand and prevent private profiteering in drink. All of the
Scandinavian countries have extensive experience with this general type of monopoly.
So does 1/3 of the United States. Sweden is a good example. Prior to joining the
European common market, Sweden prohibited privateenterpriseinal cohol distribution.
That prohibitiongenerated no black-market gangsterism, suchastheU.S.A. experienced
inthe 1920’ s. The state a cohol monopoly (the Systembol aget) prevented black-market
sales by supplying existing demand. In doing so, it also eliminated the economic
incentive for the creation of new demand. As aresult, Sweden’s indices for acohol-
related pathol ogiesranked with thelowest intheindustrial world. Another example: the
pharmacy system that is common in the U.S. is a state-authorized public health
monopoly. For the protection of public health, the right to engage in sales of
pharmaceuticals is restricted by statute to pharmacies under state control. Purchase
requires a prescription. The interesting point to us here is that, even though some
medicinal drugs have a potential for recreational use, their sale by pharmacies — at
normal prices—satisfiesexisting demand for these controlled substancesand eliminates
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profit opportunities in black-market sales. The result is that there are virtually none.
Pharmacy sales at normal prices also explode the prominent drug-war myth that high
pricesfor theillegal drugskeep them out of thehandsof children. If high priceshad that
effect, kids would be using less. Looking at the long-term trend, they are using more.
The obvious explanation isthat high prices excite sales efforts enough to overcomethe
deterrent to demand.

The information presented above is evidence that a new public health strategy is
feasible. The agent of this strategy is a monopoly empowered to serve all the drug-
related needs of all drug users. The monopoly uses treatment and harm-reduction
measures of the sort generally described aboveto eliminate the drug/crime subsidy and
control all the contagious processes of the drug/crime epidemic. Thenamel havegiven
tothisstrategy is“market interposition” (Ml). | chose thisnameto call attention to the
key characteristic that makesfor its success: The agency for drug market interposition
(ADMI) isdesigned and empowered tointerposeitself between the supply and demand
sides of the market and prevent their mutual stimulation. Theinterposition is effective
when the agency satisfiesdemand. Under thiscondition: 1) drug gangsters cannot make
enough salesto stay in their dirty business, so they abandon it; 2) there is no economic
incentive to seducing new drug users, so that too stops; and 3) in face-to-face contact
with drug users, the agency provides or facilitates treatment and harm-reduction
measures.

If they are to be prevented from resorting to black-market sources, drug users must
prefer the services and products of the agency, so the agency must defeat the black-
marketeersin competitionfor customer loyalty. Theliteratureidentifiesmany waysthis
can be done, while advancing all relevant public health interests. There is no mystery
here: both the alcohol monopolies and the pharmacy system defeat black-market
commerce competitively, and they do it with less powerful tools than those proposed
here. To illustrate the enhanced competitive power of the ADMI, let us consider the
following. The drug supply industry includesalong series of industrial processes. The
series starts with the planting of drug crops; it includes harvesting, purification,
transport, storage, cutting, packaging, distribution and promotion, and endswith saleto
the user. The changes of ownership that take place along the way make up the “drug
commerce ladder”. At every stage or rung of thisladder, the respective trafficker must
defray extraordinarily high operating costs that are consequent on the condition of
illegality. The literature defines these extraordinary costs as “super-costs’, and seven
separate categories of such super-costs are described. Not the least of these is* super-
profit”. Inthiscontext, super-profit isdefined as profit in excess of thenormal rate, that
each black-market entrepreneur on the commercial ladder requiresto compensate him
for assuming the extraordinary risks of conducting business under the condition of
illegality. Tosustain the necessary motivationintheentire system, theretail pricetothe
final user must cover the sum of these super-profitsand all other super-costs. Tostrangle
the black market, all the ADMI must do is undercut the black market price enough to
eliminate the marginal increment of profit that attracts black-market participation. The
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ADMI can both do that and generate a positive cash flow because it operates legally,
with only ordinary and necessary costs, and without distributing profit. Clearly, surplus
revenue would be generated by supplying the needs of casual drug users. The surplus
could be used to serve the needs of indigent addicts without cost to them. The analysis
has not yet been doneto test thispoint, but the entire program might be self-sustaining!
By no stretch of the imagination could net cost remotely approach the $17 billion now
being spent on the drug war. The power to eliminate profit opportunities in illega
commercemakesM| aninherently effectivestrategy for substancecontrol. Furthermore,
sincethe ADMI hasthe capability to strangleblack market commerce, itsmanagerscan
be held accountable for any failure to do so. In contrast, drug warriors are never held
accountable for the ongoing defeat of drug-war measures. wily and unscrupulous
criminals take the blame for that, not the drug-war measures that now indirectly
subsidizeillegal commercein drugs. It might beinferred that M1 isamore appropriate
strategy for use in control of the less dangerous substances. The opposite istrue. The
more dangerous the substance, the more urgent the need to prevent its unauthorized
distribution, and the more compelling is the need to serve such demand as might
otherwise makeillegal commerce profitable. Not theleast of itsvirtuesisthat M1 works
without compul sionandwithout puni shment; it workssimply by changing theincentives
that influencethebehaviour of drug usersand suppliers. Whenweimplement Ml illegal
drugswill virtualy disappear. They will remain available only through the authorized
agency, only for licensed use by the initiated, and only under restricted circumstances
designed to prevent contagion and to minimize harm. The public health monopolies
proveit. Finally, theliterature givessomeattention to considerationsinthedesign of the
ADMI —in particular, to factors affecting choice as to its place in the institutional
structure of our society, its powers, its mode of governance, and the MI planning
process. At thisearly stage, thereis no fixed recommendation on these matters. Indeed,
thereisno narrow prescription for any aspect of implementation. Onetask of PDPI will
be to conduct research to support choice in these matters.

The Interpositionist Critique of L egalization

Theawful cost and continuing failure of thewar on drugs mean that drug policy may
beapproaching political crisis. Ml isnot yet recognized asapolicy option, so thedanger
implicitin thiscrisisis that the public may dump drug war for the visible alternative —
legalization. Some free market economists and libertarians mistakenly read thefailure
of war on drugsto mean that all governmental measures for drug control must fail and
breed social disorder. They would cut government out of drug control altogether and
allow the drug supply industry to market its wares on exactly the same basis as
merchants of ordinary economic goods. On the other hand, not even Milton Friedman,
free market economist par excellence, wants to do that. He wants “legalization with
controls’. That concedes arole for government. The question becomes “What role?’.
Alcohol and tobacco have given us both recent and contemporary experience with
“legalization with controls’. In the case of acohol, two-thirds of our states use a cohol

28



D.C. Smart: The Pacific Drug Policy Institute and Research Findingsthat Led to Its
Founding

control boards (ACB’s) toregulatea cohol. Thehistory of the ACB’ ssuggestswhat we
might expect, if weweretoemploy asimilar institutionto regul ateal egalized commerce
in drugs. Over time: 1) liquor licenses become very valuable; 2) the licensing process
is corrupted; 3) the “regulated” acohol industry co-opts the ACB; 4) the latter is
gradually degraded into an agency merely for alcohol tax collection; 5) impoverished
inner city neighborhoods (lacking political clout to defend themselves) are swamped
with licensed liquor stores and liquor ads; 6) high rates of a coholism, alcohol-related
socia pathologiesand cirrhosisintensify the problems of urban poverty and blight, and
7) these sorry results give the government-haters fresh evidence of the inevitability of
government ineffectiveness. In the meantime, the Systembolaget does better! No,
“legalizationwith controls’ isaformulafor government failure. Where profit warswith
public health, profit wins.

L egalization would decriminalize drug use and addiction, but do nothing to arrest
them. It would end black-market drug commerce (and related evils), but it would let
loose a profit-motivated drug supply industry. Legalized drug pushers could not be
prevented from promoting and advertising their waresto theyoung and thegullible, just
astoday’ s merchants of a cohol and tobacco do. Asinthe cases of a cohol and tobacco,
highrates of addictionwould follow. Drug-induced psychosis, related violence, related
spousal and child abuse, accidents from drug-induced incompetence, absenteeism,
damage to health, and shortened life—all would at |east continue, and maybe increase
under the influence of legalized drug-pushing for profit. More, we would have
continuing political struggle over minor drug control issues and measures. In al such
struggles, the political clout of the drug industriaist would be added to that of the
tobacco and alcohol industries.

How Interposition Is (and IsNot) Likely To Be Adopted, and Why

My studies have also addressed how M| might cometo be adopted as public policy.
My purposeinthisstudy areahasbeento develop ageneral planfor theleast costly route
to policy change, considering major pertinent factors. The evidence to support the
resulting plan camefromthreesources: 1) thestandard model that political scientistsuse
to describe the way our society typically processes public policy issues; 2) the history
of political struggle and policy change relating to alcohol, tobacco and the currently
illegal drugs; and 3) my own experiencepromoting MI. If correct, theresulting planwill
focuseffort for Ml whereitismost likely to be productive, bringing change sooner. As
with any guideto action, thetest of thisplanispragmatic, and it is subject to changeon
the basis of new evidence and experience. Abbreviated and shorn of most of the
supporting evidence, the key observations or tenets of this plan are as follows.

1) Government forms policy pursuant to the demands of politically dominant
congtituencies. Therefore, policy change is dependent on changing the dominant
constituencies, changing what they want, or both.

2) Ml is the reform policy option most capable of uniting a politically dominant
coalitionfor reform: the coalition would aly those who deploredrug war and itseffects
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with those who want effective means to bar hucksters of stupefying, addicting, and
health-endangering products. Policy change can comeonly when thekey constituencies
for war on drugs (parent, teacher and employer groups) enter this coalition.

3) For information torely and act upon, the key constituenciesnow havetheleading
ideologues of war on drugs and professionals with career interests in war on drugs.
Policy change depends on creating a new source of expert information and policy
leadership. To be credibleto the key constituencies, the new source must be composed
of prominent researchers, academics and professionals from criminal justice, health,
economics, pharmacology, treatment, prevention, etc.

4) This new leadership can most quickly come into being through the research,
educational, and organizing programme that PDPI has been created to conduct.

5) Very wealthy individual s can greatly expedite the change process by funding the
agents of change— PDPI and political action groups motivated by PDPI’ sinformation
product. With suitabl e resources supporting the change agents, policy change can come
quickly. (For example, in 1930, John D. Rockefeller Il switched sides, denounced
alcohol prohibition, and launched the movement for the state alcohol monopolies. In
two years the job was done.)

6) Appeals to “insiders’ or “persons of power and influence” are not realistic
alternativesto persuading the key constituenciesin the manner described above. Onthe
contrary, until the new information begins to reach the dominant constituencies, only
few individualswill be positioned to make any use of either M1 or the new critique of
drug policy. A few examples point up some real obstaclesto thisillusory alternative:
neither politicians nor drug war bureaucrats arelikely to use MI. Politicians must wage
war on drugs because the dominant constituencies want it. Bureaucrats are hired to
implement adopted policy, not to change or oppose it. Foundations may be unlikely
contributers: experience to date suggests that none is presently authorized to support
PDPI in its intended role. If this is true, for a foundation to support PDPI, its
authorization would haveto berevised. Researchersin thedrug policy and crimepolicy
areas may not use it; they must serve the established funders, seeking answers to the
problems the latter are authorized to pursue. Most academics and workers in drug-
related professionswill not useit; M1 haslittleapplicationto existing professions. Many
may opposeit as contrary to their career ambitions. Otherswill be reluctant to support
anideathat might offend personsinapositiontoobstruct their futurecareer opportunities.
The mediaare not likely to useit: MI and its potential will remain only awish among
many (and not news) until PDPI is funded to performitsrole.

Impediments of the sort just described are not unique to MI. On the contrary,
impediments of the same sort obstruct changein al public policy areas. Obversely, in
all publicpolicy areas, when changecomesquickly, itisinthegeneric manner described
in thefirst five tenets above.

7) Now, the top priority task in the shortest and least costly route to policy change
is building PDPI and its related political action committee, gaining adherents where
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possible, and recruiting funders. Whatever their skills, interested volunteers can play
roles essential to both of these tasks.

An End Note

Before a thing happens, it looks impossible. Afterwards, it seems to have been
inevitable. Itissimply harder to foreseetherelevant causal processesand how they will
shapethefuture, thanitisto reconstruct how wearrived whereweare. Thereality isthat
soci ety constantly inventsnew, and shucksworn-out institutions. Every socia institution
comes into existence in consequence of some foresight, act of invention and overt
action. Just aswe are the inheritors of theworld built by earlier generations, sowill we
leave, as our legacy to future generations, the world as our acts will have reshaped it.

Contrary to what the government haters claim, drug war and the failure of drug
control arenot thefault of government; thebuck stopswith theelectorate. Wethepeople
areresponsiblefor the doings of our government. A bygone electorate made amistake
and institutionalized machinery they thought would work for drug control. We can see
now how the machinery they created defies their good intentions and breeds social
catastrophe. It fallsto usin our time to fix it. Happily, we still have the tools that the
founding fathersplaced at our disposal —theinstitutionsof aself-governing society. The
rulesof the self-government gamerequirethat we choose aplan that providesmaximum
benefitsand minimum detrimentsfor usand our values. Then, if wewant to advance our
interests and values, we have to act to persuade the majority that our plan serves their
real intereststoo. Whenwefail to play thegame, webetray our responsibility ascitizens,
and our failureendangersour democratic institutionsand thefutureright of our progeny
to govern themselves.

If wefail to fix the drug/crime epidemic, who will fix it, and when? The history of
thelast seventy yearsshowsthat the drug/crime epidemi c becomesever moremenacing
of social welfare over time— bringing an ever-greater threat of criminal rule. If wefail,
will the next generation have a chance to succeed? We must not fail.

Received and Accepted March, 10, 1999
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Discontinuation Symptoms are not Addiction/Dependence

Robert G. Newman

TO THE EDITOR: Another relevant analogy, this time involving the problems
associated with termination of antidepressantsand the concernthat they may beviewed
asevidencethat the medicationis“ addictive’. In the Journal of Psychopharmacol ogy,
vol 13 #3, 1999, is an article by Healy and Tranter entitled “Pharmacological stress
diathesissyndromes.” Theauthorsrefer to “issues surrounding the use of and problems
following the discontinuation of antidepressants’ and concludethey are” so different to
those that follow opiate or cocaine use or discontinuation that to use the same terms —
dependence, withdrawal reactions and addiction — to encompass both seems
fundamentally mistaken.” Another articlein the sameissueis by Haddad entitled “Do
antidepressants have any potential to cause addiction?’ He concludes : “Despite
extensiveclinical experience over morethan 40 years, including usein high risk groups
(drug misusers and those with personality disorders) addiction with antidepressantsis
virtually unrecognized;” obvioudly, he does not consider symptoms associated with
cessation of antidepressant medication asevidence of “addiction.” Andfinally, thereis
an editorial by Haddad and Anderson that concludes: “In summary, thekey issueisfor
the public and health professionalsto differentiate between discontinuation symptoms
... and addiction/dependence. . .”

Seemsto methat thistypeof thinking appliesdirectly to methadoneandtothenearly
universal criticismthat “ It sjust another addictive substance” — asevidenced by thefact
that if it’ sdiscontinued abruptly withdrawal syndrome occurs. Methadone, | suggest, is
no more “addictive” than antidepressants; both types of medications have in common
thefact that when they arediscontinued the di scontinuation per se can cause symptoms;
they also have in common the limitation that while they often reduce markedly the
symptoms of disease, they do not reverse the disease processes, and relapse after
medication stopsis common.
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Take-home and Compliance with M ethadone M aintenance
Treatment

Pier Paolo Pani and Roberto Pirastu

Summary

One of the most important restrictions placed on patients during
methadonetreatment istheneedfor daily attendanceat theoutpatient unit
providingthemedication. Whilethismay beobviousfor patientsbeginning
thetreatment, many patientsstabilized onappropriatedosesof methadone
complainof itsinterferencewiththeir activities(home, work, leisure). To
seeif take-homemethadone promoted theretention of patientsintreatment,
we compared, on the basis of various demographic and clinical
characteristics, the patients enrolled in the take-home programme with
those attending the clinic daily. The opportunity to broaden the
investigation by including the relationship between take-home policy
and retention in treatment partly derived from the law which, between
1991 and 1993, prohibited the take-home option. The comparison of
patients with and without the take-home advantage seems to show a
longer retention in treatment for the first group, without specifying
anything about therole of take-homein promoting retention. Our clinical
practice suggests that when sufficient guarantees as to the reliability of
the patient exist, take-home methadone practice may be auseful tool for
promoting compliance and improving the retention rate of patients in
treatment.

Key Words: Take home - Methadone Maintenance
By now there is a general consensus on the efficacy of Methadone Maintenance

Treatment for opioid addiction. Thesuccessof thistherapy largely dependsonitsability
tocontrol theaddictivesearchfor, and useof heroinand deal withrelated problems(such
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as criminality, and psychological and medical complications), by favorably affecting
variousindicators of psychosocial rehabilitation (1; 2; 5)

The demonstration of the efficacy of thedrug on the nuclear symptoms of addictive
behaviour does not fully explain the good results achieved. As a matter of fact, the
degreeof usefulnessof any treatment dependsnot only onademonstration of itsefficacy
on symptoms, but also on a demonstration of its acceptance by patients and their
willingnesstofollow it. Thislast factor representsacritical aspect of any treatment, and
is able to affect itsresults.

The patient's compliance with the treatment is affected by various factors; it partly
depends directly on the medication (its desirability, tolerability, etc.) and partly on the
demands and restrictionsthat derive from the drug itself (frequency of administration,
theneed to carry out medical examinations, etc.), and al sofromthe socia setting where
the treatment is given (accessibility of treatment services, availability of auxiliary
services, cultura attitude toward drug addiction, etc.).

There is a large body of documentation on the desirability and tolerability of
methadone. This does much to explain its ability to attract and retain patients in
treatment programmes—an advantagenot shared by other substancessuch asnaltrexone.
Asto thedemandsand restri ctions placed on the patient, the case of methadonecallsfor
more detailed investigation for two reasons: a) it isalong-term treatment; b) it implies
theuseof anarcotic. Thesetwo componentsact indifferent directions: thefirst suggests
the greatest possiblereduction of al programme demandswhich may interferewith the
daily lifeof the patient; the second suggeststhe adoption of precautionsthat aimtoavoid
the improper use of the drug, particularly its diversion on to the black market.

One of the most important restrictions placed on the patient during methadone
treatment istheneedfor daily attendanceat the outpatient unit providing themedication.
Whilethismay beobviousfor patientsbeginning thetreatment, many patientsstabilized
on appropriate doses of methadone complain of its interference with their activities
(home, work, leisure).

Oneway to face the problem has been that of allowing reliable patients (those with
negative urine, and good social adjustment) the chance to take the medication at home.
It isamuch-debated choice, above all for theintrinsic risk of facilitating the diversion
of methadone on to the black market. Infact, the practice of giving take-home doses of
methadone hasbeen adoptedin many programmesall over theworld. Inthesesituations,
therisk of diversion of themedication ontotheblack market hasbeen controlled through
laws and regulations that aim to define the limits of acceptability of this practice.

In Italy the take-home of methadone has gone through severa law-related phases:
it was alowed until January 1991; then prohibited until April 1993; and has been
allowed again up to now. The two years of prohibition came from the enforcement of
anationa law (Decree 445) which stated that the ingestion of methadone had to take
place in the presence of a health professional.

Even though it cannot be said that these sudden changes of legislative orientation
arose from scientific uncertainty, we must recognize that take-home practice is one of
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theleast studied aspectsof treatment with opioid-agonists. What littleresearch hasbeen
carried out has been focused on the use of take-home as a reinforcer, to facilitate
interruption of the use of street opioids and compliance with some of the requirements
of thetreatment plan: counselling, psychotherapies, etc. (7; 12; 13).. Onthe other hand,
no observations on the validity of this practice for the facilitation of retention in
treatment are available. For this purpose we must remember that, since the efficacy of
methadone maintenance has only been demonstrated during the course of treatment, a
patient's retention in treatment is a pre-eminent indicator of its success (4; 6).

At our out-patient unit, the take-home practice has been a basic component of the
therapeutic programme since its inception in 1980. Ethical reasons preclude the
implementation of prospective randomized trials that aim to demonstrate its definite
benefits. However, the datawe have collected have given usthe opportunity to clarify
some aspects regarding the characteristics of patients who benefit from take-home.
Moreover, a more detailed investigation of patients who have been subjected to the
restrictive law mentioned above has given us an opportunity to verify the effect of
prohibition of take-home on the retention of patientsin treatment.

Before analyzing the results of these studies, we will take a quick look at the
characteristics of our take-home programme.

Thetake-home programme at the Ser T USL 21, Cagliari, Italy

Since 1980 our service has given assistance to about 5,000 heroin addicts. The
prevalent orientation has been that of methadone maintenance treatment. Until the
enforcement of Decree 445 (8), the therapeutic plan included the opportunity to take
methadone doseshome. After six months of complete compliance with the programme,
negative morphinuriaresultsincluded, patients could cometo the service once aweek
to carry out urinalyses, have clinical check ups, take a prescribed methadone dose and
take methadone doseshomefor therest of theweek. The maintenance of thetake-home
privilege was subject to the maintenance of negative urine results for morphine.

Some char acteristics of the population in the take-home programme

To seeif take-home methadone promoted the retention of patientsin treatment, we
compared, on the basis of variousdemographic and clinical characteristics, the patients
enrolled in the take-home programme with those attending the clinic daily. In January
1991, beforetheenforcement of Decree 445, out of apopul ation of about 1,000 patients,
850 were on methadone maintenance. Of these, 389 were granted the take-home
privilege. We compared data collected from the clinical recordsof 223 patients, chosen
at random among those in the take-home programme, with those of 200 patients not
involved in the programme (10).

Wedid not observe significant differencesin age, gender, marital status, length of
heroin use, or length of methadone treatment. Conversely, we observed a significant
difference in employment (75% employed among those in take-home versus 63%
among daily attenders) and length of current methadone treatment (4.4 years among
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patients in take-home versus 2.8 among daily attenders).

Unfortunately, theseresultsdid not allow usto conclude that take-home methadone
increases retention in treatment, because another explanation is available — that only
those patients who had a better psychosocial adjustment and compliance with the
treatment, besides morphine-free urine, entered the take-home programme.

The opportunity to broaden theinvestigation by including the relationship between
take-home policy and retention in treatment partly derived from the law mentioned
above; between 1991 and 1993 it had prohibited the take-home privilege.

Consequences of take-home prohibition

InJanuary 1991, before the enforcement of Decree 445, 389 patientswereinvolved
in atake-home programme. In aservicelike ours, which had included take-home asan
essential tool of the therapeutic programme, the enforcement of alaw which imposed
daily attendance at the clinic was a particularly strong stress factor.

The operational choice we made was to warn patients, six monthsin advance, that
the take-home programme had to beinterrupted. Whenever possible, wetried to reduce
the practical inconveniencesrelated to the enforcement of the new law and to minimize
the emotiona impact of the changes required, looking for aternative solutions, but
confirming the need to comply with the new law.

In order to study the consequences of the change of perspective on the patientswho
had been allowed to take part of their supply of methadone home, at the end of the 6-
month period following notification of the new law we compared retention in treatment
of agroup of 211 patients, chosen at random among those subjected to the new law, with
that of agroup of 200 patients, matched for demographicand clinical characteristicsand
chosen from 430 patients who were in the take-home programme one year before the
announcement of the law (11)

Thetwogroupsof patientswereeval uated at theend of a6-month period, onthebasis
of thechangesobserved, whichallowed divisioninto four categories: thoseinterrupting
the programme, those continuing on take-home dosages, those assuming methadone
daily on the service premises, and those completing detoxification successfully.

The results showed that, in the group of patients subjected to the new law, a
significantly higher percentage dropped out of the treatment abruptly (19.9% versus
3.2%) or after detoxification (23.2% versus 3.6%).

It does not seem that these negative consequences were counterbalanced by the
percentage of patientswho completed detoxification (23.2%). Infact, threeyears|ater,
we noticed that of these patients 10 were again under treatment and 5 had died.

Discussion

Available studies seem to indicate that the take-home privilege may improve
compliancewiththetreatment (7; 12; 13). Moreover, comparison between patientswith
and without thetake-home advantage, seemsto show alonger retentionin treatment for
the first group, without specifying anything about the role of take-home in promoting
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retention (10).

From the point of view of the researcher, the issue of Decree 445 has worked as an
"experiment of nature”, by giving usanopportunity to study, evenif indirectly, theeffect
of take-home on retention in treatment. The results obtained, though subject to the
limitations of retrospective studies, are indicative of negative consequences deriving
fromtheinterruption of thispractice (11). In support of thishypothesissome arguments
can be recalled.

Among long-term psychiatric therapi es, methadone maintenanceisan exception. In
no other therapies are patients systematically obliged to attend the service daily for
years, Sundaysand public holidaysincluded. For the patient, taking medication at home
means being allowed to organize the everyday routine of life on the basis of hisor her
needs (work, family, leisure, etc.), soit is obviousthat the lack of this opportunity can
have repercussions on compliance with the treatment. It is not hard to imagine what
compliance with treatment in bipolar patients would be like, if they had to go to a
psychiatric service every day to assume lithium.

In the case of addicted patients, the condition is worsened by the persistence of a
particular sensitivity to events, affective states, and so on, which facilitatesrelapse (3;
4; 9). Wecan hypothesize that for patients stabilized at aclinical and behavioural level,
the prospect of giving up the social achievements obtained to continue treatment with
methadone constitutes areason for severe stress, which isable to undercut the val ue of
alife without heroin.

In conclusion, our work suggeststhat when sufficient guaranteesastothereliability
of the patient exist, take-home methadone practice may be auseful tool for promoting
compliance and improving the retention rate of patientsin treatment.
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with Bipolar | Disorder Comor bidity. Preliminary Results

lcro Maremmani, Stefania Canoniero, M atteo Pacini

Summary

We studied 71 opioid-dependent subjects, 19 with additional DSM-1V diagnosis
of Bipolar | disorder and 52 with no psychiatric comorbidity. There were
significant differences between these two groups regarding the methadone dose
required for clinical stabilization, but not in the rate of retention in treatment.
Patientswith bipolar | psychiatric comorbidity required an average stabilization
dose of 146180 of methadone, compared with 99+49 mg/die for patients whose
only Axis| diagnosiswas Opioid Dependence. In the 990-day period considered
therewere no significant differences between thetwo groups of patientsin terms
of retention on treatment; even so, bipolar | heroin addict patientstend to beless
compliant to treatment.

Key words: Heroin Addiction - Methadone Maintenance
Treatment - Psychiatric Comorbidity - Bipolar | Disorder -
Stabilization dosage - Treatment Retention Rate

I ntroduction

Itisclear that substance-related disorders occur frequently in bipolar | patients (1;
22), but only afew studies have investigated the outcome of manic-depressiveillness
with comorbid substance addiction. Alcoholism wascommonin bipolar | patientsand,
if alcoholism predated the onset of the affectiveillness, patientswerelesslikely to have
episodesinthefollow-up periodthanif affectiveillnesspredated the onset of alcoholism
(23). Alcohol and drug addiction, when present, tend to modify the course and
expression of manic-depressive illness, making its diagnosis and treatment more
complicated, and producing a poorer prognosis, especialy in individuals with rapid
cycling or mixed states. It is aso has been observed that substance use is more
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commonly encountered when these patientsare manic thanwhenthey aredepressed (8).
Research also suggested that patients with bipolar | disorder and drug use have an
impaired response to traditional pharmacotherapy (1; 6).

The opioid system may play an important role in the etiology and treatment of
various mental disorders (21). Most cliniciansreport antidepressant activity of opioids
in depressed opi ate addicts, though some contradictory reportsexist (2- 4; 7; 15). There
arereports of opiates having efficacy in psychotic disorders, panic disorder, and mood
disorders; these properties, by themselves, may attract subjects afflicted with the
corresponding disordersto self-administer opioid drugs (13; 16; 17; 24). It hasrecently
been reported that methadone can stabilize mood in heroin-dependent patients (14).

Thepresent study looksmorecl osely at therel ationship betweenbipolar | psychiatric
comorbidity, methadone stabilization dose and retention rate in treatment. It seeksto
determine whether or not patients with and without bipolar | psychiatric comorbidity
differ in regard to:

1) methadone dose required for clinical stabilization and
2) retention in treatment

Methods
Sample

Patients meeting DSM-I11-R and DSM-1V criteria for heroin dependence at the
Addiction-Psychiatry Unit of the University of Pisa, were considered. Patients whose
medical status or noncompliance precluded substance abuse treatment were excluded.
Nineteen subjects (17 males; average age 27+6) had abipolar | psychiatric diagnosisin
additionto Opioid Dependence. Fifty-two subjects (37 males; averageage 30+6) did not
have any additional Axis | or Axis Il mental disorder diagnosed, and are defined
uncomplicated heroin addicts.

Most of the patients were male (76.1%), and single (73.2%%). Only 37.7% were
employed (15.9% white-collars and 21.7% blue-collars) and 69.1% had less than 13
years of formal education. Age ranged between 19 and 46 years (mean = 29+6). There
were no physical complications in 9.9%, no working concerns in 29.6%, no family
concernsin 28.2%, no legal concernsin 29.6%, no sexual concernsin 70.4%, noleisure
time concernsin 39.4%. 81.7% were polyabusers. The mean duration of drug addiction
was 104+ 73 months. Patientswerefollowed during treatment for an average of 337+230
days (min. 24 max. 990).

Therapeutic protocol

The Addiction-Psychiatry Unit of the Research Doctorate in Drug Addiction of
Siena, Pisa and Cagliari Universities utilizes the following staff and intervention
modality: the staff of six consists entirely of psychiatrists, psychiatric residents or
Doctors(MD) or Candidates (M D) for a Research Doctorate in Chemical Dependence.
Each of these six clinicians spends a mean period of four hours a day in contact with
patients. Physicians administer methadone during abrief, time-limited visit. There are
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no limitsregarding dosage or duration of treatment; take-home privileges are given on
the basis of clinical evaluation independently of methadone dose. Physicians provide
counselling for patientsin conjunction with visitsfor medication administration. There
areno exclusion criteriafor addictswho qualify for methadone mai ntenance treatment.

Assessment
Evaluation of Substance Abuse History Diagnostic

Diagnostic Evaluation utilized the RSDA (Rating Scale for Drug Addiction) by
Maremmani and Castrogiovanni (9). TheRSDA isamulti-scal equestionnairecomprising
thefollowing categories: physical health, mental health, substances abused, substance
abuse and treatment history, social adjustment and environmental factors. The Scale
rates 10 items. physical problems, mental problems, polysubstance abuse, previous
treatment, combined treatments, occupational level, family situation, sexual problems,
socialization and leisure time, drug-related legal problems. (The specific variables
addressed are: hepatic, vascular and lymphatic pathology, gastrointestinal disorders,
sexual disorders, dental pathology, HIV seropositivity; awareness of illness, memory
disorders, anxiety disorders, mood disorders, aggression, thought disorders, sensory
perception disorders, employment family, sex, socialization and leisure time, legal
problems; use of alcohol, opiates, CNS depressants, CNS stimulants, hallucinogens,
phencyclidine, cannabis, inhal ants, polysubstance abuse; frequency of drug use, pattern
of use, phase, nosol ogy; previoustherapies, modality, current therapy; and methadone

dosage).

Psychiatric Diagnostic Evaluation

Diagnosis was made by two psychiatrists reviewed by a senior psychiatrist (1.M.)
who had access to al clinical information, and reached consensus after independent
face-to-face interviews, on the basis of the DSM-1V diagnostic criteria for bipolar |
disorders.

Outcome Criteria

Inanalyzing theretention rate, a positive and anegative outcome are di stinguished.
“Positive” outcomerefersto completecompliancewith programmerul es, improvement
insocial adjustment, havingaDSM GAF score of 70-100 and having no more than one
episode of positive urinetoxicology inthe previousthirty days. “ Negative” outcomeis
assessedwhenthesecriteriaarenot met. Substanceusewasassessed by radioimmunologic
assay (RIA) testsfor heroin, cocaine, stimul ants, and cannabinoidsperformed on patient
urine specimens.

Statistical Analyses

Comparisons between bipolar | heroin addicts and uncomplicated patients were
evaluated by chi-sguare analysis (categorical variables) and by two-tailed Student’sT-
Test (numerical items). Retention rateswere evaluated by meansof “lifetable” analysis
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(according to the Kaplan Mayer Method).

Resultsand Comment

Table 1 shows differences in demographic data and in history of drug addiction of
two groups. The magjority of Bipolar | heroin addicts were educated for more than 13
years and have apoor economic status. The duration of their addiction and their age at
1st treatment arelower than in only addicted patients. Physical complicationsarefewer
in Bipolar | Heroin Addicts, and none of them are HIV positive. About household
concerns they tend to show problems with their partner. They use more alcohol,
hypnotics and amphetamines than uncomplicated patients.

Although no differenceswere found between thetwo groupsregarding the majority

Table 1. Characteristics of bipolar | heroin addicts compared with uncomplicated
patients (only p<.05 significant differences are reported)
Bipolar |
Heroin Addicts| Heroin Addicts| t/chi p
n=19 n=52
Duration of Educational
process (>13 years) 10/19 (52.6%) | 11/49 (22.4) | 5.84 .015
Economic status® 2.00+.9 2.72+1.1 -2.59 .014
Age at 1st treatment 2415 287 -2.84 .007
Time in addiction
(months) 78.47+67.2 124.90£74.5 | -2.50 .017
Physical complications 2.15+1.4 3.07£1.9 -2.14 .030
HIV positivity 0/19 (0.0%) | 1152 (21.2%) | 4.51 .033
N° of "stable" patients 119 (5.3%) | 15/52 (28.8%) | 7.69 .050
Problems with partner 8/10 (80%) | 13/39 (33.3%) | 7.07 .007
Alcohol Abuse 15/19 (78.9%) | 23/52 (44.2%) | 6.74 .009
Hypnotic Abuse 10/19 (52.6%) | 12/52 (23.1%) | 5.68 .017
Amphetamin Abuse 14/19 (73.7%) | 25/52 (48.1%) @ 3.68 .050
®High scores signify good economic status
"Stable" patients live in away that is apparently in conformity with social
conventions. They often manage to keep a job, in some cases quite an important
one, and they do not get into trouble with the law. They do not wish to belong to
groups containing other drug addicts.
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of clinical andtoxicological characteristics, subjectswith Bipolar | Disorder havefewer
organiccomplications. Itisprobably theseverity of psychopathol ogy requiring alonger
hospitalization period that cannot allow patientsto have arepetitiveaddiction behaviour
leading to somatic conseguences. On thewhole, social functioning failsto distinguish
between the two groups. The main exception is that the relationships with the partner
is more severely impaired in Bipolar | heroin addicts. Within the area of socid
functioning, occupational activity and leisure time are problematic, but do not differ
between the two groups. Although age at the moment of first contact with heroin does
not differ between these two groups, age during the 1st treatment and the duration of
addiction are lower in Bipolar | Heroin Addicts. Shorter duration of addiction might
account for theless severe physical complicationsinthebipolar | group. No differences
are evident between thetwo groupsfor history of drug abuse. Most subjectshad adaily
pattern of use, and had periodic drug-free states and relapses. Both groups were
“metabolic drug addicts’, according to Maremmani's classification (12). According to
the literature, Bipolar | heroin addicts are more frequently polyabusers (1; 22). As
widely reported in the literature (18- 20), our subjects psychiatric comorbidity
coincides with an earlier request for help than isfound in our uncomplicated patients.

Inall patientsthe most common stabilization dosewas 90 mg/day (9.9% of patients),
but the curveis skewed in the direction of higher doses. Doses higher than 100 mg/day
werecommon (45.1% of patients); doseshigher than 250 mg/day wereinfrequent (2.8%
of patients). Comparison of dosesbetweenthebipolar | heroinaddictsand uncomplicated
patients showed statistical significance (99+49 vs. 146+80 T=-2.39 P<.026).

The retention rate of bipolar | heroin addicts expressed as a percentage of the total
number of patients is high compared with lower-dose programmes (5) and does not
differ significantly fromthat of uncomplicated patients(L og Rank Statistic=.70p=.40).
Weregister 5 eventsand 47 censored subjects (90.38%) in uncomplicated patients, and
3 events and 16 censored subjects (84.21%) in bipolar | heroin addicts during a
maximum observation period of 990 and 635 days, respectively. Bipolar | heroinaddicts
tend to leave their treatment during the first few months; after 140 days none of these
patientshad | eft thetreatment. For uncomplicated patientsthe maximum risk of leaving
thetreatment fallswithin arange of 170to 260 days. Asreportedin Fig 1, theretention
rate of bipolar | heroin Addictsis lower than that of uncomplicated patients over the
whole observation period. No significant differences were found by stratifying the
sample for sex (log rank .57 p=.44), civil status (married vs unmarried; log rank .54
p=.46), educational level (> of 13 years vs < 13 years; log rank .58 p=.44), and job
(white-collars vs blu-collars vs unemployed; log rank 1.74 p=.18).

In a previous study we demonstrated that the methadone stabilization dose is
positively correlated with the severity of psychopathology and the aggression scores
resultingfrom patient self-eval uation at thestart of treatment (11). Weal sodemonstrated
that patientswith psychiatric comorbidity tend to stay longer in treatment (10). Patients
with psychiatric comorbidity may well associate their never previously experienced
improvement inmental healthand emotional well-beingwith methadone, asamedication,
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Figure 1. Survival Time on Treatment of Heroin Addicts. Effect of Bipolar | Disorder
Double Diagnosis

and so (correctly) fear discontinuing it.

Thisstudy suggeststhat early retentionisproblematicwith patientshaving psychiatric
comorbidity especially with those suffering from Bipolar | disorder. Opioid-dependent
patients with Bipolar | psychiatric comorbidity need significantly higher methadone
dosesduring stabilization than those required by addictswith no diagnosisof additional
Axis | mental disorder. If they survive early attrition, they tend to stay on treatment
longer than those without psychiatric comorbidity, but, among heroin addicts with
psychiatric comorbidity, they continueto be at risk both because they tend to leave the
treatment and because they are less compliant with treatment.
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Discontinuation Symptoms are not Addiction/Dependence

Robert G. Newman

TO THE EDITOR: Another relevant analogy, this time involving the problems
associated with termination of antidepressantsand the concernthat they may beviewed
asevidencethat the medicationis“ addictive’. In the Journal of Psychopharmacol ogy,
vol 13 #3, 1999, is an article by Healy and Tranter entitled “Pharmacological stress
diathesissyndromes.” Theauthorsrefer to “issues surrounding the use of and problems
following the discontinuation of antidepressants’ and concludethey are” so different to
those that follow opiate or cocaine use or discontinuation that to use the same terms —
dependence, withdrawal reactions and addiction — to encompass both seems
fundamentally mistaken.” Another articlein the sameissueis by Haddad entitled “Do
antidepressants have any potential to cause addiction?’ He concludes : “Despite
extensiveclinical experience over morethan 40 years, including usein high risk groups
(drug misusers and those with personality disorders) addiction with antidepressantsis
virtually unrecognized;” obvioudly, he does not consider symptoms associated with
cessation of antidepressant medication asevidence of “addiction.” Andfinally, thereis
an editorial by Haddad and Anderson that concludes: “In summary, thekey issueisfor
the public and health professionalsto differentiate between discontinuation symptoms
... and addiction/dependence. . .”

Seemsto methat thistypeof thinking appliesdirectly to methadoneandtothenearly
universal criticismthat “ It sjust another addictive substance” — asevidenced by thefact
that if it’ sdiscontinued abruptly withdrawal syndrome occurs. Methadone, | suggest, is
no more “addictive” than antidepressants; both types of medications have in common
thefact that when they arediscontinued the di scontinuation per se can cause symptoms;
they also have in common the limitation that while they often reduce markedly the
symptoms of disease, they do not reverse the disease processes, and relapse after
medication stopsis common.
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