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This chapter identifies medical problems commonly encountered in  
people addicted to opioids, discusses their treatment in opioid treatment 
programs (OTPs), and notes important considerations in deciding which 
medical services will be provided in an OTP and which can best be per-
formed as a referred service. The chapter also covers medical screening 
and diagnostic services that are required by Federal and State regulations 
or Substance Abuse and Mental Health Services Administration accredita-
tion guidelines. As such they should be available in or through OTPs.

Some medical problems are more prevalent and often more severe in 
people addicted to opioids than in the general population. Many are 
infections, including some that can be acutely life threatening, such as 
cellulitis, wound botulism, necrotizing fasciitis, and endocarditis. Diseases 
that are transmissible pose serious public health threats and are life 
threatening, such as HIV/AIDS, hepatitis, syphilis, and tuberculosis (TB).

Many patients in medication-assisted treatment for opioid addiction 
(MAT) have chronic diseases such as diabetes, asthma, or hypertension, 
as well as conditions such as severe dental problems or seizure disor-
ders, which may have been neglected or poorly managed for years. Some 
patients have chronic obstructive pulmonary disease (COPD), hyper-
tension, coronary artery disease, or other illnesses related to long-term 
heavy tobacco use. Management of chronic pain for patients in MAT is 
particularly challenging because of the role of opioids in pain treatment. 
In addition, opioid intoxication may result in head trauma or other 
bodily injury. Criminal activity may produce severe physical injuries 
such as gunshot wounds. The general approach in OTPs for these and 
other medical problems is to remain alert and knowledgeable, facilitate 
preventive measures, and provide ongoing medical care and emergency 
treatment to the extent possible.
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Integrated Versus Referral 
Services
Given that many OTPs lack resources to treat 
acute and chronic medical problems associated 
with addiction, applicants with these medi-
cal issues may sometimes be denied treatment 
admission for addiction because an OTP can-
not manage their other medical needs. Even 
when people with difficult medical problems 
are admitted to an OTP, unavailable or frag-
mented medical and psychiatric services may 
cause these patients to leave MAT prematurely, 
relapse to substance use, or resort increasingly 
to inpatient, emergency, or other expensive  
services because proactive care is lacking.

The consensus panel believes that many medi-
cal problems associated with opioid addiction 
should be treated either within the OTP or 
through liaisons with outside specialists and 

programs. One ran-
domized, controlled 
trial in a large health 
maintenance organi-
zation showed that 
integrating addic-
tion treatment and 
medical care was 
cost effective and 
improved patient 
outcomes (Weisner et 
al. 2001). Integrating 
medical and addic-
tion treatments is 
both a challenge and 
an opportunity to 
match strategies for 
more cost-effective 
interventions. 
Medical services 
for at least the most 
common problems 
(such as soft-tissue 
infections, hepati-
tis, HIV infection, 

hypertension, diabetes, and COPD) should be 
provided at the OTP with expansion to other 

medical services as resources permit. Several 
studies have shown the public health benefits 
of this arrangement (e.g., Batki et al. 2002; 
Umbricht-Schneiter et al. 1994). 

The consensus panel recommends that each 
OTP clearly define the medical services it 
offers on site versus by referral. Safety, prac-
ticality, and efficacy are important consider-
ations in these decisions. For example, patients 
needing treatment for acute conditions such 
as bacterial endocarditis, those needing treat-
ment for severe liver disease, or those requiring 
obstetric and gynecologic services generally are 
referred to primary or specialty care provid-
ers because most OTPs lack the resources to 
provide those services. The panel recommends 
that OTPs establish sound links with medi-
cal providers and programs skilled in treating 
problems that go beyond the direct services of 
the OTPs.

It is important for patients to understand an 
OTP’s policies regarding services provided on 
site versus by referral. For example, an OTP 
might offer testing for infectious diseases but 
refer patients for treatment of these diseases. 
Such distinctions, as well as whether and how 
staff members will follow up to ensure that 
patients comply with offsite treatment, should 
be clear. Referral services should be part of a 
patient’s opioid addiction treatment plan. The 
consensus panel recommends that primary care 
responsibility be established either on site or 
through a community provider because special-
ists are more likely to accept patients if their 
primary care responsibility has been assigned. 
OTPs also should inform local hospitals about 
their services and willingness to provide medi-
cal information (e.g., dosage information for 
addiction treatment medications, assuming 
a patient’s informed consent) when a patient 
in MAT is admitted to a hospital for medical 
treatment.

In many cases, patients need help to under-
stand their testing and treatment experiences at 
other sites, and they may feel uncomfortable 
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asking offsite providers questions. OTP staff 
should be ready to help patients understand 
procedures and care received off site and what 
these experiences mean for their overall care.

Routine Testing and 
Followup for Medical 
Problems
Because medical problems associated with  
opioid abuse sometimes emerge or are resolved 
during MAT, OTPs should establish protocols 
for both assessment of acute problems and 
periodic reassessments. The consensus panel 
recommends periodic (every 6 to 12 months) 
testing for hepatitis A, B, and C; syphilis and 
other sexually transmitted diseases (STDs); 
TB; HIV infection; hypertension; and diabetes. 
Liver and kidney functions also should be  
evaluated routinely. With the exception of 
HIV testing, these tests can be performed dur-
ing routine evaluation. HIV testing requires a 
patient’s written permission, along with coun-
seling before and after the test (see TIP 37, 
Substance Abuse Treatment for Persons With 
HIV/AIDS [CSAT 2000e]). Some OTPs repeat 
physical examinations annually, and oth-
ers do so every 2 years. The consensus panel 
believes that physical examinations of patients 
in MAT should be performed at least annu-
ally. Tuberculin skin tests should be performed 
every 6 to 12 months, depending on the epi-
demiology of the region and recommendations 
from public health authorities.

Acute, Life-Threatening 
Infections
OTP medical staff, in particular those perform-
ing intake assessments, should recognize most 
potentially life-threatening infections related 
to opioid abuse. Some of these conditions can 
mimic opioid or intoxication withdrawal. In 
many cases, patients may be unaware of the 
severity of their conditions or may attribute 
their symptoms to withdrawal. Because patients 
are focused on avoiding withdrawal, their 

descriptions of their histories may be unhelpful. 
The most common of these life-threatening  
conditions are discussed below.

Endocarditis
Endocarditis is an infection, usually bacterial, 
of the inner lining of the heart and its valves. 
A diagnosis of possible endocarditis should be 
considered in any patient with recent injec-
tion marks and fever or a newly appearing 
heart murmur. A history of previously treated 
endocarditis might produce persistent heart 
murmur. Patients who have survived endo-
carditis by having a valve replacement are at 
increased risk of recurrent endocarditis. Fever 
in patients with a heart murmur always merits 
careful clinical investigation.

Soft-Tissue Infections
Soft-tissue infections, such as abscesses and  
cellulitis, involve inflammation of skin and  
subcutaneous tissue, including muscle. 
Contaminated injection sites often swell and 
become tender. When swelling and tenderness 
persist, infection is likely. A fluctuant abscess 
might need incision and drainage. Depending 
on its severity, cellulitis may require treatment 
with intravenous antibiotics. Patients with 
abscesses or cellulitis might not have fever. 

Necrotizing Fasciitis
Necrotizing fasciitis, sometimes called flesh- 
eating infection, usually is caused by introduc-
tion of the bacterium Streptococcus pyogenes 
into subcutaneous tissue via a contaminated 
needle. It is uncommon, and cases caused by 
other bacteria also have been reported (Noone 
et al. 2002). The infection spreads along tissue 
planes and can cause death from overwhelm-
ing sepsis within days without much evidence 
of inflammation. Some patients may lose large 
areas of skin, subcutaneous tissue, and even 
muscle, requiring grafting. Case fatality rates 
from 20 to more than 50 percent have been 
reported (Mulla 2004). This infection should 
be considered when pain at an injection site is 
more severe than expected from the redness or 



164

warmth at the site. Edema (fluid accumulation 
and swelling), fever, hypotension, and high 
white blood cell counts are additional clues. 
Treatment includes extensive debridement  
(cutting away of infected tissue) and intravenous 
antibiotics. Earlier ingestion of antibiotics, espe-
cially if these antibiotics were unprescribed, 
may result in partial treatment of necrotizing 
fasciitis and modify its diagnosis and course 
(Smolyakov et al. 2002). 

Wound Botulism
Botulism is caused by the neurotoxin of 
Clostridium botulinum, a bacterium usually 
found in contaminated food. Botulism causes 
loss of muscle tone, including respiratory 
muscle weakness, making it life threatening. 
The presenting symptoms and signs—difficulty 
swallowing (dysphagia), difficulty speaking 
(dysphonia), blurred vision, and impaired body 
movements (descending paralysis)—may mimic 
signs of intoxication (Anderson et al. 1997). An 
epidemic of botulism poisoning among people 
who injected drugs occurred in the 1990s in 
several areas, particularly California (Werner 
et al. 2000). Several cases in people who injected 
drugs have been reported in Europe and Great 
Britain (Jensen et al. 1998; McGarrity 2002).

Infectious Diseases
Some infectious diseases that are prevalent 
among patients in MAT, including TB, viral 
hepatitis, HIV infection, and STDs, are  
monitored closely by the Centers for Disease 
Control and Prevention (CDC), which provides 
recommendations about testing, evaluation, 
classification, and treatment and publishes 
surveillance data. This information changes 
periodically, and the most recent data can be 
obtained from CDC’s Web site (http://www.cdc.
gov) and its publications.

The incidence of reported cases of TB and 
syphilis in the general population in the United 
States peaked in 1992. Groups identified to 
be at high risk included individuals who were 
homeless, incarcerated, or infected with HIV, 

as well as some immigrant groups. Intensive 
public health efforts decreased reported cases 
of syphilis from the 1990s through 2000, but 
reported cases increased 2.1 percent in 2001 
(Centers for Disease Control and Prevention 
2003c). Reported TB cases continued to 
decrease during the same period (Centers for 
Disease Control and Prevention 2002b).

TB
Public health statutes in all States require that 
the U.S. Public Health Service be notified of all 
cases of known or suspected active TB. State 
and Federal laws mandate appropriate fol-
lowup and treatment of anyone whose TB might 
have been acquired from known exposure to an 
individual with active TB.

Frequency and types of  
testing
The consensus panel recommends that patients 
in MAT be screened for TB every 12 months 
unless local epidemiology and transmission 
patterns and the recommendations of local 
health authorities indicate that more fre-
quent testing is needed. High-risk groups, 
for example, patients still injecting drugs and 
health care workers who must treat them, 
should be screened more frequently (e.g., 
every 6 months). New staff members should be 
screened for TB, and all staff members should 
be retested regularly, depending on local 
prevalence. Patients should receive a puri-
fied protein derivative (PPD) skin test for TB 
both on admission and annually, unless local 
health authorities indicate that more frequent 
testing is needed or patients are known to be 
PPD positive. In addition, treatment provid-
ers should look for and question patients about 
other symptoms of active TB, such as persis-
tent cough, fever, night sweats, weight loss, 
and fatigue. OTPs should use the Mantoux 
test, which injects five tuberculin units of PPD 
intradermally. Patients who are HIV positive 
are considered PPD positive if an induration 
of 5 mm or more appears. Those who are HIV 
negative are considered PPD positive if an 
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Exhibit 10-1

Classification of TB

Class Type Description

0 No TB exposure No history of exposure; negative skin test for TB

1 TB exposure; no  
evidence of infection

History of exposure; negative skin test for TB

2 TB infection; no disease Positive skin test for TB; no clinical, bacteriologic, or 
radiographic evidence of active TB

3 TB infection; clinically 
active

Mycobacterium tuberculosis-positive culture (if done); 
clinical, bacteriologic, or radiographic evidence of  
active TB

4 TB infection; not  
clinically active now; 
clinically active in past 

History of TB episodes

or

Abnormal but stable radiographic findings; negative  
bacteriologic studies (if done); positive skin test for TB
and
No clinical or radiographic evidence of active disease

5 TB suspected Diagnosis pending

induration of 10 mm or more appears. The 
standard classification system for TB is shown 
in Exhibit 10-1. 

Positive PPD. The PPD skin test detects the 
immune response when a patient has been 
infected with TB. However, patients who have 
received a Bacillus Calmette-Guerin (usually 
called BCG) vaccination will have a positive 
PPD, and a chest x ray is indicated. Infections 
need not be active to be detected. Earlier 
infections controlled by the immune system are 
inactive, but they cause positive test results. In 
these cases, patients do not have symptoms of 
TB, and chest x rays show no evidence of active 
TB. These patients are considered to have class 
2 TB and should receive prophylaxis with iso-
niazid to prevent later activation of infection 

(Centers for Disease Control and Prevention 
2002b). Patients with class 2 TB do not transmit 
the disease. Those who have a history of  
exposure (e.g., when a family member has TB) 
but remain uninfected (i.e., their skin tests are 
negative) are considered to have class 1 TB and 
sometimes are treated prophylactically.

The consensus panel recommends following 
CDC guidelines on frequency of chest x rays 
for patients in MAT who are PPD positive. The 
medical staff should facilitate referrals for such 
patients to be evaluated at appropriate facilities 
(e.g., county TB clinics, affiliated or local hos-
pitals, patients’ private physicians) and should 
ensure necessary followup.

Associated Medical Problems

Source: Centers for Disease Control and Prevention 2000, p. 15. 
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Negative PPD. A negative PPD means one of 
three things: there is no TB infection (class 0), 
the infection is in the incubation period, or the 
patient is unable to respond to the skin test 
(i.e., is anergic) (see Exhibit 10-1). Because 
many patients who are immunocompromised 
and HIV infected are immunologically anergic, 
chest x rays are considered a routine part of 
their HIV care.

Prevention of TB in MAT
Adequate room ventilation is important for TB 
prevention (Centers for Disease Control and 

Prevention 2000). 
Special attention 
should be paid to 
waiting rooms, cor-
ridors, and offices. 
Patients with active 
TB who are cough-
ing in an unventi-
lated room are most 
likely to spread the 
disease and should 
receive masks or 
special precautions 
should be taken 
to prevent trans-
mission pending 
medical evaluation. 
OTP staff should 
be educated about 
this risk. Patients 

diagnosed with active TB are quarantined in a 
hospital when treatment begins and generally 
are not released until their sputum tests revert 
to negative. Undiagnosed cases of TB increase 
the exposure risk in communities; therefore, 
aggressive evaluation and screening are crucial.

Treatment of TB during MAT
Isoniazid is used with vitamin B6 for prophylaxis 
to prevent active TB. Isoniazid is combined 
with other medications when patients have 
active TB (Centers for Disease Control and 
Prevention 2000). In either case, OTP staff 
members should monitor medication compliance 
actively to prevent the emergence of multidrug-

resistant TB. Some patients may benefit from 
receiving their TB medication under direct 
observation along with their addiction treat-
ment medication (Batki et al. 2002; Gourevitch 
et al. 1996). However, directly observed treat-
ment for eligible patients should be optional. 
Addiction treatment medications should not be 
withheld to ensure adherence to TB medications.

Isoniazid is effective in TB prevention but can 
cause liver toxicity (Centers for Disease Control 
and Prevention 2000). In view of the high 
prevalence of liver disease and hepatitis among 
patients in MAT, liver enzymes should be moni-
tored during isoniazid therapy. A significant 
increase (i.e., doubling or more) in one or more 
liver enzymes (alanine aminotransferase or 
serum pyruvic transaminase, aspartate amino-
transferase, or lactate dehydrogenase) suggests 
liver toxicity and warrants a thorough medical 
evaluation.

If rifampin is used to treat TB in patients 
receiving MAT, their addiction treatment medi-
cations should be adjusted carefully because 
rifampin accelerates clearance of methadone 
and other drugs metabolized by the liver (see 
chapter 3). Rifabutin can be used as an alter-
native in patients receiving methadone. The 
methadone dose may need to be increased, 
split, or both. 

STDs

Syphilis
The consensus panel recommends that all 
patients admitted to OTPs be tested at intake 
for syphilis with one of the serologic blood 
tests described by CDC (Centers for Disease 
Control and Prevention 2002c), including the 
rapid plasma reagent or the Venereal Disease 
Reference Laboratory test. Because false  
positive results are common with nontrepone-
mal serologic tests in people who inject drugs, 
all positive tests should be confirmed with a  
treponemal antigen test such as fluorescent 
treponemal antibody absorption or Treponema 
pallidum particle agglutination. Patients with 
a confirmed positive serologic test for syphilis 
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need to receive treatment either on site or by 
referral to a local clinic, hospital, physician’s 
office, or health department. Treatment of 
syphilis is particularly important because  
syphilis has been shown to facilitate sexual 
transmission of HIV.

Chlamydia and gonococcus  
infections
Genital chlamydia and gonococcus infections 
often go undetected and may facilitate the  
sexual transmission of HIV. One cross-sectional 
study found that 7.9 percent of all adults 
between ages 18 and 35 had untreated gono-
coccal or chlamydial infections (Turner et al. 
2002). Although testing for sexually transmitted 
genital infections is recommended in OTPs, it 
often is ignored because it requires a full pelvic 
and genital examination. Increased availability 
of urine testing for STDs might enhance access 
to their treatment in patients receiving MAT. 
Additional information is available in TIP 
6, Screening for Infectious Diseases Among 
Substance Abusers (CSAT 1993a).

Hepatitis

Hepatitis A
Hepatitis A is an important viral liver infection 
that affects people who abuse drugs at higher 
rates than rates found in the general popula-
tion. Hepatitis A can cause serious morbidity 
and mortality in patients already infected with 
hepatitis B virus (HBV) or hepatitis C virus 
(HCV). OTPs should screen for hepatitis A 
virus (HAV) and provide vaccination services 
or referral to such services for individuals who 
are unexposed.

Hepatitis B
Fifty to seventy percent of people who begin 
injecting drugs contract hepatitis B within 5 
years, accounting for 17 percent of all new 
cases in 2000 (Centers for Disease Control  
and Prevention 2003d). This prevalence is  
particularly disturbing because vaccination 
can prevent HBV infection. In people with 

chronic HBV infection, both active and carrier 
states are marked by persistent surface antigen 
expression. A chronic carrier is someone who 
remains positive for serum hepatitis B surface 
antigen for 6 months or more. Recovery is 
marked by the disappearance of surface anti-
gen, which is replaced by surface antibody. 
Core antibody (antibody to HBV core proteins) 
is present whenever patients are infected with 
HBV, regardless of outcome. If patients are not 
exposed to HBV, tests for the core antibody 
will be negative, but these patients remain sus-
ceptible to infection if exposed.

Testing is important to identify individuals with 
acute hepatitis B, those in chronic HBV carrier 
states, and those who are untreated but symp-
tomatic for chronic active hepatitis B, as well 
as those unprotected from HBV infection who 
can be immunized (Centers for Disease Control 
and Prevention 2002c). All patients in MAT 
should be tested on admission via blood tests 
for both anti-HBV core antibody and HBV  
surface antigen. If patients are positive for the 
surface antigen, further medical evaluation and 
counseling about avoiding transmission to oth-
ers is important. Medical evaluation, including 
liver function testing, needs to be done on site 
or by referral.

Patients who are negative for core antibody 
and surface antigen should be advised of their 
susceptibility to HBV infection and vaccinated 
at the OTP if possible, although cost is a fac-
tor in most OTPs. Patients who are positive for 
HBV surface antibody either have been infected 
or were vaccinated and probably are protected.

All staff members risk exposure to HBV  
infection, especially those who do physical 
examinations or handle urine or blood  
specimens, and they should receive hepatitis 
B vaccine, according to Occupational Safety 
and Health Administration standards for 
blood-borne pathogens (29 Code of Federal 
Regulations [CFR], Part 1910 § 1200).

Hepatitis C
An estimated 70 to 90 percent of people who 
inject drugs have serologic evidence of  
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exposure to HCV (National Institutes of Health 
2002), which indicates that OTPs will treat 
some patients with chronic HCV infection.  
The most appropriate intervention depends  
on HCV stereotype liver disease, alcohol  
consumption, and HIV status.

Testing for HCV. The consensus panel rec-
ommends that patients be tested by enzyme 
immunoassay for exposure to HCV. Testing 
should be simple and accessible on site. When 
HCV antibody test results are negative, it is 
important to educate patients about HCV’s 
high transmissibility. The main method of 
transmission in this group is injection drug use 
(National Institutes of Health 2002). Hepatitis 
C is transmitted more than hepatitis A or B  
or HIV/AIDS. In one study, most subjects 
became infected with HCV within the first 
2 years of injection drug use (Thomas et 
al. 1995). Hepatitis C also can be acquired 
through sexual transmission. However, this is 
much less efficient than the parenteral route. 
Sexual transmission of HCV occurs more fre-
quently in HIV-infected individuals than in 
other individuals.

Determination of HCV disease activity. A  
positive HCV antibody test indicates patient 
exposure to HCV. Further evaluation should 
determine whether HCV infection has self-
resolved (cleared) or is chronic. Approximately 
15 to 25 percent of patients exposed to HCV 
clear their infections. To determine whether 
HCV infection still is present, a test for HCV 
ribonucleic acid is required. This test uses 
polymerase chain reaction and is costly, 
presenting a significant barrier for patients 
without health insurance. Detection of liver 
enzymes is a cheaper test but is insufficient to 
detect the virus. Twenty-five to fifty percent of 
people with HCV infection have normal liver 
enzymes (Inglesby et al. 1999). Patients with 
chronic hepatitis C infection may have few or 
no symptoms, so they have little incentive to 
incur further expense and visit their physicians.

The consensus panel recommends that OTPs 
provide patients who are HCV positive with 
advice on minimizing their risk of liver  

damage, as well as encouragement to be evalu-
ated further. These patients should know that  
alcohol ingestion significantly worsens hepatitis 
C (Regev and Jeffers 1999). They also should 
be tested and receive vaccinations for HAV and 
HBV infections if they have not been vaccinated. 
Because acute hepatitis A can be severe among 
HCV-infected patients, hepatitis A vaccination 
is recommended for all persons who are HCV 
infected. Many standard “hepatitis panel” 
blood tests include a test for HAV antibody. In 
addition, patients who are HCV-antibody posi-
tive should avoid high doses of acetaminophen 
because it can cause liver damage, and their 
HCV antibody status should be communicated 
to any physician prescribing medication so that 
liver-toxic drugs are avoided (Thomas et al. 
2000).

In contrast to HIV, the viral load of HCV does 
not correlate with its liver disease severity. For 
patients who have quantitative HCV, a complete 
evaluation of liver disease includes determina-
tion of liver enzymes and a liver biopsy (Saadeh 
et al. 2001). Virus genotyping is important if 
pharmacotherapy is considered because the 
results indicate the optimal length of treatment. 
Treatment decisions are not based on patients’ 
symptoms but on HCV genotype, level of liver 
disease, co-occurring illnesses, and willingness 
to undergo treatment. A decision flowchart for 
evaluating patients for HCV exposure is given 
in Exhibit 10-2.

Treatment of hepatitis C. The decision to treat 
patients in MAT for chronic hepatitis C infec-
tion is complex because it must include many 
factors, such as presence of co-occurring disor-
ders, motivation to adhere to a 6- to 12-month 
weekly injection schedule, and medication side 
effects. Results of HCV genotyping (another 
expensive blood test) and a liver biopsy also 
must be considered. Counselors in OTPs can 
support patients who are deciding whether 
to undergo hepatitis C treatment. Patients 
with HCV infection who do not need treat-
ment (minimal liver disease) may be concerned 
about liver disease progression. They should be 
informed that liver disease progresses to cir- 
rhosis in 10 to 15 percent of cases and that its 
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progression is more likely with alcohol con-
sumption. Co-infection with HIV or other types 
of hepatitis also may be associated with higher 
risks of disease progression (National Institutes 
of Health 2002).

The duration of hepatitis C treatment depends 
on the virus genotype. Most patients are 
infected with genotype 1 virus and require 
approximately a year of treatment, consisting 
of polyethylene glycol (PEG) interferon-alpha 
combined with ribavirin. In genotype-2 and 

Associated Medical Problems

Exhibit 10-2

Hepatitis C Evaluation Flowchart
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genotype-3 patients, 6 months of treatment usu-
ally is sufficient. The most effective interferon at 
this writing is pegylated interferon alpha-1 or 
alpha-2a. Treatment combines one interferon 
injection per week with ribavirin taken twice 
daily in capsule form for up to 1 year depend-
ing on viral subtype. Side effects include flulike 
symptoms and depression. Ribavirin also can 
have numerous adverse effects, most notably 
anemia and neutropenia. Therefore, co- 
occurring disorders and anemia should be  
evaluated carefully before initiating hepati-

tis C treatment. 
Pretreatment with 
antidepressants can 
be helpful to control 
treatment-induced 
depression. Some 
selective serotonin 
reuptake inhibitors 
can increase plasma 
levels of methadone 
or levo-alpha acetyl 
methadol (LAAM) 
(see chapter 3); 
therefore, patients 
receiving these medi-
cations should be 
observed for seda-
tion or other effects 
of overmedication.

Many treatment  
providers are 
reluctant to treat 
patients who are 
opioid addicted 
for HCV infection, 
but their concerns 

are unsupported by evidence (Edlin et al. 
2001). Sylvestre (Sylvestre 2002a, 2002b) and 
Sylvestre and Clements (2002) reported excel-
lent treatment results for HCV in patients on 
methadone maintenance, using a model that 
included pretreatment with antidepressants 
when necessary and weekly group support 
meetings, a key element in treatment suc-
cess. Success in treatment did not require 
abstinence, although patients who used illicit 
drugs daily did not respond well (Sylvestre 

2002b; Sylvestre and Clements 2002). Patients 
required moderate increases in methadone dur-
ing treatment, perhaps related to the discom-
fort of side effects (Sylvestre 2002a). Support 
groups met twice per week, led by both a coun-
selor and a peer; educated patients about HCV; 
and provided a forum to share fears, crises, 
problems, and successes (Sylvestre 2003). A 
National Institutes of Health consensus state-
ment (National Institutes of Health 2002) also 
encouraged hepatitis C treatment for patients 
who inject drugs:

Many patients with chronic hepatitis C 
have been ineligible for trials because 
of injection drug use, significant alcohol 
use, age, and a number of comorbid 
medical and neuropsychiatric con-
ditions. Efforts should be made to 
increase the availability of the best cur-
rent treatments to these patients.

Treatment effectiveness is measured by absence 
of detectable HCV after the treatment course 
and at 24 weeks after completion of treatment 
(sustained virologic response [SVR]). In one 
study, combination treatment with pegylated 
interferon and ribavirin produced an SVR in 
more than 40 percent of patients (Manns et al. 
2001). Most patients (75 percent or more) had 
genotype 1 HCV infection, which is associated 
with worse response (Manns et al. 2001). In 
studies of all patients receiving these treatments 
(i.e., not just patients who abused substances), 
pegylated interferon and ribavirin produced 
higher response rates for HCV genotypes 2 and 
3 after only 6 months of treatment, whereas 
regular interferon was less effective (Manns et 
al. 2001). From approximately 50 (Lau et al. 
1998) to more than 90 percent (Fontaine et al. 
2000) of patients with an SVR in these studies 
remained virus free. Treatment had partial 
benefits for those who did not clear the virus, 
such as reduced liver disease (Baffis et al. 1999; 
Poynard et al. 2000).

Treatment choices are complex for patients 
who have not responded to hepatitis C infection 
treatment, have dropped out of treatment, or 
have been judged too ill or behaviorally dis-
turbed for treatment. There is no consensus  
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on whether treatment reinstatement might be 
beneficial or medical maintenance should be 
continued for partial responders.

Liver transplant. Transplantation is a last 
recourse for patients with hepatitis C infection 
with end-stage liver disease. The consensus 
panel recommends that MAT providers become 
familiar with the policies of regional transplant 
centers and their acceptance requirements. 
Success in obtaining a transplant may depend 
on timeliness of action by a patient’s extended 
treatment team. Patients receiving methadone, 
LAAM, or buprenorphine for opioid addiction 
may be barred from transplant programs or 
accepted only if they taper from their mainte-
nance medication before transplantation (Koch 
and Banys 2001). OTP medical staff members 
can serve as advocates for patients needing 
transplants. A common concern is that patients 
will be unable to comply with complicated care 
after their transplant. On the contrary, limited 
reports on transplantation in patients receiv-
ing MAT have shown excellent compliance 
with aftercare, although their outcomes were 
not compared with patients with no history of 
substance use (Kanchana et al. 2002; Koch and 
Banys 2002).

HIV/AIDS
Since the early 1990s, the prevalence of HIV 
infection has increased substantially in most 
of the United States among people who inject 
drugs (Hartel and Schoenbaum 1998). A 1998 
survey by the American Methadone Treatment 
Association (now the American Association for 
the Treatment of Opioid Dependence) reported 
that approximately 25 to 30 percent of patients 
receiving methadone treatment in the United 
States were infected with HIV (Gourevitch and 
Friedland 2000). In practical terms, these sta-
tistics mean that OTPs should be prepared to 
care for many patients who are HIV positive or 
have AIDS.

Relatively early in the AIDS epidemic, it was 
shown that rates of needle use and conversion 
to HIV seropositivity decreased in patients 
receiving methadone maintenance compared 

with untreated groups and that these rates  
continued to decrease with time in treatment 
(e.g., Ball et al. 1988; Novick et al. 1990). These 
lifesaving benefits of MAT have contributed 
significantly to the respect MAT is accorded 
within the medical community.

TIP 37, Substance Abuse Treatment for 
Persons With HIV/AIDS (CSAT 2000e), pro-
vides information on the natural history or 
course of HIV/AIDS and treatment for HIV/
AIDS. A publication from the Center for 
Substance Abuse Treatment (CSAT 2004b) 
provides information on confidentiality issues 
related to substance abuse treatment programs.

Testing for HIV infection
The U.S. Public Health Service and many State 
health departments recommend that HIV coun-
seling and testing be routinely offered in drug 
or alcohol prevention and treatment programs, 
especially where most patients have injected 
drugs and therefore are at increased risk 
(Centers for Disease Control and Prevention 
2001a). “Routinely offered” means providing 
these services to all patients after informing 
them that the test can be done either on site or 
through referral. CDC also recommends that 
pretest counseling be required for all patients 
(Centers for Disease Control and Prevention 
2001a) and that HIV testing be recommended 
strongly and viewed as a routine procedure. 
Individuals should be informed that they may 
decline this testing without losing health care 
or other services. Counseling and testing also 
should be made available to patients’ acquain-
tances who might have been exposed to HIV. 

The consensus panel further recommends that 
HIV counseling and testing be provided by the 
OTP at no cost. Either a trained employee or 
someone from an outside agency can provide 
counseling and testing services. Some States 
may have certification requirements. Many 
State health departments, as well as CDC, 
provide training or training materials for HIV 
counseling and testing. Standard tests include 
enzyme immunoassay for antibodies to HIV-1 
and HIV-2 and confirmation by Western blot  
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analysis (Centers for Disease Control and 
Prevention 2001a). Several other tests 
are approved by the U.S. Food and Drug 
Administration (FDA), including tests using 
urine and saliva and rapid tests that give 
results in 10 to 60 minutes (see chapter 4). 
These newer tests are for HIV-1 only, and posi-
tive tests are reconfirmed by Western blot. 
OraQuick also tests for HIV-2. Although HIV-2 
is rare in the United States, testing for it still is 
recommended for blood bank donations and in 
special populations, such as immigrants from 
West Africa. There also is an FDA-approved 
home collection kit that allows a sample to be 
sent from home for testing (Branson 1998; 
Centers for Disease Control and Prevention 
2001a). TIP 37, Substance Abuse Treatment 
for Persons With HIV/AIDS (CSAT 2000e), 
provides additional information about patients 
infected with HIV.

Prevention of HIV infection
Universal precautions to prevent the spread 
of HIV through contaminated bodily fluids 
(Centers for Disease Control 1988a) should be 
followed in any OTP. The consensus panel rec-
ommends that staff members be educated about 
how HIV is transmitted both to avoid exposure 
and to reduce generally unfounded fears of 
contamination during daily interactions with 
patients such as counseling or shaking hands. 
Prevention should include a factual under-
standing of the highly charged, often panic-
laden beliefs surrounding AIDS.

The panel believes that having an AIDS coor-
dinator on staff as the resident expert, commu-
nity liaison and educator, and patient resource 
is optimal in areas with high HIV prevalence. 
Education about HIV should be part of the 
intake process for all patients and should 
include a description of the modes of transmis-
sion (stressing sexual as well as needle-sharing 
transmission), assessment of risk status, guide-
lines for prevention, and the importance of 
HIV testing in prevention and intervention. 

HIV medications and methadone
Gourevitch and Friedland (2000) summarized 
interactions between methadone and commonly 
used HIV medications. Some medications, such 
as fluconazole, increase methadone levels, and 
others, such as nevirapine, efavirenz, and rito-
navir, lower them. These authors pointed out 
that decisions about raising or lowering metha-
done dosages for patients in MAT who are 
HIV positive should be based on observation 
during the first month of any treatment change 
because some patients react differently than 
indicated by published information (Gourevitch 
and Friedland 2000). If necessary, peak and 
trough blood levels can be drawn and split dos-
ing provided accordingly.

Neurologic complications of AIDS 
and its treatment
Pain from neuropathy is difficult to control 
with opioids alone, and some patients do bet-
ter with gabapentin or antidepressants instead 
of, or in addition to, an increased methadone 
dosage or the addition of another opioid for 
breakthrough pain (see “Pain Management” 
below). Patients with AIDS-related dementia or 
loss of balance may become erratic and difficult 
to monitor in an OTP. For them, a referral for 
neuropsychological evaluation may be helpful 
to identify any cognitive deficits and effective 
ways to provide supportive care. As dementia 
worsens, patients with take-home privileges 
may lose methadone bottles or mistakenly take 
more than one daily dose. Patients who fall or 
are unsteady might be assumed erroneously to 
be intoxicated. Close cooperation between OTP 
staff and providers treating these patients for 
AIDS is key to managing patients with neuro-
logic complications of AIDS.

Referral for treatment
Most OTPs offer no onsite treatment for HIV 
because of its complexity and their limited 
resources. Referral usually should be made for 
medical assessment of patients who are HIV 
positive. A standard assessment may include a 
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baseline CD4 T-cell count, viral load, and 
tuberculin skin test, along with updated immu-
nizations. Based on the results, physicians 
should discuss the potential utility of antiviral 
therapy (Krambeer et al. 2001). Depending on 
the availability of medical services, referrals 
can be made to private physicians, infectious 
disease specialists, HIV early-intervention 
treatment programs, hospital-based clinics, or 
community health centers. TIP 37, Substance 
Abuse Treatment for Persons With HIV/AIDS 
(CSAT 2000e), provides suggestions regarding 
medical-care referrals.

Benefits of early intervention
The benefits of early intervention to control 
HIV and opportunistic infections should be 
stated clearly to patients. Patients and treat-
ment staff, including drug counselors, should 
discuss the importance of notifying patients’ 
sex and needle-sharing partners, and staff 
members should offer help in this. Encourage- 
ment to continue in MAT or another form of 
addiction treatment is extremely important 
because addiction treatment participation may 
foster adherence to HIV treatment and lead to 
reductions in the spread of HIV.

Patients With Disabilities
OTPs increasingly must address the needs 
of disabled patients. TIP 29, Substance Use 
Disorder Treatment for People With Physical 
and Cognitive Disabilities (CSAT 1998c), dis-
cusses the requirements of the Americans with 
Disabilities Act of 1990. Many patients with 
AIDS have disabilities such as visual impair-
ment, or they lack the strength to visit an OTP. 
Other patients may have hearing impairments 
or other disabilities, some since birth and 
some caused by trauma or other events. In one 
study, prevalence of illicit drug use was higher 
for persons with disabilities than for others. 
The types of drugs used varied with age (Gilson 
et al. 1996).

Home Dosing for Patients With 
Disabilities in MAT
Home dosing is an important option for 
patients whose disabilities preclude daily OTP 
visits. However, some patients are ineligible. 
For example, those with AIDS or other medi-
cal problems that affect neurological function-
ing may be unable to 
manage their medica-
tion without supervi-
sion. Others who are 
medically compro-
mised and continue 
to abuse substances 
usually are ineligible 
for take-home dosing. 
These patients pose 
major challenges for 
OTPs, and treating 
them requires cre-
ative planning.

Solutions vary from 
program to program 
and in different areas. 
For patients with dis-
abilities who do not 
meet take-home eligibility criteria, home dosing 
sometimes can be negotiated under the emer-
gency dosing provisions of Federal or State 
regulations. For example, some OTPs identify 
a responsible family member or significant sup-
port person to assist with dosing. With patient 
permission, these individuals can be educated 
about addiction treatment medications and 
made responsible for picking them up from the 
OTP, ensuring safe storage (e.g., locked boxes, 
limited key access), and administering them 
daily to these patients. For patients who can-
not identify such people, OTPs might negotiate 
medication support through the Visiting Nurses 
Association or comparable programs that can 
assist in this process.

Some OTPs deliver medication directly to dis-
abled patients’ homes, but such arrangements 
may be impractical when patients live far from 
their OTPs, and delivery often is expensive. 
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Switching from methadone to LAAM might ease 
the accessibility problem somewhat, but, as 

indicated elsewhere 
in this TIP, the 
future availability of 
LAAM is doubtful. 
Bupre nor phine, with 
its longer duration of 
action, also might be  
considered.

Regardless of the 
strategy, meeting 
the needs of home-
bound patients is 
a challenge. Home 
dosing can be time 
consuming and 
expensive, and it 
introduces safety 
and security prob-
lems. Consideration 

should be given to negotiating with pharmacies 
or interested physicians who can work directly 
with OTPs to provide home dosing in geo-
graphically remote areas. The consensus panel 
encourages OTP administrators to engage in 
discussions with their State agencies, the U.S. 
Drug Enforcement Administration (DEA), FDA, 
and other Federal and local agencies to develop 
creative solutions.

Pain Management
Patients in MAT have been shown to have high 
rates of acute and chronic pain (Rosenblum 
et al. 2003). Medical treatment providers, 
accrediting bodies, and the popular press have 
focused considerable attention on the need for 
adequate pain treatment, particularly to relieve 
chronic, nonmalignant pain or pain at the end 
of life, including palliative care with large doses 
of opioids. Pain in MAT patients can some-
times be managed with nonopioid medications, 
as well as nonpharmacologic approaches, but 
often the pain is severe and refractory to  
nonopioid analgesics or nonpharmacologic 
treatments.

Increased attention to pain control has made 
even physicians who are not addiction  

specialists more familiar with the use of  
methadone in pain treatment, and they also  
are more likely to understand that methadone 
should be continued if patients receiving MAT 
are hospitalized. Reluctance to provide ade-
quate pain treatment to patients in MAT  
usually is based on the mistaken belief that a 
maintenance dose of opioid addiction treatment 
medication also relieves acute pain. In fact, 
long-term opioid pharmacotherapy produces 
substantial tolerance for the analgesic effects  
of opioid treatment medications; therefore, a 
usual maintenance dose affords little or no  
pain relief.

Patients receiving methadone maintenance 
treatment were shown to be hyperalgesic, 
meaning that they experienced pain more 
severely than those not receiving methadone 
(Doverty et al. 2001b). Patients in methadone 
maintenance also were shown to have high  
levels of tolerance for the analgesic effects of 
opioids, suggesting that conventional doses 
of morphine may be ineffective in managing 
episodes of acute pain in this patient group 
(Doverty et al. 2001a).

Another common concern is that opioid- 
containing analgesics aggravate addiction  
disorders. In fact, relapse to illicit opioid use 
has occurred when opioid analgesics are given 
to people in recovery. Such patients generally 
should not be given the drugs they abused  
previously, and patients with current or past 
opioid addiction should be monitored more 
closely than those without these problems. 
Relapse occurs most often when practitioners 
are unaware of their patients’ opioid  
addiction history.

Occasionally some patients do not meet 
Diagnostic and Statistical Manual of Mental 
Disorders, Fourth Edition, Text Revision 
(DSM-IV-TR) (American Psychiatric 
Association 2000), criteria for addiction, but 
they believe they are addicted to pain medica-
tion because they are dependent physically as 
a result of chronic use of these medications. A 
patient or physician who lacks education about 
MAT might interpret physical dependence alone 
(i.e., not psychological addiction) or drug  
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seeking for poorly managed chronic pain as 
addiction. Ideally, such patients should be 
referred to pain management specialists. 
However, the consensus panel recommends that 
they also be accepted for MAT. Disadvantages 
of this approach are that regulations and 
requirements for observed dosing may be 
onerous and that these patients receive treat-
ment where most patients are opioid addicted, 
which might not be therapeutic for patients not 
addicted in the usual sense. If these patients are 
treated in OTPs, the new regulatory framework 
allows for up to 1 month of take-home medica-
tion, provided evidence of stability and absence 
of unprescribed drug use exist (see chapter 5). 
This option could reduce markedly the burdens 
imposed by the earlier, more rigid regulatory 
framework of OTPs. In smaller communities 
with no OTPs, such patients might be ostra-
cized from pharmacies or from primary care 
offices for insisting on proper pain control. 
Effort should be made to find physicians who 
will help them manage their pain. Some physi-
cians are willing to accept patients after they 
have been stabilized by the OTP.

Types of Pain
Examples of conditions, either foreseeable or 
unplanned, that produce acute pain include 
traumatic injury, dental procedures, and labor 
and delivery. A dying patient with lung cancer 
probably has chronic malignant pain. Patients 
with arthritis or disc disease might have chronic 
nonmalignant pain. In addition, patients in 
MAT might have withdrawal-related pain,  
usually as aches in bones and joints along with 
other withdrawal signs and symptoms. Various 
types of pain are not mutually exclusive. For 
example, withdrawal, anxiety, and depression 
make chronic pain worse, and patients with 
chronic pain may have acute exacerbations 
of their pain. The most therapeutic interven-
tion for pain depends on its type, community 
resources, patient preferences, and the extent 
of services available.

Acute pain
Patients occasionally require medical, surgical, 
and dental procedures that must be performed 
away from the OTP. In their guidelines for 
treating pain in patients receiving metha-
done, Scimeca and colleagues noted that these 
patients often required large doses of opioids 
at relatively short intervals for pain control 
because they had developed tolerance for  
opioids. One recommended approach to pain 
management for this group was to prescribe 
adequate doses of an alternative mu opioid  
agonist, such as morphine, hydromorphone, or 
oxycodone, while maintaining the maintenance 
dose of methadone or LAAM (Scimeca et al. 
2000). Partial agonists such as buprenorphine, 
butorphanol tartrate, and nalbuphine should 
be avoided because they can cause opioid with-
drawal in patients receiving MAT (Rao and 
Schottenfeld 1999). Whenever possible, pain 
management should be discussed with care pro-
viders before surgery or dental procedures.

Several principles provide the basis for man-
aging acute pain in hospitalized patients also 
receiving opioid addiction pharmacotherapy 
(Compton and McCaffery 1999; Savage 1998; 
Scimeca et al. 2000):

• Methadone should be continued at the same 
daily dose, whether by oral or intramuscular 
routes, although it can be divided. For exam- 
ple, 50 percent of the usual dose can be given 
before surgery and 50 percent after. If metha- 
done must be given parenterally, the injected 
dose should be 50 percent of the oral dose, 
because it is absorbed twice as efficiently  
by injection.

• LAAM patients can be treated temporarily 
with equivalent daily methadone doses (usu-
ally the 48-hour LAAM dose divided by 1.2), 
taking into account the timing of the last 
LAAM dose and its longer acting effects. 

• Buprenorphine treatment may have to  
be suspended temporarily because it can 
attenuate or block the effects of opioids.

• Hospital physicians should be aware that 
methadone can be prescribed by any physi-
cian with a DEA registration for treating 
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nonaddiction problems and that mainte-
nance treatment can be continued without a 
special registration throughout hospitaliza-
tion, provided that a patient is being treated 
in a certified and accredited program. For 
example, when a patient in MAT is admit-
ted for treatment of any disorder other than 
addiction, Federal regulations indicate that a 
hospital physician may continue to prescribe 
maintenance doses of methadone (21 CFR, 
Part 1306 § 07(c)).

• Pain management should be discussed  
with affected patients, and they should 
receive assurances that they will be afforded 
adequate relief.

• Patients’ levels of pain should be monitored 
and, if increases are evident, pain should  
be treated promptly. Doses of short-acting 
opioids might have to be administered in 
addition to maintenance treatment, which 
is preferable to increased methadone doses 
for patients in MAT with acute pain. The 
doses of opioid analgesic required to inter-
rupt pain in these patients can be larger and 
more frequent than for persons not in MAT 
because of the higher tolerance of patients 
in MAT. A patient’s previous drug of abuse 
should not be prescribed for pain treatment. 
Patient-controlled analgesia can be successful 
to treat postoperative pain in patients who 
are opioid addicted, although the increments 
used should be monitored to minimize the 
reinforcing properties of the medications  
(Savage 1998).

• Partial agonist or agonist antagonist drugs 
such as pentazocine, butorphanol tartrate, 
nalbuphine hydrochloride, and buprenor-
phine should be avoided in methadone- 
maintained patients because these agents  
can precipitate withdrawal symptoms.

• Changeover to nonopioid agents should occur 
as soon as practical.

• Take-home opioids should be monitored 
for appropriate use and amounts limited. 
Patients should be seen at shorter intervals 
for refills, and prescriptions should specify 
a fixed schedule rather than “as needed.” 
The actual time of day should be specified, 

rather than “twice daily” (or “b.i.d.”) or 
“three times daily” (“t.i.d.”) (Savage 1998). 
Increasing the drug testing frequency also 
may be advisable to verify that only pre-
scribed medications are taken.

• Hospital physicians should communicate 
clearly with OTPs about discharge dates and 
times and the amounts of final methadone 
doses given in the hospital, to allow mainte-
nance pharmacotherapy to be resumed  
effectively without interruption and to avoid 
overmedication.

Chronic pain
Patients who complain of chronic pain first 
need a thorough examination to determine and 
treat the cause of the pain. Some patients may 
need referral to specialists for testing and treat-
ment. Several options should be tried before 
a patient receives opioids for pain. Nonopioid 
pain treatments may be tried, including  
medications, for example, nonsteroidal anti-
inflammatory drugs (which are not without 
risks—gastrointestinal bleeding is a well-known 
side effect of chronic use), COX-2 inhibitors, or 
other pharmacotherapies and physical therapy 
or surgery. Exhibit 10-3 lists nonpharmacologic 
approaches to managing chronic, nonmalignant 
pain. Unfortunately, many pain centers that 
provide these treatments hesitate to accept 
patients taking opioid treatment medications.

Special consideration is needed to provide 
opioid therapy for patients in MAT who have 
chronic, intractable, nonmalignant pain. 
Studies of patients receiving methadone have 
found that 37 to 60 percent have chronic pain 
(Jamison et al. 2000; Rosenblum et al. 2003). 
Use of opioids to treat chronic pain in this 
group is controversial because of potential side 
effects and hyperalgesia (Compton et al. 2001). 
However, withdrawal of patients with chronic 
pain from maintenance opioids is rarely appro-
priate and often results in failure to treat both 
the addiction and the pain disorder. A pain 
management expert and an addiction special-
ist should coordinate treatment of patients in 
MAT, following an extended team approach.
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Some OTPs restrict take-home dosing for 
patients also receiving opioids for pain. The 
consensus panel believes that such policies are 
unfair and counterproductive. When a patient 
in MAT uses opioid pain medications only as 
prescribed, informs his pain treatment physi-
cian of his or her addiction history and partici-
pation in MAT, and refrains from abusing  
substances, long-term use of opioid pain medi-
cation should not disqualify the patient from 
take-home dosing in MAT. Drug testing can be 
useful in evaluating the degree to which such 
patients are complying with treatment regi-
mens although it is not foolproof; urine drug 
tests, for example, identify only the presence 
or absence of substances, not the amount taken 
(see chapter 9).

Adjustment of Methadone 
Schedule
The methadone-dosing schedule to treat pain is 
three or four times daily or every 6 to 8 hours. 
Some patients in MAT with chronic pain might 
benefit from having their daily methadone  
dosage split for better pain control, which 

necessitates a take-home schedule for the 
remaining daily doses. When possible, program 
guidelines should require that an OTP staff 
member witness the first dose of the day.

Additional Opioids
Some patients with chronic pain have vari-
able levels of pain or bursts of acute pain as 
well. For them, prescribing additional doses 
(or “rescue” doses) of opioid analgesics to 
manage breakthrough pain may be indicated 
as part of a comprehensive approach. If so, 
the amount of rescue medication should be 
calculated prospectively based on a patient’s 
history (Savage 1999). The rescue medication 
should be monitored, and unannounced drug 
testing may be indicated to prevent abuse or 
diversion. A primary care physician or a pain 
specialist can prescribe rescue medication. If a 
patient needs frequent rescue medication, then 
his or her substance abuse treatment medica-
tion probably should be increased in lieu of 
prescribing increasingly higher doses of short-
acting opioids. Certain types of pain respond 
well to anticonvulsant adjuvant medications 
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Exhibit 10-3

Nonpharmacologic Approaches to Managing 
Chronic Nonmalignant Pain

Physical Interventions Psychological Interventions

Cold and heat

Ultrasound

Counterstimulation (TENS*)

Massage and manipulation

Stretching and strengthening

Orthotics, splints, and braces

Positioning aids (pillows, supports)

Deep relaxation

Biofeedback

Guided imagery

Cognitive behavioral therapy

Mood disorder treatment

Posttraumatic stress disorder treatment

Family/relationship therapy

* Transcutaneous electrical nerve stimulation.

Source: Adapted with permission from Savage 1998.
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such as carbamazepine or phenytoin, both of 
which are potent CYP450 3A inducers that can 
lead to a sharp reduction in serum methadone 
levels. Gabapentin, which also is effective in 
neuropathic pain, does not alter CYP450 3A 
isoenzymes and therefore does not change 
methadone levels.

Hospitalization of  
Patients in MAT
During a medical crisis requiring hospitaliza-
tion of a patient in MAT, it is important that the 
OTP physician communicate with the attending 
physician and other members of the patient’s 
hospital health care team. The hospital team 
should be informed of the patient’s methadone 
dosage, the date on which methadone was 
last administered, and the patient’s medical, co-
occurring, or social problems.

During hospitalization, it is extremely impor-
tant for the treating physician to understand 
that a patient in MAT probably will require 
larger doses of medication for anesthesia and 
that adequate pain relief might require the 
patient to receive a normal methadone dose  
(or its equivalent) plus additional medication, 
as described earlier in this chapter. Communi- 
cating these facts to the hospital team ensures 
appropriate care. Failure to provide sufficient 
baseline opioid medication in accordance with 
previous daily use plus additional medication 
for anesthesia can lead to inadequate pain 
relief, even with additional opioids.

In addition, the hospital team should be 
advised to institute appropriate controls to pre-
vent a patient from obtaining and using illicit 
substances or abusing prescription drugs while 
in the hospital. These controls are especially 
important for unstable patients in the acute 
phase of MAT. Such controls include limit-
ing visitors, preventing a patient’s wandering 
through the hospital, and conducting regular 
drug tests. It usually is helpful to provide psy-
chiatric consultation to medical or surgical 
staff treating patients in MAT, especially for 
patients with co-occurring disorders.

Some patients in MAT are hospitalized fre-
quently. For example, a patient on dialysis 
might require repeated shunt revisions, a 
patient with chronic lung disease might have 
pneumonia several times a year, or a patient 
with cirrhosis might have episodes of variceal 
bleeding. In such cases, OTP staff members 
who dispense medications may be in a position 
to monitor patients to facilitate early treatment.

General Medical 
Conditions and MAT
As patients become engaged in MAT, they are 
more likely to take better care of themselves, 
modify their lifestyles, and participate in the 
medical followup needed to manage common 
chronic illnesses. In general, their medical care 
for other conditions should be identical to that 
given patients not in MAT. Primary care for 
common medical conditions such as diabetes, 
hypertension, and COPD can be provided eas-
ily in an OTP by nurse practitioners and other 
staff members working in collaboration with 
primary care physicians or internists. In some 
cases, medications for these medical conditions 
might need adjustment because of interactions 
with opioid addiction treatment medications 
(see chapter 3).

General advice on diet, exercise, smoking 
prevention, and stress management should 
be integrated into MAT, especially if nurse 
practitioners or physician’s assistants are on 
staff. A comprehensive approach addressing 
all aspects of patient health facilitates treat-
ment of neglected medical problems. Age- and 
risk-appropriate medical screening, such as 
mammograms, sigmoidoscopy, prostate checks, 
or exercise stress tests, should be discussed 
with patients during regular examinations. The 
counseling staff can use printed educational 
material or videotapes to present this informa-
tion. Some programs have developed health-
related educational videotapes that are played 
in the waiting room so patients can receive 
information during daily OTP visits.
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11  Treatment of Multiple 
Substance Use

In This 
Chapter…

Prevalence of 
Multiple Substance 

Use in MAT

Common Drug 
Combinations Used 
by Patients in MAT

Effects of Other 
Substance Use

Management of 
Multiple Substance 

Use in MAT

Inpatient 
Detoxification 

and Short-Term 
Stabilization

Concurrent opioid and other substance use is a serious problem in opioid 
treatment programs (OTPs). Patients in medication-assisted treatment for 
opioid addiction (MAT) commonly use alcohol, amphetamines, benzodi-
azepines and other prescription sedatives, cocaine, and marijuana (THC 
[delta-9-tetrahydrocannabinol]). Patterns of use range from occasional 
low doses to regular high doses that meet dependence criteria. Central 
nervous system (CNS) depressants such as alcohol, benzodiazepines, and 
barbiturates are especially dangerous when used with opioids.

Except for naltrexone, which is used to treat alcohol dependence, the 
treatment medications used in MAT do not address nonopioid substance 
use directly, although patients stabilized on adequate treatment medi-
cation are less likely to abuse other substances than patients who are 
undermedicated. Because multiple substance use during MAT may  
complicate treatment greatly, the consensus panel recommends that staff 
members be trained to recognize the pharmacologic and psychosocial 
effects of both opioid and nonopioid substances of abuse. OTPs should 
have treatment options available to address multiple substance use either 
directly or by referral.

An essential purpose of preliminary assessment is to determine whether 
new patients are abusing or are dependent on substances other than opi-
oids (see chapter 4). If one of these problems is identified, OTPs should 
adjust treatment plans and the types of services provided accordingly. 
OTPs should not exclude patients automatically from MAT who test 
positive for illicit drugs other than opioids. Treatment providers should 
treat patients for their concurrent substance abuse aggressively or refer 
them appropriately. Providers should try to understand and address the 
underlying causes of concurrent substance use.
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Prevalence of Multiple 
Substance Use in MAT

Patients Entering OTPs Who  
Abuse Other Substances
The Treatment Episode Data Set (TEDS)  
summarizes data on admissions to substance 

abuse treatment programs in the United States. 
According to TEDS, 42.7 percent of patients 
entering substance abuse treatment in OTPs  
in 2000 reported using only heroin 
(Substance Abuse and Mental Health Services 
Administration 2002d). Exhibit 11-1 presents 
TEDS data on heroin and other substances 
used by people admitted to OTPs in 2000. 
Proportions of patients using additional drugs 
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Exhibit 11-1

Reported Use of Other Substances by Patients Admitted to OTPs

Primary Substance of Abuse

Heroin Other Opioids
Total number of admissions 243,523 25,839

Average number of substances used (per admission) 1.8 1.8

Substance Used in Addition to Primary Substance Percent Percent

None 42.7 44.4

Alcohol 23.3 24.4

Marijuana/hashish 12.1 14.2

Nonsmoked cocaine 22.2 7.2

Smoked cocaine 12.1 5.4

Methamphetamine/amphetamine 2.8 3.2

Other stimulants 0.2 0.3

Heroin NA 7.8

Other opioids 4.3 1.3

Hallucinogens 0.3 0.4

Tranquilizers 3.0 10.2

Sedatives 0.7 4.0

Phencyclidine 0.2 0.1

Inhalants <0.5 0.1

Other 0.7 1.5

Percentages sum to more than 100 because 1 patient could report more than 1 additional 
substance.  
NA, not applicable.

Source: Substance Abuse and Mental Health Services Administration 2002d. 
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and the types of drugs used varied by local-
ity, depending primarily on drug availability. 
Although not shown in Exhibit 11-1, rates of 
cigarette smoking in this population reportedly 
range from 85 to 92 percent (Clarke, J.G., et 
al. 2001; Clemmey et al. 1997).

Exhibit 11-2 summarizes results of a large-scale 
study of co-dependence in 716 patients admit-
ted to OTPs in Baltimore, Maryland, over a  
5-year period (1989 to 1994). Patients with  
co-occurring disorders had higher rates of sub-
stance co-dependence than patients without  
co-occurring disorders. Rates were substan-
tially higher for lifetime co-dependence, even 
among patients not co-dependent during the 
study (Brooner et al. 1997).

Emergency Room Admissions 
and Fatalities Involving 
Concurrent Opioid and Other 
Substance Use
The Drug Abuse Warning Network tracks 
data from hospital emergency departments 

and other institutions that report admissions 
for substance use and drug-related deaths. In 
2001, 93,064 nonfatal admissions mentioned 
heroin use. Of these, 5 percent mentioned 
concurrent alcohol use only, 25 percent men-
tioned concurrent use of another drug but not 
alcohol, and 15 percent mentioned concur-
rent use of alcohol and another drug or other 
drugs as well as heroin (Substance Abuse and 
Mental Health Services Administration n.d.a). 
Nearly 90 percent of heroin-related deaths may 
involve concurrent use of other substances 
(Substance Abuse and Mental Health Services 
Administration 2002b).

Common Drug 
Combinations Used by 
Patients in MAT
Exhibit 11-3 summarizes reasons patients in 
MAT give for using particular combinations 
of substances, based on the consensus panel’s 
experience. A common reason is that patients 
have become dependent on the substance along 

Exhibit 11-2

Current Substance Use Disorders in Patients Dependent on Another 
Substance While Addicted to Opioids and Admitted to OTPs, With and 

Without Co-Occurring Disorders (N=716)

Percentages sum to more than 100 because 1 patient could report more than 1 additional 
substance.

Adapted from Brooner et al. 1997.

Substance
With Co-Occurring 

Disorders (%)
Without Co-Occurring 

Disorders (%)

Cocaine 48.5 32.7

Marijuana 16.8 15.7

Alcohol 31.5 18.6

Sedatives 21.8 12.5
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with their opioid addiction. Another common 
reason is the need to self-medicate withdrawal 
symptoms or uncomfortable affects (e.g., anxi-
ety, depression, anger, loneliness) related to 
non–substance-induced mental disorders or 
difficult life situations. Patients’ initial sub-
stance use experiences and continued attrac-
tion to drugs may indicate enhancement– 
avoidance reactions. That is, substances may 
be used to enhance an experience (e.g., use 
of alcohol as a social lubricant or cocaine to 
heighten sexual pleasure) or to avoid or neu-
tralize strong feelings (e.g., incest survivors’ 
substance use before sex to numb their feel-
ings or adolescents’ substance use before sex 
to avoid accepting responsibility for their 
actions). Some patients develop unique drug 

regimens that vary throughout the day, for 
example, using stimulants in the morning, 
anxiolytics in the afternoon, and hypnotics at 
night.

Effects of Other Substance 
Use

Alcohol
The acute effects of alcohol are well known, 
including sedation, as well as impairment of 
judgment, coordination, psychomotor activ-
ity, reaction time, and night vision. Overdose 
deaths can occur when alcohol is used alone in 
high doses or in lower doses with opioid treat-

Exhibit 11-3

Drug Combinations and Common Reasons for Use

Combination Reasons
Heroin plus alcohol Enhance a high; create euphoria or sedation

Heroin followed by alcohol Medicate opioid withdrawal; medicate cocaine  
overstimulation (e.g., anxiety, paranoia)

Heroin plus cocaine (“speedball”) Enhance or alter cocaine euphoria

Heroin followed by cocaine Medicate opioid withdrawal

Cocaine plus alcohol Enhance high; reduce cocaine overstimulation  
(e.g., anxiety, paranoia)

Cocaine followed by heroin Reduce cocaine overstimulation (e.g., anxiety,  
paranoia); modulate the cocaine crash

Methadone plus alcohol Create a high; sedate

Methadone plus cocaine Reduce cocaine overstimulation (e.g., anxiety,  
paranoia); moderate the cocaine “crash”

Methadone plus benzodiazepines Create a high; sedate

Any opioid plus any nonbenzo- 
diazepine sedative

Create a high; sedate

Any opioid followed by any  
nonbenzodiazepine sedative 

Medicate opioid withdrawal

Any opioid plus amphetamine Create a high
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ment medication or sedatives (Hardman et al. 
1996). The effects of concomitant alcohol and 
methadone, levo-alpha acetyl methadol (LAAM), 
or buprenorphine use are additive and more 
sedating than either alcohol or treatment medi-
cation alone. Alcohol abuse can aggravate liver 
damage from hepatitis C, which is common 
among patients in MAT. Alcohol-related factors 
are a major cause of death among patients in 
MAT, both during and after treatment, and of 
administrative discharges from OTPs (Appel et 
al. 2000). On average, patients in MAT who are 
alcohol dependent have more medical and men-
tal disorders, greater criminality, and poorer 
social and family functioning and peer relations 
than patients who are not alcohol dependent 
(Chatham et al. 1995b).

Alcohol abuse among patients in MAT can 
affect treatment compliance (Bickel and Amass 
1993) and outcomes adversely. Continuous use 
may induce enzyme activity that increases the 
metabolism of treatment medication, reducing 
medication plasma levels and resulting in symp-
toms of undermedication that further compli-
cate treatment.

Research is limited or conflicting on alcohol 
disorder treatment for patients in MAT. Many 
studies comparing alcohol use before OTP 
admission and after 1 year have found little or 
no improvement (e.g., Fairbank et al. 1993; 
Hubbard et al. 1997). However, one study 
found that short-term MAT reduced alcohol 
consumption significantly in patients who did 
not meet alcohol-dependence criteria (Caputo 
et al. 2002), and a 10-year study found that 
less than 6 percent of patients in MAT reported 
alcohol problems in the previous 6 months 
(Appel et al. 2001). 

Lubrano and colleagues (2002) found an asso-
ciation between inadequate methadone doses 
and increased cravings for both heroin and 
alcohol. Others noted that continued alcohol 
consumption among patients dependent on 
alcohol was associated with smaller increases 
in methadone doses during MAT (El-Bassel et 
al. 1993). Stastny and Potter (1991) found that 
many patients in MAT who abused alcohol also 
abused benzodiazepines.

Treatment for alcohol dependence involves a 
comprehensive approach combining detoxifica-
tion if needed, counseling, medications such as 
disulfiram, and participation in mutual-help 
groups (Fuller and Hiller-Sturmhofel 1999). 
Many groups do not support use of mainte-
nance medication. Other interventions have 
met with limited success. A pilot study provided 
intensive education for staff members at OTPs 
in which 220 patients receiving methadone also 
were treated for alcohol dependence. Eighty 
percent of these patients complied with treat-
ment requirements and completed treatment 
(Kipnis et al. 2001). 

Benzodiazepines
Benzodiazepines such as diazepam (Valium®) 
and clonazepam (Klonopin®) have antianxi-
ety and sedative effects. They are schedule IV 
drugs, signifying relatively low abuse liability. 
However, people with other addiction disor-
ders are more likely to abuse benzodiazepines 
than are members of the general population 
(Ross and Darke 2000). In an early study, 
patients receiving opioid treatment medica-
tion who also abused benzodiazepines typically 
took the latter within 1 hour of the former and 
reported that benzodiazepines increased the 
effects of the medication (Stitzer et al. 1981). 
These effects likely result from an interaction 
in which each drug potentiates the sedative 
aspects of the other—known on the street as 
“boosting.” When used in prescribed doses, 
benzodiazepines are not dangerous for patients 
in MAT, except when they cause patients to 
seek other drugs with sedative effects. High-
dose benzodiazepines can cause serious prob-
lems, including severe intoxication and higher 
risk of injuries or fatal overdoses. These risks 
are potentiated when high doses of benzodi-
azepines are mixed with methadone or other 
drugs that produce sedation and respiratory 
depression, even among patients in MAT who 
have developed tolerance for the respiratory-
depressant effects of opioids.

In the experience of the consensus panel, 
patient use of benzodiazepines negatively 
affects attendance at treatment sessions and 
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progress in MAT. Regular benzodiazepine use 
for 3 months or more may be associated with 
physiologic dependence, even when benzodiaz-
epines are taken in prescribed doses. Patients 
who are abusing or dependent on benzodiaz-
epines usually need detoxification and more 
intensive treatment interventions to remain 
safely in MAT.

Nonbenzodiazepine Sedatives
Nonbenzodiazepine sedatives such as interme-
diate- or short-acting barbiturates or glutethi-
mide are more likely than benzodiazepines to 
produce lethal overdose because people  
who abuse them develop tolerance for their 
sedative and euphoric effects but not for their 
respiratory-depressant effects. Therefore, as 
these people increase their dosages to get high, 
they suddenly can overdose to respiratory 
depression. People who are opioid addicted 
and abuse nonbenzodiazepine sedatives  
usually need inpatient detoxification before 
starting MAT or may do better with referral 
to a long-term, residential program such as a 
therapeutic community. Nonbenzodiazepine 
sedatives induce cytochrome P450 3A, an 
enzyme involved in methadone, LAAM, and 
buprenorphine metabolism (see chapter 3),  
and can make stabilization difficult.

The consensus panel recommends that OTPs 
withhold treatment medication for patients who 
appear intoxicated with a sedative-type drug 
until intoxication has cleared and patients are 
either detoxified from sedatives or confirmed 
not to be sedative dependent. Nonbenzo- 
diazepine sedative and barbiturate abuse is 
rare in most areas. These medications are less 
widely abused than in the past, because ben-
zodiazepines are less dangerous and easier to 
obtain in many areas.

Cocaine and Other Stimulants
Stimulant abuse, especially cocaine, is another 
serious problem in many OTPs (see Exhibit  
11-1). Adverse effects of these substances 
include cardiovascular effects (hypertension, 
stroke, arrhythmias, myocardial infarction),  

respiratory effects (perforation of nasal septum, 
bronchial irritation) if inhaled or smoked, or 
mental effects (anxiety, depression, anger, 
paranoia, psychotic symptoms). Patients in 
MAT who abuse stimulants may be disruptive  
if the stimulants have severe mental effects, 
and these patients may have problems with 
mood swings and compliance with group or 
individual therapy. TIP 33, Treatment for 
Stimulant Use Disorders (CSAT 1999c),  
provides more information.

Another concern for patients in MAT who 
use cocaine is concurrent alcohol use. The 
combination of alcohol and cocaine is popular 
because it can create a more intense high and 
less intense feelings of inebriation than either 
substance alone. Individuals also use alcohol to 
temper discomfort when they come down from 
a cocaine-induced high. Patients in MAT who 
abuse both alcohol and cocaine are significantly 
more difficult to engage and retain in treat-
ment than patients who do not abuse all three 
substances (Rowan-Szal et al. 2000b). In addi-
tion, cocaethylene, a psychoactive derivative 
of cocaine formed exclusively during the com-
bined administration of cocaine and alcohol, 
can increase the cardiotoxic effects of either 
substance alone. The combination of alcohol 
and cocaine tends to have exponential effects 
on heart rate and may increase violent thoughts 
and tendencies (Pennings et al. 2002). The 
mixture of opioids, cocaine, and alcohol can be 
lethal and has been identified as a leading cause 
of accidental overdose (Coffin et al. 2003). 

Tennant and Shannon (1995) found that 
cocaine use appeared to lower the methadone 
concentration in blood. In addition, some 
patients reduced their cocaine use when their 
methadone dosages were increased. Borg and 
colleagues (1999) found that adequate doses 
of methadone seemed to reduce cocaine use 
even though methadone does not target cocaine 
directly. More focused treatments and research 
on these interactions are needed.

Traditionally, disulfiram has been used to 
treat alcohol dependence (chapter 3). Because 
cocaine often is used with alcohol, Petrakis and 
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colleagues (2000) evaluated disulfiram treatment 
for cocaine dependence, with and without  
alcohol abuse, for patients in MAT. Patients 
who were treated with disulfiram significantly 
decreased the quantity and frequency of their 
cocaine use, whereas those treated with a place-
bo did not. Related studies found that the posi-
tive effects of disulfiram on cocaine use among 
patients in substance abuse treatment remained 
evident after 1 year (Carroll et al. 2000) and 
that disulfiram also was promising for patients 
treated with buprenorphine (George et al. 
2000). More research on the benefits of disul-
firam therapy for cocaine dependence during 
MAT is needed.

Marijuana 
In general, THC use is not as prevalent as 
cocaine or amphetamine use among patients  
in MAT (see Exhibit 11-2). Some studies have 
concluded that THC use in MAT does not  
affect MAT outcomes adversely. For example, 
Epstein and Preston (2003) found that THC 
was not associated with either poor treatment 
retention or problem use of other substances 
such as cocaine. One study (Wasserman et al. 
1998) showed that, for patients committed to 
opioid abstinence and doing well, positive tests 
for THC could predict relapse, but this finding 
has not been replicated (Epstein and Preston 
2003).

OTPs vary in whether they require THC-free 
drug tests before patients can qualify for or 
continue take-home medication privileges. 
The consensus panel recommends that OTPs 
address patient THC use because, as with other 
substances of abuse, THC increases the prob-
ability that patients will engage in activities 
that put them at higher risk of relapse to opioid 
use, other health problems, other related illicit 
activities, and legal problems.

Patients in MAT sometimes use THC to self-
medicate for anxiety or insomnia. Approaches 
to address THC use in these patients include 
increased counseling, treatment of their anxiety 
disorders with standard psychotropic medica-
tions and psychotherapy, and requirements 

that drug tests be free of THC before patients 
can qualify for take-home medication. Unlike 
people addicted to nonopioid substances, 
patients in MAT who are opioid addicted rarely 
seek treatment for THC dependence. There- 
fore, it has received less attention in OTPs than 
in other substance abuse treatment programs.

Nicotine
Tobacco–smoking-related illnesses are a major 
cause of morbidity and mortality among 
patients in MAT as they are in the general  
population. For example, 40 percent of deaths 
over 15 years in one physician’s office-based 
MAT program were related to cigarette smoking, 
which was more than deaths from HIV/AIDS, 
hepatitis C, and violence combined (Salsitz 
et al. 2000). Frosch 
and colleagues (2000) 
found that patients 
in MAT who smoked 
heavily were more 
likely to abuse cocaine 
and opioids than were 
patients who did not 
smoke heavily, sug-
gesting an association 
between nicotine and 
other substance use. 
In other research, 
patients receiv-
ing methadone who 
reduced their tobacco 
use also reduced 
cocaine use, although 
cocaine was not addressed directly in treatment 
(Shoptaw et al. 1996).

Many OTPs avoid addressing nicotine depen-
dence because it may create additional stress 
for patients. Research has shown that smoking 
interventions neither detract from nor inter-
fere with addiction recovery and that patients 
who attempt nicotine cessation are at the same 
risk for relapse as other patients (Ellingstad 
et al. 1999; Hughes 1995). Furthermore, 
many patients in MAT want to stop smoking 
(Clemmey et al. 1997).
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The consensus panel believes that OTPs should 
address nicotine dependence routinely. In addi-
tion, because effective medications are available, 
tobacco cessation should be a regular part of 
patients’ treatment plans. The forthcoming TIP 
Detoxification and Substance Abuse Treatment 
(CSAT forthcoming a) contains information on 
medications and other interventions for nicotine 
cessation.

Management of Multiple 
Substance Use in MAT
Although some studies have indicated that 
patients in MAT reduce other substance 

use significantly 
when they receive 
adequate doses of 
methadone, LAAM, 
or buprenorphine, 
none of these medi-
cations reliably and 
consistently stopped 
nonopioid abuse 
in studies reported 
by Borg and col-
leagues (1999) and 
by Tennant and 
Shannon (1995). A 
major concern is 
how to determine 
what level of other 
substance abuse by 
patients indicates 

that MAT is insufficient and other treatments 
should be tried or that MAT should be stopped, 
perhaps against patient wishes.

Some have argued for early treatment dis-
charge if patients continue using multiple sub-
stances. In addition, some State regulations set 
specific timetables for compliance, although the 
requirement is unsupported by research. Some 
OTP staff members may feel that patients’ con-
tinued use of alcohol and illicit drugs, despite 
progress in recovery from opioid addiction, 
reflects negatively on OTP credibility and that 

these patients are taking the places of people 
who would benefit more from MAT. Patients 
who continue using illicit drugs sometimes 
erode the morale of other patients, who may 
conclude that treatment compliance and absti-
nence are optional.

Policies favoring treatment termination for 
patients who use substances negate a funda-
mental principle—that longer retention in 
treatment is correlated highly with increased 
treatment success (Hubbard et al. 1997, 2003). 
In fact, substantial remission from all substance 
use is a common and positive outcome of MAT, 
particularly when treatment includes regular 
drug counseling and other psychosocial services 
(McLellan et al. 1993). Consensus panel mem-
bers have found that, if patients with secondary 
substance use problems remain in MAT and 
staff members address overall substance abuse 
patterns for these patients, many patients stop 
using nonopioid and nonprescribed substances.

Changing staff attitudes can be helpful to both 
patients and staff. Abuse of other substances 
along with opioid addiction presents many 
problems and challenges for treatment provid-
ers and patients. Without treatment, a person 
with these problems may continue criminal 
activity; remain obsessed with substance use; 
experience severe financial, vocational, and 
personal problems; and be at increased risk for 
overdose death.

Given the importance of retention in MAT for 
positive outcomes, the consensus panel agrees 
that a policy of discharge for other substance 
use is seldom appropriate. Instead of setting 
standard timetables for discharge, limits should 
be determined on a case-by-case basis. Patient 
discharge should be done with great caution 
for reasons stated elsewhere in this TIP (e.g., 
chapter 8) and only when staff members have 
exhausted all reasonable alternatives. When 
grappling with these difficult problems,  
providers should keep in mind where patients 
started, how far they have progressed, the 
degree to which they are engaged in treatment, 
whether all available interventions have been 
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tried, the risk–benefit ratio of keeping these 
patients in treatment versus discharging them, 
and a realistic expectation for patients, given 
the resources available. If discharge must 
occur, staff members should work with patients 
to arrange transfer to another program where 
a treatment slot is open and they can obtain 
more benefit.

Other Procedures
A key element in treating multiple substance 
use in an OTP is the need for intensified ser-
vices and heightened structure and supervision 
(see chapter 8). Because few chronic diseases 
respond to a single care model, OTPs need a 
variety of techniques for patients who abuse 
multiple substances. These techniques should 
incorporate available medical, mental health, 
and social services. Usually patients who abuse 
multiple substances require a more intensive 
level of care for a limited period. Treatment 
providers also should have referral agreements 
with inpatient facilities for brief detoxification 
from nonopioid substances, extended stabiliza-
tion before reentry into an OTP, or admission 
to a therapeutic community, residential treat-
ment, or other long-term, more structured 
and controlled environment. OTPs can enter 
into agreements with residential treatment 
programs to allow continued MAT along with 
treatment for other substance dependence.

A common problem is that some OTP staff 
members and patients assume that stopping 
opioid and injection drug use is the sole objec-
tive of treatment. Use of cocaine and other 
substances should cause concern because it 
undermines patient stability. Nonetheless, use 
of some substances such as THC may be viewed 
as less serious unless clear evidence exists of 
impaired functioning. Many people entering an 
OTP regard alcohol use as acceptable because 
it is legal. Changing such attitudes and behav-
iors requires patience and effort. OTPs should 
have clear policies declaring the desirability of 
cessation of all substance use. These policies 
should clarify any ambiguity about abstinence 
from nonprescribed medications but encourage 
therapeutic use of medications that are  

effective to treat legitimate, diagnosed condi-
tions. OTPs should encourage abstinence 
from alcohol and nicotine, but it is difficult to 
require it because these are legal substances. 
However, OTPs may withhold medication if 
patients have consumed alcohol shortly before 
or are intoxicated during treatment and should 
address alcohol problems.

The consensus panel believes it is helpful, both 
when patients are admitted to an OTP and 
throughout treatment, to maintain the position 
that opioid use is only the most obvious part 
of patients’ problems and that the role of all 
intoxicants (both licit and illicit) in patients’ 
lives and their overall substance-using lifestyle 
are other important issues. Patients in MAT 
should recognize that use of any intoxicant 
undermines their progress.

Dosage Adjustments
During the dosing period (see chapter 5), OTPs 
should ensure that patients’ dosages suppress 
withdrawal and produce significant cross- 
tolerance for opioids of abuse. Patients may be 
abusing other drugs to self-medicate withdraw-
al symptoms caused by inadequate dosages or 
other factors that affect medication metabo-
lism. In this case, raising the dosage or splitting 
doses may lessen other substance use. 

Increased Counseling and Other 
Psychosocial Services
Numerous studies have shown that regular 
counseling is associated with a reduction in  
opioid and other substance use by patients 
in MAT (Villano et al. 2002; see chapter 8 in 
this TIP). In a study of patients who abused 
multiple substances and had co-occurring dis-
orders or criminal histories, those who received 
more intensive cognitive behavioral treatments 
reduced their cocaine use more than those 
in less intensive treatment (Rosenblum et al. 
1995). In another study of patients in MAT  
who received additional cognitive behavioral 
therapy for cocaine abuse and patients who 
received standard methadone treatment, 
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cocaine use declined significantly for both 
groups (Magura et al. 2002). 

Increased Drug Testing
One obstacle to detecting other substance use 
during MAT is that infrequent drug tests pri-
marily identify only those patients who use sub-
stances frequently, for example, daily. Early 
detection and intervention requires occasional 
periods of more intensive, random drug test-
ing. OTPs, however, should have objective 
policies that require combining increased drug 
testing with more intensive counseling. Testing 
frequency might be used as a contingency, with 
more negative tests for illicit drugs resulting in 
less frequent testing (see chapter 8).

Inpatient  
Detoxification and  
Short-Term  
Stabilization
Use of alcohol or other CNS depressants with 
opioids may cause depression of respiration,  

loss of consciousness, life-threatening with-
drawal reactions, and increased risk of lethal 
overdose (Baskin and Morgan 1997). This type 
of withdrawal is not treatable with metha-
done (Sporer 1999; White and Irvine 1999). 
Signs and symptoms of withdrawal from CNS 
depressants include elevated body tempera-
ture, hypertension, rapid pulse, confusion, 
hallucinations, and intractable seizures. When 
a patient in MAT abuses a CNS depressant, 
the depressant should be withdrawn medically 
from the patient’s system, and the opioid treat-
ment medication should be continued with con-
sideration of the need for a dosage increase.

The patient may require inpatient detoxifica-
tion from CNS depressants and should contin-
ue MAT during the inpatient stay. In addition, 
a history of seizures or toxic psychosis during 
withdrawal from a sedative-hypnotic or anxio-
lytic drug or from alcohol is an absolute  
indication for inpatient detoxification. The 
forthcoming TIP Detoxification and Substance 
Abuse Treatment (CSAT forthcoming a) con-
tains more information on detoxification from 
substances of abuse.
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Treatment Issues

Many people who are opioid addicted have co-occurring mental disor-
ders. However, mental health and addiction treatment systems often are 
separated. This situation may result in patients’ being treated at one 
location for addiction and at another for mental disorders. Some mental 
health care facilities do not accept patients in medication-assisted treat-
ment for opioid addiction (MAT), forcing these patients to choose which 
disorder to treat. These problems, along with uncertainties about effec-
tive interventions for patients with both addiction and mental disorders, 
have stimulated research in this area. This chapter summarizes current 
thinking and consensus panel recommendations on screening, diagnos-
ing, and treating these patients in opioid treatment programs (OTPs).

The term “co-occurring disorder” in this TIP means a mental disorder 
that coexists with at least one substance use disorder in an individual. 
The consensus panel acknowledges that other types of disorders also 
occur with substance use disorders, such as cognitive and medical disor-
ders and physical disabilities. These conditions also require individual-
ized treatment approaches, and, for patients who are opioid addicted, 
other chapters in this TIP present discussions of treatments for other 
types of disorders that occur with substance use disorders. Chapter 6 
discusses patients with physical disabilities. Chapter 8 discusses patients 
with cognitive disorders. Chapter 10 discusses patients with other  
medical disorders. 

TIP 42, Substance Abuse Treatment for Persons With Co-Occurring 
Disorders (CSAT 2005b); Report to Congress on the Prevention and 
Treatment of Co-Occurring Substance Abuse Disorders and Mental 
Disorders (Substance Abuse and Mental Health Services Administration 
2002c); and Strategies for Developing Treatment Programs for People 
With Co-Occurring Substance Abuse and Mental Disorders (Substance 
Abuse and Mental Health Services Administration 2003d) provide addi-
tional information on co-occurring disorders in substance abuse treat-
ment. This chapter focuses on co-occurring disorders in patients with 
opioid addiction.
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Patients in MAT who have co-occurring dis-
orders often exhibit behaviors or feelings that 
interfere with treatment. These symptoms may 
indicate either underlying co-occurring disorders 
that would be present regardless of substance 
use (i.e., independent or primary disorders) or 
co-occurring disorders caused by substance use 
(i.e., substance-induced or secondary disorders). 
Symptoms may also indicate the presence of both 
independent disorders and self-induced disor-
ders along with substance use disorders. Patients 
may have identifiable co-occurring disorders on 
admission to an OTP, or disorders may emerge 
during MAT.

Unless MAT providers distinguish co-occurring 
disorders accurately by type and address 
them appropriately, these disorders likely 
will complicate patients’ recovery and reduce 
their quality of life. Numerous studies have 
indicated that rapid, accurate identification of 
patients’ co-occurring disorders and immediate 
interventions with appropriate combinations of 
psychiatric and substance addiction therapies 
improve MAT outcomes. The consensus panel 
for this TIP endorses this view. Many standard 
treatments for mental disorders can be modified 
readily for patients with co-occurring disorders 
in MAT. 

Prevalence of  
Co-Occurring Disorders
Exhibit 12-1 lists the most common co- 
occurring disorders among patients in MAT, 
based on representative studies (e.g., Brooner 
et al. 1997; Mason et al. 1998). They are 
grouped into Axis I and II disorders, as 
defined in Diagnostic and Statistical Manual 
of Mental Disorders, Fourth Edition, Text 
Revision (DSM-IV-TR) (American Psychiatric 
Association 2000).

Studies comparing patients in MAT with the 
general population have confirmed higher rates 
of co-occurring Axis I and II disorders in these 
patients (e.g., Calsyn et al. 1996; Mason et al. 
1998). In a study by Brooner and colleagues 

(1997), nearly half of patients in MAT had  
co-occurring disorders during their lifetimes.

Factors Affecting Prevalence of 
Co-Occurring Disorders
Some factors found to increase the prevalence 
of co-occurring disorders among people with 
substance use disorders include older age, 
lower socioeconomic status, and residence in 
urban areas (Kessler et al. 1994); homelessness 
(North et al. 2001); and incarceration (Robins 
et al. 1991). Certain mental disorders (e.g., 
antisocial personality disorder [APD], schizo-
phrenia) and some affective and anxiety disor-
ders (phobias, bipolar depression) have been 
found to be more prevalent among persons with 
substance use disorders than in the general 
population (Regier et al. 1990). However, some 
of these studies did not determine whether 
symptoms of co-occurring disorders were related 
to the pharmacological effects of substances  
or to an underlying non–substance-related  
disorder. TIP 42, Substance Abuse Treatment 
for Persons With Co-Occurring Disorders 
(CSAT 2005b), discusses factors affecting the 
prevalence of co-occurring disorders. 

Gender Differences in Prevalence 
of Co-Occurring Disorders
Rates of co-occurring disorders have been 
found to differ between men and women. For 
example, Ward and colleagues (1998b) found 
that more women than men who were opioid 
addicted had affective and anxiety disorders, 
whereas more men than women who were opi-
oid addicted had APD and were dependent on 
alcohol. A study by Brooner and colleagues 
(1997) found women were more likely than men 
to have Axis I diagnoses, particularly major 
depression; seven times more likely to have 
borderline personality disorders; only half as 
likely to be diagnosed with APD; and less likely 
than men to manifest problems with other  
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substances, including alcohol. Another study 
indicated that female patients receiving metha-
done were more likely than male patients to 
have psychotic and affective disorders (Calsyn 
et al. 1996). Another study of patients in MAT 
found that women were more likely than men to 
have PTSD (Villagomez et al. 1995).

Motivation for  
Treatment and  
Co-Occurring Disorders
Some studies have found that co-occurring dis-
orders motivated people who were addicted to 

seek treatment. Community surveys from both 
the Epidemiologic Catchment Area study and 
the National Comorbidity Study found that, 
among respondents with substance use disor-
ders, those with co-occurring disorders were 
more likely to obtain treatment (Kessler et al. 
1994, 1996; Regier et al. 1990).

Etiology of  
Co-Occurring Disorders
Mueser and colleagues (1998) identified four 
common models to explain the relationship 
between co-occurring and substance use  
disorders:

Treatment of Co-Occurring Disorders 

Exhibit 12-1

Common Co-Occurring Disorders in Patients Who Are Opioid Addicted

 
Axis I Categories 

(Clinical Disorders and Other Conditions)

Axis II Categories 
(Personality Disorders and  

Mental Retardation)
• Mood Disorders
   Major depressive disorder 
   Dysthymic disorder
   Bipolar disorder

• Personality Disorders 
   APD
   Borderline personality disorder
   Narcissistic personality disorder

• Anxiety Disorders
   Generalized anxiety disorder 
   Posttraumatic stress disorder (PTSD)
   Social phobia 
   Obsessive-compulsive disorder
   Panic disorders
• Attention Deficit/Hyperactivity Disorder (AD/

HD)
• Schizophrenia and Other Psychotic Disorders
• Cognitive Disorders 
• Eating Disorders 
• Impulse Control Disorders: Pathological 

Gambling
• Sleep Disorders
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• Primary substance use disorder and  
secondary co-occurring disorder. This  
“disease model” holds that substance use dis- 
orders cause most co-occurring disorders in 
patients. Appropriate treatment, by this the-
ory, focuses on the underlying substance use.

• Primary co-occurring disorder and second-
ary substance use disorder. This  
“self-medication” model, proposed by 
Khantzian (1985), argues that preexisting 
mental disorders are a significant cause of 
substance use disorders. People who are drug 
addicted choose drugs that lessen painful feel-
ings caused by their mental disorders,  
for example, opioids or alcohol to alleviate 
anxiety or cocaine or other stimulants to 
relieve depression. By extension of this view, 
adequate treatment of the psychopathology 
resolves the substance use disorder.

• Common pathway. This model holds that 
shared genetic or environmental factors may 
cause both substance use and co-occurring 
disorders. For example, accumulating evi-

dence indicates that 
childhood conduct  
disorders that persist 
to become adult anti-
social or borderline 
personality disorders 
are significant risk 
factors for sub-
stance abuse (e.g., 
Compton et al. 2000; 
Mueser et al. 1999). 
Other studies (e.g., 
Ahmed et al. 1999; 
Nunes et al. 1998b) 
have found that rela-
tives of patients who 
were opioid addicted 
had higher rates of 
major depression, 
alcoholism, and sub-
stance use disorders, 

indicating that genetic factors increase sus-
ceptibility to both addiction and co-occurring 
disorders.

• Bidirectional model. This model emphasizes 
that socioenvironmental and interpersonal 

factors, such as poverty, social isolation, drug 
availability, or lack of accountability by adult 
caregivers, also contribute to both substance 
use and co-occurring disorders through a 
complex interaction between environment and 
genetic susceptibility. The bidirectional model 
has not been evaluated systematically.

Screening for  
Co-Occurring Disorders
The consensus panel believes that admission 
and ongoing assessment routinely should incor-
porate screening for co-occurring disorders. 
This screening should yield a simple positive 
or negative result, depending on whether signs 
or symptoms of co-occurring disorders exist. A 
negative result generally should rule out imme-
diate action, and a positive result should trigger 
detailed assessment by a trained professional 
(see chapter 4).

To identify patients in MAT with co-occurring 
disorders, treatment providers must decide

• When and how to screen patients
• How to integrate psychological screening with 

standard intake assessment
• Which instruments to use for screening and 

confirming co-occurring disorders
• What qualifications are needed by staff who 

conduct screenings
• How to classify symptoms and other evidence
• How to determine the most appropriate  

treatment methodology and level of care.

Specific Screening Procedures
OTPs should establish specific screening  
procedures for co-occurring disorders and 
train counselors and intake workers to perform 
these procedures, including how to recognize 
the presenting symptoms of the most commonly 
encountered co-occurring disorders. Few  
significant differences in symptoms of men-
tal disorders exist between patients who are 
addicted to opioids and other people who are 
not; therefore, the symptoms described in 
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DSM-IV-TR are applicable during admission 
screening. When possible, screening for co-
occurring disorders should be linked with other 
assessments to avoid duplicate efforts by staff 
and unnecessary burdens on patients’ time. An 
OTP’s screening procedures for co-occurring 
disorders should specify

• Questions or instruments to be used
• When and where to conduct screening  

segments (e.g., address all safety-related 
questions during initial intake and defer 
other questions until applicants are no longer 
intoxicated or in withdrawal—but wait no lon-
ger than a specified period after admission)

• Who conducts screenings
• How to record results
• Cutoff scores or other indicators of positive 

results for co-occurring disorders
• Exactly how to handle positive results (e.g., 

whom to inform, how, and when; what con-
stitutes a psychiatric emergency and how to 
address it)

• How extensively a patient’s self-reported 
information must be corroborated with infor-
mation from other sources (e.g., family and 
friends, caseworkers, previous treatment 
records)

• Which staff members to consult if questions 
arise about these procedures or the results.

Screening for co-occurring disorders usually 
entails determining

• An applicant’s immediate safety and self- 
control, including any suicide risk, aggres-
sion or violence toward others, or domestic 
or other abuse or victimization and the  
ability to care for himself or herself (see 
“Handling Emergency Situations” below).

• Previous diagnosis, treatment, or hospitaliza-
tion for a mental disorder and, if applicable, 
why, when, and where, as well as the treat-
ment received and its outcome. Questions 
about the relationship of mental disorders  
to substance use—for example, whether a 
mental disorder was present during absti-
nence or before the substance use disorder—

determine whether a co-occurring disorder is 
substance induced or independent.

• The applicant’s current co-occurring disor-
der symptomatology based on DSM-IV-TR 
criteria, including whether any psychotropic 
medications have been prescribed or are 
being used (usually included on a screening 
questionnaire).

• Trauma history (e.g., physical or sexual 
abuse, living through a natural disaster or 
war, witnessing death or tragedy). Questions 
about trauma should be brief and general, 
without evoking details that might precipi-
tate stress. Several screening instruments 
for PTSD are described in other TIPs (see 
the forthcoming TIP Substance Abuse and 
Trauma [CSAT forthcoming d]; TIP 25, 
Substance Abuse Treatment and Domestic 
Violence [CSAT 1997b]; and the Modified 
PTSD Symptom Scale: Self-Report in TIP 
36, Substance Abuse Treatment for Persons 
With Child Abuse and Neglect Issues [CSAT 
2000d]).

• Any history of mental disorder-related symp-
toms among immediate relatives and their 
diagnoses, treatments, or hospitalization.

• Any unusual aspects of an applicant’s 
appearance, behavior, and cognition. If  
indications of a cognitive impairment are  
present, a mental status examination should 
be conducted.

Screening for cognitive 
impairment 
The accuracy of instruments to screen for  
co-occurring disorders may be compromised if 
administered to patients with cognitive impair-
ments. A brief preexamination of cognitive 
functioning during a mental status examina-
tion is recommended for individuals who are 
disoriented with respect to time, place, or 
person; have memory problems; or have dif-
ficulty understanding information in their first 
language. TIP 29, Substance Use Disorder 
Treatment for People With Physical and 
Cognitive Disabilities (CSAT 1998c), contains 
an 18-item screening instrument for cognitive 
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impairment and functional limitations. TIP 33, 
Treatment for Stimulant Use Disorders (CSAT 
1999c), lists nine brief screening tools to deter-
mine cognitive impairment and reproduces the 
Repeated Memory Test. Treatment provid-
ers who prefer the familiar Mini-Mental State 
Examination (Folstein et al. 1975) can order 
either the standard or extended version via 
http://www.minimental.com.

Screening Tools
Many States require specific screening or 
assessment instruments, such as the Addiction 
Severity Index (ASI), to document baseline 
patient data. Other important considerations in 
selecting a screening tool for co-occurring dis-
orders include its psychometric properties and 
cultural appropriateness and, if the test is self-
administered, the literacy level required. The 
consensus panel believes that no instrument 
in an OTP can identify co-occurring disorders 
satisfactorily, and many of the most thoroughly 
tested are not in the public domain. The ASI 
records symptoms of mental disorders but does 
not diagnose. More information on the ASI and 
other screening instruments, including Mental 
Health Screening Form III, the Mini Interna- 
tional Neuropsychiatric Interview (M.I.N.I.), 
and some proprietary instruments, is in TIP 
42, Substance Abuse Treatment for Persons 
With Co-Occurring Disorders (CSAT 2005b). 
Other tools focusing on particular disorders  
or pathologies (e.g., suicide danger, PTSD, 
AD/HD, depression) can be accessed through 
the Web sites listed in Appendix 12-A.

Making and Confirming a 
Psychiatric Diagnosis
After a possible co-occurring disorder is identi-
fied during screening, an experienced, licensed 
mental health clinician (e.g., psychiatrist,  
psychologist, clinical social worker) should per-
form additional evaluation to make or confirm 
a diagnosis. Ideally, this expertise is available 
at the OTP. When it is not, appropriate consul-
tants and referral resources must be substituted, 

but procedures to use and reimburse these 
resources should be well established.

The most widely used systems to classify 
mental and substance use disorders are pro-
vided in DSM-IV-TR and the International 
Classification of Diseases, 10th Edition 
(ICD-10), Classification of Mental and 
Behavioural Disorders: Clinical Descriptions 
and Diagnostic Guidelines (World Health 
Organization 1992). Both systems present  
diagnosis criteria accepted by national (DSM-
IV-TR) or international (ICD-10) experts.

DSM-IV-TR Criteria 
Although many insurance companies require 
International Classification of Diseases diagnos-
tic codes for reimbursement purposes,  
clinicians and researchers in the United States 
traditionally use the DSM classification system. 
As this system has evolved over several edi-
tions, its authors have made important changes 
in definitions for substance-related disorders. 
Specifically, the DSM-IV-TR divides these dis-
orders into two types: substance use disorders 
and substance-induced co-occurring disorders.

Substance use disorders
DSM-IV-TR divides substance use disorders 
into abuse and dependence with or without 
physiological features such as tolerance or with-
drawal. It also makes distinctions pertaining to 
early or sustained remission; programs offering 
agonist, partial agonist, or agonist/antagonist 
therapy; and treatment while living in a con-
trolled environment (e.g., jail).

Substance-induced 
co-occurring disorders
Substance-induced co-occurring disorders are 
associated with intoxication, withdrawal, and 
the persistent effects of substances of abuse. 
Substance-induced persisting disorders are 
those in which substance-related symptoms 
continue long after a person stops using a drug 
(e.g., prolonged flashbacks from hallucinogen 
use, substance-induced persistent dementia, 

Chapter 12



195Treatment of Co-Occurring Disorders 

substance-induced persistent amnesia). Exhibit 
12-2 shows the association between substance-
induced co-occurring disorders and substances 
of abuse. It is noteworthy that different drugs 
have been associated with different types  
of co-occurring disorders and that some  
(such as opioids) have relatively few or no 
reported psychotoxic effects, whereas others 
have many.

Structured and Semistructured 
Interview Formats for  
Psychiatric Diagnoses 
A number of carefully designed and tested 
instruments are available to determine DSM-IV 
or ICD-10 diagnoses, although a careful clinical 
interview usually can serve this purpose. Not 
all instruments have been updated for DSM- 
IV-TR diagnoses, but DSM-IV diagnoses are 
similar. Examples include the

• Structured Clinical Interview for DSM-IV 
Axis I and II Disorders, Clinical Versions

• Composite International Diagnostic 
Interview, Core Version 2.1

• Psychiatric Research Interview for Substance 
Abuse and Mental Health Disorders

• Diagnostic Interview Schedule, Version 4
• Alcohol Use Disorder and Associated 

Disabilities Interview Schedule.

TIP 42, Substance Abuse Treatment for 
Persons With Co-Occurring Disorders (CSAT 
2005b), discusses these and other screening and 
assessment instruments and their sources at 
greater length. 

Differential diagnosis
Careful assessment including a family history  
is critical to determine whether presenting 
symptoms indicate independent co-occurring 
disorders or disorders induced by substance 
use or a general medical or neurological  
condition. In many cases, people who abuse 
multiple substances have both an independent 
co-occurring disorder and various substance-
induced symptoms precipitated by intoxication 

or withdrawal. Substance use can magnify 
symptoms of independent co-occurring  
disorders. For example, substance use can 
heighten the mood 
swings of bipolar dis- 
order; intensify the  
hallucinations and  
paranoid delusions  
of schizophrenia; or 
increase the risk of  
suicide, violence, and 
impulsive behaviors 
among individuals with 
antisocial or borderline 
personality disorders 
(American Psychiatric 
Association 2000).

The accuracy of differential diagnosis has treat-
ment implications because independent and 
substance-induced co-occurring disorders dif-
fer in their course. Independent disorders tend 
to follow a typical course for each diagnosis  
and require specific, long-term treatment  
(e.g., pharmacotherapy, psychotherapy). 
Substance-induced disorders tend to follow  
the course of the substance use disorder and 
to dissipate with abstinence, although persis-
tent disorders can deviate from this sequence. 
Substance-induced symptoms can be disruptive 
at the start of MAT, but they typically do not 
require ongoing psychiatric treatment (Woody 
et al. 1995a).

Timing for confirming a 
diagnosis
Accurate diagnosis of independent co-occurring 
disorders is difficult during the early phases of 
MAT because substance-induced symptoms also 
usually are present. A definitive diagnosis often 
must wait until a patient is stabilized on treat- 
ment medication for a minimum of 5 to 7 days 
(but preferably 2 to 4 weeks) and any continu- 
ing substance use is eliminated. Although 
several weeks of abstinence may improve the 
accuracy of diagnoses, symptoms of severe  
co-occurring disorders (e.g., suicidality,  
psychotic reaction) need prompt attention and 
might require more immediate pharmacological 

[I]ndependent and 
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 Alcohol X X X X I W P P I/W I/W I/W I I/W

 Amphetamines X X X X I    I I/W I I I/W

 Caffeine   X        I  I

 Cannabis X X X X I    I  I  

 Cocaine X X X X I    I I/W I/W I I/W

 Hallucinogens X X X  I     I* I I  

 Inhalants X X X  I  P  I I I  

 Nicotine X   X         

 Opioids X X X X I    I I  I I/W

 Phencyclidine X X X  I    I I I  

 Sedatives,  
 hypnotics,   
 or anxiolytics X X X X I W P P I/W I/W W I I/W

 Polysubstance X            

 Other X X X X I W P P I/W I/W I/W I I/W

Exhibit 12-2

DSM-IV-TR Classification of Diagnoses Associated With  
Different Classes of Substances 

*Also Hallucinogen Persisting Perception Disorder (flashbacks). 
Note: X, I, W, I/W, or P indicates that the category is recognized in DSM-IV-TR. In addition, 
I indicates that the specifier With Onset During Intoxication may be noted for the category; 
W indicates that the specifier With Onset During Withdrawal may be noted for the category 
(except for Withdrawal Delirium); and I/W indicates that either With Onset During 
Intoxication or With Onset During Withdrawal may be noted for the category. P indicates that 
the disorder is Persisting.

Source: Reprinted from DSM-IV-TR. Copyright 2000, American Psychiatric Association.
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treatment or hospitalization (Woody et al. 
1995a). OTPs should be aware that even 
symptoms of less severe co-occurring disorders 
can prevent a patient’s stabilization and should 
be addressed quickly. 

Guidelines for distinguishing 
non-substance-induced 
from substance-induced 
co-occurring disorders
To assist with a differential diagnosis, the  
following information (Woody et al. 1995a) 
should be collected and reviewed:

• Previous history of mental disorders and 
treatment, focusing on temporal relationship 
of symptoms to substance use and response to 
previous treatment

• Type, quantity and frequency, and time of 
last use of illicit substances or prescribed 
psychotropic drugs (each substance class pro-
duces specific physiological and behavioral 
effects, especially during acute intoxication or 
withdrawal after prolonged, high-dosage use)

• Family history of mental disorders.

DSM-IV-TR (American Psychiatric Association 
2000) offers the following procedures to ascer-
tain whether a co-occurring disorder is primary 
or secondary:

• Label the disorder according to predominant 
symptom pattern and specified criteria (e.g., 
mood, anxiety, psychotic disorder)

• Consider the co-occurring disorder primary 
(not substance induced) if

 –  Symptoms developed before the substance 
use disorder

 –  Symptoms have persisted during 30 days  
or more of abstinence (depending on the 
characteristic withdrawal course for each 
substance)

 –  Symptoms are inconsistent with or exceed 
those produced by the abused substance at 
the dosage used (e.g., hallucinations after 

opioid withdrawal, paranoid delusions 
after low-dose marijuana use)

 –  Substance use or another medical disorder 
cannot account better for the symptoms

• Consider the mental disorder secondary  
(substance induced) if

 –  Symptoms developed only during periods 
of active substance use or within 1 month 
of intoxication or withdrawal

 –  Symptoms are consistent with intoxication 
or withdrawal from substances used 

 –  Other features (e.g., age at onset) are atyp-
ical for primary co-occurring disorder

 –  Another co-occurring or medical disorder 
does not account better for the symptoms.

Prognosis for Patients 
With Co-Occurring 
Disorders
Patients with co-occurring disorders generally 
have been found to have poorer prognoses and 
to be more difficult to treat than those with 
diagnoses of either a substance use or men-
tal disorder (Dausey and Desai 2003; Kessler 
1995). Research has suggested that persons 
with co-occurring disorders are at higher risk 
of suicide, psychiatric hospitalization, legal  
difficulties and incarceration, homelessness, 
life-threatening infectious diseases, domestic 
violence, abuse or neglect of their children, 
unemployment, and other interpersonal  
problems (e.g., Dausey and Desai 2003;  
Room 1998). 

Effects of Co-Occurring  
Disorders on Treatment Outcomes
The conventional view, which has consider-
able empirical support, is that unidentified, 
untreated co-occurring disorders impede prog-
ress for patients in MAT and lead to difficulties 
in engaging patients in treatment, establishing a 
therapeutic alliance between patients and  

Treatment of Co-Occurring Disorders 
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treatment providers, maintaining adherence  
to treatment regimens, eliminating substance 
abuse and other risky behaviors, and pre-
venting premature dropout or early relapse. 
Conversely, a review by Drake and Brunette 
(1998) concluded that substance abuse compli-
cates co-occurring disorders, often precipitat-
ing relapse to psychopathological symptoms, 
hospitalization, disruptive behavior, familial 
problems, residential instability, decreased 
functional status, HIV infection, or medication 
noncompliance.

Because research on treatment outcomes for 
patients with opioid addiction and co-occurring 
disorders usually examines small groups of sub-
jects and because patients in these groups are 
not homogeneous, the general applicability of 
current findings is limited. Many confounding 
factors exist (Room 1998). Despite these limita-
tions, numerous studies have found that many 
patients with co-occurring disorders did well 
when appropriate psychiatric and substance 
abuse treatments were delivered. The consen-
sus panel recommends more intensive and  
psychiatrically specific treatment for these 
patients.

Effects of Symptom Severity
Studies disagree on whether the severity of co-
occurring disorder symptoms in patients who 
are addicted is a useful predictor of treatment 
outcomes. Early studies found that the severity 
of co-occurring disorder symptoms, particu-
larly in patients with anxiety or depression, 
strongly predicted treatment outcomes and that 
the most severely symptomatic patients had 
the heaviest substance use and most impaired 
adjustment, whereas the least symptomatic did 
best in addiction treatment (McLellan et al. 
1993; Rounsaville et al. 1986). However, later 
studies have found that higher symptom sever-
ity, although associated with higher levels of 
substance use and worse overall adjustment, 
did not predict treatment response. In one 
study, drug test results for patients with severe 
psychopathology improved significantly over 
time (Belding et al. 1998). In another study, 

patients in MAT for at least 90 days who had 
co-occurring disorders and high levels of symp-
tom severity had positive treatment responses 
(Joe et al. 1995). Patients with more than one 
co-occurring disorder engaged in treatment 
more readily than those who were addicted 
only, and both groups were similar in aver-
age incidence of drug use or criminal activity. 
Patients with depression, anxiety, suicidal 
ideation, and other pathologies at intake were 
twice as likely to attend individual—but not 
group—counseling sessions and significantly 
more likely to discuss psychological problems 
than those reporting none of these symptoms.

Consequently, caution is advised in predicting 
a simple, stable correlation between symp-
tom severity of co-occurring disorders and 
treatment outcomes. However, the consensus 
panel believes that co-occurring disorders 
can improve substantially but that outcomes 
depend heavily on additional treatment being 
provided for these disorders and that patients 
with severe symptoms may require longer, 
more intensive treatment.

Prognosis for Specific  
Co-Occurring Disorders

Effects of co-occurring APD 
on progress in MAT
APD has been estimated to affect 24 to 39 
percent of people seeking treatment for opi-
oid addiction (Brooner et al. 1997; Darke et 
al. 1996; King et al. 2001). Some studies have 
found that people with APD and opioid addic-
tion had more criminal activity, more history of 
early violent and aggressive behaviors, greater 
likelihood of engaging in activities that risked 
HIV transmission, more extensive and severe 
polydrug abuse, and earlier onset of opioid use 
than persons who were opioid addicted without 
APD (Brooner et al. 1997; Darke et al. 1996). 

However, agreement is lacking on the  
significance of a diagnosis of APD in MAT. 
Some studies have found that patients with 
co-occurring APD had less favorable outcomes 
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than those without this disorder, even if the 
former group received additional psycho-
therapy (e.g., Alterman et al. 1998; Galen et 
al. 2000). Others have found that patients with 
APD in MAT improved to the same extent, on 
average, as those without APD (e.g., Cacciola 
et al. 1995; Darke et al. 1996), although the 
former group had more severe symptoms at 
both entry and followup. This lack of consis-
tent findings has led some researchers to  
question the clinical utility, reliability, or valid-
ity of DSM-IV-derived APD diagnoses in MAT 
patients (Alterman et al. 1998; Cacciola et al. 
1995). Darke and colleagues (1998) expressed 
concern that people addicted to opioids might 
be diagnosed with APD as a reflection of their 
risk-taking and drug-dealing lifestyles rather 
than actual existence of their underlying  
personality disorders.

Patients with APD can improve in MAT, and 
OTPs should be prepared to manage and limit 
aggressive, impulsive, or criminal behaviors by 
patients, regardless of whether the behaviors 
are related to a DSM-based diagnosis of APD.

Effects of co-occurring PTSD 
on progress in MAT
Increasing attention has been paid to the high 
prevalence and negative effects of PTSD on 
patients in MAT, especially women (Villagomez 
et al. 1995). Hien and colleagues (2000) found 
that women with symptoms of PTSD at admis-
sion were significantly less likely than those 
without such symptoms to adhere to treatment 
requirements, including abstinence from sub-
stances during the first 3 months of MAT. In 
another study, patients with current PTSD 
symptoms had greater drug abuse severity 
(Clark et al. 2001). These patients may need 
special attention paid to depression and sui-
cidal ideation (Villagomez et al. 1995). TIP 36, 
Substance Abuse Treatment for Persons With 
Child Abuse and Neglect Issues (CSAT 2000d), 
and TIP 42, Substance Abuse Treatment for 
Persons With Co-Occurring Disorders (CSAT 
2005b), provide more information on PTSD 
and substance abuse treatment.

Effects of co-occurring AD/HD 
on progress in MAT 
King and associates (1999) studied 125 people 
admitted to OTPs over a 1-year period to 
determine the relationship of AD/HD to cur-
rent attention problems, other co-occurring 
and substance use  
disorders, and other 
outcome variables. 
Nineteen percent of 
patients had a history 
of AD/HD, and 88 
percent with lifetime 
AD/HD diagnoses  
had current symp-
toms of AD/HD. 
Although patients 
with AD/HD showed 
poorer attention  
during continuous 
performance testing 
and more concurrent 
Axis I and II disor-
ders (e.g., dysthymia, 
anxiety disorders 
including social phobia, APD) than those  
without AD/HD, the AD/HD diagnosis was not 
a significant predictor of decreased treatment 
retention, poor treatment compliance, or  
continuing substance abuse. 

Treatment Issues

General Treatment  
Considerations for Patients  
With Co-Occurring Disorders
Clearly, co-occurring disorders should not 
exclude people with opioid addiction from 
admission to an OTP. The consensus panel 
believes that the best strategy is to stabilize 
these patients’ opioid addiction with  
methadone, buprenorphine, or levo-alpha ace-
tyl methadol (LAAM) while assessing their co-
occurring disorder symptoms and choosing 
the most appropriate treatment course. 
Although OTP staff members often focus on 
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the condition that is most severe and threaten- 
ing, it usually is best to address all of a patient’s 

disorders simultane- 
ously because each 
can influence the 
others. TIP 42, 
Substance Abuse 
Treatment for 
Persons With 
Co-Occurring 
Disorders (CSAT 
2005b), provides 
information about 
treatment planning 
and implementation 
for this group.

The consensus panel 
believes that the fol-
lowing principles are 

essential to manage patients with co-occurring 
disorders in an OTP:

• Treatment of co-occurring disorders should 
be integrated or closely coordinated with 
substance abuse treatment when the former is 
not available on site.

• Staff members, whether primarily from the 
substance abuse treatment or mental health 
fields, should be knowledgeable about treat-
ments for both disorders.

• Psychotropic medications should be pre-
scribed only after patients are stabilized on 
the treatment medication (which in the pan-
el’s experience takes an average of 3 to 7 days 
for buprenorphine and 3 weeks to a month 
for methadone), unless an independent 
co-occurring disorder is evident from past 
records or clinical examination or significant 
impairment associated with the symptoms of 
a co-occurring disorder exists.

• All medications used by patients and patients’ 
adherence to medication regimens should be 
monitored carefully, for example, via drug 
testing. Physicians should be careful about 
prescribing substances with abuse potential, 
such as benzodiazepines. If such medications 
are prescribed, the less abusable drugs in a 
class should be chosen, for example,  

oxazepam (Serax®) rather than lorazepam, 
clonazepam, alprazolam or diazepam.

• Patients resistant to being psychiatrically 
diagnosed should be assured that it is not 
shameful but is likely to provide a better 
understanding of their problems and aid 
in treatment. Educating patients about co-
occurring disorders helps. 

• Therapy for patients with co-occurring  
disorders should be more intensive, on aver-
age, than for patients without co-occurring  
disorders. The primary goal is abstinence 
from substances. Remission of co-occurring 
disorder symptoms should be an important 
secondary goal.

Co-Occurring Disorders and 
Treatment Planning 
Because patients in MAT exhibit a wide range 
of co-occurring disorders, the consensus panel 
believes that early treatment planning and 
resource management should include classify-
ing patients, at least tentatively, into categories 
based on types and severity of co-occurring  
disorders, although treatment always should be 
tailored individually.

Patients in acute psychiatric  
danger
Patients presenting with suicidal or homicidal 
ideation or threats—whether resulting from 
acute intoxication or withdrawal or from an 
independent co-occurring disorder—or those 
manifesting psychotic symptoms (e.g., halluci-
nations, paranoia) that may interfere with their 
safety and ability to function should be assessed 
and treated immediately. Although their symp-
toms may be short lived, admission to a psychi-
atric unit for brief treatment may be necessary 
if outpatient care is too risky or problematic. 
Immediate administration of antipsychotic 
drugs, benzodiazepines, or other sedatives 
may be required to establish behavioral con-
trol (Minkoff 2000). A physician, physician’s 
assistant, or nurse practitioner on staff can 
prescribe medications at the OTP. Otherwise, 

[C]o-occurring  

disorders should 

not exclude people 

with opioid addic-

tion from admis-

sion to an OTP.
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referral is warranted. In emergencies, OTPs 
should send patients to affiliated hospital 
emergency rooms (see “Handling Emergency 
Situations” below).

Patients with established, 
severe co-occurring disorders
Patients in MAT who are not in acute danger 
but have been diagnosed or treated for severe 
co-occurring disorders (e.g., schizophrenia, 
bipolar disorder) should receive medication 
with the lowest abuse potential for their condi-
tion. If an OTP is staffed appropriately and 
prepared to treat patients with severe co- 
occurring disorders, these patients can be treat-
ed on site. Otherwise, they should be referred to 
an OTP with these qualifications. If there is no 
such OTP, patients may need to remain in a less 
optimal OTP but receive psychiatric treatment 
at another facility. For referrals, effective com-
munication between OTPs and mental health 
providers is necessary to coordinate treatment.

Patients with less severe,  
persisting or emerging 
symptoms of co-occurring 
disorders
Patients in MAT with nondisabling symptoms 
of less severe co-occurring disorders (e.g., 
mood, anxiety, and personality disorders),  
psychiatric treatment histories, or verified 
diagnoses and current prescriptions for medi-
cations to treat such disorders (regardless of 
whether they are used) should continue or 
begin medication, psychotherapy, or both for 
their co-occurring disorders. These patients 
should continue in MAT if the OTP is staffed to 
treat them. Although it is desirable for patients 
to be stabilized on methadone, buprenorphine, 
or LAAM before other pharmacotherapy is 
initiated, newer medications with relatively 
benign side effects can be initiated sooner (e.g., 
selective serotonin reuptake inhibitors [SSRIs]) 
if a primary mental disorder is indicated. Such 
medications may facilitate engagement in MAT 
and addiction recovery (Minkoff 2000).

Patients with less severe,  
presumptively substance-induced 
co-occurring disorders 
The consensus panel recommends that patients 
in MAT with symptoms of Axis I disorders but 
no history of primary co-occurring disorders 
receive no new psychotropic medications until 
they are stabilized on MAT because their symp-
toms might remit or significantly diminish after 
a period of substance abuse treatment (Joe et 
al. 1995). Exceptions include patients who have 
acute, substance-induced disorders such as 
extreme anxiety or paranoia that are likely to 
be transitory but require temporary sedation 
or antianxiety medication.

Effects of Co-Occurring  
Disorders on HIV Risk  
Behaviors and Comorbidity 
King and colleagues (2000) found that patients 
with co-occurring disorders in MAT were at 
higher risk for contracting and transmitting 
HIV than those without these disorders. In 
another study, patients who were HIV sero-
positive and had co-occurring disorders were 
more likely than those without co-occurring 
disorders to continue using drugs, less likely to 
be prescribed HIV medications or to adhere to 
medication regimens, and more likely to devel-
op AIDS (Ferrando et al. 1996). People with 
co-occurring disorders, particularly depression 
or dysthymia, were more likely than those with-
out Axis I disorders to continue needle sharing 
and other high-risk behaviors (Camacho et al. 
1996). Patients in MAT who injected drugs and 
had APD were at higher risk for contracting 
and spreading HIV (Brooner et al. 1993). To 
decrease the spread of HIV, it is important to 
treat both substance use and co-occurring dis-
orders and provide education and support for 
patients who inject drugs. More information 
on HIV/AIDS and substance abuse treatment, 
including the combined treatment of HIV/AIDS, 
substance abuse, and mental illness, can be 
found in TIP 37, Substance Abuse Treatment 
for Persons With HIV/AIDS (CSAT 2000e).
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Models of Care
Although it is not always feasible to provide 
more specialized services on site, patient adher-
ence to medical treatment was found to drop 
dramatically when such services were provided 
through offsite referral (Batki et al. 2002). Even 
when referrals are to services near an OTP, 
noncompliance may have significant conse-
quences for personal, social, and public health.

If a program cannot provide onsite ancillary 
services, it is important that staff members 
identify co-occurring disorders early so that 
they can refer patients to appropriate re- 
sources. It is essential to monitor patient 
progress and compliance with offsite treat-
ment, which can be done by a counselor, case 
manager, nurse, or physician’s assistant or by 
assigning one staff member to coordinate and 
monitor all referrals. Offsite referrals also may 
be necessary to obtain psychotropic medica-
tions and evaluate patients’ reactions to them. 

Handling Emergency  
Situations 
A high percentage of patients with co-occurring 
disorders in MAT have reported suicide 
attempts or difficulty controlling violent behav-
ior during their lifetimes (Cacciola et al. 2001). 
Patients who present an acute danger to them-
selves or others or have psychotic symptoms or 
disordered thinking that could interfere with 
their safety or that of others should receive 
immediate, aggressive intervention on admis-
sion and throughout treatment. Staff members 
should be trained to notice indications of  
suicidal or homicidal risks. These observations 
should be documented and communicated to 
designated staff members who can take neces-
sary action, including appropriate medication, 
notification of family members and involved 
agencies (e.g., probation office, children’s  
protective services), or transfer of patients to 
more secure or protective settings. Staff mem-
bers should understand thoroughly and be  
prepared to act on an OTP’s “duty to warn” 
(CSAT 2004b) about potentially violent  
behavior by patients.

Risk factors and predictors for 
suicidal ideation and threats 
People who are opioid addicted have high 
rates of suicide and attempted suicide, ranging 
from 8 to 17 percent in some studies with even 
higher rates among certain groups (Krausz et 
al. 1996). Substance intoxication or withdrawal 
can cause or exacerbate suicidal ideation or 
threats, and the presence of co-occurring dis-
orders further increases the risk. Chapter 4 
discusses risk factors for suicide and recom-
mended treatment responses. Risk factors do 
not predict individual behavior, but a high-risk 
profile merits immediate and ongoing attention 
(Chatham et al. 1995a; Hall et al. 1999). In one 
study of suicidality among patients in an OTP, 
the strongest predictors of suicide risk were 
psychosocial dysfunction (e.g., depression, 
social withdrawal, hostility toward friends and 
family), help-seeking behaviors (e.g., previous 
treatment episodes, attendance at mutual-help 
meetings, self-referral), and perceived lack of 
support from others (Chatham et al. 1995a).

At least two studies of patients in MAT who 
overdosed on opioids concluded that overdoses 
usually were accidental and not predictive of 
subsequent suicide attempts. In an early work, 
Kosten and Rounsaville (1988) found that acci-
dental overdoses were three times more likely 
than suicidal ones. More recently, Darke and 
Ross (2001) reported that 92 percent of  
patients who overdosed characterized the  
overdose as accidental. In that study, of the 40 
percent who acknowledged a previous suicide 
attempt, only 10 percent deliberately overdosed 
with heroin compared, for example, with 21 
percent who deliberately overdosed with  
benzodiazepines.

Protocol for identifying  
and handling suicide and 
homicide risk
All intake workers, certified addiction coun- 
selors, and clinicians should be alert to risk 
factors for suicide and homicide and should 
question at-risk patients routinely about suici- 
dal or homicidal thoughts or plans. This is 
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important for patients who appear withdrawn, 
depressed, angry, or agitated or are known to 
have experienced a recent significant loss or 
other source of stress—especially if a co- 
occurring disorder is suspected or diagnosed 
or if a patient still is intoxicated or withdraw-
ing from a psychoactive substance. Although 
the consensus panel believes such screening is 
helpful, the research evidence supporting its 
effectiveness is limited (Kachur and DiGuiseppi 
1996).

To aid in screening and referral for suicidal-
ity and homicidality, all programs should have 
protocols in place that specify

• Who asks what questions or uses what  
specific tool to identify these types of risk

• How identified risks are documented
• Who is informed about risks and is respon-

sible for taking actions and what resources 
he or she can use (e.g., medications, referral/
transfer, family involvement).

Any patient suspected of suicide or homicide 
risk should be referred immediately to a men-
tal health clinician for further evaluation. If 
the OTP has no psychologist, clinical social 
worker, or psychiatrist on staff, it should 
have arrangements for rapid consultations. 
Decisions should be made about using antipsy-
chotic medications, benzodiazepines, or other 
sedatives to establish behavioral control rap-
idly (Minkoff 2000). Such medications may be 
needed to alleviate or control symptoms until 

other mood stabilizers or antidepressants take 
hold, which can take several weeks. Medication-
assisted treatment of acute suicidality should be 
on an inpatient basis unless family members or 
friends are willing to be responsible for admin-
istering the drugs regularly, keeping the at-risk 
patient safe, and monitoring his or her reactions. 

Patients identified as being at imminent risk  
of committing suicide or homicide might need 
hospitalization for short-term observation. 
Some key factors in this decision are clearly 
expressed intent, specific and lethal plans, 
accessible means, limited social or familial 
resources, severe symptoms of mental illness or 
psychosis, command hallucinations, hopeless-
ness, and previous suicide or homicide attempts. 
If a referral is made, the patient should not be 
left alone until responsibility for monitoring 
safety is transferred to the referred facility.

Counseling, Psychotherapy,  
and Mutual-Help Groups for 
People With Co-Occurring 
Disorders in MAT
Chapter 8 discusses counseling, case manage-
ment, and psychotherapy for patients in MAT. 
Programs should encourage participation in 
mutual-help groups that focus on the needs of 
people with co-occurring disorders. Exhibit 
12-3 lists some of the best known of these 
groups, along with contact information.

Exhibit 12-3

Mutual-Help Groups for People With Co-Occurring Disorders

• Dual Recovery Anonymous (http://www.draonline.org)
• Dual Diagnosis Recovery Network (http://www.dualdiagnosis.org, active mostly in 

California)



204 Chapter 12

Psychoeducation for Patients With 
Co-Occurring Disorders in MAT
Group sessions presenting information about 
topical issues can help patients with co-occurring 
disorders and their families. Patients can 
explore relevant themes by emphasizing posi-
tive coping strategies and sharing experiences. 
Possible topics for psychoeductional groups are 
presented in Exhibit 12-4.

Pharmacotherapy for Patients 
With Co-Occurring Disorders in 
MAT
Several pharmacological treatments for co-
occurring disorders are available and should 
be used when indicated. Most medications are 

more effective when used with counseling or 
psychotherapy in comprehensive MAT.

In many ways, an OTP is an optimal setting  
to initiate and monitor psychiatric pharma-
cotherapy for co-occurring disorders because 
patients attend daily (at least in the early stages 
of treatment) and onsite physicians and other 
staff can observe their reactions to psychotropic 
medications as well as to methadone or other 
addiction treatment medications.

When psychotropic medications are used in an 
OTP, they should be prescribed

• In a comprehensive program that integrates 
medical, psychiatric, and social interventions 
and supports patient compliance with  
medication dosing schedules.

Exhibit 12-4

Topics for Psychoeducational Groups for People  
With Co-Occurring Disorders 

• Causes, symptoms, and treatment for substance use and co-occurring disorders
• Medical and mental effects of co-occurring disorders
• Psychosocial effects of co-occurring disorders
• The recovery process for co-occurring disorders
• Medications to treat co-occurring disorders, their side effects, and medication management
• Coping with cravings, anger, anxiety, boredom, and depression
• Changing negative or maladaptive thinking
• Developing a sober support system 
• Addressing family issues
• Learning to use leisure time constructively
• Spirituality in recovery
• Joining 12-Step and co-occurring disorder recovery mutual-help groups
• Risk factors in ongoing recovery 
• Understanding and getting maximum benefits from psychotherapy and counseling

Adapted from Daley 2000.
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• In the context of a multidisciplinary-team 
approach in which regularly scheduled team 
meetings ensure that all members are aware 
of the patient’s progress in treatment.

• With careful selection of medications because 
some patients may attempt to get high on any 
medication prescribed. Some medications 
(e.g., amitriptyline, tramadol, benzodiaz-
epines) have little abuse potential in other 
populations but pose a significant risk of 
abuse in this population (Cicero et al. 1999).

If patients in an OTP are prescribed other 
medications in addition to addiction treatment 
medications, the consensus panel recommends 
the following procedures:

• All prescribed psychotropic medications 
should be to treat suspected or confirmed  
co-occurring disorders, not to alleviate nor-
mal discomfort (Minkoff 2000).

• Fixed, rather than “prn” or “as needed,” 
doses of psychotropic medications should be 
prescribed because, especially early in MAT, 
patients addicted to opioids have difficulty 
regulating medications of any kind (Minkoff 
2000). Whenever possible, given resource 
availability, potentially abusable medications 
should be dispensed by OTP staff along with 
addiction treatment medication.

• Patients receiving psychotropic medica-
tions should be educated about each drug’s 
expected benefits, potential disadvantages 
and limitations, side effects, implications for 
pregnancy and breast-feeding, length of time 
before full effects should begin, and potential 
to cause tolerance and withdrawal. This  
education can be done individually or in a 
group, but all information should be commu-
nicated both in writing and orally. 

• An onsite (full- or part-time) physician or 
psychiatrist should have regular contact with 
each patient with a co-occurring disorder 
to review medication response and compli-
ance. This professional also should supervise 
counselor interactions with these patients and 
participate in team meetings to discuss  
treatment plans.

OTPs should consider a hierarchical approach 
to treating patients with co-occurring disorders, 
starting with psychosocial interventions such as 
increased counseling or psychotherapy (unless 
the patient has a disorder clearly needing medi-
cation). Depending on severity and acuity of 
symptoms, treatment providers may be able to 
use nonpharmacological approaches such as 
psychotherapy, either alone or with psychiatric 
medications. If these psychosocial approaches 
are ineffective or of limited benefit, provid-
ers should select psychiatric medications with 
the lowest abuse potential that are likely to be 
effective. TIP 37, Substance Abuse Treatment 
for Persons With HIV/AIDS (CSAT 2000e, pp. 
83–84), provides a summary of abuse potential 
for psychiatric medications. The psychiatric 
medications should be, in most instances, 
adjunctive to other ongoing interventions, not a 
substitute for them. However, other factors to 
consider include 

• The potential effect of medication side effects 
on compliance

• Potential negative interactions with addiction 
treatment medication or other drugs

• Lethality if the drug is used impulsively or 
intentionally for suicide

• Potential effects on a patient’s physical con-
dition—for example, whether the drug might 
injure an already damaged liver or increase 
blood pressure in a hypertensive patient.

Some studies have found that methadone may, 
by itself, relieve some symptoms of mood and 
anxiety disorders but not Axis II personality 
disorders (Calsyn et al. 2000a; Musselman and 
Kell 1995). From a practical viewpoint and 
assuming sufficient time to observe patients 
before further intervention, the consensus 
panel believes that the best approach is careful 
observation during the first weeks of MAT to 
determine whether symptoms of co-occurring 
disorders diminish before psychiatric medica-
tions are considered.

Treatment of Co-Occurring Disorders 
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Medications for major depression 
and bipolar disorder
The hierarchical approach described in the 
previous two paragraphs for treating patients 

in MAT with co-occurring disorders should be 
used to determine which patients diagnosed  
with major depression or bipolar disorder may 
benefit from antidepressant medication 
Exhibit 12-5 summarizes interactions of some 

Chapter 12

Exhibit 12-5

Interactions of Some Medications for Depression and Bipolar Disorder With 
Methadone and Recommended Treatment Response in MAT

Medication Type  
and Examples Action With Methadone

Recommended Treatment 
Response

SSRIs
fluvoxamine

(Luvox®), 

fluoxetine

(Prozac®),

sertraline

(Zoloft®)

Some SSRIs inhibit metabolism of 
methadone and increase metha-
done blood levels (Eap et al. 1997). 
Fluoxetine and sertraline  
do not increase methadone levels 
significantly. Fluvoxamine is the 
most dangerous SSRI and should 
be avoided for patients in MAT.

Observe patients carefully for 
signs of methadone overmedication 
during the first weeks of treatment 
with SSRIs. Methadone withdrawal 
symptoms may occur after discon-
tinuation of fluvoxamine.

Carbamazepine 
(Tegretol®)

Carbamazepine speeds production 
of liver enzymes that metabolize 
methadone and can cause severe 
opioid withdrawal symptoms (Eap 
et al. 2002).

Avoid carbamazepine and use 
alternatives such as valproate 
(Depakote®). Increase and/or split 
the methadone dosage to increase 
its blood levels. 

Tricyclics
desipramine,

nortriptyline,

imipramine,

doxepin

Methadone impairs the metabo-
lism of tricyclics and can cause 
increased tricyclic medication 
blood levels (Maany et al. 1989).

Adjust doses of tricyclic  
medications as needed; monitor 
blood levels if clinically indicated.

Monoamine  
oxidase (MAO) 
inhibitors 

MAO inhibitors may have  
dangerous interactions with  
certain foods and substances of 
abuse (Kleber 1983).

Use extreme caution in prescribing 
these medications in MAT.

Lithium None. Monitor closely because window 
between therapeutic and toxic 
dose is narrow.
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antidepressant medications with methadone 
and recommended treatment response. 
Antidepressants have been used successfully  
to treat depression in patients in MAT. One 
example is a study of patients with chronic 
depression who were treated with the tricyclic 
imipramine or a placebo. Fifty-seven percent of 
imipramine-treated patients showed both signifi-
cant improvement in mood and some decreases 
in illicit drug use according to self-reports, com-
pared with only 7 percent of placebo patients 
who reported results (Nunes et al. 1998a). 
However, no significant reductions in substance 
use were found between the two groups based 
on drug testing. There is no theoretical reason 
to presume that tricyclic medications are 
unique among antidepressants improving 
mood, and SSRIs are much safer and may be 
the preferred treatment. Antidepressants also 
may be helpful for anxiety disorders.

Bipolar disorder in patients in MAT can be 
treated with antipsychotic or mood-stabilizing 
medications. Mood stabilizers shown to be 
effective include lithium, valproate, and  
carbamazepine (Hellewell 2002). Lamotrigine 
(Lamictal®) also has been shown to be effective. 

Anxiety disorders
Anxiety disorders, including panic disorder, 
PTSD, and others, can be treated with  
psychotherapy, pharmacotherapy, or both. 
These disorders can be treated effectively with 
antidepressant medications such as the SSRIs, 
venlafaxine (Effexor®), and the tricyclics. 
Patients sometimes respond better to one drug 
class or a specific drug in a class. Therefore, 
another antidepressant should be considered 
if patients do not respond to their first one 
after a 4- to 8-week trial. Some antidepressants 
also have sedative effects (e.g., mirtazapine 
[Remeron®], trazodone, and some tricyclic 
antidepressants), which might be beneficial for 
patients with insomnia when these drugs are 
taken before bedtime, or for patients with high 
levels of anxiety. Nonsedating antidepressants 
might be especially useful for patients with  
psychomotor inhibition.

The well-documented abuse potential of  
benzodiazepines has led to a common belief 
that they are contraindicated in patients  
receiving methadone. However, evidence sug-
gests major differences in the abuse liability of 
benzodiazepines. Those with a slower onset of 
action such as oxazepam rarely are mentioned 
as substances of abuse, have a wide margin of 
safety, and are effective in reducing anxiety, 
even over extended periods (Sellers et al. 1993). 
Several case reports have indicated that benzo-
diazepines, particularly those with low abuse  
liability, may be used safely for patients with 
substance use disorders (Adinoff 1992; Sellers 
et al. 1993). Sellers and colleagues also found  
a “serious pattern of nontherapeutic benzodi-
azepine use . . . among opiate-dependent  
persons, particularly those in methadone main-
tenance treatment programs” (1993, p. 72), 
leading these authors to recommend that “if 
benzodiazepine is used [with this group], those 
with an apparently low abuse potential are  
generally preferable.”

The consensus panel believes that patients who 
have a history of benzodiazepine abuse should 
not be disallowed from receiving previously 
prescribed benzodiazepines, provided that 
they are monitored carefully and have stopped 
the earlier abuse. They may be attempting to 
reduce symptoms of co-occurring disorders, 
and, when they receive a prescribed medica-
tion with low abuse liability and are monitored 
for their co-occurring anxiety and substance 
use disorders, improvement and cessation of 
other benzodiazepine use may occur naturally. 
Some drug-testing laboratories can determine 
specific types of benzodiazepines used. If such 
a resource is available, testing can determine 
whether patients are using only their prescribed 
benzodiazepines or supplementing them with 
others obtained illicitly. The latter would indi-
cate a need to change patients’ treatment plans.

AD/HD
Stimulants such as methylphenidate (Ritalin®) 
are the treatment of choice for childhood AD/
HD. Stimulant treatment in adulthood also is 
potentially effective but carries the obvious 

Treatment of Co-Occurring Disorders 
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risk of abuse by patients in MAT. Use of cocaine 
could be an attempt to control symptoms of AD/
HD (Levin et al. 1998). If AD/HD is severe, 
treatment providers should consider treatment 
with medications such as methylphenidate, 
amphetamine, or atomoxetine (Strattera®) 
because these medications reduce AD/HD 
symptoms and address cocaine or other stimu-
lant use. However, they should be monitored 
carefully because some patients have abused 
them by injection, and medical complica-
tions can result from long-term injection use. 
Tricyclic antidepressants also are effective for 
some patients in MAT with co-occurring AD/
HD and depression (Higgins 1999), and these 
drugs carry no addiction liability. Recently, 
the nonstimulant atomoxetine was approved 
to treat AD/HD and may prove advantageous 
for patients in MAT with co-occurring AD/
HD. However, because atomoxetine is metabo-
lized by the cytochrome P450 system of liver 
enzymes, the potential for interaction with 
methadone exists, and it should be used cau-
tiously until more information is available.

Schizophrenia
Patients in MAT who have schizophrenia often 
have profound impairment in thinking and 
behavior and are unlikely to fit in well in many 
OTPs. Antipsychotic medication, along with 
psychosocial intervention, is the mainstay of 
treatment. Newer atypical antipsychotic medi-
cations for schizophrenia are preferred over 
older “typical” agents, which carry a risk of 
movement disorders such as tardive dyskine-
sia, a neurological syndrome caused by long-
term use of neuroleptic medications (National 
Institute of Neurological Disorders and  
Stroke 2001).

Newer antipsychotic medications (clozapine 
[Clozaril®, olanzapine [Zyprexa®], risperi-
done [Risperdal®]), quetiapine, ziprasidone 
[Geodon®], and aripiprazole [Abilify®]) have 
fewer side effects, are more effective in many 

cases, and should be considered as the initial 
treatment for some patients or as a second 
option for those not responding to more tradi-
tional medications. TIP 42, Substance Abuse 
Treatment for Persons With Co-Occurring 
Disorders (CSAT 2005b), provides more  
information.

Collaboration Between Counselors 
and Physicians
Many counselors have little or no psychiatric 
background and need training in 

• Working with patients who may have co-
occurring disorders but who resist evaluation 
or respond only partially to treatment

• Exploring stereotypes and feelings about what 
it means to have a co-occurring disorder

• Helping patients keep physician appoint-
ments, understand information, and follow 
physician recommendations

• Supporting patients to try medication if  
recommended

• Supporting patients to tolerate side  
effects long enough to determine whether 
medications help

• Providing guidance about when to contact 
a physician to report side effects or lack of 
relief from or worsening symptoms 

• Supporting patients to continue taking  
medication, even when they feel better.

Physicians need training or guidance in

• Providing education to OTP staff about co-
occurring disorders and medications

• Recognizing common misunderstandings 
about and resistances to medication in  
addiction treatment

• Creating protocols that make good use 
of counselor ability to provide detailed  
observations and ongoing feedback on 
patients’ conditions (Zweben 2003).

Chapter 12
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• Comorbidity and Addictions Center: 
George Warren Brown School of Social 
Work (http://www.gwbweb.wustl.edu). Lists 
175 instruments for measuring aspects of 
substance use and psychopathology with 
hyperlinks to descriptions. Information for 
each measure or scale includes purpose, 
authors, key references, target popula-
tions, variables, administration and scoring 
options, and time estimates as well as copy-
right, cost, and ordering information. 

• Medical Outcomes Systems, Inc.  
Contains a description of the Mini 
International Neuropsychiatric Interview as 
well as downloadable versions of all M.I.N.I. 
instruments, including the screen version and 
standard and expanded (Plus) 5.0.0 editions 
(January 2002). Although materials are pro-
tected by copyright, researchers and clini-
cians working in nonprofit or publicly owned 
settings (e.g., universities, teaching hospitals, 
government institutions) may make copies for 
clinical or research purposes.

• National Institute on Alcohol Abuse and 
Alcoholism (http://www.niaaa.nih.gov/ 
publications). Provides access to information 
first published in Assessing Alcohol Problems: 
A Guide for Clinicians and Researchers 
(Allen and Columbus 1995). The site specifies 
useful measures for screening, diagnosing, 
and planning treatment for alcohol-related 
and other psychoactive substance use disor-
ders, as well as co-occurring disorders. The 
site also includes information on administra-
tion and scoring options, estimated times 
for administration, key variables, groups 
on which normative data for the instrument 
were based, psychometric properties, and 
ordering costs.

• University of Adelaide (Australia) Library 
Guide (http://www.library.adelaide.edu.au/
guide/med/menthealth/scales.html). Contains 
a list of psychiatric rating scales and informa-
tion about where copies and descriptions of 
these instruments can be obtained, hyper-
links to electronic versions, and references 
on developmental history and psychometric 
properties of each instrument. 

Treatment of Co-Occurring Disorders 
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13  Medication-Assisted 
Treatment for Opioid 
Addiction During 
Pregnancy

In This 
Chapter…     

Acceptance 
of Methadone 

Maintenance as the 
Standard of Care

Diagnosing Opioid 
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Patients

Medical and Obstetrical 
Concerns and 
Complications

Methadone Dosage and 
Management

Postpartum Treatment 
of Mothers in MAT

Breast-Feeding

Effects on Neonatal 
Outcome

Use of Buprenorphine 
During Pregnancy

Importance 
of Integrated, 

Comprehensive Services

Nutrition Assessment, 
Counseling, and 

Assistance

Little information exists on the prevalence of opioid use by pregnant 
women, but there is some information about opioid use by pregnant 
women entering substance abuse treatment programs. Of the 400,000 
women admitted to programs in 1999, 4 percent were pregnant when 
admitted. Opioids were the primary substance of abuse for 19 percent 
of both pregnant and nonpregnant women who entered these programs 
(Office of Applied Studies 2002).

Acceptance of Methadone  
Maintenance as the  
Standard of Care
Methadone has been accepted since the late 1970s to treat opioid 
addiction during pregnancy (Kaltenbach et al. 1998; Kandall et al. 
1999). In 1998, a National Institutes of Health consensus panel recom-
mended methadone maintenance as the standard of care for pregnant 
women with opioid addiction (National Institutes of Health Consensus 
Development Panel 1998). Effective medical maintenance treatment with 
methadone has the same benefits for pregnant patients as for patients 
in general. In addition, methadone substantially reduces fluctuations in 
maternal serum opioid levels, so it protects a fetus from repeated with-
drawal episodes (Kaltenbach et al. 1998). Comprehensive methadone 
maintenance treatment that includes prenatal care reduces the risk of 
obstetrical and fetal complications, in utero growth retardation, and neo-
natal morbidity and mortality (Finnegan 1991).

Methadone and buprenorphine are classified as category C drugs by 
the U.S. Food and Drug Administration (FDA) (i.e., lacking adequate, 
well-controlled studies in pregnant women). Even though buprenor-
phine is a category C drug, studies have also found it safe and effective 
when used in pregnant women (e.g., Fischer et al. 2000; Lacroix et al. 
2004). Buprenorphine may be used with pregnant patients in the United 
States under certain circumstances (see “Use of Buprenorphine During 
Pregnancy” later in this chapter).
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Diagnosing Opioid 
Addiction in Pregnant 
Patients 
In the consensus panel’s experience, some 
women who are opioid addicted do not 
acknowledge pregnancy readily, or they misin-
terpret early signs of pregnancy, for example, 
fatigue, headaches, nausea and vomiting, 
and cramps, as opioid withdrawal symptoms. 
Consequently, onset of pregnancy may cause 
these patients to increase their use of illicit  
opioids or other substances that do not allevi-
ate their perceived withdrawal symptoms but 
expose their fetuses to increased serum levels  
of these substances. 

Many women who are opioid addicted con-
fuse the amenorrhea caused by their stressful, 
unhealthful lifestyles with infertility. They 
might have been sexually active for years  
without using contraceptives and becoming 
pregnant. The consensus panel has noted that, 
because methadone normalizes endocrine func-
tions, it is not unusual for women in the early 
phases of MAT to become pregnant uninten-
tionally, especially if they receive no counseling 
for this possibility.

Procedures for diagnosing opioid and other 
addictions in pregnant women should incorpo-
rate information from their medical and sub-
stance use histories, physical examinations, drug 
test reports, and observed signs or symptoms 
of withdrawal. Other indications of addiction 
may include evidence of diseases associated with 
drug use (e.g., hepatitis, bacterial endocarditis, 
cellulitis), poor attendance for prenatal care, 
and unexplained fetal growth abnormalities 
(e.g., intrauterine growth retardation). Using 
an opioid antagonist to diagnose addiction in 
pregnant women is absolutely contraindicated 
(Finnegan 1991); inducing even mild withdrawal 
can cause premature labor or other adverse 
fetal effects.

Medical and 
Obstetrical Concerns 
and Complications
Pregnant women who abuse substances,  
including alcohol and nicotine, have a greater-
than-normal risk of medical complications. 
These women should be monitored regularly 
for signs of anemia, poor nutrition, increased 
blood pressure, hyperglycemia, sexually 
transmitted diseases (STDs), hepatitis, 
preeclampsia, and other complications of 
pregnancy or health problems related to 
addiction. Good nutrition, including vitamin 
supplements, should be encouraged. Pregnant 
women should be educated about the potential 
adverse effects of substance use on their 
fetuses, such as fetal alcohol syndrome and 
premature labor associated with opioid 
withdrawal or stimulant use. Patient use of 
prescribed medications other than methadone 
should be monitored for compliance with usage 
directions and for adverse effects.

Chronic substance use in pregnancy can cause 
medical complications (some are listed in 
Exhibit 13-1), depending on how substances are 
administered and when or whether problems 
are identified and treated. Infections account 
for a high percentage of these complications 
in pregnant women who are opioid addicted, 
as they do in all people who abuse opioids 
(see chapter 10). Infections can be profoundly 
harmful to both women and their fetuses, 
particularly if infections remain unrecognized 
and untreated during gestation. Hepatitis B 
and C, bacterial endocarditis, septicemia, 
tetanus, cellulitis, and STDs are especially 
frequent (Finnegan 1991). 

The rate of vertical perinatal transmission of 
hepatitis B virus (HBV) is high (ranging from 
70 to more than 90 percent [Centers for Disease 
Control 1988b; Ranger-Rogez et al. 2002]), 
especially if a pregnant woman has active  
infection (determined by a positive  
hepatitis B antigen test) in the third trimester 
or within 5 weeks postpartum. If a new mother’s 
hepatitis B antigen test is positive, the neonate 
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should receive both hepatitis B vaccine and 
hepatitis B immune globulin (Kaltenbach et al. 
1998). The rate of perinatal transmission of 
hepatitis C virus (HCV) is lower than that of 
HBV, as discussed below; however, vaccines 
exist for hepatitis A virus and HBV but not  
for HCV. Recommended laboratory tests for 
pregnant women who are opioid addicted are 
listed in Exhibit 13-2.

HCV 
Pregnant women with a history of injection 
drug use are at high risk for HCV infection 
and should be screened for anti-HCV 
antibody. HCV ribonucleic acid (RNA) testing 
should be performed if an anti-HCV antibody 
test is positive. The results facilitate referral 

for further evaluation, staging, and treatment 
of liver disease after delivery. Infants whose 
mothers have hepatitis C should receive HCV 
RNA testing along with antibody testing for 
HCV between ages 2 and 6 months and again 
between 18 and 24 months (Roberts and 
Yeung 2002).

During pregnancy, HCV can be transmitted 
vertically from mother to fetus. However,  
multiple studies have shown low overall HCV 
vertical transmission risk and greater risk from 
factors such as HIV co-infection or high HCV 
viral load (Roberts and Yeung 2002). Vaginal 
delivery and breast-feeding do not appear to 
increase the risk of neonatal HCV infection 
significantly (Dinsmoor 2001; Roberts and 
Yeung 2002). Available treatments to prevent 
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Exhibit 13-1

Common Medical Complications Among  
Pregnant Women Who Are Opioid Addicted

Anemia 
Bacteremia/septicemia
Cardiac disease, especially endocarditis
Cellulitis
Depression and other mental disorders
Edema
Gestational diabetes
Hepatitis (acute and chronic)
Hypertension/tachycardia
Phlebitis
Pneumonia
Poor dental hygiene

STDs
  Chlamydia
  Condyloma acuminatum
  Gonorrhea
  Herpes 
  HIV/AIDS
  Syphilis 
Tetanus 
Tuberculosis
Urinary tract infections
  Cystitis 
  Pyelonephritis 
  Urethritis

Adapted from Finnegan 1979.
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vertical transmission, however, are limited by 
the fetal toxicity of the medications currently 
available for HCV infection.

HIV/AIDS 
Pregnant women who are opioid addicted  
and HIV positive present a unique treatment 
problem. A limited number of studies with 
small numbers of patients have examined the 
relationship of HIV, methadone, and immune 
function (e.g., Beck et al. 2002; Siddiqui 
et al. 1993). These studies have not been 
replicated widely. Therefore, it is difficult to 
concludeany significant relationship involving 
HIV, methadone, and immune function until  

additional studies are completed. Studies on 
the combined effects of HIV antiretroviral 
treatment and methadone especially are  
needed. 

During the early 1990s, before effective pre-
vention treatments were available, studies in 
North America and Europe found mother-to-
child or perinatal HIV transmission rates of 16 
to 25 percent. However, between 1996 and 2000, 
after the implementation of new guidelines, 
studies in the United States found transmission 
rates of 5 to 6 percent, and more recent studies 
have found rates below 2 percent when antena- 
tal antiretroviral drugs or zidovudine (AZT) is 
combined with cesarean section (Centers for 

Exhibit 13-2

Laboratory Tests for Pregnant Women Who Are Opioid Addicted

• Complete blood count with differential and 
platelets

• Chemistry screen (K, Na, Cl, Ca, P, CO2, 
creatinine, blood glucose, blood urea  
nitrogen, total bilirubin, total serum  
protein albumin)

• Hepatic panel (liver function tests)
• Hepatitis B surface antigen (full panel if 

positive)
• Hepatitis C antibody
• Rubella titer
• Serology (Venereal Disease Research 

Laboratory or Rapid Plasma Reagin tests)
• Sickle prep (if appropriate)
• Blood type; Rh and indirect Coombs 

Varicella (if unsure of history)
• HIV (with counseling) 

• Urine tests
  Urinalysis—routine and microscopic
  Urine culture and sensitivity
  Urine drug screen
• Tuberculin skin test (Mantoux)
• Alpha-fetoprotein between 15 and 21 

weeks’ gestation (optimal, 16 to 18 weeks)
• 1-hour, 50 mg glucose challenge test at  

24 to 28 weeks’ gestation (at initial visit if 
risk factors)

• Repeat complete blood count and serology 
at 24 to 28 weeks’ gestation

• Group B Strep vaginal-rectal culture at 35 
to 37 weeks’ gestation

Reprinted from Obstetrics and Gynecology Clinics of North America, 25(1), Kaltenbach 
et al., Opioid dependence during pregnancy. Effects and management, pp. 139–151, 1998, 
with permission from Elsevier.
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Disease Control and Prevention 2001b). 
Although AZT prophylaxis reduces the risk of 
perinatal HIV infection, monotherapy often 
is inadequate to treat a mother’s HIV disease. 
Combination antiretroviral therapy is now the 
standard of care (Paul et al. 2001).

Studies in the United States and Europe have 
found that pregnancy has no effect on HIV 
progression (Burns et al. 1998; Saada et al. 
2000). Studies before the availability of antiret-
roviral therapy showed no increase in prema-
turity, low birth weight, or intrauterine growth 
restriction associated with HIV infection. These 
data are difficult to interpret because of rela-
tively high rates of adverse events in the con-
trol groups attributed to other conditions such 
as substance abuse (Brocklehurst and French 
1998; Bucceri et al. 1997). Studies have not 
found increases in birth defects or fetal malfor-
mation related to HIV infection (Brocklehurst 
and French 1998).

The consensus panel recommends that women 
who are opioid addicted and HIV infected 
receive additional counseling and support dur-
ing the postpartum period to improve their 
adherence to antiretroviral therapy and to 

meet the demands of caring for a newborn. 
Breast-feeding by HIV-infected women has 
been associated with an increased risk of 
HIV transmission and should be discouraged 
(Nduati et al. 2000).

Obstetrical Complications 
Obstetrical complications in pregnant women 
who are opioid addicted are the same as those 
seen at increased rates in all women who lack 
prenatal care (see Exhibit 13-3). These compli-
cations may be difficult to diagnose in patients 
who are opioid addicted because they often 
deny the existence of complications or avoid 
medical settings. When obstetrical complica-
tions are confirmed, standard treatments, 
including use of medications to arrest preterm 
labor, can be initiated safely.

Methadone Dosage  
and Management
The pharmacology of methadone in preg-
nant women has been evaluated thoroughly. 
Methadone is distributed widely throughout  

MAT During Pregnancy

Exhibit 13-3

Common Obstetrical Complications Among Women Addicted to Opioids

Abruptio placentae
Chorioamnionitis
Intrauterine death
Intrauterine growth retardation
Intrauterine passage of meconium
Low Apgar scores
Placental insufficiency 

Postpartum hemorrhage
Preeclampsia
Premature labor/delivery
Premature rupture of membranes
Septic thrombophlebitis
Spontaneous abortion 

Reprinted from Obstetrics and Gynecology Clinics of North America, 25(1), Kaltenbach 
et al., Opioid dependence during pregnancy. Effects and management, pp. 139–151, 1998, 
with permission from Elsevier.
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the body after oral ingestion, with extensive 
nonspecific tissue binding creating reservoirs 
that release unchanged methadone back into 
the blood, contributing to methadone’s long 
duration of action (Dole and Kreek 1973). 
Peak plasma levels occur between 2 and 6 
hours after a maintenance dose of methadone 
is ingested, with less than 6 percent of the 
ingested dose in the total blood volume at this 
time. Lower sustained plasma concentrations 
are present during the remainder of a 24-hour 
period (Stine et al. 2003).

As pregnancy progresses, the same methadone 
dosage produces lower blood methadone levels, 

owing to increased 
fluid volume, a 
larger tissue reser-
voir for methadone, 
and altered opioid 
metabolism in both 
the placenta and 
fetus (Weaver 2003). 
Women who are 
methadone main-
tained often experi-
ence symptoms of 
withdrawal in later 
stages of pregnancy 
and require dosage 
increases to main-
tain blood levels 
of methadone and 
avoid withdrawal 
symptoms (Jarvis et 
al. 1999; Kaltenbach 
et al. 1998). The 
daily dose can be 

increased and administered singly or split into 
twice-daily doses (Kaltenbach et al. 1998).

Historically, treatment providers have based 
dosing decisions on the need to avoid or reduce 
the incidence of neonatal abstinence syndrome 
(NAS) (Kaltenbach et al. 1998; Kandall et 
al. 1999) rather than to achieve an effective 
therapeutic dosage. This low-dose approach, 
which emerged from several 1970s studies (e.g., 
Harper et al. 1977; Madden et al. 1977), has 
been contradicted by more recent studies (e.g., 

Brown et al. 1998; Kaltenbach and Comfort 
1997). The consensus panel knows of no com-
pelling evidence supporting reduced maternal 
methadone dosages to avoid NAS. On the con-
trary, higher dosages have been associated with 
increased weight gain, decreased illegal drug 
use, and improved compliance with prenatal 
care by pregnant women in MAT and with 
increased birth weight and head circumference, 
prolonged gestation, and improved growth of 
infants born to women in MAT (De Petrillo and 
Rice 1995; Hagopian et al. 1996). Moreover, 
reduced methadone dosages may result in con-
tinued substance use and increase risks to both 
expectant mothers and their fetuses (Archie 
1998; Kaltenbach et al. 1998). The consensus 
panel recommends that methadone dosages for 
pregnant women be determined individually to 
achieve an effective therapeutic level.

Induction and Stabilization
Methadone dosages for pregnant women should 
be based on the same criteria as those for 
women who are not pregnant. Women who 
received methadone before pregnancy should 
be maintained initially at their prepregnancy 
dosage. However, if pregnant women have not 
been maintained on methadone, the consensus 
panel recommends that they either be inducted 
in an outpatient setting by standard procedures 
or be admitted to a hospital (for an average 
stay of 3 days) to evaluate their prenatal health 
status, document physiologic dependence, and 
initiate methadone maintenance if possible.

For pregnant women being inducted in an out-
patient setting, a widely accepted protocol is 
to give initial methadone doses of 10 to 20 mg 
per day, with exact dosage based on a patient’s 
opioid use history. A patient should be asked 
to return at the end of the day for followup 
evaluation, and the initial dose may be followed 
by regular adjustments of 5 to 10 mg based on 
therapeutic response (Archie 1998). Twice  
daily observation should continue until the 
patient is stabilized. If evidence of intoxication 
or withdrawal emerges, treatment providers 
should adjust the patient’s dosage immediately. 
Most pregnant women can be stabilized within 
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48 to 72 hours (Kaltenbach et al. 1998). In  
outpatient settings, where fetal monitors  
usually are unavailable, it is crucial that 
patients record measures of fetal movement at 
set intervals (Jarvis and Schnoll 1995).

Split Dosing 
Split-dosing methadone regimens are accepted 
widely for pregnant patients, but little empiri-
cal investigation has been done of its effects 
on fetuses or maternal plasma levels (Jarvis et 
al. 1999). Although split dosing may improve 
maternal compliance with treatment and 
decrease cocaine use (De Petrillo and Rice 
1995), traveling to an opioid treatment program 
(OTP) twice a day or, for unstable or newly 
admitted patients, qualifying for take-home 
medication doses may be difficult.

Managing Polysubstance Use 
A large percentage of pregnant women in 
MAT—up to 88 percent in one study—con-
tinue to use other substances including alcohol, 
nicotine, heroin, cocaine, barbiturates, and 
tranquilizers (Edelin et al. 1988). The risks of 
other substance use for both maternal and fetal 
health are well documented (Reid 1996). It is 
essential that patients be monitored for use of 
both licit and illicit drugs and alcohol to man-
age appropriately the perinatal care of both 
mothers and infants (Kaltenbach et al. 1998). 

Polysubstance use is a special concern during 
pregnancy because of the adverse effects of 
cross-tolerance, drug interactions, and poten-
tiation (Kaltenbach et al. 1998) and the serious 
maternal and fetal health risks from continued 
substance use and lack of adequate prenatal 
care (Svikis et al. 1997a). Chapter 11 provides 
more information about treatment of multiple 
substance abuse in MAT; the forthcoming TIP 
Substance Abuse Treatment: Addressing the 
Specific Needs of Women (CSAT forthcoming f) 
contains additional information on the effects 
of different substances on pregnant women.

Management of Acute Opioid 
Overdose in Pregnancy
Opioid overdose in pregnancy threatens both 
pregnant women and their fetuses. Naloxone, 
a short-acting, pure opioid antagonist, is the 
pharmacological treatment of choice for opi-
oid overdose but should be given to pregnant 
patients only as a last resort (Weaver 2003). 
Patients should receive naloxone (0.01 mg/kg 
of body weight) intravenously after an airway 
is established to ensure adequate respiration. 
Patients can receive additional naloxone doses 
every 5 minutes after they regain conscious-
ness. Naloxone’s duration of action is from 30 
minutes to 2 hours, depending on the dose and 
type of substance that was used, whereas that 
of most opioids is from 6 to 8 hours and that  
of methadone or other long-acting opioids  
(e.g., morphine sulfate contin, OxyContin®) 
is from 12 to 48 hours (or more for levo-alpha 
acetyl methadol). Therefore, symptoms are 
likely to recur within 30 minutes to 2 hours  
of naloxone treatment, and treatment pro- 
viders should continue administering  
naloxone intravenously or intramuscularly  
at intervals until the effects of illicit opioids 
markedly diminish, which may take 2 to 3 
days. Special care is needed to avoid acute  
opioid withdrawal that can harm a fetus. 
Treatment providers should titrate the nalox-
one dose against withdrawal symptoms and  
use a short-acting opioid to reverse acute  
withdrawal symptoms (Archie 1998).

Managing Withdrawal From 
Methadone 
Withdrawal from methadone, called medically 
supervised withdrawal (MSW) or dose taper-
ing, is not recommended for pregnant women. 
When MSW is considered, however, a thorough 
assessment is important to determine whether 
a woman is an appropriate candidate for MSW 
because the procedure frequently results in 
relapse to opioid use. Appropriate patients for 
MSW during pregnancy include those who

MAT During Pregnancy
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• Live where methadone maintenance is 
unavailable

• Have been stable in MAT and request MSW 
before delivery

• Refuse to be maintained on methadone
• Plan to undergo MSW through a structured 

treatment program (Archie 1998; Kaltenbach 
et al. 1998).

A patient who elects to withdraw from metha-
done should do so only under supervision by 
a physician experienced in perinatal addiction 
treatment, and the patient should receive fetal 
monitoring. MSW usually is conducted in the 
second trimester because the danger of miscar-
riage may increase in the first trimester and 
the danger of premature delivery or fetal death 
may increase in the third trimester (Kaltenbach 
et al. 1998; Ward et al. 1998a). However, the 
consensus panel has found no systematic stud-
ies on whether withdrawal should be initiated 
only during the second trimester. If MSW is 
undertaken, methadone should be decreased 
by 1.0 to 2.5 mg per day for inpatients and 
by 2.5 to 10.0 mg per week for outpatients. 
Fetal movement should be monitored twice 
daily in outpatients, and stress tests should be 
performed at least twice a week; MSW should 
be discontinued if it causes fetal stress or 
threatens to cause preterm labor (Archie 1998; 
Kaltenbach et al. 1998). 

Postpartum Treatment of 
Mothers in MAT
Current treatment practices include continu-
ing methadone after delivery either at dosages 
similar to those before pregnancy or, for women 
who began methadone maintenance during preg-
nancy, at approximately half the dosages they 
received in the third trimester. However, no 
empirical data support these approaches, and 
any decrease should be based on signs of over-
medication, withdrawal symptoms, or patient 
blood plasma levels (Kaltenbach et al. 1998). 

Breast-Feeding 
Mothers maintained on methadone can breast-
feed if they are not HIV positive, are not  
abusing substances, and do not have a disease 
or infection in which breast-feeding is contra-
indicated (Kaltenbach et al. 1993). Hepatitis C 
is no longer considered a contraindication for 
breast-feeding. 

The American Academy of Pediatrics has a 
longstanding recommendation (1983) that 
methadone is compatible with breast-feeding 
only if mothers receive no more than 20 mg in 
24 hours. However, studies have found mini-
mal transmission of methadone in breast milk 
regardless of maternal dose (Geraghty et al. 
1997; Wojnar-Horton et al. 1997). McCarthy 
and Posey (2000) found only small amounts 
of methadone in breast milk of women main-
tained on daily doses up to 180 mg and argued 
that available scientific evidence does not sup-
port dosage limits of 20 mg a day for nursing 
women.

Effects on Neonatal 
Outcome 

NAS
Infants prenatally exposed to opioids have a 
high incidence of NAS, characterized by hyper-
activity of the central and autonomic nervous 
systems that is reflected in changes in the 
gastrointestinal tract and respiratory system. 
Infants with NAS often suck frantically on their 
fists or thumbs but may have extreme difficulty 
feeding because their sucking reflex is uncoor-
dinated (Kaltenbach et al. 1998). Withdrawal 
symptoms may begin from minutes or hours 
after birth to 2 weeks later, but most appear 
within 72 hours. Preterm infants usually have 
milder symptoms and delayed onset. Many fac-
tors influence NAS onset, including the types  
of substances used by mothers, timing and dos-
age of methadone before delivery, character-
istics of labor, type and amount of anesthesia 
or analgesic during labor, infant maturity and 
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nutrition, metabolic rate of the infant’s liver, 
and presence of intrinsic disease in infants. 
NAS may be mild and transient, delayed in 
onset or incremental in severity, or biphasic in 
its course, including acute neonatal withdrawal 
signs followed by improvement and then onset 
of subacute withdrawal (Kaltenbach et al. 
1998). Although NAS can be more severe or 
prolonged with methadone than heroin because 
of methadone’s longer half-life, with appropri-
ate pharmacotherapy, NAS can be treated sat-
isfactorily without any severe neonatal effects.

Onset of NAS may be delayed by other neonatal 
illnesses. In addition, various other conditions 
may mimic NAS, such as hypoglycemia, hypo-
calcemia, sepsis, and neurological illnesses. To 
rule out such conditions, infants suspected of 
having NAS should have a complete blood cell 
count with differential, electrolyte and calcium 
levels, comprehensive neurological consultation, 
and head ultrasound if indicated.

An abstinence scoring system should be used to 
monitor opioid-exposed newborns to assess the 
onset, progression, and diminution of symp-
toms (Kaltenbach et al. 1998). The Neonatal 
Abstinence Score (Finnegan and Kaltenbach 
1992) is used widely to estimate NAS severity, 
determine whether pharmacotherapy is needed, 
and monitor the optimum response to therapy. 
All infants of mothers with an opioid use his-
tory should be scored every 4 hours. Control is 
achieved when the average Neonatal Abstinence 
Score is less than 8, infants exhibit rhythmic 
feeding and sleep cycles, and infants have opti-
mal weight gains.

If pharmacological management is indicated, 
several methods have been found useful. The 
American Academy of Pediatrics Committee  
on Drugs policy statement on Neonatal Drug 
Withdrawal (1998) describes several agents for 
the treatment of NAS including methadone,  
tincture of opium, paregoric, and morphine. 
One method (J. Greenspan, Thomas Jefferson 
University Hospital, Philadelphia, personal 
communication, October 2006) uses neonatal 
opium solution (0.4 mg/mL morphine-equivalent; 
starting dosage, 0.4 mg/kg/day orally in six to 
eight divided doses [timed with the feeding  

schedule]). Dosage is increased by 0.04 mg/
kg/ dose until control is achieved or a maxi-
mum of 2.0 mg/kg/day is reached. If Neonatal 
Abstinence Scores stay high but daily dosage 
nears maximum, symptoms are reassessed and 
concurrent phenobarbital therapy considered. 
When control is achieved, the dosage is contin-
ued for 72 hours before pharmacological wean-
ing, in which dosages are decreased 10 percent 
daily or as tolerated. When 0.2 mg/kg/day is 
reached, medication may be stopped. Decisions 
about dosage decrease during pharmacologi-
cal weaning are based on Neonatal Abstinence 
Scores, weight, and physical exams.

Maternal Methadone Dosage and 
Extent of NAS
The relationship between maternal methadone 
dosage and NAS has been difficult to establish, 
and the consensus panel believes no compelling 
evidence shows that methadone reduction 
avoids NAS. Although a number of investiga- 
tors have reported significant relationships 
between neonatal withdrawal and maternal 
methadone dosage (e.g., Malpas et al. 1995; 
Mayes and Carroll 1996), most have found no 
such relationship (e.g., Berghella et al. 2003; 
Brown et al. 1998). 

Perinatal Outcomes
Another area of concern is the intrauterine 
growth of infants born to women maintained on 
methadone. Early research yielded somewhat 
inconsistent findings, 
and not much new has 
been added since the 
1980s. Studies com- 
paring infants born 
to women addicted 
to heroin but not 
receiving methadone 
with infants born 
to women receiving 
methadone found dif- 
ferential effects, with 
reduced fetal mortali- 
ty and greater birth 
weights indicated for 
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infants of women maintained on methadone 
(Connaughton et al. 1977; Kandall et al. 1977). 
Some studies comparing infants born to women 
not using opioids with infants of women in 
methadone treatment found lower birth weights 
in the latter group (Chasnoff et al. 1982; 
Lifschitz et al. 1983), whereas others found 
no differences in birth weights (Rosen and 
Johnson 1982; Strauss et al. 1976).

A study by Kaltenbach and Finnegan (1987) 
with 268 infants found that those exposed to 
methadone had lower birth weights and smaller 
head circumferences than those not exposed to 
drugs. However, the infants exposed to metha-
done were not small for their gestational age, 
and there was a positive correlation between 
head circumference and birth weight in both 
groups. These data suggested that infants born 
to women who are opioid addicted and main-
tained on methadone may have lower birth 
weights and smaller head circumferences than 
non–drug-exposed comparison infants, but the 
former are not growth restricted.

Researchers (e.g., Chasnoff et al. 1984; Jeremy 
and Hans 1985) who used the Brazelton 

Neonatal Behavioral 
Assessment Scale 
(Brazelton 1984) to 
investigate neuro-
behavioral charac- 
teristics in new-
borns undergoing 
opioid withdrawal 
have found differ-
ences consistently 
in behavior between 
these infants and 
infants born to 
women not opioid 
addicted. Infants 
exposed to opioids 
were more irritable, 
exhibited more 
tremors, and had 
increased muscle 
tone. Several stud-
ies have reported 
less responsiveness 

to visual stimuli and reduced alertness among 
infants exposed to opioids (Strauss et al. 1975).

Important aspects of these behavioral charac-
teristics are their implications for mother–  
infant interactions. In the consensus panel’s 
experience, these infants are frequently dif-
ficult to nurture, causing poor mother–infant 
bonding, which Hoegerman and colleagues 
(1990) suggested might be the most devastating 
legacy of perinatal addiction.

Developmental Sequelae 
Research on developmental sequelae associated 
with in utero methadone exposure has found 
that infants through 2-year-olds function well 
within the normal developmental range (e.g., 
Kaltenbach and Finnegan 1986; Rosen and 
Johnson 1982). Lifschitz and associates (1985) 
found no significant developmental differences 
between children of mothers maintained on 
methadone and children of mothers still using 
heroin or using no opioids, when sociodemo-
graphic, biological, and other health factors 
were considered. Other data have suggested 
that maternal drug use is not the most impor-
tant factor in how opioid-exposed infants and 
children develop but that family characteristics 
and functioning play a significant role (Johnson 
et al. 1987). More information is needed to 
update or extend these findings from the 1970s 
and 1980s.

Use of Buprenorphine 
During Pregnancy 
Buprenorphine use for pregnant women 
has not been approved in the United States, 
although it may be used with pregnant patients 
under certain circumstances (see below). It 
may be a safe and effective treatment for some 
pregnant women who are opioid addicted, but 
more research is needed. Several animal stud-
ies have been conducted. However, only limited 
prospective and open-label studies using sub- 
lingual buprenorphine tablets in pregnant 
women have been reported, and these rep-
resent the most closely controlled data (e.g., 
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Johnson et al. 2001; Lejeune et al. 2002). 
Several case studies have been reported, 
mainly in France, of buprenorphine use during 
pregnancy (e.g., Marquet et al. 1997, 1998). 
Johnson and colleagues (2003a) provided a 
complete review of these reports. The studies 
all found that buprenorphine was well accepted 
by mothers and infants during the early neona-
tal stage and appeared useful to treat pregnant 
women who were opioid addicted.

In view of incomplete data and the absence 
of FDA approval for use of buprenorphine in 
pregnant patients, the consensus panel rec-
ommends that buprenorphine be used only 
when the prescribing physician believes that 
the potential benefits justify the risks. For 
example, patients already maintained and 
stable on buprenorphine who become pregnant 
probably should continue on buprenorphine 
with careful monitoring. Pregnant women who 
are opioid addicted but cannot tolerate metha-
done, those for whom program compliance has 
been difficult, or those who are adamant about 
avoiding methadone may be good candidates 
for buprenorphine. In such circumstances, it 
should be clearly documented in the patient’s 
medical record that she has refused methadone 
maintenance treatment or that such services 
are unavailable; that she was informed of the 
risks of using buprenorphine, a medication that 
has not been thoroughly studied in pregnancy; 
and that she understands these risks. When 
treating pregnant patients, treatment providers 
should use buprenorphine monotherapy tablets 
(Subutex®) because no work has been done 
on the effects of fetal exposure to sublingual 
naloxone in buprenorphine-naloxone combina-
tion tablets (Suboxone®) during pregnancy. 
Consensus panelists have found that a patient 
already maintained on buprenorphine- 
naloxone combination tablets who becomes 
pregnant can be transferred directly to 
buprenorphine monotherapy tablets.

A more detailed discussion on buprenorphine 
use in the treatment and management of  
pregnant patients and its effects in newborns 

can be found in TIP 40, Clinical Guidelines  
for the Use of Buprenorphine in the Treatment 
of Opioid Addiction (CSAT 2004a). For a 
comprehensive review of buprenorphine use 
in pregnant patients and its effects on the neo-
nate, see the article by Johnson and colleagues 
(2003a). Current data indicate that buprenor-
phine probably is safe and effective for some 
women who are pregnant and opioid addicted, 
but more research is needed.

Buprenorphine Effects on NAS
Johnson and colleagues (2003a) reviewed 21 
reports of buprenorphine use during pregnan-
cy, most from Europe, and found that NAS was 
reported in 62 percent of approximately 309 
infants exposed to buprenorphine, with 48  
percent requiring treatment and 40 percent 
confounded by other drug use. Another study 
of 100 infants of mothers maintained on 
buprenorphine found NAS in approximately 67 
percent (Johnson et al. 2001). Of these, 53 per-
cent required treatment for withdrawal, and 
approximately 7 percent were admitted to a 
neonatal intensive care unit. Similar to infants 
born to women receiving methadone, infants 
of women receiving comprehensive prenatal 
care plus buprenorphine had improved birth 
outcomes compared with those whose mothers 
received no comprehensive prenatal care.

Buprenorphine-associated NAS generally 
appears within 12 to 48 hours, peaks at 72 to 96 
hours, and lasts 120 to 168 hours, although some 
reports have indicated buprenophine-related 
NAS lasting 6 to 10 weeks. Buprenorphine-
associated NAS was found to be less intense 
than that associated with methadone (Johnson 
et al. 2003a). If controlled randomized tri-
als confirm that newborns of mothers treated 
with buprenorphine have less NAS than those 
of mothers treated with methadone, it may be 
appropriate to switch patients from methadone 
to buprenorphine during early pregnancy  
to reduce chances for marked withdrawal  
syndromes in newborns.

MAT During Pregnancy
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Breast-Feeding During 
Buprenorphine Treatment
Research has indicated that only small amounts 
of buprenorphine and buprenorphine-naloxone 
pass into breast milk, with little or no effect 
on infants (Johnson et al. 2001; Schindler et 
al. 2003; CSAT 2004a). These data are incon-
sistent with product labeling, which advises 
against breast-feeding in mothers treated with 
buprenorphine or the buprenorphine-naloxone 
combination. Based on research data, particu-
larly findings that buprenorphine is likely to be 
poorly absorbed by infants via the oral route, 
the consensus panel recommends that women 
maintained on buprenorphine be encouraged 
to breast-feed because of the benefits to infants 
and mother–child interaction. The panel rec-
ommends more research, particularly to con-
firm that infants absorb little buprenorphine 
during breast-feeding.

Importance of  
Integrated, 
Comprehensive  
Services 
Pregnant women who are opioid addicted need 
comprehensive treatment services, includ-
ing individual, group, and family therapy to 
address both the physiological and psycho-
logical effects of substance use and psychoso-
cial factors. Psychosocial complications may 
include disruption of the mother–child relation-
ship, guilt over the adverse effects of addiction 
on the family, and family adjustment when a 
newborn is retained in the hospital. Problems 
associated with domestic violence, financial 
support, food, housing, and childcare issues 
can be overwhelming to women in recovery and 
should be addressed. AIDS prevention, coun-
seling, testing, and educational services should 
be available during prenatal and parenting 
classes. Services should be aimed at eliminating 
substance use, developing personal resources, 
improving family and interpersonal relation-
ships, eliminating socially destructive behavior, 

and helping new parents cope with their  
environment. 

Integrated services, whether on site or through 
linkages to other community-based agencies, 
encourage prospective patients to enter a  
treatment program and continue treatment. 
Services should be woman centered and  
directly address traumatic events. The array of 
services may include

• Special groups to address problems of preg-
nant women who are opioid addicted

• Available treatments for women addicted to 
opioids, including pharmacotherapies

• Education and discussion groups on parent-
ing and childcare

• Special groups and services for children and 
other family members

• Couples counseling
• Case management and assistance in locating 

safe, affordable housing.

The forthcoming TIP Substance Abuse 
Treatment: Addressing the Specific Needs 
of Women (CSAT forthcoming f) has more 
detailed information on the psychosocial  
components of women-centered treatment. 

Psychosocial Barriers 
Women addicted to opioids typically face 
financial, social, and psychological difficul-
ties that affect their options and treatment 
progress. Many have histories of negative 
experiences with the legal system or children’s 
protective services that may cause them to be 
resistant to or noncompliant with treatment. 
Guilt and shame coupled with low self-esteem 
and self-efficacy can produce behaviors dif-
ficult for some staff members to tolerate, such 
as lateness, missed appointments, continued 
illegal drug use, and demanding or provoca-
tive behaviors. For successful treatment, care 
should be provided in a gender-specific, non- 
punitive, nonjudgmental, nurturing manner, 
with attention to each patient’s fears and cul-
tural beliefs (Kaltenbach et al. 1998; Ward et 
al. 1998a).
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Contingency Management 
Treatment Strategies
As discussed in chapter 8, contingency manage-
ment strategies offering positive reinforcement 
for behavioral change have been effective in 
treating a range of substance use disorders. 
Voucher-based reinforcement therapy (VBRT) 
has been particularly effective in increasing 
abstinence from substances and strengthening 
behaviors such as compliance with treatment 
plans and participation in vocational training 
(Kidorf et al. 1998; Petry 2000; Silverman et 
al. 1996). These and other studies also have 
suggested that VBRT may help manage poly-
substance abuse and improve retention for 
pregnant women in MAT.

Although few systematic studies have been 
done with pregnant women who are opioid 
addicted, available evidence has indicated that 
positive-contingency rewards for abstinence or 
treatment attendance can improve pregnancy 
outcomes (Chang et al. 1992; Jones et al. 2001). 
Contingency management incentives for this 
population have ranged from cash (Carroll 
et al. 1995; Chang et al. 1992) to vouchers 
exchangeable for goods and services (Jones et 
al. 2000, 2001; Svikis et al. 1997b).

Carroll and colleagues (1995) compared the 
effectiveness of an enhanced treatment program 
for pregnant patients that included a contin-
gency management component, in which clients 
could earn $15 weekly for three consecutive 
negative drug tests, with an unenhanced treat-
ment program. The group receiving enhanced 
treatment had better neonatal outcomes, but 
the two groups did not differ in percentages 
of positive drug tests. The authors attributed 
these results primarily to more frequent prena-
tal care in the contingency management group. 
However, results of the study were limited by 
the small sample size (seven women in each 
group), the inability to discern which compo-
nents contributed to improved outcomes, and 
use of a demanding contingency procedure that 
reinforced continuous abstinence (e.g., three 
consecutive negative drug tests) but not discrete 
abstinence (each negative drug test). 

Many pregnant women who receive MAT dis-
continue treatment prematurely, with the high-
est dropout rates occurring on transfer from 
residential to outpatient treatment. A related 
series of controlled, randomized studies (Jones 
et al. 2000, 2001; Svikis et al. 1997b) examined 
whether brief voucher incentives improved 
patient participation and decreased substance 
use during this transition phase. In pregnant 
women maintained on methadone, low-value 
incentives did not influence substance use 
(Jones et al. 2000). However, greater incentives, 
using an escalating 
reinforcement proce-
dure, both decreased 
substance use and 
increased full-day 
outpatient treatment 
attendance (Jones et 
al. 2001). 

Overall, these studies 
have suggested that 
contingency manage-
ment using positive 
rewards for desired 
behaviors may be an 
important adjunct to 
MAT for pregnant 
women. It is notewor-
thy that interventions 
such as VBRT not 
only are compat-
ible with MAT but 
address both continued substance abuse and 
poor program attendance.

Nutrition Assessment, 
Counseling, and 
Assistance
People with substance use disorders often are 
poorly nourished. Substances themselves may 
impair users’ metabolism, interfere with nutri-
ent availability, and affect appetite. However, 
other lifestyle factors associated with substance 
use play a significant role, including poverty, 
poor eating and exercise habits, lack of concern 
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about nutrition and health, and diets restricted 
by physiological conditions. 

Pregnancy is an opportune time to help women 
improve their health-related attitudes and 
behaviors. The consensus panel recommends 
that all pregnant patients in MAT receive

• An assessment of nutritional status, eating 
habits, and weight

• Education on appropriate diet and weight to 
meet optimal targets for the pregnancy

• Counseling to ensure that special nutrition-
related medical and psychosocial problems 
are addressed—with high priority given to 
stopping or substantially reducing cigarette, 
alcohol, and other substance use with known 
adverse effects on fetuses

• Supplemental nutrients when nutritional 
needs cannot be met by diet changes

• Information about and referral to food assis-
tance programs. 

Nutritional Education for  
Pregnant Patients in MAT 
Most pregnant women in MAT can benefit from 
nutritional guidance that encourages them to 
have wholesome, well-balanced diets consistent 
with their ethnic or cultural backgrounds and 
financial situations. Such guidance helps them 
understand how diet and substance use affect 
the fetus, pregnancy, labor and delivery, and 
breast-feeding. 

Some OTPs have trained nurses or other staff 
members who facilitate a nutrition education 
program. In addition, the National Center for 
Nutrition and Dietetics of the American Dietetic 
Association (800-366-1655 or http://www. 
eatright.org) refers inquirers to registered dieti-
tians in the local area who provide individual 
or group counseling or program information 
about diet during pregnancy. Other useful  
sources of information are the National 
Women’s Health Information Center at http://
www.healthywomen.org and womenshealth.gov 
at http://www.womenshealth.gov.

Food Program Assistance for 
Pregnant Patients in MAT
Pregnant women in MAT who are nutritionally 
at risk or financially needy may be eligible for 
supplemental food assistance. Their school-age 
children also might qualify for school breakfast 
and lunch programs, as well as summer food 
programs. OTP counselors should be familiar 
with the services and requirements of each type 
of program and make appropriate referrals. 
Facts about food stamps can be found at http://
www.fns.usda.gov/fns. Information about the 
Federal Women, Infants, and Children pro-
gram can be accessed at http://www.fns.usda.
gov/wic or http://www.nal.usda.gov/wicworks.
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