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Careful assessment, close monitoring are essential  
when prescribing drugs with abuse potential

      
Ben zodiazepines  
                and stimulants 

for patients with  
substance use disorders

Although benzodiazepines and stimulants have well-documented 
efficacy for numerous psychiatric disorders, psychiatrists hes-
itate to prescribe these medications to patients with substance 

use disorders (SUDs)—even to those with a comorbid condition that 
likely would respond to a benzodiazepine or stimulant—because of 
risk of abuse or dependence. Conventional practice typically has fo-
cused on treating active substance use first rather than using simul-
taneous treatments. Prejudice, fear, and misinformation can influence 
this decision. 

 We believe these cases lie on a continuum. At one extreme, ignoring 
a past or present SUD may lead a remitted patient toward relapse, or 
further delay recovery for an active user. At the other end, psychia-
trists who overreact to a remote history of substance use may deprive 
patients of legitimate pharmacologic symptom relief. Most cases lie 
somewhere in the middle. 

A literature review does not support the assertion that the use of 
these medications leads to future substance use or worsens active use, 
especially for stimulants. In fact, stepwise—as opposed to concur-
rent—treatment for both conditions actually may delay recovery and 
increase patients’ risk for morbidity.

We outline issues involved in these complex clinical situations, point 
out controversies, review relevant research data, and offer guidelines 
for treatment. 

continued

Web audio at CurrentPsychiatry.com 
Dr. Gih: What to consider when prescribing  
for patients with substance abuse disorders 

ONLINE 
ONLY



Benzodiazepines 
and stimulants

Current Psychiatry
May 201160

CASE 1

Panic disorder in sobriety
Since he was a teen, Mr. A, age 51, drank 
heavily, which cost him jobs and relation-
ships. After being convicted for driving under 
the influence, he was court-ordered to at-
tend a rehabilitation facility, where, as he de-
scribes it, he “finally turned [his] life around.” 
He followed up residential treatment with 
regular attendance at Alcoholics Anonymous 
meetings. 

 After 1 year of sobriety, Mr. A develops in-
creasingly frequent episodes of intense anxi-
ety with sweating, nausea, chest pain, and 
hyperventilation and is diagnosed with panic 
disorder. His internist prescribes alprazolam, 
0.5 mg 3 times a day, which provides some 
symptom relief, and refers him for follow-up 
psychiatric care. At his first visit, Mr. A confides 
to his psychiatrist that he is taking much more 
than the prescribed dosage of alprazolam, 
even when he is not experiencing anxiety, and 
is contemplating “buying it on the street” if his 
dosage is not raised to “at least 3 mg 3 times a 
day.”

CASE 2

Anxiety in controlled psychosis
Ms. B, age 40, had her first psychotic break at 
age 18 and was diagnosed with schizophre-
nia. Since then, she has had multiple psy-
chiatric hospitalizations, usually presenting 
with auditory hallucinations and a recurring 
delusion that the person who calls herself 
Ms. B’s mother is really an actress “playing” 

her mother. At times this delusion has led Ms. 
B to attack her “imposter” mother. Over sev-
eral years Ms. B began to drink heavily, but 
recently achieved a few months of sobriety 
by attending dual-diagnosis groups at her 
local community mental health center and 
individual psychotherapy sessions with her 
case manager. Fortunately, Ms. B’s psychosis 
has been stabilized with risperidone long-
acting injection, 25 mg every 2 weeks, which 
she tolerates well. 

When her beloved calico cat passes away, 
Ms. B experiences intense anxiety. Ms. B’s 
friend tells her she “needs some Valium,” but 
her psychiatrist, case manager, and the other 
patients in her dual-diagnosis group are not 
sure this is a good idea.

Benzodiazepines
Pros. There are multiple legitimate uses of 
benzodiazepines in general medicine and 
psychiatric practice, based upon their con-
siderable sedative/hypnotic, anxiolytic, 
anticonvulsant, and muscle-relaxant prop-
erties (Table 1).1 

Recommendations regarding benzodi-
azepine use for anxious patients with a his-
tory of SUD are not clear-cut. First, it often 
is difficult to determine whether the patient 
truly has an anxiety disorder or is suffering 
anxiety symptoms secondary to substance 
use and/or withdrawal. In addition, even 
if a diagnosis of a separate anxiety disorder 
is established, psychiatrists debate how to 
treat such patients. Some clinicians maintain 
that benzodiazepines should be used only 
for acute detoxification, and that ongoing 
benzodiazepine use will lead to relapse or 
benzodiazepine dependence. However, in 
a prospective study of 545 alcohol use dis-
order (AUD) patients receiving benzodiaz-
epines for anxiety disorders, Mueller et al2 
found no association—at 12 months or at 
12 years—between benzodiazepine use and 
AUD recurrence. Furthermore, there was no 
difference in benzodiazepine usage when 
comparing patients with and without an 
AUD.3

Cons. Although widely prescribed—and de-
spite their efficacy in numerous conditions—
both acute or long-term benzodiazepine use 

Clinical Point

It often is difficult to 
tell whether a patient 
truly has an anxiety 
disorder or has anxiety 
symptoms secondary 
to substance use or 
withdrawal

Insomnia

Anxiety disorders (eg, generalized anxiety 
disorder, panic disorder, posttraumatic stress 
disorder, social phobia, and obsessive-
compulsive disorder)

Side effects of other psychiatric medications 
(eg, akathisia with antipsychotics or tremor with 
lithium) 

Alcohol or benzodiazepine withdrawal

Acute agitation states, either as monotherapy 
or as adjuncts to antipsychotics or mood 
stabilizers

Catatonia

Source: Reference 1

Clinical uses of benzodiazepines

Table 1
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frequently causes adverse effects.4 Patients 
may develop tolerance, which can lead to 
escalating dosages and/or to withdrawal 
symptoms when patients attempt to cut 
back. Benzodiazepines eventually become 
ineffective for sleep, and continued use can 
cause rebound insomnia. Also, with many 
patients taking benzodiazepines long-term, 
clinicians struggle to differentiate between 
“real” anxiety symptoms and subtle states 
of withdrawal from fluctuating benzodiaz-
epine blood levels.5 

Geriatric patients who take benzodiaze-
pines are at risk for falls and hip fractures.4 
Although older dementia patients are at 
particular risk for cognitive problems—
including frank delirium—secondary to 
benzodiazepine use, patients of all ages are 
susceptible to these medications’ deleteri-
ous neurocognitive effects.

Benzodiazepines can lead to excessive 
sedation, thereby impairing performance 
at work or school, and have been implicat-
ed as a cause of motor vehicle accidents.6 
Finally, a serious drawback to benzodia-
zepine use is possible lethality in overdose, 
especially when combined with alcohol.

Benzodiazepine prescribing should not 
be taken lightly. Always analyze the dif-
ference between benzodiazepines’ well-
documented efficacy and their adverse 
effect profile. This risk-benefit analysis 
becomes much more complex for patients 
with SUDs. 

Special considerations. Patients at high-
er risk for benzodiazepine abuse include 
those with:

•  severe alcohol dependence (ie, long-
term use, drinking since a young age 
[“Type II”])

• intravenous drug use
•  comorbid alcoholism and antisocial 

personality disorder.7,8

Exercise special caution when consider-
ing benzodiazepines for patients with severe 
psychiatric illness such as schizophrenia-
spectrum disorders, bipolar disorder, or se-
vere depression. Patients with schizophrenia 
have high rates of alcohol, cocaine, cannabis, 
and benzodiazepine abuse.9,10 Bipolar disor-
der patients show similar vulnerability—up 
to 56% of patients screen positive for sub-

stance abuse or dependence.11 Vulnerability 
to addiction in severely ill psychiatric pa-
tients is thought to be related to several fac-
tors, including: 

• use of drugs as self-medication 
• genetic predisposition 
•  environment/lifestyle that supports 

substance abuse
•  neurobiologic deficits that lead to 

lack of inhibition of reward-seeking 
behaviors.11 

Bipolar disorder patients in particular 
score high on measures of sensation seek-
ing, which leaves them vulnerable to abus-
ing all classes of substances.12 

In a 6-year study of 203 patients with 
severe psychiatric illnesses and SUDs, 
Brunette et al13 found that these patients 
were 2.5 times more likely than patients 
with severe psychiatric illness alone to 
abuse prescribed benzodiazepines. In an 
analysis of Medicaid records, Clark et al14 
found similar vulnerability in patients 
with major depressive disorder (MDD) 
and SUD. Not only did these patients 
show a higher rate of benzodiazepine use 
than patients with MDD without SUD, but 
the dual-diagnosis group also gravitated 
toward more addictive high-potency/fast-
acting benzodiazepines, such as alprazol-
am, estazolam, or triazolam.

Case discussion/suggestions. Initially, 
Mr. A may seem to be an appropriate can-
didate for closely monitored benzodiazepine 
use. However, he shows a pattern of misuse, 
likely related to his history of severe alcohol 
dependence and alprazolam use. This ben-
zodiazepine is fast-acting and has a short 
half-life, and thus is highly reinforcing.

Similarly, Ms. B might benefit from benzo-
diazepine treatment. However, her history of 
schizophrenia and alcohol abuse makes her 
a risky candidate, and alternative treatments 
for anxiety symptoms should be considered. 
If prescribed at all, a benzodiazepine should 
be used only short-term (eg, 1 to 2 weeks).

In general, avoid prescribing benzodi-
azepines to most patients who have an on-
going or past SUD.15 Consider making an 
exception for SUD patients with comorbid 
anxiety disorders, with close monitoring 
of their benzodiazepine use. Clonazepam, 

Clinical Point

Bipolar disorder 
patients score high 
on measures of 
sensation seeking, 
which increases their 
risk of abusing all 
classes of substances
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chlordiazepoxide, clorazepate, and ox-
azepam may be less reinforcing for SUD 
patients than diazepam, lorazepam, al-
prazolam, estazolam, or triazolam.7,16 The 
drawbacks of benzodiazepines, especially 
in the situations described above, point 
to the need to find alternative treatments 
(Table 2).17 Keep in mind nonpharmaco-
logic options, which completely avoid 
the risks of medication misuse and di-
version. Cognitive-behavioral therapy 
(CBT), for instance, has well-documented 
efficacy in treating insomnia and anxiety 
disorders.18,19

CASE 3

Adult ADHD and marijuana use
Mr. C, age 30, presents to a psychiatrist with 
ongoing complaints of inattention, fatigue, 
and difficulty staying organized. A self-report 

screen yields symptoms consistent with 
adult attention-deficit/hyperactivity disor-
der (ADHD). Mr. C’s school and job history 
and collateral history from his wife appear to 
corroborate his assertion that his symptoms 
have been lifelong. He later admits to regular 
marijuana use. After further discussion and 
full evaluation of his substance use, Mr. C is 
started on bupropion, titrated to 300 mg/d. 
After 2 months, despite faithful attendance at 
appointments and openness about his contin-
ued marijuana use, Mr. C’s symptoms remain 
unchanged. He asks about atomoxetine.

Stimulants
Pros. Despite many clinicians’ hesitance 
to prescribe controlled substances to 
patients with SUDs, psychostimulants 
should be considered in a variety of sce-

Clinical Point

In general, avoid 
prescribing 
benzodiazepines 
to most patients 
who have a past or 
ongoing substance 
use disorder

Treatment option Comments

CBT, relaxation techniques, sleep 
hygiene counseling 

Many advantages to nonpharmacologic interventions (eg, 
fewer side effects, no risk of substance dependence)

Antihistamines (eg, diphenhydramine, 
25 to 50 mg at bedtime* for sleep, or 2 
to 3 times a day for anxiety)

Can be used for anxiety or insomnia; can cause confusion 
in older patients

Atypical antipsychotics Off-label use; many agents in this class have metabolic 
side effects 

SSRIs/SNRIs First-line for many anxiety disorders, including panic 
disorder, GAD; possible weight gain and sexual side effects

Mirtazapine (7.5 to 30 mg at bedtime*) Sedation side effect helps with sleep; weight gain and 
oversedation limit use

Trazodone (25 to 100 mg at bedtime*) Commonly used off-label as a sleep aid

Monoamine oxidase inhibitors May be useful for social phobia; dietary restrictions and 
side effects limit use

Doxepin (3 to 6 mg at bedtime) Minimal anticholinergic and alpha-blockade side effects at 
this dose; FDA-approved for insomnia

Gabapentin (300 to 2,000 mg/d* in 
divided doses)

Off-label use, mild anxiolytic and sedative properties, 
relatively weight neutral 

Beta blockers (eg, propranolol, 20 to 80 
mg twice a day*) 

Useful for peripheral manifestations of anxiety; may be 
effective for social phobias

Pregabalin (50 to 200 mg 3 times a day*) Off-label use; industry-sponsored studies show 
comparable to SNRIs for anxiety

Non-benzodiazepine GABAA receptor 
modulators

Short-term option for primary insomnia, some abuse 
potential 

Melatonin (1 to 3 mg at bedtime*) Mild and ‘natural’ but not always an effective sleep aid 

*Off-label approximate doses based on the authors’ clinical experience and consensus of the literature; agents listed may 
require slow titration and close monitoring for adverse effects

CBT: cognitive-behavioral therapy; GABA: gamma-aminobutyric acid; GAD: generalized anxiety disorder; SNRI: serotonin-
norepinephrine reuptake inhibitor; SSRI: selective serotonin reuptake inhibitor

Source: Reference 17

Alternatives to benzodiazepines for anxiety and/or insomnia

Table 2

continued on page 64
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narios. Although nonstimulant options 
are available, stimulants consistently have 
demonstrated superior efficacy over other 
treatments and remain first-line agents for 
adult ADHD.20 Methylphenidate, mixed 
amphetamine salts, lisdexamfetamine, and 
atomoxetine are FDA-approved for adult 
ADHD. Both stimulant classes (methyl-
phenidate and amphetamine-based prod-
ucts) are equally effective for ADHD. In 
addition, stimulants are used to treat nar-
colepsy, cognitive disorders such as trau-
matic brain injury, and as augmentation to 
antidepressants for MDD.

ADHD affects 5% to 12% of children, 
and >60% of patients remain symptom-
atic into adulthood and require continued 
treatment.21 In particular, problematic inat-
tention may persist throughout adulthood. 
ADHD does not appear to be an indepen-
dent risk factor for SUDs in children and 
adolescents.22 However, substance use 
increases sharply as ADHD patients en-
ter late adolescence and adulthood, and 
eventually becomes a problem for 20% 
of adolescents and adults with ADHD. 
Conversely, 17% to 50% of patients with al-
cohol, cocaine, or opioid dependence have 
co-occurring ADHD.23 

Withholding ADHD treatment based on 
concerns about future or increased current 
substance abuse is unfounded. A meta-
analysis of 6 studies that included 674 med-
icated and 360 unmedicated patients with 
ADHD who were followed at least 4 years 
demonstrated that childhood treatment of 
ADHD with stimulants reduces the risk of 
developing alcohol and other drug disor-
ders in adulthood.24 Regarding the effect 
stimulants have on active substance use, 
a 12-week, double-blind, randomized con-
trolled trial of 48 cocaine-dependent adults 
with ADHD showed methylphenidate did 
not change cocaine abuse or craving, but 
did improve ADHD symptoms.25 

 Clinicians also must assess whether un-
treated ADHD symptoms impair patients’ 
work or other activities. Driving is a partic-
ular concern because ADHD is associated 
with risky driving habits, motor vehicle 
accidents, traffic violations, and driving 
license suspensions.26 In a study that ad-
ministered cognitive tests to 27 adults 

with ADHD, methylphenidate treatment 
improved cognitive performance related 
to driving (eg, better visual-motor coordi-
nation under high-stress conditions, im-
proved visual orientation, and sustained 
visual attention).27 It is likely this effect 
could be generalized to other activities 
where safety is important. Finally, appro-
priate stimulant treatment may improve 
participation in rehabilitative programs. 

Cons. Despite their positive effects, stimu-
lants can have adverse effects and conse-
quences.28 In routinely prescribed dosages, 
methylphenidate and amphetamines can 
cause symptoms related to sympathetic ac-
tivation, including anxiety, tics, anorexia/
weight loss, and sleep disturbance. A 5-year 
study of 79 school-age children prescribed 
methylphenidate, dextroamphetamine, 
or pemoline, which is no longer available in 
the United States, showed a significant as-
sociation between adherence to stimulants 
and persistence of physiological (eg, head-
aches, insomnia, anorexia) and mood-related 
(eg, irritability, dysphoria) side effects.29 
Stimulants’ sympathomimetic properties 
 also can lead to dangerous drug-drug inter-
actions with monoamine oxidase inhibitors. 
For both methylphenidate and amphet-
amines, overdose can lead to seizures, 
cardiac toxicity, dysrhythmias, and hy-
perthermia. All stimulants carry an FDA 
“black-box” warning that lists increased 
risk of cardiac complications, sudden death, 
and psychiatric complications such as psy-
chosis or mania.30 

Special considerations. All stimulants 
have potential for diversion or abuse. Pay 
close attention to these issues, especially 
in vulnerable populations and situations 
where rates of abuse and diversion are el-
evated. Among college students, white 
patients, fraternity/sorority members, and 
individuals with lower grade point aver-
ages may be at higher risk for nonmedi-
cal stimulant use.31 Adults who misuse or 
divert stimulants commonly have a his-
tory of substance abuse and conduct dis-
order.32 Short-acting stimulants are abused 
4 times more often than extended-release 
preparations.33 

Clinical Point

Withholding ADHD 
treatment based 
on concerns about 
future or increased 
current substance 
abuse is unfounded

continued from page 62



Current Psychiatry
Vol. 10, No. 5 65

If your ADHD patient has active sub-
stance use, be clear that continued sub-
stance use is likely to limit stimulants’ 
effectiveness. In patients who are actively 
using substances, it will be difficult to dis-
entangle apparent nonresponse to stimu-
lants from the negative cognitive effects of 
substance use. 

Case discussion/suggestions. As Mr. C’s 
case illustrates, there are alternatives to 
stimulants for ADHD. For example, atom-
oxetine, a selective norepinephrine reup-
take inhibitor, may be considered a first-line 
agent in patients with mostly inattentive 
ADHD symptoms and comorbid stimulant 
abuse, or for those in whom stimulants 
cause adverse effects such as mood lability 
or tics.34 Other alternatives to stimulants are 
listed in Table 3.35

Because Mr. C did not respond to bupro-
pion, which presumably was tried first be-
cause of his ongoing substance use, he asked 
about atomoxetine. This agent is not addic-
tive and there is no evidence that it leads to 
or exacerbates substance use. Depending on 
Mr. C’s symptom profile, atomoxetine might 
be a good choice. Continued monitoring 
of his marijuana use and frequent assess-
ment of his motivation to quit are necessary. 
Psychoeducation about the cognitive effects 
of marijuana, including inattention and poor 
concentration, is important.

If Mr. C does not respond to atomoxetine, 
his psychiatrist will face a difficult decision. 
Setting Mr. C’s marijuana use aside, symp-

toms that do not respond to atomoxetine or 
a second-line agent are likely to respond to 
a stimulant. However, several issues must 
be addressed. If Mr. C’s motivation to stop 
using marijuana is low, how motivated is 
he to improve his ADHD symptoms? Next, 
would marijuana’s depressive/blunting ef-
fects counteract the anticipated benefit of a 
stimulant? Also, what is the risk that Mr. C 
might sell or exchange his stimulants to ob-
tain marijuana? Assessing these complicated 
questions is key. Another important factor in 
Mr. C’s case is his wife’s involvement. Does 
she monitor his marijuana use? Would she 
be willing to supervise Mr. C’s stimulant use, 
and would he allow it?

Past or present SUDs are not an abso-
lute contraindication to stimulant use. You 
should affirm the diagnosis and identify 
target symptoms. Consider nonstimulant 
alternatives if appropriate.

Legal liabilities 
Being aware of the medicolegal issues of 
benzodiazepine and/or stimulant prescrib-
ing is crucial because a court may find a 
psychiatrist liable for negative outcomes 
(eg, suicide) when controlled substances 
are prescribed to a patient with a history of 
addiction.36 The most prudent course is to 
weigh the pros and cons for each patient in-
dividually, taking into consideration the fac-
tors described above.8 This is consistent with 
guidelines from the American Psychiatric 
Association and the British Association for 

Clinical Point

Short-acting 
stimulants are 
abused 4 times more 
often than extended-
release formulations

Treatment option Comments

Atomoxetine Effectiveness may be limited to inattentive type

Modafinil Well-tolerated but expensive, limited evidence, no FDA 
indication; may be a consideration in ADHD + SUD

α2-adrenergic agonist (eg, clonidine 
or guanfacine)

Useful when hyperactivity/impulsivity symptoms predominate, 
or when stimulant-induced insomnia occurs

Bupropion Some evidence of mild efficacy, especially useful if nicotine 
dependence also is a target for treatment

Psychotherapy Can be useful as adjunctive treatment, but as monotherapy it is 
of little benefit in ADHD

ADHD: attention-deficit/hyperactivity disorder; SUD: substance abuse disorder

Source: Reference 35

Alternatives to stimulants for ADHD

Table 3
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Provide and 
document explicit 
instructions that the 
patient will receive 
stimulants from only 
a single provider

Psychopharmacology,37 both of which call 
for extreme caution in these cases.

Educate patients and caregivers about 
the risks of taking a controlled substance, 
including misuse, diversion, and theft. 
Provide and document explicit instruc-
tions that the patient will receive stimu-
lants from only a single provider. Remind 
patients that state and federal authori-
ties closely track controlled medications. 
Finally, a “stimulant contract” or “benzo-
diazepine contract,” similar to a pain or 
narcotic contact, may be useful to formally 
document discussions about appropriate 
medication use. 
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Atomoxetine • Strattera Guanfacine • Tenex, Intuniv
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   others Lithium • Eskalith, Lithobid
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Diazepam • Valium Oxazepam • Serax
Diphenhydramine  Pemoline • Cylert
   • Benadryl, others Propranolol • Inderal
Doxepin • Silenor Trazodone • Desyrel, Oleptro
Estazolam • ProSom  Triazolam • Halcion
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Mr. D, age 62, has been taking trazodone, 25 mg/d, which relieves 
his insomnia. After his grandchild suddenly passes away, trazodone 
is no longer effective and he asks you to prescribe a different 
medication. Mr. D has a remote history of alcohol abuse, but has 
been sober for 20 years. What would you do?

■   Prescribe diazepam, 5 mg at bedtime
■   Prescribe zolpidem, 10 mg at bedtime
■   Prescribe an antihistamine, such as diphenhydramine, 

25 mg/d at bedtime
■   Recommend cognitive-behavioral therapy or sleep hygiene 

counseling

instant
This month’s

poll

You’ve been successfully treating Mrs. K, age 31, for major 
depressive disorder with sertraline, 100 mg/d, and for prescription 
opioid addiction with buprenorphine and naloxone, 12 mg/d.  
She has responded well to each medication. At her next visit,  
Mrs. K reveals that she is pregnant. Which treatment option 
would you choose?

MARCH    POLL RESULTS

See “Benzodiazepines and stimulants for patients with 
substance use disorders” page 58-67

Visit CurrentPsychiatry.com to answer the Instant 
Poll and see how your colleagues responded. Click on  
“Have more to say?”   to comment.

27%	 	Initiate	tapering	to	discontinue	
buprenorphine	and	naloxone

32%	 	Switch	Mrs.	K	to	buprenorphine,	
12	mg/d

22%	 	Refer	her	to	a	facility	that	can	
provide	methadone	maintenance	
treatment	

19%	 	Continue	buprenorphine	and	
naloxone,	12	mg/d

suggested reading: 
Miller SC, Fernandez L, Soria R. Current 
PsyChiatry. 2011;10(3):34-45.

▲   Data obtained via CurrentPsychiatry.com, 
March 2011
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