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Role of Bzs in the Treatment of Anxiety

Rates of Anxiety in Substance Using Populations
Impact of Untreated Anxiety in Substance Users
Impact of BZ Use in Substance Using Populations
Under-use of non-medication alternatives for anxiety in
substance users? ’

!% Bzs: Spectrum of Efficacy in
the Anxiety Disorders

Well-established short and longer term efficacy in:
Panic Disorder, Generalized Anxiety Disorder, Social
Anxiety Disorder

Efficacy in these disorders is COMPARABLE to
antidepre 5

No efficacy for Obsessive Compulsive Disorder or
PTSD (and could worsen outcome in PTSD)
Thus, BZs not ALW/ i

“anxiety”—it depends on the source of anxiety!
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= . PTSD Outcome in Injured Trauma
=__ Potential Impact of Early —_ Patients after One Week of HS

Benzodiazepine on Recovery in PTSD Temazepam 30 mg

B Benzodiazepine
M Control

% With PTSD at

Benzodiazepine Control
Temazepam Placebo

Alprazolam (Xanax) (N=3) or clonazepam (N=10) vs. no treatment (N=10); Gelpin E, Mellman TA, Bustamante V, David D, Fins Al. J Clin Psychiatry.
Bonne O, Peri T et al. J Clin Psychiatry. 1996(Sept);57(9):390-394 2002(Dec);63(12):1183-1184.

= Bus: Efficacy

e e d s

GAD with Depressive Symptoms:

in Major Depression Adverse Effects of BZ Monotherapy

* BZs do not work as monotherapy for depression and [ Placebo M Imipramine Dpiazepam
could aggravate outcomes even in more depressed
GAD patients

S B PGS 5 PR | et o HAM-A
BZs added to antidepressants provide greater symptom e

reduction on INITTAL treatment Treatment

Means
No studies to show value of adding BZs to depressed
patients with residual anxiety symptoms (this is

probably the most reasonable way to use) Low Depression * High Depression

*Imipramine/Diazepam > placebo *mipramine > Diazepam
p<.05 p<.05

Cognitive-Behavioral Treatment (CBT): Anxiety Treatment

An Alternative to Medication? Recommendations

1t all five of the major anxiety disorders * Antidepressants are considered as primary/
ssion first-line treatments due to high depr e
COMPARABLE efficacy to medications (and greater for OCD comorbidity and lower 101’1Q term adverse
) £

and bly PTSD) . - . :
and possibly ) T risks. BZs are most often used as adjunctive
Underutilized due to limited availability of trained experts

agents added to AD

Therapist may say they are doing it but often many don’t really
oviding nonspecific “relaxation” or other It is likely that more adjunctivc ingulzu‘

coping techniques use of CBT would substantially reduce use of
BZs
BZ risks, while not substantial, are greater on
balance than risks of SSRIs
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= Benzodiazepines: Major : . .
_ =_
\dverse Effects Benzodiazepines and Abuse

A

0) in anxious

Abuse liability * Benzodiazepines abuse is rare (<1%

outpatients (Rifkin et al 1989; Gatrvey and
Tollefson 1986)

* Benzodiazepine abusers usually (>90%) have a

Sedation

Psychomotor impairment

Cognitive impairment (retrograde amnesia
< I ( < ) co nt drug or alcohol abuse problem (Busto

Physiologic dependence/withdrawal et al 1996; Wilkinson et al 1987)

Interference with Behavioral Therapy?

i== _ BZD Sedative and Euphoric Effects: #=—" BZD-Induced Cognitive Impairment:
Dependent on Age, Dose, and Task

e

Depend on Rate of Plasma Level Rise

“Difficult” Task
Euphoria MBG Scale Sedation PCAG Scale
Placebo
P 5, ® ALPO75
A A ALPO.25

=« Young
— Elderly

Mean Score
(Change from Baseline)

T significant vs placebo
* Significant FAST > Slow or placebo

2 L L A 2
4:30 6:00 7:00 8:20 9:20 11:00 ~ 8:00 4:30 6:00 7:00 8:20 9:20  11:00
) AM .
Time Time

MBG=Morphir edrine group; PCA tal-chlorpromazine-alcohol group.
De Wit et al. Psychopharmacolo 9 Nikaido AM et al. Psychopharmacologia. 1990;100:90-97. ALP=alprazolam

i Benzodiazepine: Risks of
Fall in Elderly

Increased with short half-life BZDs (but short * Not “addiction” but physiologic dependence similar to

half-life confounds potency with half-life) \Vha‘g occurs with other chronically administered
medications

BZ Dependence

Increased with high dose o .
’ 8 Mo with higher dose, longer duration, more

Falls also increased with SSRIs for unclear severe anxiety, disorder, anxious personality traits
reasons (odds ratio 1.8)! ot personality disorder, and faster taper

SSRI fall rate close to that of BZDs in one Slow careful tapets (over 3-6 months) along with CBT
study? principles incr s liklihood of success

BZDs=benzodiazepines; SSRIs=selective serotonin reuptake inhibitors.
Thapa PB et al. N Engl J Med. 1998;339:875-882.
2Mendelson WB. Sleep. 1996;19:698-701.
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Can BZs Adversely Impact the
Efficacy of Behavioral Treatments?

OId literature suggests BZs may impair desensitization to
specific pho

Uncontrolle i 7. use i ociated with

i si mprove with BZ

m) and inter
iety contexts with BZ intake

The Anxiety-Substance Use
Link: Nonrandom Association

=
—_—

e bl bt

Drug Use Disorders in Patients with
Anxiety Disorders: NESARC

HAL SED

Conway et al: J Clin Psychiatry 67:247-257, 2006
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RATES OF ANXIETY IN
SUBSTANCE USING
POPULATIONS

High 12 month Rates of Anxiety and
Depression in Substance Use: NESARC

ANY SU ETOH

Grant et al Arch Gen Psych 61:807-816, 2004

Higher Rates of Anxiety and
Depression in Clinic Patients
Any Anxiety 80%
20/

Any Depression 63%

Agoraphobia 48%

Social Anxiety Disorder 52%

Generalized Anxiety Disorder 22%
PTSD 23%

Bakken et al: BMC Psychiatry 7:29, 2007



NIDA Blending Addiction Science and Practice: Session # 12
Evidence-Based Treatment and Prevention in April 22, 2010
Diverse Populations and Settings 4:00 - 5:30 p.m.

; Substance Abuse and Anxiety:
Which is the Primary Problem?

* “Self-medication” of anxiety (usually with IMPACT OF UNTREATED

alcohol, sedatives, or opiates) results in

secondary substance abuse ANXIETY IN SUBSTANCE
Primary SubStﬁnCﬁ abuse gradﬂuall.\' Fesults USERS

in secondary anxiety (most often with

alcohol, stimulants, and perhaps

hallucinogens)

Many individuals with this comorbidity

probably have elements of both

Does Untreated Anxiety Have Adverse ; Does Untreated Anxiety Have Adverse
Effects in Substance Users? Effects in Substance Users?

Anxiety disorder at bascline predicts relapse in Anxiety sensitivity increases M] use (Bonn-
alcoholics (Kushner et al 2005) Miller et al 2007)
GAD increases progress om first drink to

- Alcoholics with panic more likely to abuse Bzs
dependence (Sartor et al 2( ’

. and opiates (Jenson et al 1990)
SAD reduces treatment adherence and AA

attendance (Book et al 2009: Terra et al 2006) Paroxetine treatment of SAD does NOT

Panic/Ag predicts readmission after alcohol IMPEONC drmkmg outcomes (Thomas et al 20 8)

admissions (Tomasson and Vaglum 1998)

=
s BOTTOM LINE
* There is some scattered evidence that untreated
oty e ave adverse effecte o tr ‘ IMPACT OF BZ USE IN
anxiety may have adverse effects on treatment
adherence and/or outcome in substance users SUBSTANCE USING
* However, there is no clear evidence that anxiety POPULATIONS

treatment will improve these poor outcomes,
though very few studies have been done
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== Impact of BZ Use in Dual

Diagnosis Medicaid Patients

203 NH Medicaid followed 6 years
43% at least one Bz prescription
Half had stopped Bz by study end

48% Sub Use Disorder remission in both Bz
users and non-users

Bz users had increased symptoms and more
likely to develop Bz abuse (15

Brunette et al, Psych Services 54: 1395-1401, 2003

=
—_—

g
e

BZ Use in Substance Using
Populations: Older Data

* Pasternak and Mueller 2001—""Thete is little
evidence to indicate that a history of substance
abuse is a major risk factor for future BZ abuse
or dependence. Furthermore, BZs do not appear
to induce relapse of substance abuse in these
patients”

BOTTOM LINE

The risk of BZ use i overing substance abusers,
while clearly evident, ot overwhelmingly large
It’s possible risk may be much greater with use of
certain substances (opi:
In the absence of more evidence, a reason
ould be to avoid whenever possible,
solutely prohibit in select cases

But keep in mind: BZs may retard the effects of
CBT (and possibly other elp or self-activation
therapies) in some cases
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BZ Prescription in SMI Medicaid:
Effects of Substance Use Disorders

* Over 5 years, patients with co-morbid substance

use disorder 8-17% higher rates of BZ use
* In addition, these patients had higher BZ doses

* Use of fast acting high potency BZs greater only
for MDD and “nthcr psychiatric dmurnosls (not
Schiz/BP)

Clark et al, J Clin Psychiatry 65:151-155, 2004

BZ Use in Opiate Using Patients

BZs enhance euphoric properties of opiates in animals
and humans

Sutveys show that 50-90% of opiate addicted patients
use BZs (Fatseas et al 2009)

Methadone patients using BZs have higher methadone
@ (Bramness and Korner 2007) and more opiate-
positive urines (Brandds et al 2008)

Patients can be sorted into “hedonic” and “therapeutic”
motivations (Fatseas et al 2009)

1_ . . .
i== Alternatives to BZs in Anxious Substance

Use Patients Refractory to ADs

CBT specific to the anxiety disorder
Behavioral activation/exetcise (emetging evidence these
are anxiolytic)

Mindfulness-based techniques (focus on acceptance?)

Combination pharmacotherapy using non-BZ

medications (second AD, atypical neuroleptic,
anticonvulsant)?
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try to help ourselv
ourselves (the “cult of the victi

There is a ceiling on the beneficial effects of self-
reliance and self-activation, but many patients do
not come close to this ceiling

ver, when a patient cleatly has tried mightily,
buld not withhold a potentially beneficial
ication
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