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Statement of Need

The risk of infection with hepatitis C virus (HCV) and
human immunodeficiency virus (HIV) is high among
individuals who abuse opioids. Injection drug use is
the most common route of HCV transmission, and the
incidence of new infections has skyrocketed over the
past decade. Similarly, the prevalence of HIV among
injection drug users is also high: in the United States,
16% of injection drug users—approximately 1in 7—are
HIV positive.

It is important to consider veterans of the recent
wars in Iraq and Afghanistan as a group with a
unique confluence of factors that magnify their risk of
acquiring HCV and HIV. Significantly, these veterans
have a pattern of prescription opioid use that far
outpaces rates observed in the general population.
War-related injuries, along with long-term effects

of the stress and physical demands associated with
deployments to war zones, can result in chronic

pain for many veterans of these modern conflicts.
Accordingly, the rate of opioid prescriptions provided
to patients in the Veterans Health Administration
system is much higher than in the general population
(15% of veterans vs 4% of civilians). Furthermore,
approximately 24% of veterans live in rural areas of
the country, regions that are reeling from soaring
rates of acute HCV infection and local HIV outbreaks.
Increased risks of HCV and HIV transmission
among opioid users, high rates of opioid use among
veterans, and the current climate of infection within
rural populations create the potential for significant
increases in infection among a population of patients
who may not be immediately recognized as “at risk.”
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INTRODUCTION

Prescription drug abuse and misuse is the nation’s fastest
growing drug problem.! Opioid misuse can not only lead to
addiction, but also put individuals at risk of overdose, transi-
tion to injection drug use, and—via this pathway—exposure
to both hepatitis C virus (HCV) and human immunodeficiency
virus (HIV).: Veterans of the recent wars in Iraq and Afghan-
istan possess unique characteristics that magnify their risks
of opioid use disorder (OUD) and HCV or HIV acquisition
through injection drug use.” This publication explores the
links among chronic pain, opioid use, injection drug use, and
HCV or HIV infection among the veteran population and
examines strategies to address these issues within the Veter-
ans Health Administration (VHA) system.

SCOPE OF THE PROBLEM: CHRONIC PAIN
AND OPIOID USE, OVERDOSE, AND ADDICTION

Chronic Pain

Acute pain, the sensation associated with injury or a noxious
stimulus, is quite different from chronic pain.t Although chronic
pain has been variably defined as pain that either persists past
the normal time of tissue healing or lasts longer than 3 months,
most sources define chronic pain as pain that continues despite
resolution of the injury.”® This does not include pain that occurs
as a result of ongoing injury, such as cancer pain, because this
type of pain is usually managed as acute pain.*? Chronic pain
is frequently the result of a complex interplay of actions that
occur when the mechanisms of pain transmission are read-
justed, such as neuropathic pain that continues after the initial
injury has healed.*® This can include pain that results from
damaged nerves or dysregulation of the nociceptive system,
such as complex regional pain syndrome.®! This has impor-
tant ramifications for optimal pain management. Although
opioids have been shown to be effective in the management of
acute pain, there is a paucity of data supporting the efficacy of
long-term opioid use in chronic noncancer pain syndromes.!
Moreover, long-term opioid use is accompanied by significant
dose-related risks that may outweigh any potential benefit.!
These include increased risks of opioid misuse and abuse, addic-
tion, and overdose, as well as fractures, myocardial infarction,
immunosuppression, opioid-induced hyperalgesia, and adverse
endocrinologic effects.!

Opioid Analgesic Prescriptions

From 2000 to 2009, the number of opioid prescriptions filled
by retail pharmacies increased by nearly 50%, from 174
million to 257 million.! The increase in opioid prescriptions
for chronic noncancer pain is the result of several factors,
including the urgency of unmet needs of patients experiencing
chronic pain, limited therapeutic alternatives for chronic pain
management, and a push by several agencies to proactively
address pain.*Z¢ This push included the creation of the term
“pain emergency,” the requirement to use pain rating scales
for all patients at every visit, and the concept that pain was the
so-called “fifth vital sign.”*Y These new standards regarding
pain assessment and management, together with the intro-
duction of patient satisfaction as a reimbursement metric and
economic factors, introduced a perceived pressure among
clinicians to prescribe more pain medications.® By doing so,

they felt they could circumvent negative issues related to
administrative, regulatory, and economic initiatives, as well
as avoid decreased patient satisfaction.

In recent years, patient satisfaction has been regarded
as a complementary measure of healthcare quality.?® Clini-
cians may face strong patient expectations to receive multiple
prescriptions for opioids, even if this intervention may not
be in the patient’s best interests.2 Although a decrease in
inappropriate prescribing of opioid analgesics constitutes
improvement in medical practice quality, this change in prac-
tice is likely to lead to substantial patient dissatisfaction.”
However, recent research finds that patient satisfaction does
not correlate with healthcare quality and outcomes; in fact, a
national study revealed that patients who reported being most
satisfied with their medical care were more likely to die than
less satisfied patients.?? Moreover, patient satisfaction does
not necessarily correlate with pain relief or improved quality
of life.? Thus, clinicians should not consider decreased patient
satisfaction to be a barrier to implementing more conserva-
tive approaches to pain management as needed.

Additionally, negative outcomes from reliance on prescription
opioids for chronic pain management have become evident.
During the last 10 to 15 years, deaths from opioid analgesic
overdoses have increased dramatically and, in 2014, accounted
for 40% of the 47,055 drug-poisoning deaths in the United
States (US), compared with 22% of drug-poisoning deaths
due to heroin overdose.? The prevalence of opioid addiction
has also increased, affecting approximately 2.5 million adults

FIGURE 1. Rates of Opioid Sales, Hospital
Admissions for Addiction, and Overdose-Related
Deaths in the US, 1999-2010

8 == Kilograms of opioids sold

(per 10,000)

7 == Admissions for opioid-abuse treatment
(per 10,000)

=== Deaths due to opioid overdose

(per 100,000)

Rate
D

1999 2000 2001 2002 2003 2004 2005 2006 2007 2008 2009 2010

Derived from the Behavioral Health Coordinating Committee, Prescription
Drug Abuse Subcommittee, US Department of Health and Human Services.
Addressing prescription drug abuse in the United States: current activities
and future opportunities. 2013. www.cdc.gov/drugoverdose/pdf/hhs
prescription_drug_abuse_report_09.2013.pdf. Accessed July 20, 2016.
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in 2014.“ Figure 1 illustrates the parallel increases in opioid
sales, hospital admissions for addiction, and overdose-related
deaths that occurred over an 11-year period.z

THE CHANGING NATURE OF INJURIES
SUSTAINED IN OEF/OIF

Improvements in protective equipment used by service-
members in Operation Enduring Freedom (OEF) and Operation
Iraqi Freedom (OIF) have resulted in reduced combat casualty
rates.?® Between 88% and 96% of those with physical injuries
from combat in Iraq and Afghanistan have survived, compared
with 76% of soldiers injured in the Vietnam War.2® However,
once-fatal injuries, along with the long-term effects of stress and
physical demands associated with deployments to war zones,
can result in chronic pain for many veterans of these modern
conflicts.?>28 A survey of 2,597 soldiers returning from deploy-
ment in these wars found that 44% reported chronic pain.2? Of
this group, 51% characterized the pain as moderate or severe,
48% reported that the duration of pain was 1 year or longer, and
56% reported nearly daily or constant pain.2? According to the
VHA/Department of Defense (DoD), pain affects more than
90% of OEF/OIF veterans sustaining multiple injuries.*

Rates of long-term opioid analgesic use are high among
veterans with noncancer chronic pain.?#2 A recent national
analysis of opioid use among veterans found
that nearly 1 million veterans take prescrip-

Informed consent and opioid management plans
Initiation, titration, and monitoring of chronic opioid
therapy

Indications and methods for discontinuation of therapy
The prevention and management of opioid-related adverse
effects

In 2010, the VHA/DoD updated its clinical practice guide-
line for the management of opioid therapy for chronic pain
to reflect these changes and created an algorithmic, goal-
directed approach to assist clinicians in treatment decision
making in chronic pain and opioid use.*

In 2013, the VHA/Health Services Research & Devel-
opment’s Substance Use Disorder Quality Enhancement
Research Initiative developed the Opioid Therapy Guideline
Adherence Report, which are guidelines that use a set of
national metrics to assess gaps in opioid therapy practices.®”
The report consists of 12 key practice recommendations
from the 2010 VA/DoD guidelines, including the provision of
appropriate follow-up for new prescriptions and avoidance of
sole reliance on opioid therapy to manage chronic pain. The
metrics are operationalized by using data from the VHA’s
electronic health records system and can be used to help track
facility-level prescribing practices.’” Also in 2013, the VHA

launched the Opioid Safety Initiative (OSI)
to substantially reduce opioid use through

. - tem-wide monitoring of dispensing prac-

tion opioids, and more than one-half of these In2 014) more than SYS L .

patiengs (52.4%) use opioids chronically 55.000 veterans nges ;irgl delgogdSuIla;g;hZiif :;np ;gzﬁigeeéiigf

e e
. received a diagnosis and monitoring, and the use of complementary

\2/8%3231;1; dt;(e)?;eg gﬁ;ﬁiﬁfﬁ?ﬁ?3]?19;;6:3 & and alternative healthcare practices (e.g,‘ acu-

and women haoi significantly higher rates of opioid Of OUD. puncture) to decrease dependency on opioids in

receipt.?! Another study of 762 OEF/OIF veterans
found that 64% were prescribed at least one opioid medication
over a 12-month period.?2 Of these, 41% were prescribed opioids
long term, and long-term users were prescribed higher doses
than short-term users. Veterans with diagnoses of low back pain,
migraine, posttraumatic stress disorder (PTSD), and/or nicotine
use disorder were most likely to receive an opioid prescription.®
As in the general population, opioid prescribing practices
in the VHA appear to correlate with opioid overdoses among
veterans.2422 Between 2004 and 2008, 1,136 veterans treated
within the VHA system died of prescription opioid overdose,
nearly two-thirds of whom had received prescription opioids
within that timeframe.2? Veterans who died of opioid overdose
were more likely to have chronic or acute pain, substance use
disorders (SUDs), or other psychiatric disorders. Notably,
veterans had almost twice the rate of fatal accidental poison-
ing from medications (including opioids) compared with the
general population.?

EVOLVING VHA POLICIES ON OPIOID
PRESCRIBING PRACTICES

In 2009, as a result of growing concern over the potential for
serious harm from chronic opioid therapy, the American Pain
Society and the American Academy of Pain Medicine issued
a guideline to promote the appropriate and safe use of opioid
therapy in chronic noncancer pain.? The guideline addressed
issues such as:

Patient selection and risk stratification

chronic pain.?®#? Prior to the nationwide VHA
OSI implementation, the Minneapolis VHA
facility implemented a local primary care-level 0S1.224 By
2014, the local initiative had been effective in reducing high-
dose opioid therapy by 50%, demonstrating the potential of the
nationwide VHA OSI initiative.®
Branches of the military have also taken steps to limit opioid
prescriptions.” The US Army, for example, has implemented
changes limiting the duration of prescription opioids to 6
months and provides pharmacist monitoring of servicemem-
bers’ medications when multiple prescriptions are being used.”

OUD IN VETERANS AND MILITARY
PERSONNEL

OUD is a condition that is characterized by a problematic
pattern of opioid use that leads to clinically significant distress
and impairment.** In 2014, more than 55,000 veterans received
a diagnosis of OUD.* Notably, homeless veterans are more likely
to have OUD than other veterans.* The prevalence of homeless-
ness in veterans who are in opioid addiction treatment programs
is approximately 10 times that of the general veteran population
accessing VHA care.

The DoD maintains a zero tolerance policy for illicit drug
use in the military, which is enforced by random drug testing.*!
Servicemembers in violation of the policy face dishonorable
discharge or even criminal prosecution. This policy has been
effective at limiting illicit drug use—just 2.3% of military per-
sonnel are past-month users of illicit drugs compared with
12% of civilians. However, in 2008, 11% of servicemembers
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reported misusing prescription drugs—primarily opioids—
compared with 2% in 2002, representing a staggering 550%
increase over a period of 6 years.!!

OUD and Comorbid PTSD

PTSD is strongly associated with SUDs among both active mil-
itary personnel and veterans.? Since 2002, more than 300,000
servicemembers have been diagnosed with PTSD at VHA
hospitals.” PT'SD is also associated with the presence of chronic
pain.®® Indeed, a recent study found that 31% of veterans with
chronic pain have been diagnosed with PTSD, compared with
just 13% of veterans without chronic pain.*> As many as 40% of
Afghanistan and Iraq war veterans treated at VHA facilities
have received a triple diagnosis of PTSD, pain, and traumatic
brain injury.® Additionally, major depressive disorder (MDD) in
veterans is frequently overlooked when evaluating and treating
veterans for PTSD.% Notably, veterans with comorbid MDD
and PTSD report significantly higher rates of pain than veter-
ans with PT'SD alone.* They are also significantly more likely to
receive opioid prescriptions than veterans with PTSD only.**

Patients with both OUD and PTSD present a treatment
challenge for clinicians, in part due to a lack of evidence-
based guidelines for treating these comorbid conditions.*®4% In
many instances, it may be difficult to differentiate symptoms
of PTSD and opiate dependence.” Among veterans of OEF/
OIF, mental health diagnoses—particularly PTSD—are asso-
ciated not only with increased rates of receiving prescription
opioids for pain, but also high-risk opioid use and related
adverse clinical outcomes.*” In a study of 15,676 veterans given
a prescription for opioids, veterans with PTSD were more
than 2.5 times more likely to receive opioids than veterans
without mental health disorders. Moreover, those with PTSD
were more likely to receive higher doses of opioids, 2 or more
types of opioids, or early opioid prescription refills. The preva-
lence of adverse clinical outcomes, including self-inflicted or
violence-related injuries and opioid-related overdoses, was
more than doubled in veterans with PTSD.**

Veterans with PTSD were also nearly 5.5 times more likely
to receive concurrent prescriptions for sedative hypnotics,
despite the fact that benzodiazepines are not recommended
in the treatment of PTSD and are documented in more than
50% of fatal poisonings involving opioids.?**! Among veterans
prescribed long-term therapy with benzodiazepines, 47% are
also prescribed long-term opioids, a practice that is known to
increase the risk of overdose, accidents, and self-inflicted injury.>!

Transition to Injection Opioid Use

Mounting evidence suggests that prior use of prescription pain
relievers may be a precursor to injection drug use, particu-
larly heroin.”? An analysis of data from the National Survey on
Drug Use and Health revealed that recent heroin use was 19
times higher among those who also reported use of prescrip-
tion pain relievers.?? A study of 123 younger heroin injectors
aged 18 to 40 years found that 40% reported problematic use
of prescription-type opioids prior to initiating heroin use.?
These individuals also perceived themselves as having a lower
risk of HCV and HIV infection than other drug users, despite
the fact that a majority shared drug equipment and engaged
in other high-risk behaviors.

Although data on heroin use among veterans are limited,
the 2015 prospective Veterans Aging Cohort Study (VACS)
found that veterans reporting the nonmedical use of prescrip-
tion opioids were 5 times more likely to initiate heroin use over

a 10-year period than other veterans.? Research also suggests
that veterans may turn to prescription sharing or street drugs
to manage chronic pain.>* Indeed, a 2011 study of 343 veterans
found that 16.3% reported sharing prescriptions to manage
pain and 11.7% reported using street drugs.>* An earlier study
found that veterans with SUDs who received opioid prescrip-
tions for chronic pain were 6.62 times more likely to share
prescriptions than other veterans treated with opioids.?

THE ROLE OF OPIOID USE IN HCV
INFECTION

HCV Transmission Among Injection Drug Users
Approximately 2.7 to 3.9 million people in the US are chroni-
cally infected with HCV.?-*® The most common risk factor
for HCV infection is injection drug use, in which the virus is
spread by shared needles and syringes.?*® HCV is endemic
among those who inject drugs, with an estimated prevalence
of 73% in this population in the US.%

Although most individuals with HCV were born during
1945 to 1965, recent evidence suggests a rapid growth of HCV
cases among younger persons, primarily due to injection drug
use.”® For example, between 2002 and 2009, HCV infection
in Massachusetts increased from 65 to 113 cases per 100,000
population years in persons aged 15 to 24 years.”® Moreover,
available data strongly suggest that early prescription opioid
abuse and addiction followed by a transition to injection drug
use is responsible for increases in HCV infection among
younger individuals, especially in rural areas east of the Mis-
sissippi River.? State surveillance reports from 4 states in the
central Appalachian Region between 2006 and 2012 showed
that new cases of HCV infection were highly correlated with
treatment admissions for opioid dependency and opioid injec-
tion in persons aged 30 years or younger.>? Prescription opioid
abuse accounted for about one-third of admissions, whereas
heroin accounted for 8.3% to 12%, with heroin-related admis-
sions increasing over time.

The possibility of HCV reinfection after spontaneous clear-
ance (which may occur, on average, in up to 26% of infected
persons) or after successful treatment remains an area of clini-
cal uncertainty.? A meta-analysis found that the 5-year risk of
late relapse or reinfection after a sustained viral response to
treatment was 1.1% among patients not engaging in high-risk
behaviors.®® Unfortunately, the risk of reinfection is often used
to justify withholding treatment to persons who continue to
inject drugs.® This position is not defendable, given that drug
users who are provided with access to sterile injection equip-
ment have been shown to decrease sharing of needles and
syringes.®* Moreover, a cost-effectiveness analysis also con-
cluded that HCV treatment for injection drug users effectively
prevented transmission and new infections, even if reinfection
occurred at comparatively higher rates in this population.®

Veterans and HCV

Approximately 175,000 patients in VHA care have been diag-
nosed with HCV infection, and another 45,000 veterans in
care are estimated to have undiagnosed HCV.% The estimated
prevalence among veterans in VHA care is approximately 6%,
which is 2 to 3 times higher than the HCV prevalence among
the general population. An estimated 1 in 5 of these veterans
remain undiagnosed. Rural and homeless veterans in par-
ticular have an increased risk of HCV. Although eradication
of HCV is now possible with newer antiviral treatments, just
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23% of VHA patients with HCV have been treated, and only a
minority have been cured. Thus, many patients with HCV in
the VHA have developed HCV-related complications, such as
cirrhosis, hepatic cell carcinoma, or liver failure.®

Rural veterans. Approximately 24% of all veterans live in
rural sections of the country where access to VHA care can be
limited.f“®® Currently, 3.2 million rural veterans are enrolled
in the VHA system, representing 36% of the total enrolled
veteran population.®? A substantial portion of these veterans
are younger: approximately 30% of rural veterans enrolled in
the VHA system served in OEF or OIF.% In addition, more than
40% of rural veterans have service-related disabilities, with
PTSD and traumatic arthritis being two of the most prevalent
conditions.®” As previously discussed, PTSD and combat-
related chronic pain have been correlated with OUD, other
SUDs, and injection drug use, thereby potentially increasing
this population’s risk of HCV infection.24:4%70

Homeless veterans. Homelessness is highly correlated with
HCV infection, and recent data find that 10% to 44% of home-
less veterans have antibodies to HCV or have HCV infection.”
This may be partially explained by the fact that homeless vet-
erans frequently have comorbid SUDs (eg, injection drug use),
putting them at risk of not only initial HCV infection but also
treatment failures or reinfection, even if they receive appro-
priate treatment for HCV.

HIV RISK AND INJECTION DRUG USE

In 2012, approximately 1.2 million people in the US were living
with HIV4 Of those, about 1 in 8 were undiagnosed. In 91% of
new HIV cases, heterosexual and male-to-male sexual contact
are the primary modes of HIV transmission; injection drug use
is responsible for the majority of remaining cases. Nationally,
cases of HIV transmitted via injection drug use have been in
decline, from approximately 30% of all newly diagnosed HIV
cases in the 1990s to just 6% in 2014.2 However, accumulat-
ing evidence suggests that the demographics of injection drug
users who contract HIV may be changing, in part due to the
prescription opioid epidemic.” Additionally, localized outbreaks
of HIV can occur in communities of injection drug users.

HIV Transmission Among Injection Drug Users

Indiana case study. In early 2015, the Indiana State Depart-
ment of Health traced 11 confirmed new cases of HIV to one
rural county in southeastern Indiana.®™ As of February
2016, the number of cases had grown to 188.”2 Over the past
decade, fewer than 1 case per year had been reported in this
county.” The outbreak was found to be centered in one town
of 4,200 people, of whom an estimated 400 to 500 individuals
reported injecting drugs.” Nearly all individuals (99%) diag-
nosed with HIV were non-Hispanic whites, 58% were male,
and 96% reported injection drug use as their only risk factor
for HIV.2% The source of HIV infection was found to be injec-
tion of oxymorphone via contaminated shared syringes and
other drug equipment.”

Avidity testing revealed that most HIV infections were
recent; genetic analysis revealed that infections involved a
single HIV-1 strain, suggesting that just one individual intro-
duced HIV into the community but that injection drug use
caused its rapid spread.”™

Of interest, Centers for Disease Control and Prevention
(CDC) investigators had also been tracking a large cluster

of HCV cases in the same area that were detected several
years before the HIV outbreak.”™™ The presence of HCV with
the introduction of multiple strains of the virus over time
was likely a signal of widespread ongoing injection drug use
within the community and possibly predictive of the HIV out-
break.”™ More than 90% of HIV-infected individuals were
coinfected with HCV, and approximately 25% of persons with
HCV were coinfected with HIV.2™

Like in many other rural communities, a number of barri-
ers interfered with containing the HIV/HCV outbreak in this
area. Nearly 1in 5 (19%) residents live at or below the poverty
level.” Few affected individuals were employed or had health
insurance, and many lacked the necessary documents to apply
for Indiana’s state-supported health insurance program.’>™
Additionally, there was little awareness of HIV transmission
risks and no outpatient HIV/HCV care in the community.”
The county also had limited addiction services, including
medication-assisted therapy (MAT) for opioid addiction. At the
time of the outbreak, syringe service programs were prohibited
by state law; however, a local syringe exchange program was
instituted on an emergency basis in response to the epidemic.”

Houston study. Evidence suggests that high-risk sexual
behaviors are an important component of HIV transmission
among injection drug users.®™ In a sample of middle-aged
injection drug users in Houston, TX, prevalence was high not
only for needle sharing, but also for having multiple sexual
partners and having unprotected sex with a partner in
exchange for money or drugs.”? Compared with national aver-
ages reported by the CDC, injection drug users in this sample
who shared needles were 2 times more likely to have had more
than 3 sexual partners (OR = 2.1; 95% CI, 1.40-3.12) in the last
year; those who shared drug equipment were nearly 4 times
more likely to have had unprotected sex (OR = 3.89; 95% CI,
1.66-9.09) during their previous sexual encounter.

Veterans and HIV

Although the majority of the 26,784 HIV-infected veterans
in VHA care are older than 50 years, it is expected that
the age distribution may change in the future as increasing
numbers of younger OEF/OIF veterans enter VHA care.88!
This is supported by the fact that in the general population,
more HIV infections are occurring among persons younger
than 89 years than in any other age group.®:8 Across all age
groups, the majority of new HIV infections continue to be
sexually transmitted.® However, as illustrated by the 2015-
t0-2016 Indiana HIV outbreak, it is possible that increased
prescription opioid and illicit drug use among veterans, par-
ticularly those of the OEF/OIF conflicts, may indirectly confer
an increased risk of HIV infection via transition to injection
drug use.8 As previously mentioned, veterans who are pre-
scribed opioids for chronic pain have a high risk of initiating
heroin use.? Moreover, SUDs are highly prevalent in the HIV-
infected veteran population, with 31% reporting a history of
illicit drug use.® In 2008, 17% of veterans infected with HIV
had a recent hard drug-use diagnosis (eg, use of opioids,
amphetamines, cocaine).!! Extrapolating from the Indiana
HIV outbreak, acknowledgement of this potentially increased
risk of HIV infection in OEF/OIF veterans with OUD repre-
sents a key opportunity for HIV prevention.”
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STRATEGIES TO ADDRESS OUD AND HCV/
HIV RISK AMONG VETERANS
The VHA Handbook 1160.01 Uniform Mental Health Ser-
vices in VA Medical Centers and Clinics outlines specific
requirements for the treatment of SUDs, including OUD.®
Appropriate services and support for the treatment of SUDs
must be available for all veterans who need them. These
include psychosocial interventions as either primary treat-
ment or an adjunctive component of a coordinated program
that includes pharmacotherapy.®* VHA care centers offer the
following types of care and support services®:

First-time screening for alcohol or tobacco use at all

VHA care locations

Intensive outpatient counseling and treatment

Residential care

Medically managed detoxification and support services

Continuing care and relapse prevention

Marriage and family counseling

Self-help groups

Drug substitution therapies and newer medicines to

reduce craving

The VHA system also provides treatment for comorbid
mental health disorders that commonly occur with SUDs (eg,
irritability, PTSD, pain, relationship problems, depression,
disturbed sleep).®> To help ensure that veterans can attend
VHA treatment services, programs with expanded evening
and weekend hours are also typically available. Programs
are often tailored to patients with special concerns and
needs, such as women, veterans of OEF/OIF, and homeless
individuals. VHA healthcare providers or OEF/OIF coordi-
nators at a local VHA medical center can provide assistance
in helping veterans access these services.® Information on
SUD services is also available through the VHA’s hotline at
1-800-827-1000.

MAT in OUD

Available agents. As one component of a comprehensive
treatment strategy, pharmacotherapy is often needed to assist
patients who are in withdrawal from opioids.® When pre-
scribed and monitored appropriately, MAT's have been proven
effective in reducing illicit drug use and improving social, occu-
pational, and psychological functioning. Available therapies
include methadone, buprenorphine, and naltrexone (Table 1).°

TABLE 1. Medications for the Treatment of OUD

_ METHADONE BUPRENORPHINE NALTREXONE/ER NALTREXONE

Setting Specialty licensed OTP only | Office-based or OTP, Any medical setting (ER naltrexone

requires “x” waiver requires injection)

Indication Withdrawal or maintenance | Withdrawal or maintenance | Maintenance only; contraindicated in
acute opioid withdrawal or in patients
using opioids

Drug Class Agonist (fully activates Partial agonist (produces Antagonist (opioid receptor blocker;

opioid receptors) diminished response) blocks euphoric/analgesic effects of
opioids)
Dosing Oral: tablets or liquid Oral: tablets or sublingual Oral: tablets; intravenous/intramuscular:
film; also available in injection
combination with naloxone,
which discourages misuse

Craving Reduction | +++ ++ +

Advantages Highly effective in reducing
euphoria, effective in
patients who fail to respond
to other medications,

can be used to manage

comorbid pain

Better safety profile than
methadone, flexible dosing,
available in office settings

No addiction potential, not sedating,
no potential for physical dependence,
potential for improved adherence with
ER naltrexone injection (once-monthly
dosing)

Side Effects/
Disadvantages

Requires daily visit to
outpatient treatment

clinic, sedation, opioid
withdrawal if discontinued
abruptly, constipation,
numerous drug-drug
interactions, potential risk
of overdose with concurrent
benzodiazepines or alcohol

Constipation, potential risk
of overdose with concurrent
benzodiazepines or alcohol

Requires 7-day abstinence from
opioids before administration to avoid
precipitation of opioid withdrawal,
suboptimal patient adherence with oral
formulation

ER = extended release; OTP = opioid treatment program.
Derived from prescribing information; American Society of Addiction Medicine. The ASAM national practice guideline for the use of medications in the
treatment of addiction involving opioid use. Pocket guide and app. International Guidelines Center, 2015. www.asam.org/quality-practice/guidelines-and-
consensus-documents/npg/pocket-guide-and-app. Accessed June 11, 2016; and Volkow ND, Frieden TR, Hyde PS, et al. Medication-assisted therapies—tackling

the opioid-overdose epidemic. N Engl J Med. 2014;370(22):2063-2066.
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Methadone is an orally or sublingually administered, long-
acting synthetic opioid agonist that can prevent withdrawal
symptoms, reduce cravings, and block the effects of illicit
opioids.® Although methadone is a first-line treatment for
OUD and has superior treatment retention, it has important
drug-drug interactions (eg, sedative-narcotics, anesthetics,
phenothiazines, CYP34A inhibitors), relatively high toxic-
ity, and a high potential for both abuse and overdose.t>*’ For
these reasons, it must be administered through a federally
regulated narcotic treatment program.®” Research has shown
that methadone maintenance is most effective when combined
with counseling and referral to other needed medical and psy-
chosocial services.™

Buprenorphine is a synthetic partial opioid agonist that
can reduce or eliminate withdrawal symptoms during treat-
ment for OUDX It does not produce sedation or euphoria
that is associated with other opioids and carries a low risk of
overdose. In addition to the pure form of the drug, a combi-
nation of buprenorphine and the opioid antagonist naloxone
is commonly prescribed. Both formulations are administered
sublingually.” Buprenorphine for detoxification and/or main-
tenance can be provided in office-based settings by physicians
who have obtained a DATA 2000 waiver (DEA X-number) to
allow them to prescribe it.7>£

Naltrexone is a synthetic opioid antagonist that blocks the
euphoric effects of opioids and reduces the risk of overdose.”
It has also been used to reverse opioid overdose. Naltrexone
works differently from the opioid agonists in that it diminishes
the motivation to abuse opioids by blocking their effects and
subsequently diminishes cravings and addiction.”® Naltrexone
has no potential for addiction or abuse; however, it will precipi-
tate opioid withdrawal in individuals dependent on opioids. >4
Nonadherence with oral treatment, which requires daily
dosing, is common.® To address this issue, an extended-
release injectable formulation has recently become available
that requires only once-monthly dosing.™

Recommendations for use. VHA guidelines indicate that
pharmacotherapy with methadone or buprenorphine must be
available to all patients who receive a diagnosis of OUD and
do not have medical contraindications.®? If treatment with

agonists is contraindicated or not acceptable to the patient,
treatment with the opioid antagonist naltrexone should be
considered and made available.

Despite its proven benefits in the treatment of OUD, MAT
is vastly underutilized. Approximately 25% to 27% of VHA-
treated veterans with OUD receive opioid agonist therapy.®
This percentage is about the same or slightly higher than in
the general population with SUD. In 2010, only 38% of VHA
hospitals offered methadone or buprenorphine in specialized
clinic settings (either at VHA hospitals or in community clinics
under contract with the VHA).>88 MAT might not be offered
to patients because these treatments, particularly methadone,
are frequently viewed as substitutions of one addictive drug for
another.® Additionally, the underutilization of methadone may,
in part, be due to the fact that methadone use is under strict
federal regulation and access to its use is often suboptimal,
particularly in rural settings.®? However, when used appropri-
ately, opioid agonists can be effective in helping patients with
OUD lead functional lives, engage in behavioral interventions,
and reduce exposure to HIV and HCV by decreasing injection
drug use and drug-related high-risk sexual behavior.®

To address the shortage of office-based settings offering
MAT treatment, the VHA has expanded access to buprenor-
phine in nonspecialty settings (eg, primary care clinics).>8
As of 2014, of the 151 VHA facilities, 142 now provide some
access to buprenorphine, either onsite or through referral to
community providers, although very little treatment is now
contracted to non-VHA facilities.>®+5” The ability to prescribe
buprenorphine in office-based settings has enabled facilities to
keep pace with increasing demand for opioid agonist therapy.2®

Reversing Opioid Overdose in

Emergency Settings

Naloxone is an opioid antagonist that works predominantly
at p-receptors.® It is highly effective in reversing respira-
tory depression and central nervous system depression from
opioid overdose and has been used for decades by emergency
department personnel (Table 2).2? (Naloxone is also used in com-
bination formulations with buprenorphine to reduce the risk of
buprenorphine misuse during treatment of OUD.2%) Although

TABLE 2. Naloxone for the Emergency Treatment of Opioid Overdose

SETTING

Any setting where opioids are present

INDICATION

Emergency treatment of opioid overdose

DRUG CLASS Antagonist

DOSING

Intranasal: spray; intramuscular/subcutaneous: injection; also available in combination with
buprenorphine to discourage buprenorphine misuse

CRAVING REDUCTION m\WA

ADVANTAGES

Only available medication to completely or partially reverse respiratory and/or central nervous
system depression associated with opioid overdose; rapid onset of action (2 minutes)

SIDE EFFECTS/
DISADVANTAGES

May precipitate severe opioid withdrawal in opioid-dependent patients; may have limited efficacy
if used to reverse partial opioid agonists or mixed opioid agonists/antagonists

Derived from prescribing information; American Society of Addiction Medicine. The ASAM national practice guideline for the use of medications in the
treatment of addiction involving opioid use. Pocket guide and app. International Guidelines Center, 2015. www.asam.org/quality-practice/guidelines-and-

consensus-documents/npg/pocket-guide-and-app. Accessed June 11, 2016.
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traditionally administered by intramuscular injection, it can
also be administered intranasally or by subcutaneous injection,
making it relatively easy to use by persons with minimal or
no medical training.?? Community-based opioid overdose pre-
vention programs have reported 26,463 overdose reversals by
laypersons administering naloxone from 1996 to 2014.2 Nearly
one-half of persons participating in these programs report wit-
nessing an overdose in their lifetime, and a substantial minority
of patients with OUD are likely to experience repeated over-
doses.”*2 To reduce the risk of fatality from opioid overdose, the
VHA now recommends that naloxone kits or autoinjectors be
provided to veterans who are prescribed or using opioids and
who are at increased risk of opioid overdose.®? Both veterans at
risk of opioid overdose and any persons who might be present
when the veteran is using opioids (eg, friends, family, carers,
bystanders) should be educated regarding the use of naloxone
to prevent death due to overdose.2

Reducing HCV and HIV Risk With MAT

In addition to the benefits associated with MAT in the treat-
ment of OUD, it also plays a crucial role in reducing disease
transmission among injection drug users.>™ This is accom-
plished by reducing high-risk behaviors, primarily sharing of
drug injection equipment and high-risk sexual behavior asso-
ciated with drug use.” Recent studies found that the treatment
of OUD with opioid agonists or naltrexone is associated with
a lower incidence of HCV and HIV transmission in persons
who inject drugs.?>% For these reasons, major international
healthcare organizations, including the World Health Organi-
zation, the United Nations Office on Drugs and Crime, and the
Joint United Nations Programme on HIV/AIDS, support the
expanded use of MAT.?

Early studies found that opioid agonist therapy, primarily
methadone, can reduce the incidence of HCV by 40% to 60%.%
However, little is known about the effects of MAT in younger
individuals, especially since the advent of buprenorphine. A
recently published observational study by Tsui et al found that
maintenance opioid agonist therapy with either methadone or
buprenorphine was associated with a 61% reduction in HCV
incidence versus no treatment (adjusted hazard ratio = 0.39;
95% CI, 0.18-0.87) over a 13.5-year period in injection drug
users who were younger than 30 years.”

A 2012 systematic review and meta-analysis of 15 studies
documented a 54% risk reduction in HIV transmission attrib-
utable to opioid substitution treatment with methadone among
those who inject drugs.?” Long-term maintenance MAT may
be more effective in preventing HIV than short-term interven-
tions.”? A 2015 study by Metzger et al found that patients with
1-year access to the combination buprenorphine/naloxone had
a significantly higher and sustained reduction in opioid use
and injection than those with a shorter 26-week MAT inter-
vention. Although the number of HIV infections observed in
the study was too small to determine whether the 1-year inter-
vention was more effective in preventing HIV infection and
death, the reduction in injection frequency suggests a reduced
risk of HIV exposure in patients provided with long-term
MAT. Moreover, patients in the long-term intervention were
more likely to complete more counseling sessions and engage-
ment with harm-reduction services.

Recommendations for HCV and HIV Screening
in OUD

The National Institute on Drug Abuse recommends that all

patients receiving treatment for SUDs should be tested for
the presence of HCV, HIV, and other infectious diseases.
They should also be provided with targeted risk-reduction
counseling and linked to treatment for those diseases, if nec-
essary. Substance abuse treatment facilities should provide
rapid HIV testing rather than referrals to offsite testing. This
increases the likelihood of patients actually receiving the test
and being engaged in HIV treatment, if needed.”

The VHA recommends screening for HCV and HIV in general
accordance with current CDC guidelines and in some special cir-
cumstances, as summarized below and on the following page.?%:-%*

HCV screening. The VHA, as well as a number of other
organizations including the CDC, have developed recommen-
dations regarding identifying individuals who should be tested
for HCV infection. There is strong concordance among the
testing guidelines from these organizations (Table 3).26.%8

TABLE 3. Criteria for Testing Patients for
HCV Infection

All adults born between 1945 and 1965, without prior
ascertainment of HCV infection (one-time screening)
Individuals who:

— Have a past or current history of injection drug use
(including those who were one-time users)

— Were or are on long-term hemodialysis

— Received blood or blood components or had an
organ transplant prior to 1992

— Received clotting factor concentrate prior to 1987

— Have been informed that they received blood from
a donor who later tested positive for HCV infection

— Received tattoos, body piercing, or scarification in
an unregulated setting

— Are intranasal drug users
— Are currently or have been incarcerated

— Have unexplained chronic liver disease, including
persistently elevated alanine aminotransferase levels

— Have HIV infection
Children born to HCV-infected mothers

Healthcare, emergency medical, and public safety
professionals after needlestick, sharp, or mucosal
exposure to HCV-positive blood

Derived from Centers for Disease Control and Prevention. Recommendations
for prevention and control of hepatitis C virus (HCV) infection and HCV-
related chronic disease. MM WR Recomm Rep. 1998;47(RR-19):1-54; Centers

for Disease Control and Prevention. Recommendations for the identification
of chronic hepatitis C virus infection among persons born during 1945-1965.
MMWR Recomm Rep. 2012;61(4):1-32; American Association for the Study of
Liver Diseases/Infectious Diseases Society of America. Hepatitis C guidance:
AASLD-IDSA recommendations for testing, managing, and treating adults
infected with hepatitis C virus. http:/hcvguidelines.org. Accessed August 15,
2016; Moyer VA; US Preventive Services Task Force. Screening for hepatitis C
virus infection in adults: US Preventive Services Task Force recommendation
statement. Ann Intern Med. 2013;159(5):349-357; Yee HS, Chang MF, Pocha C,
et al. Update on the management and treatment of hepatitis C virus infection:
recommendations from the Department of Veterans Affairs Hepatitis C
Resource Center Program and the National Hepatitis C Program Office. Am J
Gastroenterol. 2012;107(5):669-689; World Health Organization. Guidelines for
the screening, care and treatment of persons with hepatitis C infection. April
2014. http://apps.who.int/iris/bitstream/10665/111747/1/9789241548755_eng.
pdf?ua=1&ua=1. Accessed July 28, 2016; US Department of Veterans Affairs.
Screening veterans for hepatitis C infection. www.hepatitis.va.gov/provider/
reviews/screening.asp. Accessed July 28, 2016; Centers for Disease Control
and Prevention. Testing recommendations for chronic hepatitis C virus
infection. www.cde.gov/hepatitis/hev/guidelinesc.htm. Accessed July 29,

2016; and US Department of Veterans Affairs. Hepatitis C: military-related
blood exposures, risk factors, VA care. National Hepatitis C Program

Office. February 2016. www.hepatitis.va.gov/provider/policy/military-blood-
exposures.asp. Accessed June 10, 2016.
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HIV screening. In concordance with current CDC recommen-
dations that support universal HIV screening, VHA Directive
1113 recommends that all veterans who do not have documen-
tation of an HIV test in their health record should be offered
HIV testing at the first reasonable opportunity.?“*® Patients
documented to be HIV negative but who have ongoing expo-
sure to risk factors or demonstrate high-risk behaviors, such
as injection drug use, should be offered an HIV test annually
(Table 4).22

TABLE 4. Recommendations for HIV Testing

HIV testing is recommended for persons who:
Are men who have sex with men2®
Have anal or vaginal sex with an HIV-positive partner2
Have had > 1 sexual partner since their last HIV test2

Inject drugs (or share drug injection equipment) and
their sexual partners?

Exchange sex for drugs or money?

Have been diagnosed with or sought treatment for
other sexually transmitted diseases or tuberculosis

Have had sex with someone who has any of the above
risk factors or with someone they do not know

2Annual testing is recommended for these persons.

bSexually active gay and bisexual men may benefit from testing every 3 to
6 months.

Derived from Branson BM, Handsfield HH, Lampe MA, et al; Centers

for Disease Control and Prevention. Revised recommendations for

HIV testing of adults, adolescents, and pregnant women in health-care
settings. MMWR Recomm Rep. 2006;55(RR14);1-17.

Despite recommendations for universal screening, the
VHA’s National HIV Testing Campaign reports that only 38%
of veterans in the VHA system have been tested for HIV.1%
Clinicians should inform veterans that HIV testing at VHA
facilities is voluntary.?” As of August 2009, the VHA policy no
longer requires written consent, and scripted pre-/post-test
counseling is not mandatory. Prior to performing HIV testing,
however, patients must still be given the opportunity to have
any questions addressed.””

HCV and HIV Risk-Reduction Strategies
Beyond MAT

Awareness of HIV seropositivity has been shown to lower
high-risk sexual behavior and, subsequently, HIV transmis-
sion rates.” Additionally, when injection drug users have
access to sterile equipment, HIV
transmission rates also decrease.”®
However, it is not fully known
whether awareness of HIV seroposi-
tivity among injection drug users
in itself reduces HIV transmission
rates. Moreover, studies have iden-
tified certain high-risk populations
in which awareness of the risk of
HIV remains low despite a high
prevalence of HIV, such as in rural
communities of the southeastern US
and among African American men
who have sex with men.10%104
Cessation of injection drug use is the most effective method
for preventing HCV and HIV exposure or transmission

Cessation of injection drug use

is the most effective method for
preventing HCV and HIV exposure
or transmission through reduction

of high-risk behauviors.

through reduction of high-risk behaviors, such as sharing drug
equipment or engaging in risky sexual behavior.®> Among
injection drug users, patient participation in an evidence-
based comprehensive drug abuse treatment program is the
most effective strategy for preventing blood-borne pathogens
and can provide support to help individuals stop compulsive
drug-seeking.™1% For patients who cannot or will not seek
treatment, sterile syringe access programs can help remove
potentially contaminated equipment from circulation.® More-
over, these programs serve as an important point of contact
with drug users and can facilitate the dissemination of risk-
reduction and behavior-change information, referrals for HCV/
HIV testing and counseling, and drug treatment services.”®%

Evidence supports the effectiveness of needle and syringe
programs in reducing HIV transmission./®®” Indeed, a sys-
tematic review and meta-analysis of 12 studies concluded that
needle and syringe exchange programs can reduce HIV trans-
mission by approximately 56%.1°° Another analysis revealed
that countries that provided preventive, large-scale, compre-
hensive harm-reduction strategies, which include needle and
syringe exchange programs and MAT for opioid misuse, never
experienced national HIV epidemics among people who inject
drugs. However, the effectiveness of needle and syringe pro-
grams in reducing HCV transmission among people who inject
drugs is less clear! Instead, it may indirectly reduce the risk
of HCV transmission by altering risk behaviors.1% A study
of 4,663 injection drug users revealed that those participating
in a needle exchange program were significantly less likely to
share needles than nonparticipants; this change in risk behav-
ior may indirectly reduce HCV transmission.””® A 2014 “review
of reviews” found that both needle and syringe programs and
education can reduce risk behaviors associated with injecting,
but further study is needed to quantify the degree to which
these programs can reduce HCV transmission.!%

Given the uncertain magnitude of effect of needle and
syringe programs and other primary interventions on reducing
HCV transmission among injection drug users, there has been
considerable interest in using HCV pharmacologic treatment
as prevention in at-risk individuals.!”” To date, no studies are
evaluating the effectiveness of HCV treatment as a preventive
strategy, but extrapolations from HIV treatment and theoreti-
cal evidence point to its potential. Targeted approaches—such
as treating contacts of an HCV-infected individual or treating
high-risk injection drug users—may have a greater positive
impact than the random treatment of all injection drug users.
However, the efficacy of these strategies must be proven in
clinical studies before they can be
implemented.’®

Conversely, antiretroviral pre-
exposure prophylaxis (PrEP), when
taken consistently, has been shown to
significantly reduce the risk of HIV
infection among people who inject
drugs.”® Clinical practice guidelines
recommend PrEP for adults without
acute or established HIV infection
who have used any injection drugs in
the past 6 months not prescribed by
a clinician and either shared injection
or drug-preparation equipment in
the past 6 months; have been in a methadone, buprenorphine,
or buprenorphine/naloxone treatment program in the past 6
months; or are at risk of sexual acquisition.!! Although the
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strategy of PrEP with frequent testing and prompt treatment
for infected individuals is an effective approach to reduce HIV
transmission, it can be an expensive intervention; therefore, its
use may be limited to communities with high HIV prevalence.!*

VHA Resources for Individuals Diagnosed With
HCV or HIV

In veterans diagnosed with HCV or HIV, patient education
materials on treatment are available online through the
VA.gov Web site at:
www.hepatitis.va.gov/patient/index.asp (HCV)
www.hiv.va.gov/patient/index.asp (HIV)

CONCLUSION

The VHA is committed to reducing the inappropriate
use of opioids in chronic pain and providing support to
veterans with OUD. Animportant goal in the treatment of OUD
is preventing the spread of HCV and HIV through injection
drug use and other high-risk behaviors. Although underuti-
lized, MAT is a key component in the treatment of OUD and
has been proven to not only reduce opioid use and improve
psychosocial functioning, but also reduce behaviors that can
lead to HCV and HIV infection. Screening for HCV and HIV in
patients with OUD should not be overlooked—timely diagno-
sis and referral for VHA treatment services are necessary to
improve outcomes of these diseases in the veteran population.
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Rate the extent to which this CME/CE/CPE activity Minimally Completely

met your expectations:

Included opportunities to solve patient cases d a ] | | a 0 |
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To redeem credit for this activity, please take a moment to select the optimal answer for each of the following
qguestions. You must answer at least 70% of the questions on this page correctly to receive credit.

1. What is the estimated number of veterans with OUD? 3. The most effective way for patients with OUD who
A. 12,000 inject drugs to reduce their risk of HCV and HIV
B. 24,000 transmission is to:
C. 55,000 A. Cease injection drug use
D. 100,000 B. Participate in a syringe exchange program
C. Engage in comprehensive psychosocial and
2. In the treatment of OUD, MATs: occupational counseling
A. Have been shown to be effective in reducing HCV and D. Receive treatment with buprenorphine
HIV transmission
B. Work by substituting one opioid for another 4. The estimated prevalence of HCV among veterans in
VHA care is approximately:

C. Are unavailable in office-based settings

D. Are most effective as short-term treatments A. 5%

B. 6%
C. 7%
D. 8%
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