Primary Care of
Veterans with HIV

Office of Clinical Public Health Programs

for thePublic Health Strategic Health Care Group
Office of Public Health and Environmental Hazards
Veterans Health Administration

U.S. Department of Veterans Affairs

APRIL 2009

IB 10-227
P96188 www.hiv.va.gov



IMPORTANT NOTICE




Table of Contents

CONLFIDULOFS ...ttt ettt s s ebe e sesebesensasesenan v
INEFOAUCEION ...ttt s b e s st ese s anene ix
ADDFEVIAtIONS ...ttt sttt es s ese s asesesesessssesesens Xii

Behavior and Prevention

Alcohol Misuse...........
Cancer Screening......
Immunizations....................
Prevention for Positives...
Smoking Cessation............ .
SUDSTANCE US ...ttt st be s ese s s s st esessasssasesesensasasenen

Organ Systems and Metabolic

ANAL DYSPIASIA...cvuveinrnininincieeeiiei ettt esstssesse s s se e s s s sa s saen 83
ANdrogen DEfICIENCY ...ttt ssesse s sssssessessesscsaesanes 89
Asthma

Chronic Obstructive Pulmonary Disease (COPD).......ccooeeuveureneenceneneenersencenenenenne 107
Dermatologic CONAItIONS ......c.cccuveeeeeereurecirieeecireeeneeseetseseeessesesseuseessesessessesessesseneene 15
Diabetes

DYSHPIAEMIA ...uvieeieiicienieirectrereieeseietesseesseseeesseaeeesseaessessesessesessesseseasesessessesessessencsne 143
Gastroesophageal Reflux Disease (GERD).......ccocvueuveurercureeenerreeencrneeereneeceneneenenne 155
Hypertension

Liver Disease and Cirrhosis.........coumiuncunincinciiincinicicisisicisssissssssssssssssssnns 185
OSTEOANTNIILS ..ottt sesasss s ss s ssssasessssses 203
Renal Disease

UFOLOZY ...ttt ss st sss s s s sasnes
Women’s Health

WOMEN'S HEAIN ...ttt sasases 249
Neurology, Psychiatry, and Pain

DIEPIrESSION ...ttt sese st b st s e as et b st sessencene
Low Back Pain
Peripheral NEUrOPathy ..........cccreirenencinieecireceneiseeeseseeessesessessesessesessessesessesseenne 295

Drug Tables

Common Medications: ARV Interactions............ccccecuvivieiunnnee
Food and Supplements: ARV Interactions...........cceceeeevcureucnnce
Lipid-Lowering Medications: ARV Interactions
Pain Medications: Dosage and Indications...........ccccecvuvcueucnce.

Psychoactive Medications: ARV INtEractions........cccucucuncecueeemermeecnmensenmeeseeaens

PRIMARY CARE OF VETERANS WITH HIV i






Contributors

EDITOR-IN-CHIEF

David Ross, MD, PhD
Director, Clinical Public
Health Programs

Public Health Strategic
Health Care Group,VHA
Washington, DC

EDITOR AND AUTHOR

Susa Coffey, MD
Assistant Clinical Professor
University of California

San Francisco

AUTHORS

Oliver Bacon,MD
Assistant Clinical Professor
University of California

San Francisco

Rena Fox, MD
Associate Professor of
Clinical Medicine
University of California
San Francisco

Sophy Shiahua Wong, MD
Assistant Clinical Professor
University of California

San Francisco

EDITORIAL STAFF

Patricia Long, MS
Project Manager

Carrie Clark Walsh, ELS
Editorial Manager

David Alexander, MA
Sr. Copy Editor

PRIMARY CARE OF VETERANS WITH HIV



REVIEWERS

Lisa Backus, MD, PhD
Palo Alto VA Medical Center
Palo Alto, CA

Pamela S. Belperio,

PharmD, BCPS

Center for Quality Management in
Public Health, VHA

Palo Alto, CA

Sonya Borrero, MD, MS
VA Pittsburgh Healthcare System
Pittsburgh, PA

Monique V. Chireau, MD, MPH
Durham VA Medical Center
Durham, NC

George F. Cohen,MD
Washington, DC VA Medical Center
Washington, DC

Michael Craine, PhD
Denver VA Medical Center
Denver, CO

Kristina Crothers, MD
VA Connecticut Healthcare System
West Haven, CT

Rajvir Dahiya, PhD
San Francisco VA Medical Center
San Francisco, CA

Vicky Davey, RN, MPH
Office of Public Health and
Environmental Hazards,VHA
Washington, DC

John Davison, MBA, PhD
Public Health Strategic
Health Care Group,VHA
Washington, DC

Lawrence Deyton, MD, MSPH
Office of Public Health and
Environmental Hazards,VHA
Washington, DC

Patricia Dumas, RN, MPH
Primary Care-Mental

Health Integration,VHA
Washington, DC

Steven ). Farber, PA-C,
JD,AAHIVS

West Haven VA Medical Center
West Haven, CT

David Fiellin, MD
Yale University School of Medicine
West Haven, CT

Guadalupe Garcia-Tsao, MD
VA Connecticut Healthcare System
West Haven, CT

Janet Gearin, BSN, MS
Tulsa Behavioral Medicine Clinic
Tulsa, OK

Cynthia Livingstone Gibert,
MD, MSc

Washington, DC VA Medical Center
Washington, DC

Matthew B. Goetz, MD
VA Greater Los Angeles
Healthcare System

Los Angeles, CA

Carl Grunfeld, MD, PhD
San Francisco VA Medical Center
San Francisco, CA

i

PRIMARY CARE OF VETERANS WITH HIV



David M. Guidot, MD
Atlanta VA Medical Center
Decatur, GA

Kim Hamlett-Berry, PhD
Public Health Strategic
Health Care Group,VHA
Woashington, DC

Patricia Hayes, PhD
Women Veterans Health
Strategic Health Care Group
Washington, DC

Mark Holodniy, MD
Palo Alto VA Medical Center
Palo Alto, CA

Sheryl Horwitz, RN, MS,
WHCNP

Westover Heights Clinic
Portland, OR

Amy C. Justice, MD, PhD
VA Connecticut Healthcare System
West Haven, CT

Christopher ). Kane MD, FACS
San Diego VA Medical Center
San Diego, CA

Lois Anne Katz, MD
VA New York Harbor
Healthcare System
New York, NY

Dan Kivlahan, PhD
VA Puget Sound Health Care System
Seattle, WA

David A. Leaf, MD, MPH
VA Greater Los Angeles
Healthcare System

Los Angeles, CA

Michael R. Littner, MD
VA Greater Los Angeles
Healthcare System
Sepulveda, CA

Edward Lott, PA-MPAS
VA Greater Los Angeles
Healthcare System

Los Angeles, CA

Gayle Lyke, BS, MT (ASCP)
Public Health Strategic

Health Care Group,VHA
Washington, DC

Alexander Monto, MD
San Francisco VA Medical Center
San Francisco, CA

Mark S. Nanes, MD, PhD
Atlanta VA Medical Center
Atlanta, GA

Eric Nylen, MD
Washington, DC VA Medical Center
Washington, DC

David Rimland, MD
Atlanta VA Medical Center
Atlanta, GA

Gordon Schectman, MD
Milwaukee VA Medical Center
Milwaukee, WI

Ronald O.Valdiserri, MD, MPH
Public Health Strategic

Health Care Group,VHA
Washington, DC

Kevin L.Wright, LCSW
VA New York Harbor
Healthcare System
Brooklyn, NY

PRIMARY CARE OF VETERANS WITH HIV

i






Introduction

In many ways, veterans with HIV infection represent the future wave of the HIV
epidemic. Compared with the overall HIV-infected population in the United States,
veterans with HIV are older, more likely to be members of minority groups, and
more likely to have a history of substance use.' Thus, it is not surprising that
they are experiencing an increasing burden of medical and psychiatric comorbid
disease? Indeed, some data suggest that residual racial disparities in survival

of individuals living with HIV may be explained in part by a greater burden of

comorbid illness?

Depending upon the study cited, approximately 60% of the deaths occurring
among individuals with HIV infection are now attributed to “non-AIDS” causes.**
That does not mean those conditions are unassociated with HIV disease or

its treatment. Many of the most common and serious comorbid conditions,
including liver fibrosis/cirrhosis, anemia, renal insufficiency or failure, selected
cancers, thrombosis, intracranial hemorrhage, and obstructive lung disease, are
more likely to occur among HIV-infected individuals than among uninfected,
demographically similar controls.”-'® Among persons with HIV infection, these
conditions are more likely to be found in those with advanced disease. Further,
the liver, renal, and bone marrow toxicities associated with antiretroviral
treatment are well known and more likely to occur among persons with
preexisting organ injury.'' It must be recognized that HIV infection has become
a complex, chronic disease, one for which there are likely multiple etiologies of
any problem.Although this disease is substantially improved by antiretroviral
treatment, some individuals experience substantial toxicities from treatment.'"'2
As individuals age with HIV infection, organ injury associated with HIV infection,
aging-related comorbid illnesses, and substance use and abuse likely will lead to

even more “non-AIDS” mortality.

We must learn to prioritize and coordinate screening and treatment for important
comorbid conditions while maintaining excellence in the care of HIV infection.
Although most VA HIV providers consider themselves primary care providers for
their patients with HIV infection, their degree of comfort with many of the staples
of primary care screening and treatment is not as high as it is among general
health care providers.'® This manual offers a practical approach to addressing
many of these issues. Further, it attempts to appropriately tailor recommendations

to the special issues facing patients who are receiving treatment for HIV infection.
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Combination antiretroviral therapy has revolutionized the care of HIV infection.
Randomized trial data now support continuous antiretroviral management

of HIV infection, even among patients with comorbid disease.'? Earlier data
have demonstrated that many “non-AIDS” conditions improve with effective
antiretroviral therapy.'*'® Clearly, it remains paramount to get patients started on
an effective regimen and ensure that they are acceptably adherent.Yet, there are
patients who will require careful attention to alcohol and drug use and depressive

symptoms before they can achieve acceptable adherence.

Once adherent to an effective regimen, patients may have substantial
comorbidities that require targeted screening and treatment. The approach to
these conditions must be guided by the costs and benefits in our population of
patients. Screening and treatment that require a life expectancy beyond 10 years,
such as colon cancer screening, should be undertaken only for patients who are
deemed likely to live that long. Otherwise, we will be exposing our patients

to immediate potential harms (eg, risk of perforation from colonoscopy

and the pain and discomfort of the preparation and the procedure) without
the likelihood of future benefit!® We also will need to think carefully about
conditions for which our patients are at particularly high risk, including
hepatitis C infection and alcohol and tobacco use, and target these accordingly.
Finally, as more data become available, we need to consider how mechanisms of
common comorbid diseases may differ among persons with HIV infection and

determine the implications for management.

Thus, it is with great pleasure that | have written the introduction to what |
hope will be the first of many editions of this manual, which is the brainchild of
Dr. David Ross, the HIV Technical Advisory Group, and the Public Health Strategic
Health Care Group.The manual, and this introduction, are dedicated to the hard
work, commitment, and good will of the excellent providers who are taking care

of our veterans with HIV infection.

Amy C. Justice, MD, PhD

Principal Investigator, Veterans Aging Cohort Study

Section Chief, General Internal Medicine,VA Connecticut
Associate Professor of Medicine and Public Health,Yale University
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Abbreviations for
Antiretroviral Drugs and Dosing Instructions
Commonly Used in This Manual

DOSING TERMINOLOGY

BID = twice daily
IM = intramuscular
IV = intravenous
PO = orally

PRN = as needed

Q2H, Q4H, etc = every 2 hours,
every 4 hours, etc

QAM = every morning

QD = once daily

QH = every hour

QHS = every night at bedtime
QID = 4 times per day

QOD = every other day

TID = 3 times per day

TIW = 3 times per week

ANTIRETROVIRAL TERMINOLOGY

ART = antiretroviral therapy
ARV = antiretroviral
Fl = fusion inhibitor

NNRTI = nonnucleoside
reverse transcriptase inhibitor

NRTI = nucleoside (or nucleotide)
reverse transcriptase inhibitor

Pl = protease inhibitor

ANTIRETROVIRAL DRUGS

3TC = lamivudine
ABC = abacavir
APV = amprenavir
ATV = atazanavir
d4T = stavudine
ddC = zalcitabine
ddl = didanosine
DLV = delavirdine
DRV = darunavir
EFV = efavirenz

ENF = enfuvirtide
ETR = etravirine
FPV = fosamprenavir
FTC = emtricitabine
IDV = indinavir
LPV/r = lopinavir/ritonavir
MVC = maraviroc
NFV = nelfinavir
NVP = nevirapine
RAL = raltegravir
RTV = ritonavir

[r = ritonavir, low dose
SQV = saquinavir
TDF = tenofovir
TPV = tipranavir
ZDV = zidovudine

Xl
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Alcohol Misuse

KEY POINTS

m  Alcohol misuse is common among HIV-infected patients.

m It is the third leading preventable cause of death in the United
States.

m  Screening, followed by brief counseling interventions or treatment,
can decrease drinking and improve health outcomes.

m At the initial visit and at least annually thereafter, all patients should
be screened for alcohol misuse with the AUDIT-C questionnaire.

m  Evaluate and treat at-risk and disordered alcohol drinkers with the
4 A’s: Ask, Assess, Advise, and Assist.

m Consider referrals to Alcoholics Anonymous, cognitive-behavioral
therapy, addiction specialists, and detoxification programs.

m  Consider giving the pharmacologic abstinence adjunct naltrexone
at 100 mg QD for 3-4 months to assist with continued abstinence.
Monitor LFTs closely.

m  Evaluate and treat comorbid psychiatric and substance use
disorders.

B BACKGROUND

Definitions

Veterans with HIV*

Alcohol misuse refers to the spec-
trum from risky drinking to alcohol
dependence.

Alcohol use disorder: 33%

*Veterans in the VA HIV Clinical Case

: ol il Registry in care in 2007 who had an
Risky drinking refe.rs t'o dr!nk[ng beyond ICD-9 code corresponding to this
recommended drinking limits (see condition

below).

Alcohol abuse and alcohol dependence (also called “alcohol use disor-
ders”) refer to diagnoses based on problems patients experience as a result of
drinking, and are defined by the DSM-IV-TR. Both abuse and dependence are

Note: Some medications mentioned in this chapter may not be available on the VHA National Formulary
(http:/lwww.pbm.va.gov/NationalFormulary.aspx). Consult VA pharmacists for alternatives.

PRIMARY CARE OF VETERANS WITH HIV 3
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maladaptive patterns of alcohol use that lead to clinically significant impairment
or distress.

Alcohol abuse is a maladaptive pattern of use associated with | or more of the
following:

® Failure to fulfill work, school, or social obligations

® Recurrent alcohol use in physically hazardous situations

® Recurrent legal problems related to alcohol use

® Continued alcohol use despite alcohol-related social or interpersonal
problems

Alcohol dependence is defined as a maladaptive pattern of use associated
with 3 or more of the following:

Tolerance

®  Withdrawal

® Alcohol taken in larger quantity than intended

® Persistent desire to cut down or control use

Time is spent obtaining, using, or recovering from alcohol

® Social, occupational, or recreational tasks are sacrificed

® Alcohol use continues despite physical and psychological problems

Recommended drinking limits:

Based on the accumulated epidemiological evidence, individuals who drink
beyond the following levels are at increased risk of adverse consequences of
drinking (National Institute for Alcohol Abuse and Alcoholism [NIAAA]):

= An average of 2 drinks daily (14 drinks per week) for younger men; an
average of | drink daily (7 drinks per week) for women or older adults
(265 years)

m A maximum of 4 drinks on any occasion for men; a maximum of 3 drinks on
any occasion for women or older adults

Definition of a standard drink:

12 g of alcohol
Roughly equivalent to:

* |2 oz beer
* 5 0z wine

* 1.5 oz distilled spirits (80 proof)

Note that safe drinking limits may be substantially lower for some patients,
depending on factors such as comorbidities (eg, liver disease), pregnancy, and
interacting medications.

4 PRIMARY CARE OF VETERANS WITH HIV



A great number of people drink more than the recommended limits but do not
meet criteria for alcohol dependence.These nondependent drinkers account for
the majority of alcohol-related morbidity and mortality in the general population.
All patients who misuse alcohol should receive focused medical attention and
intervention.

Epidemiology

m  35-40% of HIV-infected patients in primary care settings have documented
diagnoses of alcohol use disorder; many more probably drink above recom-
mended levels in ways that pose health risks.

m  Alcohol misuse causes substantial morbidity and mortality. Medical condi-
tions associated with alcohol misuse include alcohol withdrawal syndrome,
hepatitis, cirrhosis, pancreatitis, thiamine deficiency, neuropathy, cardiomyo-
pathy, hypertension, depression, and cancers of the oropharynx, larynx, and
esophagus.

m  Excessive alcohol consumption is the third leading preventable cause of death
in the United States.

m Alcohol use is associated with:
®  40% of all traffic fatalities (2000)

20-37% of emergency department trauma cases (1990)

66% of all drownings

50% of all deaths from cirrhosis

Alcohol use compounds the liver damage associated with hepatitis C and
hepatitis B, and accelerates progression to cirrhosis.

m  Concomitant use of alcohol and hepatotoxic drugs (including some ARVs)
may increase the risk of early and severe liver damage.

m  The risk of pancreatitis caused by ddl is higher among patients who use alco-
hol chronically.

£ EVALUATION
SCREENING

Alcohol Misuse Screening

At the initial visit and at least annually thereafter: Screen all patients for
alcohol misuse. Ask drinkers the AUDIT-C questions.

The VHA recommends universal screening to identify patients who misuse alco-
hol. Screening followed by brief counseling interventions or treatment has been
shown to decrease drinking and improve health outcomes.
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m  Ask all patients whether they currently drink alcohol. Ask about past alcohol
use, and about family history of alcohol-related problems.

m  For drinkers, use the AUDIT-C screening questionnaire (see below) to assess
for risky drinking (see above for recommended drinking limits).

m For drinkers, ask more specific questions to determine whether they fulfill
criteria for alcohol abuse or dependence (see DSM-IV-TR criteria, above) and
whether they have signs or symptoms of liver disease, psychiatric comorbidi-
ties, behavioral complications such as violent episodes, or other substance
abuse.

m  Goals for evaluation:

Determine whether the patient is drinking above safe levels.

Determine whether the patient has loss of control over the use of
alcohol.

Determine whether tolerance, dependence, or abuse is present.

Determine whether adverse consequences of excessive drinking have
occurred.

The AUDIT-C: Alcohol Use Disorder Identification Test - Consumption
Questions

The AUDIT-C is a validated 3-question screening tool for alcohol misuse and
alcohol use disorders (including alcohol abuse or dependence). It is the required
screening tool for alcohol misuse in the VHA.

It can identify patients with alcohol misuse who would benefit from counseling
to decrease their drinking and those who use alcohol and need referral to treat-
ment services.

I. How often have you had a drink containing alcohol in the last
year? Consider a ‘“‘drink’ to be a 12 oz can or bottle of beer, a
glass of wine, a wine cooler, or | cocktail or shot of hard liquor
(such as scotch, gin, or vodka).

Never (0 points); monthly or less (1); 2-4 times/month (2); 2-3 times/week
(3); 24 times/week (4)

2. How many drinks containing alcohol did you have on a typical
day when you were drinking in the last year?
| do not drink (0 points); -2 drinks (0); 3-4 drinks (I); 5-6 drinks (2); 7-9
drinks (3); 210 drinks (4)

3. How often in the last year have you had 6 or more drinks on
one occasion?

Never (0 points); less than once a month (1); monthly (2); weekly (3);
daily or almost daily (4)
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Scoring: AUDIT-C scores range from 0 (no alcohol use) to 12. Higher scores
indicate higher likelihood that the patient’s health and safety are at risk. AUDIT-C
scores of >4 for men and >3 for women suggest alcohol misuse, whereas scores
of >5 require brief follow-up alcohol counseling. An AUDIT-C score of >8 indi-
cates a high probability of current dependence;a score of >5 for a patient with a
history of alcohol treatment indicates high risk of current dependence.

Rc MANAGEMENT

Brief counseling with specialty referral as indicated can be effective in reducing
hazardous drinking. Patients with alcohol use disorders may require comprehen-
sive treatment programs that include the services of medical providers, psychia-
trists to assist with comorbid psychiatric conditions, social workers, housing
counselors, case managers, and substance abuse counselors.

m  Short-term goals: treating alcohol withdrawal as needed; encouraging
abstinence and attendance at Alcoholics Anonymous or other counseling pro-
grams for the first 3 months; engaging family and community support; ensur-
ing adequate resources for housing, food, and income

m Long-term goals: sustained abstinence from alcohol use; recovery of self-
esteem, health, and social functioning

Simple, office-based interventions can be made using the 4-A approach: Ask,
Assess, Advise, and Assist.

m  Ask about alcohol use, using AUDIT-C (see above)
m Assess for alcohol use disorders (see below)

m Advise all patients, even those with no reported heavy drinking, to stay
within healthy drinking limits, keeping comorbidities in mind. Particularly for
those with liver disease, there is no known “safe” level of alcohol consump-
tion, and alcohol may be particularly dangerous for patients with HIV/HCV
coinfection.

m Assist patients with brief interventions, pharmacotherapy, and referral for
treatment services

® Brief (<5 min) alcohol intervention (BAIl) can be extremely effective for

alcohol misuse. Useful information on BAI can be found at http://www.
hepatitis.va.gov/vahep?page=prtop03-wp-0|-res. Key components:
— Aim to reach agreement on a drinking goal.

— Let the patient lead the discussion; for example, ask patients (rather
than tell them) how they think alcohol use affects their health.

— Aim for a nonjudgmental atmosphere, using open-end questions and
eye contact.

— Give choices in the discussion rather than force topics on the patient.

For example, ask about stressors and how alcohol use fits in with
these.

PRIMARY CARE OF VETERANS WITH HIV 7
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— Remember that patients vary in their degree of readiness to change.
— Patients need to understand the importance of change, to have
a sense of confidence about their ability to change, and to have a
support system.
— Avoid lecturing or cheerleading; if it happens, take a step back and ask
an open-end question such as “What do you think of this?”
® Referral to Alcoholics Anonymous is helpful to many patients; AA meet-
ings are held worldwide, and information is available at http://www.aa.org.
® Patients at risk of withdrawal should be referred to detoxification
programs; those in withdrawal should be referred to an emergency
department.
= Reinforce and reevaluate intervention messages at each visit.
The following is an algorithmic representation of screening and intervention
using this approach from the NIAAA.
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HOW TO SCREEN FOR HEAVY DRINKING

STEP | Ask About Alcohol Use

Ask: Do you sometimes drink beer, wine,
or other alcoholic beverages?

/Ask the screening question about\

(Screening complete.) . S
eavy drinking days:

How many times in the past year
have you had . ..

5 or more 4 or more
drinks in a day? drinks in a day?
(for men) (for women)

One standard drink is equivalent to
12 ounces of beer, 5 ounces of wine,
\or 1.5 ounces of 80-proof spirits. /

Y

( Is the answer | or more times? >
|

/ = Advise staying within these \ / \

= Your patient is an at-risk
drinker. For a more complete
picture of the drinking
pattern, determine the
weekly average:

limits:

Maximum Drinking Limits
For healthy men up to age 65—
e no more than 4 drinks

in a day AND ¢ On average, how
e no more thanl4 drinks many days a week
in a week

do you have an D

i
For healthy women (and alcoholic drink?

healthy men over age 65)— ¢ On a typical X

e no more than 3 drinks drinking day, how

in a day AND many drinks do
« no more than 7 drinks you have? I:’
in a week

= Recommend lower limits or Weekly average [ |

abstinence as indicated: for

example, for patients who take

Record heavy drinking days

medications that interact
with alcohol, have a healthy
condition exacerbated by
alcohol, or are pregnant
(advise abstinence)

= Rescreen annually

o

in past year and weekly
\ average in chart.

/

Y

/

National Institute on Alcohol Abuse and Alcoholism. A Pocket Guide for Alcohol
Screening and Brief Intervention. Rockville, MD: NIAAA; 2005
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HOW TO ASSESS FOR ALCOHOL USE DISORDERS

STEP 2 Assess For Alcohol Use Disorders

Next, determine if there is a maladaptive pattern of alcohol
use, causing clinically significant impairment or distress.

~

Determine whether, in the past 12 months, your patient’s
drinking has repeatedly caused or contributed to

[ risk of bodily harm (drinking and driving, operating
machinery, swimming)

[ relationship trouble (family or friends)

[ role failure (interference with home, work, or school
obligations)

[0 run-ins with the law (arrests or other legal problems)

If yes to one or more —3» your patient has alcohol abuse.

In either case, proceed to assess for dependence symptoms.

Determine whether, in the past 12 months, your patient has

[ not been able to cut down or stop (repeated failed
attempts)

[ not been able to stick to drinking limits (repeatedly
gone over them)

[0 shown tolerance (needed to drink a lot more to get
the same effect)

[J shown signs of withdrawal (tremors, sweating, nausea,
or insomnia when trying to quit or cut down)

[J kept drinking despite problems (recurrent physical
or psychological problems)

[ spent a lot of time drinking (or anticipating or
recovering from drinking)

[J spent less time on other matters (activities that had
been important or pleasurable)

If yes to three or more —» your patient has alcohol

dependence.
- Y

C Does patient meet criteria for abuse or dependence? >

GO TO
STEPS 3 & 4
for
AT-RISK
DRINKING

GO TO
STEPS 3 & 4
for
ALCOHOL USE
DISORDERS

National Institute on Alcohol Abuse and Alcoholism. A Pocket Guide for Alcohol
Screening and Brief Intervention. Rockville, MD: NIAAA; 2005
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HOW TO CONDUCT A BRIEF INTERVENTION

FOR AT-RISK DRINKING (no abuse or dependence)

L] Advise and Assist

= State your conclusion and recommendation clearly and
relate them to medical concerns or findings.
= Gauge readiness to change drinking habits.

Y
( Is patient ready to commit to change? )

Restate your concern. = Help set a goal.
Encourage reflection. = Agree on a plan.
Address barriers to change. » Provide educational
Reaffirm your willingness materials. (See

to help. http:/lwww.niaaa.nibh.govlguide.)

DL At Followup: Continue Support

REMINDER: Document alcohol use and review goals at each visit.

(Was patient able to meet and sustain drinking goal?>

/- Acknowledge that A K. Reinforce and support\

change is difficult. continued adherence

= Support positive change to recommendations.
and address barriers. = Renegotiate drinking

= Renegotiate goal and goals as indicated (e.g.,
plan; consider a trial of if the medical condition
abstinence. changes or if an abstain-

» Consider engaging ing patient wishes to
significant others. resume drinking).

= Reassess diagnosis if = Encourage to return
patient is unable to either if unable to maintain
cut down or abstain. adherence.

\_ Y u Rescreen at least annuallﬂ

National Institute on Alcohol Abuse and Alcoholism. A Pocket Guide for Alcohol
Screening and Brief Intervention. Rockville, MD: NIAAA; 2005
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HOW TO CONDUCT A BRIEF INTERVENTION

FOR ALCOHOL USE DISORDERS (abuse or dependence)

1N Advise and Assist

4 N

= State your conclusion and recommendation clearly and
relate them to medical concerns or findings.
= Negotiate a drinking goal.
= Consider evaluation by an addiction specialist.
= Consider recommending a mutual help group.
= For patients who have dependence, consider
* the need for medically managed withdrawal (detoxification)
and treat accordingly.
* prescribing a medication for alcohol dependence for patients
who endorse abstinence as a goal.
= Arrange followup appointments, including medication
\_ management support if needed.

/

L3N At Followup: Continue Support

REMINDER: Document alcohol use and review goals at each visit.

CWas patient able to meet and sustain drinking goal?>

- N £ N

= Acknowledge that change = Reinforce and support
is difficult. continued adherence.
= Support efforts to cut down s Coordinate care with
or abstain. specialists as appropriate.
= Relate drinking to ongoing = Maintain medications
problems as appropriate. for alcohol dependence
= Consider (if not yet done): for at least 3 months
* consulting with an and as clinically indicated
addiction specialist. thereafter.
* recommending a mutual = Treat coexisting nicotine
help group. dependence.
* engaging significant » Address coexisting
others. disorders—medical and
* prescribing a medication & psychiatric—as needed. )
for alcohol-dependent
patients who endorse
abstinence as a goal.
= Address coexisting
disorders—medical and

sychiatric—as needed.
N %

National Institute on Alcohol Abuse and Alcoholism. A Pocket Guide for Alcohol
Screening and Brief Intervention. Rockville, MD: NIAAA; 2005
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\
WHEN TO REFER

Most patients with moderate or severe alcohol misuse should be referred
to specialized alcohol or substance use disorder treatment services. Patients
with comorbid conditions that are adversely affected by alcohol, such as
HCV infection or depression, may need treatment even if they do not meet
typical criteria for alcohol use disorders.

Patients in withdrawal (tremors, sweats, anxiety, disorientation, or visual,
auditory, or tactile hallucinations) should be referred to an emergency
department for immediate evaluation and treatment, and should be referred
to a detoxification program if available.

Pharmacotherapy for Relapse Prevention

Although pharmacotherapy may help to prevent relapse, multimodal treatment
that includes medical therapy with or without behavioral therapy may be more
effective.

Note: Caution should be used, as no trials have demonstrated the safety of
these medications in HIV-infected patients who are receiving ARVs. Although it
is expected that the efficacy of these medications will be similar in patients with
and without HIV infection, increased monitoring for adverse effects should be
exercised until more data are available.

A randomized controlled trial involving HIV-uninfected patients compared vari-
ous combinations of medical management, medication, and behavioral therapy
for treatment of alcohol dependence in recently abstinent patients. The study
showed that:

m All treatment groups had substantial increases in the percentage of days absti-
nent from alcohol.

® The highest percentage of days abstinent (77-80%) was seen in 3 treat-
ment groups: patients who received naltrexone (100 mg QD) + medical
management (9 sessions with a health care professional), naltrexone +
medical management + a combined behavioral intervention (CBI) (20
sessions), or medical management + CBI + placebo pills.

Patients who received CBI alone (no medical management or pills
[whether placebo or naltrexone]) had the lowest abstinence rates.

Acamprosate was no more effective than placebo.

Treatment effects largely dissipated after | year;thus ongoing monitoring
is important, and treatment of relapse may be necessary.

PRIMARY CARE OF VETERANS WITH HIV ‘3
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Medication

Naltrexone
(oral)

Standard Dosage

50-100 mg QD for 23
months

 Start upon cessation of
alcohol use

* Optimal duration of
therapy not known; most
study subjects treated for
3-4 months; treatment
effects tend to wane after
therapy is stopped

Comments

* Pure opioid receptor antago-

nist

Avoid in patients who use opi-
oids (precipitates withdrawal
symptoms)

Avoid in patients with liver
failure

Possible adverse effects: nausea,
vomiting, headache, insomnia,
hepatotoxicity

Check LFTs before and after
treatment

Naltrexone (IM)

190 mg IM monthly for
>3 months

 Start upon or just after
cessation of alcohol use;
greater benefit may be
seen in patients who
achieve some duration
of alcohol abstinence (eg,
2-4 days) before the initial
injection of naltrexone

* Useful for patients with
adherence issues

* See PBM Ciriteria for Use
at http://www.pbm.va.gov/
CriteriaForUse.aspx

Pure opioid receptor
antagonist

Possible adverse effects: nausea,
vomiting, headache, hepatotox-
icity, injection site reactions

Avoid in patients who use opi-
oids (precipitates withdrawal
symptoms)

Avoid in patients with liver
failure

380 mg dose has been standard
but does not confer more
abstinence advantage and
causes more side effects

Disulfiram
(Antabuse)

250 mg QD as adjunct
during outpatient treat-
ment period

o Start 212 hours after last
alcohol consumption

Disulfiram acts as an ace-
taldehyde dehydrogenase
inhibitor

Concurrent alcohol consump-
tion increases plasma acetal-
dehyde concentrations 5-10
times, causing flushing, tachy-
cardia, hypotension, nausea,
vomiting, vertigo, and anxiety
within 15 minutes

Other possible adverse effects
include delirium, hepatotoxicity
(monitor LFTs before treat-
ment and every 3 months dur-
ing treatment), neuropathy

PRIMARY CARE OF VETERANS WITH HIV




Do not administer to patients
who take ARV syrups or other
medications that contain alco-
hol or propylene glycol (eg,
RTV, LPV/r, and FPV liquid for-
mulations)

Patients must avoid OTC medi-
cations containing alcohol (eg,
cough syrup), as well as sauces,
vinegars, and foods containing
alcohol

Multiple other drug interac-
tions, including with phenytoin,
rifampin, isoniazid, and warfarin

Acamprosate

666 mgTID for 3
months

* See PBM Criteria for Use
at http://www.pbm.va.gov/
criteria/Acamprosate
Criteria.pdf

* Should only be used in
patients with at least 4
days of abstinence and
only mild withdrawal
symptoms who are in a
comprehensive manage-
ment program including
appropriate behavioral
interventions

* Start as soon as pos-
sible after abstinence is
established and continue
through relapses

* Adjust dosage for renal
failure:

CrCl 30-50:333 mg TID
CrClI <30: contraindicated

GABA analogue; decreases
excitatory glutamergic neu-
rotransmission during with-
drawal

Patients should be closely
monitored for depression or
suicidal thinking

Other possible adverse effects:
diarrhea, somnolence
COMBINE study did not show
that acamprosate was more
effective than placebo
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Cancer Screening

KEY POINTS

m  General recommendations from the United States Preventive
Services Task Force (USPSTF) regarding cancer screening include
the following:

® Men and women at average risk should be screened for colorectal
carcinoma (CRC) starting at age 50, using fecal occult blood
testing (FOBT), flexible sigmoidoscopy with or without FOBT,
colonoscopy, or double-contrast barium enema. Office-based digital
rectal examination (DRE) plus FOBT should not be used.

® Women aged 40 and older at average risk should be screened every
1-2 years for breast cancer using mammography.

® Sexually active women should be screened every 3 years for
cervical cancer using the Papanicolaou (“Pap”) smear.

® There is not adequate evidence to recommend for or against
screening men for prostate cancer.

B These recommendations may be applied to HIV-infected patients
with CD4 counts of >350 cells/pL or completely suppressed HIV
RNA. For patients with lower CD4 counts, screening should be
discussed in the context of the patient’s prognosis, preferences, and
health goals.

B BACKGROUND

m HIV-infected persons are at higher risk than HIV-uninfected persons of devel-
oping the following cancers:

Anal squamous cell carcinoma Non-small-cell lung carcinoma
Cervical carcinoma Melanoma

Colorectal carcinoma Non-Hodgkin lymphoma
Hepatocellular carcinoma Oropharyngeal cancer
Hodgkin lymphoma Vaginal cancer

Kaposi sarcoma

In addition, HIV-infected patients with chronic HBV or HCV infection may be
at much higher risk of developing hepatocellular carcinoma (see Liver Disease,
p. 185).

Note: Some medications mentioned in this chapter may not be available on the VHA National Formulary
(http:/lwww.pbm.va.gov/NationalFormulary.aspx). Consult VA pharmacists for alternatives.
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m  Of the cancers on this list, the USPSTF has issued screening recommendations
regarding cervical and colorectal cancers, which are presented in this chapter.
In addition, this chapter includes USPSTF recommendations on screening for
breast cancer and prostate cancer.Additional screening recommendations can
be found in other chapters (see Anal Dysplasia, p. 83; Liver Disease, p. 185;
GERD, p. 155,and Women’s Health, p. 249).

m Because most cancer screening requires a 5- to 10-year life expectancy to
show a favorable cost/benefit ratio, it is reasonable to screen HIV-infected
persons for cancer if they have a CD4 count of >350 cells/pL or a suppressed
HIV viral load. Screening patients with more advanced HIV disease is unlikely
on average to extend life expectancy or be cost-effective, and should be dis-
cussed with patients in the context of their prognosis, preferences, and health
goals. However, screening for cervical carcinoma is recommended for all HIV-
infected women, regardless of CD4 count.

m For cancers in which there is a hereditary component of risk, the following
definitions of degree of relatedness are used:

I'st degree relative: a parent, sibling, or child

® 2nd degree relative: a grandparent, uncle, or aunt

® 3rd degree relative: a great-grandparent or cousin

Colorectal Cancer
Summary

Most CRC arises from adenomatous polyps, which grow relatively slowly; polyps
and colorectal tumors can be detected with varying degrees of sensitivity by any
one of several screening techniques, including FOBT, endoscopic visualization

and biopsy (flexible sigmoidoscopy and colonoscopy), and barium enema.The
incidence of CRC increases with age. The USPSTF and the VA/DoD recom-
mend that persons at average risk be screened for CRC starting at
age 50. In persons at above-average risk, screening should start at an earlier age.
The choice of screening procedure (see Table |) depends on patient prefer-
ences and availability of procedures at particular facilities.

HIV-infected persons are at increased risk of CRC compared with HIV-
uninfected persons.A low nadir CD4 count is associated with an increased
risk, whereas ART is associated with a decreased risk.

Epidemiology/Pathogenesis

m  Most colon cancers develop from adenomatous polyps; polyps > cm in size
carry a higher risk than smaller polyps of development of CRC.

m Prevalence of adenomatous polyps increases with age.

m  Average lifetime risk of developing colon cancer in the United States is 6%.

‘8 PRIMARY CARE OF VETERANS WITH HIV



The following confer a higher-than-average risk of developing CRC:

History of CRC in a Ist degree relative

Family history of large polyps before age 60

Ulcerative colitis or Crohn disease

® Polyps >| cm in size

Patients with specific genetic predisposition to CRC such as familial adenom-
atous polyposis (FAP) or hereditary nonpolyposis colon cancer (HNCC) are
at extremely high risk of developing CRC.

Screening Methods

FOBT: Detection of blood in a stool specimen, usually done by smearing

a stool specimen onto absorbent paper impregnated with guaiac, followed

by application of hydrogen peroxide; any blood present in the specimen will
catalyze the oxidation of guaiac by peroxide, producing a rapid color reaction.
Samples blood loss from any point in the Gl tract. Specimens can be prepared
at home using commercial test cards.

Flexible sigmoidoscopy: Examination of the colon from the rectum to the
splenic flexure, a region in which the majority of malignant lesions arise, with
a 60 cm flexible fiberoptic endoscope with biopsy capability.

Colonoscopy: Examination of the entire colon with a 100-160 cm flexible
fiberoptic endoscope with biopsy capability.

Efficacy of screening methods is shown in Table I.

Recommendations for CRC Screening

80% of CRCs occur in people at average risk.

Multiple recommended screening methods for average-risk patients (see
Table ).

Screening recommendations for higher-risk patients are shown in Table 2.
Screening recommendations for persons at very high risk (individuals with,

or relatives of persons with, familial colon cancer syndromes such as FAP or
HNCC) are beyond the scope of this chapter; consultation with Gl or Oncol-
ogy is recommended.

FOBT on specimens obtained by DRE is not recommended.

* DRE is not sensitive and | FOBT specificity

* If performed, a positive result should be followed up with colonoscopy

Fecal immunochemical test (FIT) and stool DNA test (sDNA) have not been
recommended by the VHA.

Virtual colonoscopy is under investigation but is not yet recommended.

PRIMARY CARE OF VETERANS WITH HIV ‘9
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Table 1. Recommended Screening Methods for Persons at Average

Risk of Developing CRC

Screening Method

Recommended by
USPSTF

Home FOBT every year

Accuracy and
Effectiveness

4 mortality 15-33%,
depending on frequency
of screening

Positive predictive value
(percentage of patients
with positive test result
who have cancer or
large polyp):
* Rehydrated speci-
mens: 6-8%

* Unrehydrated spec-
imens: 20-40%
Rehydration before add-

ing developer:
« T sensitivity from
40% to >50%
+ | specificity from
98% to 90%
* Leads to more
colonoscopies

Annual screening found
49% of cancers; 38% of
patients tested required
colonoscopy

Screening every 2 years
found 39% of cancers;
28% of patients tested
required colonoscopy

Comments/
Limitations/Risks

Patient submits three
2-window cards, | card
each from 3 consecu-
tive stools collected at
home.

Do not use DRE to col-
lect specimens.

The American Gastro-
intestinal Association
(AGA) recommends
against rehydrating
specimens.

If result is positive
in any card window,
obtain colonoscopy.

FOBT itself is extremely
low risk, but leads to
many colonoscopies
being performed, with
associated risks of
bleeding and perforation.

Flexible sigmoidoscopy
every 5 years

4 mortality 59% for
cancers within reach of
sigmoidoscope
Sensitivity: 70-80%
Specificity difficult to
define

Complete or partial
bowel prep required.

Misses lesions proximal
to the splenic flexure.
Proximal lesions more
common in women than
men.

Estimated to find 80% of
patients with abnormal
findings, as distal abnor-
malities will prompt
examination of entire
colon with colonoscopy.

20
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* In one study, sigmoidos-
copy alone would have
missed 65% of women
with advanced lesions
detected by colonos-
copy.

* In another study, 52% of
patients with advanced
proximal lesions (by
colonoscopy) had no
distal lesions.

* Presence of an
adenoma gener-
ally necessitates full
colonoscopy. Contro-
versy exists regarding
presence of small tubu-
lar adenomas, though
many providers would
perform colonoscopy.

» Complication rate:
* Perforation: <0.01%
* Bleeding: 2.5-5.5%

FOBT + flexible sigmoi- * In one study, rigid sig- * Positive FOBT

doscopy every 5 years moidoscopy + 3-card result necessitates
FOBT (hydrated) full colonoscopy, so
detected 76% of perform FOBT before
advanced lesions vs 70% sigmoidoscopy.
for sigmoidoscopy alone; | . Complete or partial
24% of advanced lesions bowel prep required
were missed; incidence before flexible sigmoi-
of death from cancer doscopy.

decreased by approxi-
mately 50% in sigmoi-
doscopy + FOBT group
vs sigmoidoscopy alone
* Studies of adding flexible
sigmoidoscopy to FOBT
show doubling of diag-

nostic yield
Colonoscopy every o mortality >50% * Complete bowel prep
10 years . Sensitivity: required.

* Colonoscopy can visual-
ize entire colon. Suspi-
cious lesions can be
removed for biopsy and
as treatment.

* 90% for polyps
>l cm

» 75% for polyps
<l cm

©
Z
z
w
w
o<
O
(%]
o<
w
O
b
<
O

PRIMARY CARE OF VETERANS WITH HIV 21




» Colonoscopy has been * Greater yield of

the reference standard colonoscopy (most
against which FOBT sensitive test for polyps)
and sigmoidoscopy have must be weighed against
been studied risks of perforation,

bleeding, and conscious
sedation, as well as
inconvenience of full
colonic preparation and
conscious sedation.

* Risk of screening
colonoscopy
* Any major compli-
cation: 0.3%
* Perforation: 0.05%

* Bleeding: 0.15-
0.18%

* Risk of colonoscopy as
therapeutic procedure
is higher

* Perforation: 0.07-
0.72%
* Bleeding:0.2-2.7%

* Risks of procedure are
greater in persons >70
years of age, but so are
benefits, as proximal
lesions are more com-
mon in this population.

Double-contrast barium * Has low sensitivity com- | * Complete bowel prep
enema pared with colonoscopy: required.
* 32% for polyps » Option for patients who
<0.5 cm refuse colonoscopy.
* 53% for polyps
0.6-1 cm
* 48% for polyps
> cm

Table 2. Screening Recommendations for Persons at Increased
Risk of CRC*

©)

z

Z Risk Factor Increase in Risk Screening Recommendations
g I'st degree relative with | |st degree relative: T Screen as for person at average

2 CRC or AP diagnosed 2- to 3-fold risk (see Table 1), but start at

9 260 years of age age 40.

z

g OR
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Two 2nd degree rela-
tives with CRC or AP
at any age

2nd or 3rd degree rela-
tive: T 1.5-fold (2- to
3-fold if >| relative)

Ist degree relative with
CRC or AP diagnosed
<60 years of age

Ist degree relative aged
<60: T 3- to 4-fold

Ist degree relative: T

Screening colonoscopy every 5
years, starting at age 40, or 10
years before age at which relative
was diagnosed, whichever comes

relative(s) with CRC

OR 2- to 3-fold
first.
Two Ist degree rela-
tives with CRC or AP
diagnosed at any age
2nd or 3rd degree T 1.5- to 3-fold Screen as for person at average

risk (see Table I).

Inflammatory bowel
disease (UC or CD)

T 2.4-fold in UC (i
disease widespread)

T up to 5.6-fold in CD,
depending on location

Colonoscopy every |-2 years
with biopsies for dysplasia.

Younger age at diagnosis of CD
seems to increase risk, as does
distal (colon) vs proximal (ileum)
disease.

Personal history of
CRC

Patients with CRC should
undergo high-quality perioperative
colonoscopy to detect synchro-
nous lesions. Colonoscopy should
be performed | year after the
resection (or | year following

the colonoscopy that confirmed
absence of synchronous disease).
If the examination performed at

| year is normal, then the next
examination should be performed
in 3 years. If that colonoscopy is
normal, then the interval to the
subsequent examination should be
5 years. Following the examination
at | year, the intervals between
subsequent examinations may be
shortened if there is evidence of
HNCC or if adenoma findings
warrant earlier colonoscopy.

If an obstructing tumor prevents
high-quality colonoscopy at

the time of resection, examina-
tion for synchronous tumors
can be performed by double-
contrast barium enema or CT
colonography.

PRIMARY CARE OF VETERANS WITH HIV
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After low anterior resection of
rectal cancer, periodic exami-
nation of the rectum may be
considered to identify local
recurrence. This usually is per-
formed at 3- to 6-month intervals
for the first 2 or 3 years.

* Not including characterized familial colon cancer syndromes

Adapted from Levin et al. See References.
Abbreviations: AP = adenomatous polyp; CD = Crohn disease; UC = ulcerative colitis

Reminders

CPRS reminder definition and resolution options for CRC screening may differ
among VA Medical Centers, depending on local decisions and procedure avail-
ability. An example of a typical CPRS reminder for CRC screening is shown.

& Reminder Resolution: COLORECTAL CANCER SCREEN x|

Sereening for colorectal cancer can be accomplished by one of two options, fecal oceult
blood detection or colonoscopy. Each method satisfies this screen for different time
periods-see below., Testing usually begins at age 50 in the general population. This
institution has decided that for general screening, fecal occult blood detection will
B Ehe Test OF wilrse CEHElEE:

L. FECAL OCCULT BLOOD TEST- satisfies reminder for one year

Most recent FOBT done:

OCCBLD1: comment 11/24/1993E12:42 feces
OCCBLDZ : comment 11/24/1993E12:42 feces
COCCBLDZ : conment 11/24/1999(12:42 feces

" Click here to order Fecal Occult Elood test X 3

r Patient's Colorectal Cancer screening is heing done by a non VA provider; the most
recent FOBT was performed outside this medical center.

[,
[T ¢. REFUSALS:
"' b. SCREENING NOT MEDICALLY INDICATED DUE TO:

COLONOSCOPY

Clear Clinical kaint Yisit Info < Back MNext » Finish Cancel

<No encounter information entered>

*Indicates a Required Field

What to do with a positive result

m A positive screening result should be followed by a full colonoscopy, unless
contraindicated.

m Patients with negative screening but with symptoms suggestive of CRC or
polyps should be offered a full colonoscopy.
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Breast Cancer
Summary

Breast cancer is the most common cancer diagnosed among women in the
United States. Incidence of breast cancer increases with age, and there is evidence
that mammographic screening reduces mortality due to breast cancer. Most

cases of breast cancer are detected by mammography. Whereas the benefits

of starting screening for women older than 50 are well established, increasing
evidence points to a protective effect of starting to screen women at age 40. It is
important to note that the rate of false-positive screening tests in women 40-50
years of age is high and that the benefits of screening need to be weighed against
the potential for emotional distress and additional testing caused by false-positive
screening results. Nevertheless, the USPSTF and VA/DoD recommend
screening women 240 years of age with mammography every 1-2 years.
Clinical breast examination (CBE) and breast self-examination (BSE) may be part
of screening, depending on patient and provider preference.There is no clear
evidence that HIV infection increases the risk of breast cancer or alters treatment
outcomes.

Epidemiology

m Lifetime risk of invasive breast cancer in U.S. women is approximately 12.5%;
breast cancer is the most common cancer among women in the United
States, and the second most common cause of cancer death among women in
the United States (after lung cancer).

m  Women at increased risk of breast cancer are those with:

® Family history of breast cancer in a Ist degree relative
— Risk higher if multiple Ist degree relatives with breast cancer

— Risk higher if affected relatives were <40 years of age when
diagnosed

Women with a specific mutation conferring risk of breast cancer, such as
BRCAI or BRCA2

History of atypical hyperplasia on previous breast biopsy
History of first pregnancy after age 30
Increased estrogen exposure
— Early menarche or late menopause
— Hormone replacement therapy
Older age
— 0.4% annual incidence at age 30-39
— 1.5% annual incidence at age 40-49
— 2.8% annual incidence at age 50-59
— 3.6% annual incidence at age 60-70

PRIMARY CARE OF VETERANS WITH HIV 25
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m Breast cancer in women <40 years of age appears to be less common but
more aggressive. Thus, screening may have less of a protective effect than
it does for older women.The increased density of breast tissue in younger
women also may reduce the ability of mammography to detect abnormalities.

Screening methods

m  Mammography involves low-dose radiography of the breasts. It should be
performed at an accredited, certified facility, with interpretation by an appro-
priately trained and certified radiologist.

m  CBE involves physical examination of the breast by a health care provider for
signs of malignancy (eg, masses, induration, discharge) or other abnormalities.

m  BSE involves monthly examination of the breast by the patient for signs such
as redness, dimpling, or other abnormalities.

Effectiveness of screening

m  Mammography is less reliable (lower sensitivity, specificity, and positive predic-
tive value) in younger women than in older women.

m  Mammography is relatively sensitive for breast cancer, but sensitivity declines
with time from mammogram:

® 71-96% sensitivity for cancers diagnosed within | year of screening

56-86% sensitivity for cancers diagnosed within 2 years of screening
m Specificity of one-time mammogram is 94-97%.

m Positive predictive value of one-time mammography:

2-22% of women with an abnormal result will require further workup

® 12-78% of women with an abnormal result will require biopsy

m  Mammography reduces breast cancer-specific mortality as much as 32%
depending on the study; metaanalysis finds a reduction in disease-specific
mortality of about 15%, including among women <50 years of age.

m  CBE has an estimated sensitivity of 40-69%, specificity of 86-99%, and positive
predictive value of 4-50%.There is no evidence at present that CBE reduces
breast cancer-specific mortality.

m  BSE has an estimated sensitivity of 26-41%; its specificity has not been
defined. There is no evidence at present that BSE reduces breast cancer-
specific mortality.

Recommendations for breast cancer screening

m Screening mammography every |-2 years for women 40-69 years of age.

m Providers should discuss screening with women aged 70 and older, taking into
account estimated life expectancy and presence of comorbid disease.

m CBE and BSE may be incorporated into screening, according to patient and
provider preference.
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m VA facilities with certified mammography sites are listed at http://vaww .
va.gov/Radiology/page.cfm?pg=3.A listing of non-VHA certified mammogra-
phy sites can be accessed at http://vaww | .va.gov/Radiology/page.cfm?pg=108.

m  Further information on mammography is available through the VHA Mam-
mography Office at http://vaww | .va.gov/Radiology/page.cfm?pg=1.

Reminders

CPRS reminder definition and resolution options for mammography may differ
among VA Medical Centers, depending on local decisions. An example of a typical
CPRS reminder for annual mammography is shown.

&) Reminder Resolution: --MAMMOGRAM 50-69 E

——Tlomen between the ages of 50-56%3 should be screened for Ereast Cancer with a
WANMOYEEN EWErY £ Fears.

F —-0Order Mammogram

F —-Mammogram performed elsewhere Location: I j

Date: *IJanuary jll‘l jlzuoz :I | Resulcs:l

|7 ——Patient DECLINES Mamwmogram Comment: I

F —-Mammogram NOT applicable due to Bilat Mastectomy

Conment : I

IF ¥OU HAVE IDENTIFIED THAT THIS DMATIENT HAS AN INCORRECT DIAGNOSIES ON
FILE. SELECT THE EBOX BELOW TO SEND A CONSULT TO PES FOR CHALT CORRECTION.

|7 <——-CLICE here to reguest correction of an incorrect diagnosi=s!

Clear Clinical ki aint Wigit Info < Back Mest > Finizh Cancel

CLINICAL REMINDER ACTIVITY
——-MAMMOGRAM 50-69:
Hammogram request order placed. —
—-Mammogram per formed elsewhere
Date: January 14, 2002 LI

Health Factors: DAY INCORRECT DM DX - 14DAY INACTIVATE. DAY MAMMOGRAM DONE ELSEWHERE
[Historical), DAY MAMMOGRAM N/A BILAT MASTECTOMY, DAY MAMMOGRAM REFUSED
Orders: MAMMDGRAM REQUEST, PBS DIAGNOSIS REMOVE

What to do with a positive result

m Results should be communicated to the patient as soon as possible. Gener-
ally, a lay summary will be sent to the patient by the interpreting radiologist.
However, the ordering provider should ensure that results have been com-
municated to the patient within a reasonable time frame.

m Patients with an abnormal result should be referred to the appropriate ser-
vice (Women’s Health, Gynecology, or General Surgery, depending on the
facility) as soon as possible for evaluation and possible biopsy.
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Cervical Cancer
Summary

Although there are no randomized controlled trials showing the effectiveness of
cervical cancer screening, numerous observational studies have found an associa-
tion between screening and reductions in the incidence of cervical cancer and
disease-specific mortality.

HIV-infected women are at elevated risk of cervical dysplasia and cervical cancer.
Cervical cancer is highly associated with type 16 and 18 human papillomavirus
(HPV) infection (high-risk subtypes). HPV prevalence is higher among HIV-
infected women than among HIV-uninfected women, and HIV-infected women
have increased persistence of HPV and greater likelihood of infection with high-
risk types of HPV.Although the time between diagnosis of carcinoma in situ (CIS)
and development of invasive disease is shorter among HIV-infected women who
are not on ART than among HIV-uninfected women, ART has not been shown
consistently to prevent or alter the course of cervical dysplasia in HIV-infected
women.Women with advanced immunosuppression (CD4 count of <200 cells/
pL) are at higher risk of cervical abnormalities than women with CD4 counts of
>200 cells/pL.

The USPSTF and VA/DoD recommend cervical cancer screening using
Pap smear or liquid-based cytology in sexually active women with

a cervix. Screening should be started at age 2| or within 3 years of starting
sexual activity, whichever comes first. For HIV-uninfected women, the Pap test
should be repeated every 3 years. For HIV-infected women, most authorities
recommend more frequent screening, typically at the time of HIV diagnosis and
again 6 months later. WWomen with normal cytology and CD4 counts of >200
cells/pL can then be screened annually, and women with CD4 counts of <200
cells/pL are screened every 6 months.

Epidemiologyl/pathogenesis

m  Cervical cancer is associated with genital HPV infection; cancer is preceded
by identifiable neoplastic changes (cervical intraepithelial neoplasia, or CIN) in
the transformation zone of the cervix. Localized cervical cancer is highly cur-
able (5-year survival of 92%), whereas disseminated disease is not (5-year sur-
vival of 13%). HIV-infected women progress from CIS to invasive disease faster
than HIV-uninfected women. Cervical cancer is an AIDS-defining condition.

m Women at increased risk of cervical cancer include those with:

Immunosuppression (including HIV infection)

* Tobacco use (smoking)

® Increased risk of HPV infection, such as:
— Earlier onset of sexual intercourse
— Multiple sexual partners

— Sexual partners who have had multiple sexual partners
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Screening methods

m Pap smear: Cervical epithelial cells, collected by brush and spatula, are
either smeared directly on a slide and fixed, or suspended in a liquid fixa-
tive and spun onto a slide.The smear should be examined by an experienced
cytopathologist.

m Cervical detection of HPV has higher sensitivity but lower specificity than
traditional Pap smear for cervical cancer. The USPSTF does not currently
recommend HPV testing as a screening method.

Effectiveness of Screening and Screening Interval

m Sensitivity of a single Pap smear for high-grade CIN is 60-80%; specificity is
approximately 98%.

m Effectiveness of cervical cancer screening on incidence and mortality of cervical
cancer has not been studied prospectively. Nevertheless, data from good-quality
case-control and ecological studies show a strong association between screening
and reductions in cervical cancer incidence and disease-specific mortality.

Screening recommendations

m Screen HIV-infected women at the time of diagnosis and 6 months thereafter.

m If initial results are normal, rescreen annually if CD4 count is >200 cells/uL or
every 6 months if CD4 count is <200 cells/pL.

m  HIV-infected women also should be screened annually for anal carcinoma
using Pap smears (see Anal Dysplasia, p. 83).

m Because of the increased risk of vaginal cancer associated with HIV infec-
tion, HIV-infected women with a history of high-grade CIN or invasive cervi-
cal cancer should be screened with regular vaginal cuff Pap smear following
hysterectomy.

Reminders

Because the frequency of recommended screening for cervical cancer differs
between HIV-infected and HIV-uninfected women, the standard CPRS reminder
for cervical cancer screening generally is not applicable to the former. HIV pro-
viders should work with the local Information Resource Management Service to
construct HIV-specific reminders for cervical cancer screening.

What to do with a positive result

m  Most experts recommend more aggressive management of HIV-infected
women than HIV-uninfected women, while some recommend the same man-
agement regardless of HIV serostatus.

m  The following recommendations are based largely on the 2006 consensus
guidelines of the American College of Obstetrics and Gynecology for man-
agement of cervical abnormalities, regardless of HIV serostatus (see Table 3):
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® ASCUS, LSIL, and HSIL refer to cytologic grade of cervical
abnormality.

CIN refers to histologic grades of cervical abnormality. CIN 2 and
CIN 3 are considered high-grade precursors of cervical cancer.

(Table 3 refers to the management of adult women only, and not to adolescents,
pregnant women, or the elderly.)

Table 3. Management of Women with Abnormal Cervical Cytology on

Screening
Cytology
Result Next Step Comments

Atypical » Refer for colposcopy | There is controversy about manage-
Squamous Cells | could consider: ment of ASCUS in HIV-infected women:
o,f Uﬁdetermlned o HPV testing for * Many authorities recommend that all
Significance oncogenic fubt as HIV-infected women with ASCUS be
(ASCUS) 2 YP

OR referred for colposcopy.

* In HIV-infected women, there are

insufficient data to recommend HPV
(Pap) DNA testing for oncogenic HPV
types as part of management of
ASCUS.

* Repeat cytology

* If colposcopy is chosen, and no
CIN is found, repeat cytology at
12 months.

e If HPV testing is chosen, reflex HPV
testing of samples collected during
cytologic screening is preferred, for
patient’s convenience.This requires
liquid-based cytology or samples col-
lected specifically for HPV testing and
held. Otherwise, HPV testing requires
another Pap smear.

 If HPV negative, repeat cytology
at 12 months.

 If HPV positive, manage as for
LSIL (below).

* If repeat cytology is chosen, repeat at
6-month intervals until 2 consecutive
negative tests, then return to normal
screening interval. If repeat shows
ASCUS or higher, refer for colposcopy.
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Atypical
Squamous Cells/
cannot exclude

Refer for colposcopy

If no CIN 2 or 3 is found on colposcopy,
perform cytology at 6 and |2 months,
or HPV testing at |2 months. If above

Squamous Intra-
epithelial Lesion
(LSIL)

HSIL (ASC-H) are negative, return to regular cytologic
screening schedule.
Low-Grade Refer for colposcopy | If no CIN 2 or 3 is found on colposcopy,

perform cytology at 6 and |2 months,
or HPV testing at 12 months. If above
results are negative, return to regular
cytologic screening schedule.

High-Grade
Squamous Intra-
epithelial Lesion
(HSIL)

Refer for colposcopy
or loop electrosurgi-
cal procedure (LEEP)

If no CIN 2 or 3 is found, multiple
options include: colposcopy and cytol-
ogy every 6 months for | year as long
as colposcopy is adequate and cytol-
ogy is negative; excisional diagnostic
procedure.

If colposcopy is chosen, excisional
procedure is indicated if repeat colpos-
copy shows HSIL or is unsatisfactory. If
repeat colposcopies are negative, return
to routine cytologic screening.

Adapted from Wright et al. See References.

See also Women'’s Health, p. 249.

Prostate Cancer

Summary

In contrast to screening for colorectal, breast, and cervical cancer, there is con-
troversy over whether to screen men for prostate cancer. The VA/DoD and
USPSTF do not recommend routine screening; the American Cancer
Society (ACS) and the American Urological Association (AUA) favor
annual screening for all men at age 50, and for higher-risk men at age
45, as long as they have a life expectancy >10 years. Although screen-
ing is effective at detecting prostate cancer in its early stages, it is not clear that
screening reduces disease-associated or overall mortality. Likewise, the effect of
treating prostate cancer in its early stages on overall mortality is not clear, and
treatment, whether by prostatectomy or radiation, carries a substantial risk of
side effects such as urinary incontinence and sexual dysfunction (see below).

The rate of prostate cancer increases over time in HIV-infected men, as it does
in HIV-uninfected men.When corrected for age, HIV-infected men seem to be
at lower risk of prostate cancer than HIV-uninfected men, for reasons that are

unknown.

PRIMARY CARE OF VETERANS WITH HIV

31

©
Z
z
w
w
o<
O
(%]
o<
w
O
b
<
O




0
Z
z
[NN)
w
o
O
(%]
o
[NN)
O
p
<
O

Epidemiology

Lifetime risk of developing prostate cancer is 16% among men in the United
States.

10-year risk of developing prostate cancer increases with age, from 0.17% at
age 40 to 6.46% at age 60.

Lifetime risk of death caused by prostate cancer is 3% among men in the
United States.

Most deaths resulting from prostate cancer occur at age >65.

Disease confined to the prostate gland at diagnosis carries a better prognosis
than disease extending beyond the gland.

Incidence of disease and mortality are greater among African American men
than among white men in the United States, and among men with a |st
degree relative with prostate cancer.

Screening methods

Screening for prostate cancer includes measurement of serum prostate-
specific antigen (PSA) combined with DRE.

Prognosis is associated with degree of differentiation of tumor cells (Glea-
son score) on biopsy and whether disease is confined to the gland or is
extraprostatic. Higher Gleason scores (indicating less-differentiated cells) and
extraprostatic disease confer a worse prognosis.

Elevated PSA is associated with prostate cancer, and with benign prostate
abnormalities such as benign prostatic hyperplasia (BPH), prostatitis, and
trauma to the gland.

The higher the PSA, the higher the likelihood of prostate cancer, and the
higher the likelihood that the cancer has spread beyond the prostate gland:

* PSA <4 ng/mL is classified as “normal.” Although up to 27% of men
with a PSA <4 ng/mL will have cancer, most of these will have disease
confined to the gland.

PSA >4 ng/mL is classified as “elevated.” Approximately | in 3 men
with elevated PSA will actually have cancer. For PSA 4-10 ng/mL, | in
4 men will have cancer. Most of these cancers will be confined to the
gland, but the low positive predictive value of the test means that many
men will undergo unnecessary biopsy. For PSA >10 ng/mL, up to two
thirds of men will have cancer and more than half of those cancers will
be extraprostatic.

Treatment for early prostate cancer: Side effects and benefits

Treatment consists of active surveillance (watchful waiting), prostatectomy, or
radiation therapy.

Risk of persistent (at least 12 months in duration) side effects from radical
prostatectomy:

32

PRIMARY CARE OF VETERANS WITH HIV



* Impaired sexual function: 20-70%

Urinary incontinence: |5-50%

m Risk of persistent (at least 12 months in duration) side effects from external-
beam radiation therapy:

Impaired sexual function: 20-45%

® Urinary incontinence: 2-16%

Bowel problems: 6-25%

m  When compared with watchful waiting, radical prostatectomy following clini-
cal detection of moderately to well-differentiated prostate cancer confined to
the gland decreases disease-specific mortality. The effect on overall mortality
is less clear.Whether this applies to cancer detected by screening is also not
clear.

Effectiveness of Screening

m  When analyzed properly, the one randomized trial of screening with PSA and
DRE vs no screening showed no mortality benefit from screening.

m Additional prospective trials of screening effectiveness are ongoing.

Screening recommendations

m Patients should be counseled annually regarding the risks and benefits of
screening for prostate cancer by PSA and DRE; screening may be performed
if desired by the patient.

m Depending on Veterans Integrated Service Network (VISN), facility, and clini-
cian decision making, prostate cancer screening may be offered to patients
deemed to be at increased risk.

Reminders

CPRS reminder definition and resolution options for prostate cancer counsel-
ing and screening may differ among VA Medical Centers, depending on local
decisions.An example of a typical CPRS reminder for annual prostate cancer
counseling and screening is shown.
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ROSTATE COUNSELING | x|

—-There is controwversy about whether men over the age of 50 should undergo routine ;l
testing each year for early detection of prostate cancer.

&] Reminder Resolution:

F Patient advised of the rizsks and kenefits of screening for prostate cancer with
PEA blood test_ (PEA education handout given to patient)

Level of Understanding: |(None selected) j

Coumernt :

% Darient regquests PER Test. (place lak order for PEL test)

" Parient declines PS& test at thiz encounter.

|7 Patient received prostate counseling previcously at another facility.

Data: * |January = |14 =l |zuoz :I | BT I
Location: I d

F Patient declined prostate counseling at this encounter.

Commernt : I

IF ¥OU HAVE IDENTIFIED THAT THIS PATIEMT HAS AN INCORRECT DIAGNOSIS ON
FILE. ZELECT THE EOX EELOW TO ZEND A COMSULT TO PES FOR CHART CORRBECTION.

[«

F ===-—CLICK here to reguest correction of an incorrect diagnosis!

Clear Clinical aint YWizit Info ¢ Back MHext > Firizh Cancel

CLINICAL REMINDER ACTIVITY
-—-PROSTATE COUNSELING:
Patient advised of the risks and benefits of screening for prostate

Patiert Educations: PROSTATE COUNSELING-DISCUSSED
Health Factors: DAY INCORRECT DM DX - 14DAY INACTIVATE. DAY PROSTATE COUNSELING DONE

[E KN

What to do with a positive result

m Refer to urologist for transrectal ultrasound (TRUS) and biopsy for:
® Elevation in PSA (PSA >4 ng/mL)

® Prostatic abnormality (asymmetry, nodule, or induration of the gland) on
DRE
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Immunizations

KEY POINTS

m  All HIV-infected patients should be offered hepatitis B, pneumococcus,
and inactivated influenza vaccination as recommended.

m  Other vaccines may be indicated for some HIV-infected patients
(see Immunization Schedule on next page).

m Live virus vaccines should not be administered to HIV-infected
patients, with the possible exception of MMR and varicella
immunizations.

B BACKGROUND

m  Immunization is a cost-effective, low-risk intervention to prevent morbidity
and mortality in HIV-infected patients.
m The current recommendations regard- Veterans with HIV*
ing immunization of HIV-infected indi-
viduals are available at http://aidsinfo. Influenza vaccination: 60%
nih.gov; the most recent schedule is Pheumococcus vaccination: 68%
shown on the next page. o o
] o Hepatitis B vaccination: 40%
m  All HIV-infected individuals should be
offered 23-valent pneumococcus and *Veterans in the VA HIV Clinical Case
i o f Registry in care in 2007 who received the
hepatltls B vaccmatlon.(lf r.10t alr.'eady inccatod immunizations
immune to HBV); vaccination with the
inactivated trivalent influenza vaccine
should be offered annually during influenza season.
m  Other vaccines should be offered based on specific risk factors; see next
page.
m Live virus vaccines generally should not be administered to HIV-infected

patients; however, administration of MMR, varicella, and zoster vaccines may
be appropriate for some patients.
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Immunization Schedule for HIV-Infected Adults

Vaccine ¥ | Age Group » 19-49 Years 50-64 Years 265 Years

Influenza (trivalent inactivated)* | dose annually
Pneumococcus (polysaccharide) | dose
Hepatitis B¥ 3 doses (0, 1-2,4-6 months)
Tetanus, diphtheria, pertussis | dose Td booster every 10 years
(Td/Tdap)* Substitute | dose of Tdap for Td
Human papillomavirus (HPV)* For women

aged 15-26*

HPV quadrava-

lent vaccine 0.5
mL IM months

0,2,and 6
Measles, mumps, rubella (MMR)* Do not administer to severely
immunosuppressed persons
Varicella* Do not administer to severely
immunosuppressed persons
Hepatitis A* 2 doses (0, 6-12 months, or 0, 6-18 months)
Meningococcus* | or more doses

* Covered by the Vaccine Injury Compensation Program

# Effective in preventing HPV infection and high-grade CIN associated with vaccine-related HPV types
among young HIV-seronegative women.There are no data on the safety, tolerability,immunogenicity,
or efficacy in HIV-infected women, or in HIV-infected men.

For all persons in this category who meet the age requirements and who lack
evidence of immunity (eg, lack documentation of vaccination or have no evidence of prior infection)

Recommended if some other risk factor is present (eg, on the basis of medical,
occupational, lifestyle, or other indication)

Adapted from the Advisory Committee on Immunization Practices (ACIP) Adult Immunization
Schedule. For detailed information on immunizations against influenza, pneumococcal disease, hepati-
tis B, human papillomavirus, varicella, and hepatitis A, refer to the Guidelines for Prevention and
Treatment of Opportunistic Infections in HIV-Infected Adults and Adolescents (http:/aid-
sinfo.nih.gov/contentfiles/Adult_Ol.pdf). For information on immunizations against tetanus, diphtheria,
pertussis, measles, mumps, rubella, and meningococcal disease, refer to recommendations of the ACIP
(http://www.cdc.gov/vaccines/pubs/ACIP-list.htm).

B REFERENCES

Adult Prevention and Treatment of Opportunistic Infections Guidelines Working
Group. Guidelines for Prevention and Treatment of Opportunistic Infections in HIV-
Infected Adults and Adolescents [DRAFT]; June 18,2008; p. 208. Available at
http://aidsinfo.nih.gov/contentfiles/Adult_Ol.pdf. Accessed December 8,2008.

38 PRIMARY CARE OF VETERANS WITH HIV



Prevention for Positives

KEY POINTS

m  HIV prevention should be a focus of routine HIV primary care.

m  Prevention interventions should emphasize patients’ own health
and the health of their partners.

m  Assessment of sexual and substance-use behaviors and discussion
of risk reduction interventions can be brief: 5-10 minutes per visit
over a series of visits.

m  Elements of the prevention evaluation and intervention include:

® A detailed HIV transmission risk assessment, including the patient’s

sexual practices with each partner, and needle-use practices, if
applicable

® Screening and testing for STDs

Pregnancy screening and testing

Identification and correction of misconceptions
General prevention messages

Individualized interventions

Referrals

Periodic reevaluation

B BACKGROUND

Basic Epidemiology of HIV Transmission in the United States: The
Role of Prevention for Positives 5
Veterans with HIV*

There are an estimated 56,000 new HIV

infections each year in the United States, Alcohol use disorder: 33%

almost all attributable to risky sexual and Illicit drug use: 30%
drug-use behaviors. Each new infection Other and unspecified drug
originates with someone already infected use: 22%
with HIV, and nearly all are preventable.

. . ’)’ . P *Veterans in the VA HIV Clinical Case
Assessing patients’ behaviors and pro- Registry in care in 2007 who had an ICD-9

moting healthy changes can decrease the code corresponding to these conditions
risk of HIV transmission. This chapter will
focus on performing sexual risk assessment

Note: Some medications mentioned in this chapter may not be available on the VHA National Formulary
(http:/lwww.pbm.va.gov/NationalFormulary.aspx). Consult VA pharmacists for alternatives.
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and making simple interventions to prevent transmission of HIV infection; this, in
turn, can protect patients and their sexual and drug-sharing partners from other
sexually transmitted and bloodborne pathogens, and possible HIV superinfection.

Transmission route for HIV/AIDS cases diagnosed in the United
States in 2006:

* Men: 67% sex with other men; 6% high-risk heterosexual contact; 12% injection
drug use (IDU)

* Women: 80% heterosexual sex; 19% IDU

Source: CDC, 2008. Based on data from 33 states with long-term, confidential name-based HIV
reporting. See References.

Helping Patients Adopt and Maintain Safer Sexual Behaviors

The HIV clinic is an important setting for prevention efforts, to help patients
decrease the risks of:

m  Transmitting HIV to others via sexual or IDU behaviors
m  Acquiring and transmitting an STD
= Acquiring a bloodborne infection (for injection drug users)

m  HIV superinfection (note: this appears to occur rarely, but can adversely affect
clinical status and treatment options)

= Unintended pregnancy

Nevertheless, studies have shown that many HIV providers do not assess trans-
mission risks with or provide prevention messages to their patients.

For some patients, decreasing HIV transmission risks requires them to make
small changes in sexual and drug-use behavior; for others, significant changes

are needed. Although behavior changes can be difficult to make and to maintain,
they should be encouraged. Several studies have shown that assessment of HIV
transmission risk followed by brief prevention interventions initiated by the care
provider can be effective, at least in the short term.Various risk reduction inter-
ventions in primary care and STD clinics have resulted in:

m Increased condom use
m Safer IDU practices
m Fewer STDs

As with any behavior change intervention (eg, smoking cessation, dietary modi-
fication), HIV prevention interventions need to be reevaluated and reinforced
regularly. Over time, primary care providers can have a significant impact on
their patients’ behaviors. Clinicians often underestimate how seriously patients
take their recommendations.
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Addressing patients’ health behaviors, particularly in the realms of sex and drug
use, can be challenging or uncomfortable for some medical providers. Learning
how to conduct a partner-by-partner risk assessment can reduce this discomfort.
Given the preventable nature of HIV infection, HIV risk assessment and the deliv-
ery of individualized prevention messages should be routine and ongoing aspects
of HIV care that are performed at the initial evaluation and periodically thereafter.

Clinicians can greatly affect patients’ risks for transmission of HIV to
others via the following actions:

* Performing a brief screening for HIV transmission risk behaviors

* Communicating prevention messages

* Discussing sexual and drug-use behavior

* Positively reinforcing changes to safer behavior

* Referring patients for services such as substance abuse treatment

* Facilitating partner notification, counseling, and testing

* ldentifying and treating other STDs

These measures also may decrease patients’ risks of acquiring other STDs and blood-
borne infections (eg, viral hepatitis).

Adapted from CDC, HRSA, NIH, and HIVMA. See References.

Doing prevention work with HIV-infected patients can be divided into evaluation
steps and management steps.

Evaluation:

|. Establish rapport and conduct a quick, detailed behavioral risk assessment.
2. Assess for the presence of STDs.

Management:

I. Locate patient’s risk behavior along the risk continuum.
Correct misinformation, answer questions, and educate.

Assess patient’s readiness for behavior change.

Hw S

Work toward risk reduction with an individualized prevention message based
on the patient’s risk behaviors and readiness to change.

5. Treat STDs and supply medications, condoms, and lubricant if needed.
6. Agree on what patient will do to reduce risk.

7. Agree to address prevention at future visits.

The rest of this chapter will focus on these steps in more detail.
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4 EVALUATION

HIV transmission risk assessment should be performed at the initial evalua-
tion and periodically thereafter. For patients with significant ongoing risk factors
for HIV transmission, it should be part of every visit, if possible.

Sexual risk assessment

m  Should include an evaluation of risks of HIV transmission and risks of acquisi-
tion and transmission of other STDs (including HBV and HCV infections).

Drug and alcohol risk assessment (see also Alcohol Misuse, p. 3;and Sub-
stance Use, p. 69)

m lllicit drug use (particularly methamphetamine use) and alcohol misuse are
associated with unsafe sex practices, and with STD and HIV acquisition and
transmission.

m Sharing of nonsterile injection equipment can itself cause transmission of HIV
and other bloodborne pathogens (including HBV and HCV).

Mental health assessment (see also Depression, p. 271)

m Serious mental illness, posttraumatic stress disorder, and depression increase
the likelihood of risky sexual and drug- and alcohol-use behaviors.

STD screeningltesting

m The presence of an STD indicates risky sexual practices and increased risk of
HIV transmission, and of acquisition of different HIV strains.

m  Coinfection with an STD (eg, gonorrhea, chlamydia, syphilis, chancroid, herpes
simplex virus [HSV], and, in women, trichomoniasis) can increase HIV trans-
mission risk and is deleterious to the patient’s own health.

Sexual risk assessment: In order to provide appropriate and specific recom-
mendations, it is important to understand the patient’s risk behaviors and why
he or she is engaging in them.A basic assessment should include questions about
a variety of topics (see box below). Because a patient’s sexual activities may vary
substantially with different partners or in different circumstances, asking follow-up
questions to explore the circumstances of unsafe behaviors is crucial to target-
ing specific risk behaviors for intervention. One very helpful way of organizing
an efficient but detailed risk assessment is to ask patients to make a mental list
of their most recent partners, and then explore their risk behaviors with each
partner (see Table | below for questions to ask).

Note: Veterans may be particularly reluctant to acknowledge same-sex sexual
activities or IDU.
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When interviewing patients, it is important to establish rapport in order to elicit
truthful and complete responses and to establish a context for behavioral interven-
tions. It often is helpful to normalize the questions as a routine part of primary
care, and these topics should be discussed openly in a nonjudgmental manner.

Providers often find that systematically evaluating risk in a partner-by-partner fash-
ion makes the risk assessment more clinical, less emotionally charged, and more
comfortable for them and their patients.

Reassuring patients about the confidentiality of their responses to questions about
risky behavior is a key component for establishing rapport and trust and obtaining
truthful responses. The confidentiality of HIV-related information in the VA system
is explicitly and specifically protected by federal law; for more information, see
http://www.hiv.va.gov/vahiv!page=prtop03-ov-01; it may be helpful at a patient’s
initial visit to clarify his or her confidentiality rights.

Table I. Components of a Detailed Risk Assessment

* Number of recent sex partners  Substance use (including alcohol) asso-
* Sex of each partner ciated with sex
« Type of relationship with each partner » Circumstances of risky sex behaviors
(eg, main, casual, anonymous) (eg, while intoxicated or high, with
« HIV status of each partner anor1ymous partners, in particular
settings)

* Whether patient discloses his/her HIV

. ¢ Risky drug-use practices (eg, sharin,
status to partners or potential partners y drug P (eg 2

B o injection equipment or nasal straws)
* Type of sexual activity engaged in with

 Barriers to “safer” sex (and drug-use)
each partner

o practices
 Safer and less-safe sexual activities

engaged in with each partner * STD symptoms

* Women: current pregnancy, desire or

* Use of any risk reduction techniques . ) )
intention for pregnancy, contraception

(eg, condoms, serosorting,* disclosure)
* Men with female sex partners: inten-

tions for conception or fathering,
contraception

» Consider asking questions such as:

* “What made it more difficult for
you to use condoms during this sex-
ual encounter/with this partner?”

* “What made it easier for you to

use condoms during this sexual
encounter/with this partner?”

* Serosorting, whereby an HIV-infected person has unprotected sex only with HIV-infected partners,
reduces HIV transmission. Serosorting does not affect the risk of acquiring other STDs, including HBV
and HCV infections, or the risk of reinfection with drug-resistant or more pathogenic strains of HIV.

For a more complete risk assessment questionnaire, see the Risk Assessment Battery (University of
Pennsylvania and Philadelphia Veterans Administration Medical Center), reproduced in the VA Preven-
tion Handbook; see References.
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How to start the conversation

Sometimes, the hardest part of doing prevention for positives is simply starting
the conversation.The CDC HIV Prevention Guidelines present examples of
screening and follow-up questions that may be used in interviewing patients:

Open-end question by clinician, similar to one of the following:

* “What are you doing now that you think may present a risk of transmitting HIV
to a partner?”

» “Tell me about the people you've had sex with recently.”

* “Tell me about your sex life.”

Screening questions* (checklist; should take approximately 4 minutes):

* “Since your last checkup here,” or, if first visit,“Since you found out you are
infected with HIV ...”

* “Have you been sexually active; that is, have you had vaginal, anal, or oral sex with
a partner?”

If yes:

“Have you had vaginal or anal intercourse without a condom with anyone?”
If yes:
“Were any of these people HIV negative, or are you unsure about their HIV status?”

“Have you had oral sex with someone?”

If yes:
(For a male patient) “Did you ejaculate into your partner’s mouth?”
* “Have you had a genital sore or discharge, discomfort when you urinate, or anal
burning or itching?”
* “Have you been diagnosed or treated for an STD, or do you know whether any of
your sex partners have been diagnosed or treated for an STD?”

* “Have you shared drug-injection equipment (needle, syringe, cotton, cooker,
water) with others?”

If yes:

“Were any of these people HIV negative, or are you unsure about their HIV
status?”

These questions may be used in a face-to-face interview, or with a self-administered
questionnaire.

>kAdapted from CDC, HRSA, NIH, and HIVMA. See References.

STD Screening

m  The presence of an STD suggests behaviors that may result in HIV transmission.
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m In addition to the morbidity associated with the STD itself, the presence of an
STD increases the risk of HIV transmission; diagnosis and treatment of STDs
may therefore decrease HIV transmission, as well as prevent transmission of
the STD.

m Screen all patients at baseline and regularly thereafter, depending on their risk
factors (eg, every 3-6 months in patients with a new sex partner or a partner
who is an injection drug user); do specific tests according to sites of possible
exposure; see below.

m Routinely ask patients whether they have symptoms of an STD; perform diag-
nostic testing for all symptomatic patients, and treat as indicated.

Table 2. Screening for STDs

STD Screening Test

Syphilis Nontreponemal tests: rapid plasma reagin (RPR);Venereal
Disease Research Laboratory test (VDRL)

Chlamydia Urogenital infection: Nucleic acid amplification test
(NAAT) on first-void urine (men and women), or cervical
(women) or urethral (men) swab specimen

Rectal infection: NAAT of rectal swab* (for all who
report engaging in anal receptive sex)

Gonorrhea Urogenital infection: NAAT on first-void urine (men
and women), or cervical (women) or urethral (men) swab
specimen; culture of male urethral or female endocervi-
cal swab specimen (for men with symptoms of urethritis,
Gram stain of urethral specimen may be done)

Pharyngeal infection: NAAT or culture of oral swab*
(for all who report engaging in oral receptive sex)

Rectal infection: NAAT or culture of rectal swab* (for
all who report engaging in anal receptive sex)

Trichomoniasis Wet-mount examination or culture of vaginal secretions
(for all women)

HSV Serologic testing for HSV-2; recommended by some
experts (for patients not previously diagnosed with HSV)

Adapted from CDC. Sexually Transmitted Disease Treatment Guidelines — 2006. See References.

* NAAT is not currently approved for this indication by the FDA.There is evidence that NAAT can
accurately diagnose pharyngeal and rectal gonorrhea and rectal chlamydia, however, and many local
public health departments have obtained Clinical Laboratory Improvement Amendment (CLIA) waiv-
ers to perform NAAT on pharyngeal and rectal swabs.

Pregnancy Screening

Screen all women who have a possibility of pregnancy based on sexual history, as
well as those with missed menses or other signs or symptoms of pregnancy.
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R MANAGEMENT

Information and education are important: Many patients have an incomplete
or inaccurate understanding of how HIV is transmitted, the risks of various behav-
iors,and methods to prevent infection of sex partners or needle-sharing partners.
m Patient education may increase knowledge and provide motivation.

m Providers may identify and correct misconceptions.

m It is worth specifically mentioning that ART has not been proven to make
patients noninfectious.

m However, information alone is not adequate to change patients’ behavior.

Brief, tailored interventions and prevention messages delivered by clini-
cians may help patients reduce their risks of transmitting HIV.

m These are more effective in achieving behavior change than patient education
alone.

There are a number of models for health behavior change and various counseling

techniques or programs based on those models (for further information, see the

VA HIV Prevention Handbook and References, below). Most involve:

m Assessing the patient’s level of awareness and concern

m Helping the patient to better understand his or her potentially harmful behavior

m Determining the patient’s readiness for change (see Stages of Change, below)

m  Working with the patient to target a particular behavior for change

m Helping the patient bring about the desired change (this may require develop-
ing new skills [eg, negotiation])

m  Working toward further specific goals as the patient is ready

(Adapted from AIDS Institute, New York State Department of Health. HIV and Primary Care: Putting
Prevention into Practice; 1998.)

In working with patients, it is important to assess their risk, readiness, motiva-
tion, and skills around specific behavioral changes and to work with them to
prepare for these changes.

Risk Continuum

In interviewing patients, assess their positions on a continuum of risk of HIV
transmission (see Table 3, below). Again, note that the degree or type of risk
each person engages in may differ, depending on specific circumstances. Focus on
specific behaviors.
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Table 3. Relative Risk of HIV Acquisition (per act)

Relative Risk of

Risk Factor Acquisition

Sexual Activity (some popular terms)

Insertive fellatio (“‘getting head, being blown/sucked”)* I#
Receptive fellatio (“giving head, blowing/sucking”)* 2

Insertive vaginal sex 10
Insertive anal sex (“topping”) 13
Receptive vaginal sex 20
Receptive anal intercourse (“bottoming”) 100

Condom Use

Yes |

No 20

* Best-guess estimate
# Referent category

Adapted from Varghese B, Maher JE, Peterman TA, et al. Reducing the risk of sexual transmission:
quantifying the per-act risk for HIV infection based on choice of partner, sex act, and condom use.
Sex Transm Dis 2002;29:38-43. Also adapted from CDC, HRSA, NIH, and HIVMA. Incorporating HIV
Prevention into the Medical Care of Persons Living with HIV. MMWVR 2003;52:RR-12.

Assess readiness for change

Using the Stages of Change model (below), identify the patient’s readiness to
change risky sexual behaviors (for more on stages of change, see Alcohol
Misuse, p. 3; Substance Use, p. 69; and Smoking Cessation, p. 53).

Stages of Change (Transtheoretical Model)

Pre-

Contemplation
Contemplation P

(Relapse) Preparation

Maintenance Action
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Work toward risk reduction: Many people may not want, or may not be
willing, to adopt behaviors that entirely eliminate the risk of HIV transmission
(eg, abstinence); for most, the goal is to move from riskier activities to less-risky
activities (see Table 3, above). Patients may do this in increments, with the sup-
port of clinicians, as they are ready and able.

Interventions may be as brief as 5-10 minutes per session.They should be
repeated, refined, and reinforced at follow-up visits. For more extensive support,
refer within and outside the VHA (eg, for counseling, psychiatric treatment, and
substance misuse treatment).

Individualize prevention messages and interventions. Based on the risk assess-

ment, the clinician can help patients identify behaviors that are less risky, and can

target them for intervention.The intervention should be tailored to the indi-

vidual, and the goal should be attainable. Risk reduction could include:

m Disclosing one’s HIV status

m  Asking about partner’s HIV status

= Monogamy

= Reducing the number of sex partners

m  Using condoms (male or female), particularly for anal or vaginal intercourse

m Having sex only with other HIV-infected partners (serosorting)

= Not having sex while intoxicated or under the influence of drugs or alcohol

m  Using adequate lubrication to avoid trauma to genital or rectal mucosa

m  ART with maximal suppression of HIV viremia; adherence to ART

m Regular STD testing

m Referring partners for HIV and STD testing and counseling

m For drug users: using clean injection equipment; not sharing injection
equipment

Using the risk continuum (see Table 3, above), help the patient identify ways

toward less-risky behaviors.

An example of an intervention, based on the Stages of Change theory, is the
following:
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Responses to Risk-Behavior Questions, Corresponding Stages of
Behavior Change, and Possible Interventions

Question:

“How are you currently dealing with preventing HIV
infection through sex or drug use?”

Z—

Either unaware of risk or
has no intention to change.

Type of Answer Stage of Behavior Possible Intervention
Change
“I don't think about it.” Precontemplative Contemplation of resistance by

the patient. Education may
enhance such awareness.

“I worry about it, but | don't
really know what to do, if
anything.”

Contemplative
Considers change but has
no specific plan.

Education as to options.
Assessment of barriers to
change and discussion of

benefits of change, resources,
and intervention options.

“I've been clean for 3 months.”

“I've thought about it. | guess Prepared
I'd like to try something.” Ready for change. Discuss options for initiating
Planning for change and change.
V may have taken some
initial action.
“I've started using condoms, but Identify and acknowledge
not all the time.” Action successful actions. Explore
OR Initiated change. resources and referrals.
“I've started cleaning my Problem solve to help increase
works.” behavior changes.
OR
“I'm in a treatment program.”
OR

“I've been using a condom now
for about 6 months, nearly all
the time.”
OR
“I've started using a syringe
exchange program.”
OR
“I found out about a drug
treatment program.”

Maintenance
Adopted a new behavior.

Evaluate factors supporting and
potentially discouraging
maintenance.

“I was really good for a long
time, but then | started seeing
somebody new and | just
stopped. I'm not sure it was the

right thing to do.”
OR
“I went cold turkey for a while,
but | ran into some old friends
who were using, and | picked up
again.”

Relapse
Time or changing factors
result in discontinuing
adopted behavior.

Evaluate the need for
reinitiating behavior. Discuss
factors influencing cessation

of desired behavior.

Reprinted with permission from AIDS Institute, New York State Department of Health. HIV and
Primary Care: Putting Prevention into Practice; 1998. Data from Prochaska JO, DiClemente CC,
Norcross JC. In search of how people change.Applications to addictive behavior.Am Psychol. 1992
Sep;47(9):1102-14.
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Providers should give information, education, and support regarding ways to
reduce risk.

Practical Supports

Prescribe condoms (male and female condoms are available on the VHA
National Formulary). Refer to drug treatment programs as needed, and needle-
exchange programs if available.

Refer patients, as needed, to VHA or community resources, for:

m More intensive risk reduction counseling and intervention

m Instruction on practical skills (eg, correct condom use, negotiation skills)
m Substance abuse treatment

m Mental health treatment

m Assistance with social problems (eg, lack of money or housing)

m Case management, social services

m Support around other problems that contribute to risky behaviors

Follow Up:

m At each visit, briefly reassess HIV transmission risks
m Identify and correct misconceptions

= Answer the patient’s questions

m Reinforce focused prevention messages

m  Give encouragement and positive reinforcement for positive changes in risk
behaviors

m ldentify next steps for further risk reduction

m For patients who continue risky behaviors, elicit their beliefs and attitudes
about their behaviors; offer counseling and develop further intervention,
based on their motivation and their current stage on the change continuum
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Smoking Cessation

KEY POINTS

B Smoking is the leading cause of preventable death and disease in the
United States, accounting for approximately 440,000 deaths each
year. It is a chronic, relapsing disorder that often requires repeated
interventions and multiple attempts to quit.

m Patient interest in smoking cessation is high (>66% in most surveys).

m  HIV-infected patients are 2-3 times more likely to be smokers than
their age-matched HIV-uninfected counterparts.

m  HIV-infected smokers face traditional tobacco-related risks, such as
cardiac disease, stroke, COPD, and osteoporosis. These conditions
are likely to become more prevalent with the aging of the HIV-
infected population on effective ART. Smoking and HIV infection
substantially increase the risks of respiratory tract infection,
including acute bronchitis, bacterial pneumonia, PCP, and TB.

m  HIV-infected smokers also are at higher risk of several tobacco-
related cancers, and may be at increased risk of poorer
immunologic and virologic responses to ART.

m  Asking patients about smoking is an important part of primary
care management. Current users should be asked about smoking at
every visit.

m  Brief (<3 min) tobacco dependence interventions are effective, and
every tobacco user should be offered treatment.

m  Counseling and medication are effective when used by themselves
for treating tobacco dependence.The combination of counseling
and medication, however, is more effective than either alone.

m  Evidence-based treatment options include behavioral counseling
and support, nicotine replacement therapy, bupropion, and
varenicline.

Note: Current information on VHA smoking and tobacco use cessation policy
and tools can be found online at http://www.publichealth.va.gov/smoking/.

Note: Some medications mentioned in this chapter may not be available on the VHA National Formulary
(http:/lwww.pbm.va.gov/NationalFormulary.aspx). Consult VA pharmacists for alternatives.
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B BACKGROUND

m  Smoking is a cause of cancers of the
bladder, cervix, esophagus, kidney,

Veterans with HIV*

larynx, lung, oral cavity, pancreas, and Tobacco Use: 38%

stomach; of leukemia; of peripheral ath-

erosclerosis, cerebrovascular disease, *Veterans in the VA HIV Clinical Case
and coronary artery disease; of COPD, Registry in care in 2007 who had an

ICD-9 code corresponding to this
decreased lung function, and lung infec- condition

tions; of pregnancy complications; and
of peptic ulcer disease.

m  HIV-infected patients are 2-3 times more likely to be smokers than their age-
matched HIV-uninfected counterparts.

= In the United States, 30-65% of patients in HIV primary care clinics are
smokers.

m  HIV-infected smokers have higher rates of certain diseases (compared with
HIV-uninfected smokers and HIV-infected nonsmokers), such as lung cancer,
head and neck cancers, anal and cervical cancers, oral candidiasis, and oral
hairy leukoplakia.

m  HIV infection increases the risk of respiratory tract infections, and smoking
further increases the risks of acute bronchitis, bacterial pneumonia, PCP,
and TB.

m  Smoking may decrease the immunologic and virologic response to ART. In
a cohort of HIV-infected women, smokers had lower CD4 cell counts and
higher HIV viral loads compared with age-matched HIV-infected female non-
smokers after initiation of ART.

m  Smoking is the leading cause of preventable death and disease in the United
States.Tobacco use is a chronic, relapsing disorder that often requires
repeated interventions and multiple attempts to quit.

m  Most smokers are interested in quitting. Surveys have found that two thirds
of HIV-infected smokers want to quit.

m  Smoking cessation programs for HIV-infected smokers are effective. For
example, among patients who were given a |0-week supply of nicotine
patches, self-help booklets, and initial physician counseling plus (by random-
ization) 8 counseling phone calls or no calls, 37% of those in the counseling
group were not smoking at a 3-month follow-up, compared with 10% of
those who did not receive the counseling phone calls.
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2 EVALUATION

The 5A’s

These strategies are designed to be brief (<3 minutes of direct clinician time).
They need not be delivered by the same clinician; for example, a clinic nurse
may ask about tobacco use, whereas a prescribing clinician (eg, MD, PA, or NP)
may advise, assess, and assist, with referral to another provider for counseling
services.

ASK ...

 All patients about tobacco use at every clinic visit:
* If a patient has never used, you do not need to ask again.
* If a patient quit years ago, congratulate and check in periodically.

» Consider making it a part of your office practice to ask about and record
tobacco use while patients are having vital signs recorded.

\{
ADVISE ...

* Smokers with clear, strong, and personalized suggestions:
» Clear: “| think it is important that you quit smoking. | can help.”

* Strong: “Quitting smoking is one of the most important things you can do to
protect your health.”

* Personalized: Associate smoking with something that is important to the
patient, such as exposure of children to tobacco smoke, the expense of ciga-
rettes, or pulmonary and cardiovascular comorbidities.“Remember the time you
had that terrible pneumonia?” “Do you realize that you can save almost $2,000 a
year on cigarette expenses if you quit?”

v
ASSESS ...

» Smokers’ readiness to quit within 30 days:“Are you willing to give quitting a try in
the next 30 days?”

* If not ready, consider using motivational interviewing to increase patient’s readiness
to quit (see the 5 R’s for Patients Unwilling to Quit, below®).

* If ready, assist and arrange (following).

v
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ASSIST ...

» A patient’s preparations for quitting:
e Setting a quit date. Ideally, the quit date should be within 2 weeks.

* Telling family, friends, and coworkers about quitting, and requesting understand-
ing and support.

* Anticipating challenges to the upcoming quit attempt, particularly during the
critical first few weeks. These include nicotine withdrawal symptoms.

* Removing tobacco products from the environment. Before quitting, avoiding
smoking in places where a lot of time is spent (eg, work, home, car). Making the
home smoke free.

» Offer nicotine replacement or, if appropriate, bupropion, varenicline, or other medi-
cation (see below for more details on medication options).

* Provide practical counseling (problem-solving/skills training; see below).

» Offer intensive treatment options (smoking cessation intervention programs and

groups).
» Offer readily available counseling and support services: phone support, clinic
counselors.
v
ARRANGE ...

* Enrollment in aVHA-based smoking cessation clinic, if the patient wishes.

* Referral to appropriate counseling services.

» Referral to evidence-based cessation program in the community or to phone
quit lines if VHA-based interventions are not convenient for the patient or if the
patient is interested (800-QUIT-NOW is a national portal for state programs).

* Follow-up contact during the first week after quit date (in person or by phone).

 Follow-up visit | month after quit date.

» Subsequent follow-up visits; congratulate upon success in quitting; anticipate
further support with relapses (approximately 35-40% patients relapse |-5 years
after quitting).

Adapted from Fiore et al. See References.

* For more detailed suggestions on how to conduct motivational interviewing with smokers,
see Fiore et al. Chapter 3, Section B (see References).

z
o
=
<
w
n
|
]
O
z
v
o
>
n

56 PRIMARY CARE OF VETERANS WITH HIV




Rc MANAGEMENT

Current tobacco users who are not ready to quit:

Continue to encourage smoking cessation.

The 5 R’s for Patients Unwilling to Quit

* Relevance: Explain to patients why cessation is personally relevant (eg, comorbidi-
ties, cost).

* Risks: Ask patients to explain their perceived potential risks of smoking; discuss
these risks with them (eg, sexual dysfunction, infertility, fetal harm, CV and pulmo-
nary disease, malignancies, secondhand smoke). Explain that:

* 20 minutes after quitting, heart rate and blood pressure drop

* 12 hours after quitting, carbon monoxide levels drop to normal

* 2 weeks to 3 months after quitting, circulation and lung function improve
| year after quitting, risk of coronary heart disease is cut in half

» 5 years after quitting, stroke risk is the same as for nonsmokers

* 10 years after quitting, lung cancer risk is cut in half

* Rewards: Ask patients to explain what they might gain from cessation (eg, breath
smells better, stained teeth get whiter, bad odor of clothes goes away, food tastes
better, sense of smell returns to normal, everyday activities do not result in short-
ness of breath, skin tone gets better, health improves, worries about secondhand
smoke lessen, respiratory symptoms improve, lung function improves).

* Roadblocks: Ask patients to identify barriers to quitting (eg, fear of failure, weight
gain, depression) and offer options to address those barriers.

* Repetition: Discuss these issues with patients at each visit.

Adapted from Fiore et al. See References.

Current tobacco users who are ready to quit:

m Offer smoking cessation treatment at every visit to every patient who
smokes.

m  Even minimal (<3 minute) intervention can yield benefit, including simply
advising a patient to quit.

m For patients with symptoms suggestive of COPD, particularly shortness of
breath, consider pulmonary function testing, including spirometry, lung vol-

ume, and diffusion studies, and provide medication to support a quit attempt
(see COPD, p. 107).

m Patients who are informed of abnormal pulmonary function test results may
be more likely to quit.

m If applicable, discuss challenges patients have encountered during previous
attempts to quit and tailor current recommendations to what patients can
accomplish.
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m Research strongly supports treatment in the form of behavioral counseling
(even brief sessions [<3 minutes]) and first-line smoking cessation medica-
tions. Specifically, U.S. Public Health Service’s 2008 update of the Clinical Prac-
tice Guideline on Treating Tobacco Use and Dependence (see References,
Fiore et al.) finds strong evidence in favor of:

Using medications to assist in smoking cessation
® Combining medication with behavioral counseling

vidi ulti u i i i u i
® Providing multiple counseling sessions as opposed to single counselin
sessions

m Pharmacologic interventions included in the table below are first-line thera-
pies found to be effective by the USPHS. All were found to be more effective
than placebo at assisting in cessation. A list of 7 monotherapies is provided,
along with 4 combination therapies. Not all therapies listed in the Guideline
are considered first-line by the VHA (see below). Combination therapies may
be particularly effective at blunting nicotine withdrawal symptoms, but may
cost more and may expose the patient to a wider range of side effects.

m  Two components of counseling have been found to be particularly effective:
working with patients to develop problem-solving skills and strategies, and
delivering social support as part of counseling.

Examples of Problem-Solving Skills

Type of Skill Examples
Identifying situations that endanger smok- | ¢ Negative stressors
ing cessation * Being around smokers
* Alcohol

* Smoking cues

* Availability of cigarettes

Identifying coping skills * Learning to anticipate and avoid tempt-
ing situations

» Cognitive strategies for improving
mood, decreasing stress

» Changing routines that expose the
patient to smoking cues

Identifying feelings that can threaten * A single puff increases the risk of

cessation relapse

* Withdrawal symptoms peak [-2 weeks
after quitting but may persist for
months

* Withdrawal symptoms can include neg-
ative mood, urges to smoke, difficulty
concentrating

Adapted from Fiore et al. See References.
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Examples of Social Support

Type of Support Examples

Encouragement to quit * Effective treatments are available

* Half of people who have ever smoked
have been able to quit

» Communicate belief in patient’s ability
to quit

Communicate caring and concern * Ask how patient feels about quitting

* Express willingness to help as often as
needed

* Ask about patient’s fears and ambiva-
lence about quitting

Encourage patient to talk about the quit- | * Why does patient want to quit?

ting process * What are patient’s concerns about
quitting?

* What success and difficulties in quitting
has patient had in past?

Adapted from Fiore et al. See References.

m  Continue to encourage cessation even if the patient relapses. Relapse does
not mean that the patient will not quit successfully on a future attempt.

m  Counsel patients on potential nicotine withdrawal symptoms. Note that 25%
of smokers who quit do not have these symptoms. Nicotine withdrawal
symptoms include:

® Depressed mood

Insomnia

Irritability

Anxiety

Difficulty concentrating

Restlessness

® Decreased heart rate

® Increased appetite and weight gain (10% of patients gain >13 kg after
smoking cessation)

Pharmacologic Interventions
Key points:

m  Nicotine replacement therapies (NRTs), such as nicotine patch, gum, and loz-
enges, do not interact with ARVs and have low toxicity at recommended dos-
ages, even in patients with cardiovascular disease.

m  All forms of NRT are equally efficacious.

= Varenicline is not considered first-line therapy for smoking cessation by the
VHA,; see the Varenicline Criteria for Prescribing at http://www.pbm.va.gov/
CriteriaForUse.aspx.
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Combinations of Pharmacologic Therapies Found to Be Effective

Therapy Dosage and Duration Comments

Preferred Combinations

Patch + gum * Studies used patch for >14 * Coadministration with RTV
Patch + weeks T bupropion levels: use cau-
bupropion SR | ¢ Use standard dosages and dura- tiously, especially at high
tions of each component drug dosages.
Alternative Combinations
Patch + Studies used highest-dose patch * Nortriptyline and other
(venlafaxine or | (21 or 22 mg) for 6-8 weeks tricyclic antidepressants are
paroxetine or plus either CYP 2D6 substrates: consider
nortriptyline) Paroxetine 20 mg daily for reducing dosage when given
9 weeks with RTV. Monitor serum
OR levels. Serum levels in smok-
Venlafaxine 22 mg daily for 21 ing cessation studies (in HIV-
weeks uninfected patients) ranged
OR from 55 ng/mL to 69 ng/mL.
Nortriptyline 75-100 mg daily for | « FpPV and DRV decrease par-
8-52 weeks oxetine levels.

Preventing or Addressing Relapse with Patients Who Have Quit

m Congratulate patients at each visit and discuss the benefits and challenges of
quitting.

m Use open-end questions relevant to the topics below to discover whether
the patient wishes to discuss issues related to quitting:

The benefits, including potential health benefits, the patient may derive
from cessation

Any success the patient has had in quitting (eg, duration of abstinence,
reduction in withdrawal)

The problems encountered or anticipated threats to maintaining absti-
nence (eg, depression, weight gain, alcohol, other tobacco users in the
household, significant stressors)

If the patient is still taking medication, assess effectiveness, side effects,
and other medication issues
m Interventions to address barriers to maintaining cessation:

Lack of support: Refer patients to a group, schedule follow-up phone
calls, help identify potential sources of support (individuals, community or
religious organizations).

Prolonged withdrawal symptoms: Prolong pharmacologic interven-
tions or consider combination therapy.

Depressed mood: Consider using antidepressants and initiating
psychotherapy.
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* Weight gain: Reassure patients that weight gain is common and self-

limited, encourage patients to increase exercise, counsel on a healthy diet
(avoid strict dieting), preferentially use pharmacologic interventions that
cause less weight gain (eg, bupropion, nicotine gum).

Flagging motivation: Reassure patients that flagging motivation is
common, check to see if patients might be using tobacco periodically,
and counsel that taking even a single puff will increase urges and make
quitting more difficult.

Smoking lapses: Suggest continued use of medications, which can
reduce the likelihood that a lapse will lead to a full relapse. Encourage
another quit attempt or a recommitment to total abstinence. Reassure
that quitting may take multiple attempts, and use the lapse as a learning
experience. Provide or refer for intensive counseling.
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Substance Use

KEY POINTS

m Substance use disorders (SUDs) are common among people who
are HIV infected: 40% of HIV-infected individuals in the United
States are associated with injection drug use (IDU), either directly
or by having an IDU sex partner.

B Among injection drug users in the United States, 40-45% are HIV
infected.

m  Substance use is a significant cause of morbidity and mortality in
itself, and it is associated with HIV transmission and acquisition.

m  Ask all patients about any current or recent use of illicit drugs
or alcohol, or misuse of prescription drugs. Ask specifically about
injection drugs, opioids, methamphetamines, cocaine, and “club
drugs.”

m At each visit, ask the patient directly about his or her substance use.
Ask patients about their perceptions of IMPORTANCE of the issue
and their CONFIDENCE in making any kind of change.

m A comprehensive treatment program includes the care of medical
providers, psychiatrists to assist with comorbid psychiatric
conditions, social workers, housing counselors, case managers, and
substance abuse counselors. Group therapy with peer support also
may be important.

m Treatment options exist along a continuum and include
detoxification, treatment of comorbid conditions, maintenance of
treatment, and prevention of relapse.

B BACKGROUND

m Substances frequently abused in the Veterans with HIV*
United States include alcohol, nicotine,
cannabis, prescription medications

Alcohol use disorder: 33%

(narcotics, sedatives, and many others), lllicit drug use: 30%

cocaine, heroin, methamphetamines, Other drug use: 22%
tranquilizers, hallucinogens, anabolic

steroids, inhalants, and “club drugs.” *Veterans in the VA HIV Clinical Case

Registry in care in 2007 who had an ICD-9
code corresponding to these conditions

Note: Some medications mentioned in this chapter may not be available on the VHA National Formulary
(http:/lwww.pbm.va.gov/NationalFormulary.aspx). Consult VA pharmacists for alternatives.
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m  Club drugs include methylenedioxymethamphetamine (MDMA, or ecstasy),
flunitrazepam (Rohypnol), gamma-hydroxybutyrate (GHB), and ketamine.

m  The focus of this chapter is on recognition and management of abuse involv-
ing heroin, other opiates, and methamphetamine. Abuse of cocaine, cannabis,
and club drugs will be addressed briefly.

m Alcohol misuse and cigarette smoking are discussed in separate chapters (see
Alcohol Misuse, p. 3 and Smoking Cessation, p. 53).

Definitions

Addiction: a primary, chronic, neurobiologic disease, with genetic, psychosocial,
and environmental factors influencing its development and manifestations. It is
characterized by behaviors that include one or more of the following: impaired
control over substance use, compulsive use, continued use despite harm, and
craving.

Physical dependence: a state of adaptation that is manifested by a drug
class-specific withdrawal syndrome that can be produced by abrupt cessation,
rapid dose reduction, decreasing blood level of the drug, or administration of an
antagonist.

Tolerance: a state of adaptation in which exposure to a drug induces changes
that result in a diminution of one or more of the drug’s effects over time.

Substance dependence: a maladaptive pattern of substance use, leading to
clinically significant impairment or distress, manifested as tolerance (need for
increased amounts of the substance or decreased effect with the same amount)
or withdrawal symptoms.

Substance abuse: a maladaptive pattern of substance use that has become
socially, legally, or occupationally problematic for an individual.

SUD: a more general term comprising substance dependence or abuse.

IDU: includes IV drug use, IM drug use, and skin popping. IDU can involve
opiates, methamphetamines, cocaine, sedatives/tranquilizers, or other drugs.

Epidemiology

m Drug abuse is closely associated with HIV infection in the United States:
40-45% of injection drug users are HIV infected, and 25-30% of noninjection
drug abusers are HIV infected.

m  About 40% of people who are HIV infected are associated with IDU, either
directly or by having an IDU sex partner.

m In the United States, 60% of injection drug users are men, 45% are white, 43%
have completed high school, and 53% are employed.

m  Comorbidities are common: 30% of injection drug users in the United States
are PPD positive, 80-90% are infected with hepatitis C, 40% are infected with
hepatitis B, and 60% use alcohol.
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Drug abusers are at high risk of unsafe sex practices. For example, cocaine
abusers are more likely to involve themselves in prostitution and unsafe sex
in order to obtain money for drugs.

At least one third of drug abusers have an overt psychiatric comorbidity.

Substance Abuse, HIV Infection, and ART

Cocaine use decreases CD4 cell production by as much as 3- to 4-fold and
increases the rate of HIV viral replication by up to 20-fold.

In a prospective cohort study, active drug use was strongly associated with
underutilization of ART, nonadherence, and inferior virologic and immunologic
responses to ART, compared with former drug use and nonuse of drugs.

A recent national survey showed that 23% of health providers for HIV-
infected patients have a negative attitude score toward treating HIV-infected
IDU patients. These providers are less likely to prescribe ARVs to their IDU
patients even when the patients meet criteria for starting ART.

2 EVALUATION

Although there are many reasons to identify patients who abuse substances,
and to try motivating them toward treatment, there is little evidence from
primary care settings that screening and brief interventions alone are effective.
Approaches that focus on the effects of substance abuse on the patient’s own
health (eg, in terms of poor ARV adherence, acquisition of infections) may be
useful. See also Prevention for Positives, p. 39.

SCREENING

At initial visit and at least annually thereafter: Ask all patients about

any current or recent use of illicit drugs (in addition to alcohol and nicotine),
including IDU, opioids, methamphetamines, cocaine, club drugs, and illegally obtained
prescription drugs. Check for comorbid psychiatric illnesses.

R¢ MAaNAGEMENT

Goals for patients: Return to productive functioning.

Goals for providers: Reduce stigma and treatment bias.

Treatment includes helping the patient accept the role of having an illness,
detoxification, treatment of comorbid conditions, maintenance of treatment,
and relapse prevention.
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m Treatment ideally involves a comprehensive program of behavioral interven-
tions, though many patients may not accept referral.

m  Comprehensive treatment may reduce drug abuse by 40-60%, reduce associ-
ated crime by 40-60%, and increase employment prospects by 40%.

m A comprehensive treatment program incorporates the expertise of medical
providers, psychiatrists to assist with comorbid psychiatric conditions, social
workers, housing counselors, case managers, and substance abuse counsel-
ors. Group therapy with peer support also is an important component of
treatment.

m Drug therapy alone for treatment of addiction is successful with only 10% of
patients.

m For patients unwilling to enter treatment, continue to address their substance
use, focusing on reducing use or increasing readiness for drug cessation.

Brief Interventions

At each visit, ask the patient directly about substance abuse. A useful
technique for facilitating a patient-centered conversation about the readiness to
change is to ask questions about the patient’s perception of IMPORTANCE of
the issue and his or her CONFIDENCE in making any kind of change.

Raise Importance

Ask:“On a scale of 1-10,how IMPORTANT is it for you to change your sub-
stance use?”

“Why did you give it (humber) and not a (lower number)?”

“What would it take for you to give it a (higher number)?”

Raise Confidence

Ask:“On a scale of 1-10,how CONFIDENT are you that you can change
successfully?”

“Why did you give it (nhumber) and not a (lower number)?”

“What would it take for you to give it a (higher number)?”
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Management of Specific Substance Use Disorders

Illicit Drug

Heroin
and other
opioids

Behavioral Interventions

* In addition to brief primary
care provider interventions
suggested above, refer for
specialty evaluation and
treatment, or to sub-
stance abuse counselors in
community-based organiza-
tions, rehabilitation facilities,
and methadone maintenance
sites.

* Specific psychosocial inter-
ventions for opioid use have
not demonstrated consistent|
efficacy.

» Opioid agonist therapy is
the gold standard for heroin
addiction treatment.

* If the patient is in with-
drawal, or at high risk of
withdrawal, refer for detoxi-
fication or to an emergency
department. If unstable
(medically or psychiatri-
cally), refer to an emergency
department.

* For local (non-VA) substance
abuse resources:
800-662-HELP.

* Narcotics Anonymous
provides group support:
http://www.na.org.

» Counsel on safe injection
practices, including reduc-
ing risk of transmission of
HIV and other bloodborne
pathogens.

Pharmacologic Interventions

Treat comorbid psychiatric conditions.

Methadone is a full opioid agonist
used for opioid agonist therapy in
opioid treatment programs.

Methadone maintenance programs
typically start with a dose of <30

mg and adjust to the lowest effec-
tive dose that suppresses withdrawal
signs and symptoms.Typical dosage is
between 60 mg and 120 mg QD.

Adverse effects include constipation,
weight gain, drowsiness, excessive
sweating, and changes in libido.

Can increase QT interval, precipitat-
ing torsade de pointes and other
arrhythmias. Avoid use in patients
with baseline prolonged QTc; use
with caution if coadministered with
other medications that prolong QT.

Methadone levels may be lowered by
various ARVs; see Potential ARV
Interactions, below,and Common
Medications, p. 307.

Buprenorphine is a partial mu-
opioid agonist and weak kappa
antagonist with 25-50 times the
analgesic potency of morphine. It has
a pharmacologic “ceiling,” and lower
risk of overdose and abuse than full
opioid agonists.

Buprenorphine use is controlled
nationally and within the VHA; physi-
cians are able to prescribe buprenor-
phine only with special training and

a specific DEA certificate. See PBM
Criteria for Use at http://www.pbm.
va.gov/criteria/Buprenorphine.pdf.

It is administered sublingually.

At high dosages, it may block the
effects of full opioid agonists, leading
to withdrawal. Therefore, patients
should stop taking short-acting
opioids 12-24 hours before starting

buprenorphine and reduce their
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methadone use to a maximum of
30-40 mg/day.

In the United States, buprenorphine
is coformulated with naloxone.
Naloxone is poorly absorbed sub-
lingually; however, if the tablet is
crushed and injected parenterally,
the naloxone precipitates opiate
withdrawal.

Buprenorphine has been approved
for use in office-based opioid depen-
dence treatment.

Buprenorphine is induced over the
first 3 days of treatment, with an ini-
tial daily dosage of 4-8 mg, increased
by 4-8 mg QD until relief from with-
drawal symptoms is achieved.The
maximum recommended dosage is
32 mg QD.

Side effects include disturbed sleep,
drowsiness, sweating, headaches,
nausea, constipation, and reduced
libido. Mild increases in ALT have been
reported.

Buprenorphine may interact with Pls
and with EFV; see Potential ARV
Interactions, below.

In acute pain episodes, buprenorphine
can be used Q8H for analgesic effects.

Naltrexone: opioid antagonist. Pre-
cipitates opiate withdrawal; appro-
priate only for patients with >7 days
of abstinence.

Not recommended because compli-
ance is poor; consider as component
of substance abuse program for
highly motivated patients.

Metham-
phetamine

If unstable (medically or
psychiatrically), refer to an
emergency department or
hospitalize.

Behavioral interventions are
the mainstay of treatment;
no pharmacologic agents
have proven efficacy.

Refer to outpatient or inpa-
tient behavioral counseling:

Treat comorbid psychiatric conditions.

Dextroamphetamine “replacement
therapy” has not shown greater effi-
cacy than placebo.

Ongoing studies suggest that bupro-
pion may be useful as an adjunct to
behavioral therapies.

RTV inhibits amphetamine metabolism
and can lead to a 2- to 3-fold increase
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motivational interviewing
and cognitive-based therapy
(eg, Matrix Model).

Refer to harm reduction
programs.

Consider referral to con-
tingency management pro-
grams that provide vouchers
of escalating value for suc-
cessive urine samples docu-
menting abstinence.

For local (non-VA) sub-
stance abuse resources:
800-662-HELP.

Narcotics Anonymous pro-
vides methamphetamine-
specific groups:
http://www.na.org.

Crystal Meth Anonymous:
http://www.crystalmeth.org.

Ask about ART adherence at
each visit,as methamphet-
amine users frequently go
on binges that lead to inter-
ruptions in ART adherence.

Methamphetamine use is
associated with unsafe sex-
ual behaviors. Explore risk
behaviors, screen for STDs,
and counsel on safer sex
options; see Prevention
for Positives, p. 39.

Provide written or illus-
trated instructions that can
be processed visually, as
methamphetamine users
often have impaired auditory
memory.

in amphetamine levels. Patients

should be educated about this inter-

action.

Cocaine

Refer to cognitive-behavioral
therapy tailored to sub-
stance abusers.

For local substance abuse
resources: 800-662-HELP.

Narcotics Anonymous also
provides cocaine-specific

groups: http://www.na.org.

* Treat comorbid psychiatric

conditions.

Consider the pharmacologic adjunct

naltrexone at 50 mg QD for 12

weeks in combination with participa-
tion in relapse prevention programs.

PRIMARY CARE OF VETERANS WITH HIV

75

w
(%]
S
[NE)
O
2
P
[%]
o
>
[%]




L
wn
D
L
(O]
2
=
%)
fas)
D
n

Club drugs |
(see below)

Refer to cognitive-
behavioral therapy tailored
to substance abusers.

For local substance abuse
resources: 800-662-HELP.

Narcotics Anonymous also
provides group support for
club drug users:
http://www.na.org.

* Treat comorbid psychiatric conditions.

* RTV increases MDMA levels 5- to
|0-fold and can increase the risk of
fatal heatstroke and dehydration.

* RTV also increases GHB levels, lead-
ing to increased risk of seizures,
respiratory depression,and loss of
consciousness.

n POTENTIAL ARV INTERACTIONS

Methadone:

* NRTIs: ABC

* NNRTIs: EFV, NVP
* PIs:ATV, DRY, FPV/r, LPV/r, NFV, SQV/r, TPV/r

+ DLV may T methadone levels. Start methadone at low dosage, monitor for
methadone toxicity.

Buprenorphine:

* The following may | methadone levels. Monitor for signs of opiate withdrawal.
Dosage adjustment of methadone may be needed.

+ Methadone may | ddl levels. Dosage adjustment not established.

+ Pls:May T buprenorphine levels and T risk of adverse effects.
« EFV:May | buprenorphine levels; monitor for signs of opiate withdrawal.

* Dosage adjustment of buprenorphine may be needed.

Cannabis and Club Drugs

The effects of club drugs are less well-characterized. Here is an overview of the
effects of cannabis and some common club drugs:

lllicit Drug

Cannabis
(marijuana)

Also known as chronic,
pot, weed, grass, Mary
Jane, spliff, ganja, hash,
skunk, puff, herb, and
many other names

| Effects

Intoxicant, stimu-
lant, psychedelic
(mild hallucino-
genic), relaxant

Notes

* Very few people develop physi-
cal dependence, but psychological
dependence is common. A chronic
heavy user can appear apathetic
and unmotivated, and may perform
poorly at work or school.

¢ Other health risks include increased
incidence of respiratory infections,
as well as toxicities from adulter-
ants (eg, formaldehyde).
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MDMA

Also known as ecstasy,
E, X, XTC, rolls, beans,
Adam

Stimulant,
hallucinogenic
amphetamine

MDMA is one of the most popular
recreational psychoactive drugs, most
commonly sold in the form of “ecstasy”
tablets. It is known for its empatho-
genic, euphoric, and stimulant effects.

Physical effects are similar to those
of amphetamines.

Between 300 and 400 deaths have
been reported from MDMA use
and overheating.

Concurrent use with amphetamines,
cocaine, or alcohol increases the
risk of overheating.

RTV increases MDMA levels 5- to
10-fold and can increase the risk of
fatal heatstroke and dehydration.

Flunitrazepam
(Rohypnol)

Also known as roofies,
“date-rape” drug

Benzodiazepine
sedative-hypnotic

Flunitrazepam has been used in
many “date rapes” in the United
States, with cases also reported in
Europe and Australia.

10 times more potent in sedative-
hypnotic effects than diazepam.

Causes paralysis, unconsciousness,
and short-term amnesia.

Onset occurs within 10 minutes
after being taken; the effects peak in
8 hours and last 12 hours.

Mixing with alcohol at higher doses
can lead to unconsciousness for
several days.

Gamma-
hydroxybutyrate
(GHB)

Also known as liquid
ecstasy, GBL (a pro-
drug), BDO, GBH, Blue
Nitro, Midnight Blue,
RenewTrient, Reviar-
ent, SomatoPro, Seren-
ity, Enliven

Sedative
depressant,
anesthetic

GHB is popular on the rave scene.
It has effects of alcohol-like intoxi-
cation and sexual disinhibition.

Higher doses can lead to disorienta-
tion, blurred vision, nausea, vomiting,
impaired physical coordination, and
muscle spasms.

Onset occurs within minutes; over-
dose can lead to unconsciousness
within 30 minutes.The risk of coma
and death is potentiated by concur-
rent alcohol use.

RTV increases GHB levels, lead-

ing to increased risk of seizures,
respiratory depression, and loss of
consciousness.
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Ketamine Dissociative * Ketamine was developed as a vet-

hydrochloride anesthetic, erinary and human anesthetic, but
Also known as K, hallucinogenic it has become popular in club and
Special K, Dorothy, (same cle%ss as rave scenes.

cat tranquilizer, tekno, phencyclidine, or * Initial effects are of stimulation
green PCP) and euphoria, followed by seda-

tion and hallucination (out-of-body
sensations). Physical effects include
nausea and vomiting, slurred speech,
lack of coordination, and numbness.

 Physical risks include injury result-
ing from the anesthetic effects.
Overdoses can lead to respiratory
compromise.

* Used chronically, ketamine can
increase the risk of drug-induced
hepatitis.

Pain Management in Patients with an SUD

m  The prevalence of self-reported pain among HIV-infected patients ranges
from 28-97%.

m  HIV-infected patients with an SUD are more likely to be untreated or under-
treated for pain.

m  Pain management in SUD patients may be complicated by opiate tolerance.

= Clinician concerns about pain management in patients with an SUD include:

Drug seeking by patients

® Diversion

Relapse to substance abuse

® Legal repercussions

Inadequate knowledge or skills on the part of the clinician

® Unavailability of specialists

m SUD patient concerns about pain management include:

Relapse to substance abuse

Anticipated physical discomforts (eg, thinking that medicines will be
injected; fearing side effects)

Fearing accusations of malingering

® Perceived “weakness” in taking medications for pain

m  Appropriate evaluation of pain in the HIV-infected SUD patient includes:

® An accurate and complete pain history, including results of previous

evaluations; distinguishing between neuropathic and nonneuropathic pain
may help guide therapy

L
wn
D
L
(O]
2
=
%)
fas)
D
n

78 PRIMARY CARE OF VETERANS WITH HIV




Use of a numeric pain scale to assess and follow severity and response to
therapy

Appropriate and complete evaluation to identify correctable causes of
pain (eg, use of ddl or other neurotoxic medication in a patient com-
plaining of painful neuropathy)

® Accurate and complete documentation of findings via CPRS

m Principles of pain management in the HIV-infected SUD patient include:

® Having a single provider prescribe all pain medications

® Accurate and complete documentation of the rationale for the treatment

used, including dosage, dose interval, amount prescribed, and refill proce-
dures

If a patient has an active SUD, referral to a treatment program
Agreement with the patient on goals of therapy:

— In cases of acute pain, elimination of pain is a reasonable goal, with
agreement on when the need for therapy will end

— For chronic pain, the goal should be reasonable relief of pain with a
maximum level of functioning

Use of specific rules (“contract”) that addresses reports of lost medica-
tions, missed appointments etc, to promote accountability and decrease
the risk of diversion or drug-seeking behavior; an example of such a con-
tract is available at http://www.painmed.org/pdf/controlled_substances_
sample_agrmt.pdf

Pretreatment agreement to random urine toxicology screens

Use of a stepwise approach to analgesia (see Pain Medications, p. 321)

Use of nonpsychotropic pain medications, when possible, to achieve pain
relief

When opiates are indicated, use the minimum dosage needed to relieve
pain

Around-the-clock dosing is more effective than use as needed

Ensuring that adequate pain relief is obtained to prevent self-medication:
Increasing dosages may be required if the underlying cause of pain (eg,
malignancy) progresses or tolerance develops

Referral to a pain specialist for complex management issues or concerns
over drug-seeking behavior
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Anal Dysplasia

m  HIV-infected patients are at much higher risk of developing
squamous cell cancer of the anus (SCCA) than the general
population and have a poorer 5-year survival rate once it is
diagnosed.

B At-risk populations include all HIV-infected men and women,
particularly MSM (with or without HIV infection), any patient with
a history of anogenital condyloma, and women with abnormal
cervical or vulvar histology.

B All at-risk men and women should be screened for anal cancer at
baseline and annually thereafter by digital rectal examination (DRE).
Some specialists recommend an anal Pap smear, if available, at
baseline and annually thereafter.

m  All patients with abnormal cytology of any degree should be
referred for high-resolution anoscopy (HRA) and biopsy.

B BACKGROUND

m  Anal dysplasia denotes precancerous
changes in the squamous cells lining the

Veterans with HIV*

anus. It is associated with human papil- Squamous cell cancer of the
lomavirus (HPV) infection. Neoplastic anus: 1%

changes begin in the b.asallcell layer of *Veterans in the VA HIV Clinical Case
the anal squamous epithelium, at the Registry in care in 2007 who had an ICD-9
transformation zone. If untreated, anal code corresponding to this condition

dysplasia may progress over time to SCCA.

m  Anal HPV infection and dysplasia are analogous to cervical HPV infection
and dysplasia; much of the model for evaluation and management of SCCA is
based on cervical cancer screening and management. However, no large stud-
ies to date have shown that detection and treatment of precancerous anal
lesions prevent anal cancer.

m HIV infection is associated with increased rates of anal HPV infection, anal
dysplasia, oncogenic HPV types,and SCCA.

m  The relative risk of SCCA among HIV-infected individuals compared with the
general population ranges from 33 to 222, depending on the cohort.

Note: Some medications mentioned in this chapter may not be available on the VHA National Formulary
(http:/lwww.pbm.va.gov/NationalFormulary.aspx). Consult VA pharmacists for alternatives.
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m The rate of SCCA is 2 times higher in HIV-infected MSM than in HIV-unin-
fected MSM.

m  Rates of anal HPV infection and abnormal cytology increase with decreasing
CD4 counts.

m  HIV-infected persons with SCCA are an average of 10 years younger at pre-
sentation than HIV-uninfected persons with SCCA.

m  HIV-infected persons with SCCA have poorer responses to treatment:
the 5-year survival rate is 47-60%, compared with 70-80% in the general
population.

m Studies comparing survival rates among patients with SCCA in the years
before and after the availability of effective ART in the United States show
conflicting results; there is no clear indication that ART improves SCCA
outcomes.

m The long lead time between HPV infection and the development of cancer
allows for screening and intervention.The value of screening and treatment of
anal dysplasia is under investigation.

4 EVALUATION

Risk factors Populations of HIV-infected persons at highest risk of HPV infection
and anal dysplasia include:

« MSM
* Persons with a history of anal receptive intercourse

* Persons with a history of anogenital condylomas
* Women with abnormal cervical or vulvar histology

¢ Smokers

Symptoms * Rectal bleeding is present in 45% of patients with SCCA.

» Sensation or pain associated with a rectal mass is present in 30%
of patients with SCCA,; pain may occur with defecation or with
receptive anal intercourse.

* Pruritus or anal discharge is present in 25% of patients with
SCCA.

» Approximately 20% of patients with SCCA have no tumor-related
symptoms.

* Dysplasia usually is asymptomatic.

Physical * Check perianal skin for external lesions.
examination | . Conduct DRE to check for masses and other lesions.

» Check inguinal lymph nodes for enlargement suggesting spread
(hard, fixed, progressive).
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SCREENING

Summary of Evaluation for Anal Dysplasia

At baseline and annually:

* Ask about symptoms (eg, mass or rectal bleeding).
* Examine perianal skin and inguinal lymph nodes.

 Screen for dysplasia: anal Pap test (where available) using smear or liquid cytology
(see below).

¢ Screen for cancer: DRE

Note: Anal Pap smears should be performed before conducting DRE to avoid con-
tamination of Pap smear with lubricant.

m Routine screening for anal neoplasia is not yet universally adopted for a num-
ber of reasons:

There is a lack of randomized controlled trials demonstrating that early
diagnosis and treatment of anal intraepithelial neoplasia (AIN) leads to
decreased rates of anal cancer.

Infrastructure for reading anal Pap smears, and for evaluating and treating
abnormal anal findings, is not available in many clinics.

The sensitivity and specificity for anal Pap smears has been variable. The
sensitivity of anal Pap smears has ranged from 69% to 93% and the speci-
ficity has ranged from 32% to 59%, compared with diagnosis by HRA-
directed biopsy samples.

Treatments for HIV-related anal dysplasia have shown mixed efficacy.

m However, accumulating evidence and clinical experience support screening for
and treatment of precancerous lesions.

Cohort studies show that early detection of anal dysplasia may be benefi-
cial because identification and treatment of small, localized lesions lead to
better morbidity and mortality outcomes.

A recent analysis of SCCA outcomes in the general population showed
that the 5-year survival rate for patients with local disease was 78%,
compared with 56% for those with regional disease and 18% for those
with distant disease.

One small study showed that early detection of anal dysplasia with anal
Pap smears was cost-effective.

Anal Pap tests: Currently, there are no universally adopted guidelines for anal
dysplasia screening. Many specialists recommend screening all at-risk men and
women at baseline and (if normal) annually thereafter.
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Anal Pap Test Procedure

* Moisten and insert a Dacron (polyester) swab into the anal canal about 4-5 cm
(past the anal sphincter and transformation zone), rotate around the anus to col-
lect cells while removing the swab, while maintaining gentle pressure against the
anal canal. Proceed to slide or liquid prep:

* Glass slide prep cytology: Rotate the swab on labeled glass slide, apply fixa-
tive, and allow it to dry.

* Liquid prep cytology: Insert the swab into the liquid fixative, swirl around
for 15 seconds, remove, and cap the jar. This method avoids drying artifacts.

Note: An anal Pap test must be performed before insertion of lubricant into the
anus, because lubricating jelly interferes with smear interpretation. In addition,
patients should refrain from using enemas or engaging in receptive anal intercourse
for 24 hours before an anal Pap test is performed.

Anal Pap smears should be read by a pathologist trained in their interpreta-
tion.Anal cytology is generally graded using Bethesda 2001 criteria, which are
ordered as follows:

® Negative for intraepithelial lesion or malignancy

® Atypical squamous cells of undetermined significance (ASCUS)

® Atypical squamous cells, cannot exclude HSIL (ASC-H)
Low-grade squamous intraepithelial lesion (LSIL)
® High-grade squamous intraepithelial lesion (HSIL)
* SCCA

LSIL is sometimes referred to as grade | anal intraepithelial neoplasia (AIN 1),
whereas HSIL may be referred to as AIN 2 or 3, carcinoma in situ, or Bowen
disease.
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= Any patient with abnormal cytology (ASCUS,ASC-H, LSIL, HSIL) should be
referred to Gl or General Surgery for HRA and biopsy of visible lesions.

m  Note that ASCUS and LSIL findings on cytology do not rule out the presence
of HSIL or cancer;follow-up evaluation with HRA is important.

m If HRA is not available at a local VA facility, one option is to refer the patient to a
local non-VA provider on a fee basis; a list of anal dysplasia specialists in the United
States can be found at http://www.analcancerinfo.ucsf.edu/resources/index.html.

If HRA cannot be obtained, regular anoscopy can be performed to look

for visible lesions. Biopsy should be performed on lesions to determine
the degree of histologic changes and rule out invasive cancers. Note that
anoscopy is likely to be insensitive.

Treatment

There currently are no consensus treatment guidelines. The treatment options
presented here are based on expert opinion.

The focus of treatment is on high-grade, precancerous lesions, particularly HSIL.
Lower-grade lesions typically are monitored.

Cytologic Findings

Condylomata,
ASCUS, and LSIL

Treatment Options
* Monitor via HRA every 6 months until normal twice in
succession, then annual Pap smear

* Patients with LSIL may opt to receive topical treatment
(see below) for symptoms such as bleeding, itching, or
burning; or for discrete lesions

Follow-up HRA should be done every 6-12 months

HSIL,ASC-H (high
probability of AIN
grades 2-3)

Topical therapy

For small lesions (<| cm? at the base):

* Local application of bichloroacetic acid or 80-90% trichlo-
roacetic acid (