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Protease inhibitor boosting is complex,
requires thorough knowledge of interactions

Paul Monier, MD

ost clinicians who treat HIV-in-
Mfected individuals are familiar

with the concept of protease in-
hibitor (PI) boosting. Using a cytochrome
P-450 (CYP450) inhibitor to impede the
metabolism of some protease inhibitors,
supratherapeutic levels of drug can be
achieved, affording several advantages to
the patient.

Usually ritonavir, a potent inhibitor
of CYP450, is used when employing this
strategy. Ritonavir blocks CYP3A4 en-
zymes in both the gut wall and the liver,
as well as inhibits P-glycoprotein, all of
which lead to higher drug levels, translat-
ing clinically into decreased pill counts,
less frequent dosing, and lack of food
requirements when using other available
PIs. In addition, clinical experience sug-
gests that “boosted PI-based” regimens
provide a high genetic barrier to resis-
tance, decreasing the likelihood of the
development of PI class resistance should
treatment failure occur.

The impact of low dose ritonavir on
drug levels varies among the PIs. Little is
gained when combining ritonavir with nel-
finavir, while other agents such as lopina-
vir are dramatically affected.

While initially used as a salvage strat-
egy in which clinicians hoped to overcome
resistance in patients failing HAART,
using boosted PIs has become routine as
a first line strategy for the reasons listed
above. A newer approach using two Pls
combined with low dose ritonavir (double
boosted PI) has evolved and is typically
employed in patients with broad resis-
tance, especially to nucleoside (NRTI) and
non-nucleoside (NNRTI) reverse transcrip-

tase inhibitors or in those who are re-
verse transcriptase inhibitor (RTI) intol-
erant. When using two PIs together, the
clinician must be aware of the complex
pharmacokinetic interactions at play so
that the desired advantages are realized
without loss of efficacy.

Although more recently promoted for
use as a first-line agent to treat antiret-
roviral na ve patients, lopinavir/ritona-
vir (LPV/r) has been frequently used in
salvage settings, resulting in more avail-
able data regarding its interactions with
other PIs. LPV/r combined with saquina-
vir (SQV) is one of the more studied
regimens employing the double boosted

See Pl boosting, page 2

Dentistry

What factors influence the
use of HIV dental services?

Kishore Shetty, DDS, DDPH

Since the start of the human im-
munodeficiency virus (HIV) epidem-
ic, oral lesions have been identified
in infected populations.!?

More than one-third of people
who are seropositive for the virus
and approximately 90 percent of
the people with acquired immuno-
deficiency syndrome (AIDS) develop
HIV-associated oral lesions during
the course of the disease. Access to
regular dental care is essential to

See HIV dental services, page 4
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Medicine

Supratherapeutic levels of drug can be achieved by Pl boosting

Pl boosting, from page 1

PI approach. Together, these two
agents exhibit synergistic activity
against HIV in vitro. These find-
ings have corresponded to clini-
cal efficacy in several trials, most
often in heavily pretreated pa-
tients. The recommended dosage
is SQV 1000 mg combined with
LPV/r 400/100 mg given twice
daily.

Combining LPV/r with IDV
intuitively would yield similar
results as the above regimen.
However, while these two agents
also exhibit synergistic anti-HIV
activity in vitro, data regarding
pharmacokinetic properties has
been inconsistent. A recent study
evaluated the efficacy of this
combination in 28 HIV-positive
patients with limited RTI options.
Patients were treated with IDV
800 mg and LPV/r 400/100 mg
twice daily and at 24 weeks ex-
hibited a median decline in HIV
viral load of 3.3 log10 copies/ml,
suggesting good antiviral activ-
ity. The primary limiting factor in
this study was tolerance, as 29%
of the study subjects dropped
out citing adverse effects.

LPV/r combined with APV
involves a complex interaction
leading to a significantly de-
creased level of LPV/r as well as
a modest decrease in APV con-
centration. Several studies have
suggested that increasing the
dosage of LPV/r or adding addi-
tional RTV to standard dosages
may compensate for the above
findings. Recommended dosages
include APV 750 mg combined
with LPV/r 533/133 mg admin-
istered twice daily or with LPV/r

400/100 mg plus an additional
RTV 100 mg given twice daily.
This combination should only be
used when absolutely necessary
based on the presence of resis-
tance mutations or antiretroviral
intolerance. The availability of
fos-amprenavir (fAMP), the pro-
drug of amprenavir, character-
ized by favorable dosing proper -
ties and improved tolerability,
heightened interest in using it
combined with LPV/r in treat-
ment experienced patients. Un-
fortunately, the limited data that
is currently available exhibits
that marked reductions occur in

Double-boosted Pl
regimens appear
relatively safe but the
effects of long-term
usage are not known.

levels of both agents, raising con-
cerns over the usefulness of this
combination. Until more pharma-
cokinetic studies are available,
this regimen should be avoided
unless no other options exist.

Nelfinavir (NFV) decreases
LPV/r concentrations, necessitat-
ing an increased dosage of the
latter to 533/133 mg twice daily
with standard NFV dosing. This
combination would likely be em-
ployed only in unusual circum-
stances.

Another newer PI, atazanvir
(ATV), boasting improved dosing
characteristics, has raised inter-
est in its use in double boosted

PI regimens; however, there is no
data available evaluating its use
in combination with LPV/r.
Attributes of the newer PlIs,
namely ATV and fAMP, includ-
ing improved dosing character-
istics in terms of pill counts and
frequency, better tolerability, and
unique resistance profiles, make
them ideal candidates for use
in a double PI regimen. While
ATV appears destined for use
primarily as a first line agent, it
has performed well in studies
involving treatment experienced
patients. Although there is a
paucity of data describing inter-
actions between ATV and other
PIs, an interesting interaction
occurs between ATV and SQV
when combined with RTV. When
these agents are co-adminis-
tered, SQV levels are significantly
increased beyond what would
be expected when administered
with RTV alone. In addition, RTV
levels are modestly increased
while ATV concentration remains
stable. The mechanism for higher
SQV levels is unclear but is likely
contributed to by multiple fac-
tors, including CYP450 inhibi-
tion and P-gp inhibition. In one
study, heavily pre-treated HIV-
infected patients were adminis-
tered ATV 400 mg and SQV 1200
mg once daily. This strategy was
associated with poor therapeutic
responses, owing to suboptimal
dosages of SQV and the lack of
an additional boosting effect of
RTV. There are no official recom-
mendations for using this com-
bination, but a logical dosage
recommendation would include
SQV 1600 mg, ATV 300 mg, and
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RTV 100 mg given together once
daily.

The pharmacokinetic interac-
tions between fAMP and LPV/r
have been discussed earlier.
Using fAMP in combination with
SQV has been investigated. To-
gether, these two agents exhibit
synergistic activity against HIV
in vitro. However, much like the
effects seen when combining APV
and LPV/r, a complex interaction
occurs in which the end result
is a decreased concentration of
SQV (up to 20%) and modest de-
creases in fAMP and RTV levels
as well. These effects appear to
be overcome by using additional
RTV. Although additional data
would be welcome regarding opti-
mal dosing, a reasonable strategy
would include SQV 1000 mg,
fAMP 700 mg, and RTV 200 mg
dosed twice daily. As with other
similar regimens, it seems pru-
dent to use this combination only
when no better options exist.

Combining PIs in various
combinations will become more
common in clinical practice as
patients become more treat-
ment experienced. Complex drug
interactions between Pls exist
and a thorough understand-
ing is necessary to successfully
employ such a strategy. While to
date, using a “double boosted PI
regimen” appears relatively safe,
the effects of long-term usage are
not known. Despite the potential
for toxicity, this type of regimen
is generally reserved for patients
with multidrug resistance, and
any benefit derived would likely
outweigh concerns related to
long-term adverse effects. Thera-
peutic drug monitoring (TDM)
may prove useful in the future to
monitor drug levels in patients
taking these types of regimens.

Tolerance is another issue

that may be a limiting factor in
terms of successfully treating
patients with these complex com-
binations. Nevertheless, double
boosted PIs will continue to
evolve as an important strategy
to treat HIV-infected individuals,
especially in the setting of RTI
resistance and intolerance.+
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Earn your CEs
at Delta AETC’s

HIV Clinical
Preceptorships

For physicians, nurse practitioners
and physician assistants:

CARE AND MANAGEMENT OF

THE PATIENT WITH HIV DISEASE

A 2-day clinical course with curricu-
lum developed by LSUHSC Infectious
Diseases faculty. This program is held
three times a year in New Orleans.

For advanced practice nurses
and registered nurses:

COMPREHENSIVE MANAGEMENT
OF THE PATIENT WITH HIV DISEASE
A 3-day clinical training and skills-
building course in HIV disease. This
program is held three times a year in
New Orleans.

For dentists:

ORAL HEALTH MANAGEMENT OF
THE PATIENT WITH HIV DISEASE

A 1-day clinical course for dentists
with curriculum developed by

dental faculty at the LSUHSC
Infectious Diseases Dental Clinic. This
program is held three times a year in
New Orleans.

For pharmacists:

PHARMACEUTICAL CARE ISSUES

IN HIV DISEASE

A half-day course for practicing phar-
macists with curriculum developed by
recognized experts in the field of HIV
treatment. The course takes place at
Xavier University of Louisiana Col-
lege of Pharmacy at New Orleans. This
program is held three times a year in
New Orleans.

Individual clinical preceptorships are
available in Mississippi and Arkansas
upon request. In Mississippi, contact
Cheryl Hamill at 601-984-5542. In
Arkansas, contact Derrick Newby at
870-535-3062.
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Dentistry

Dental care is far from universal among HiV-infected patients

HIV dental services, from page 1

manage HIV-related oral disease,
and dentists, as principal oral
health diagnosticians, need to
be aware of the special needs of
HIV-infected patients and the
therapies available.®®

A number of factors influence
the use of dental services by
HIV-infected patients including
dental insurance status, referral
practices, availability of services,
and the willingness of patients
to seek care, and clinicians to
deliver care.’” In a study by
Fleishman et al. on the dental
service use among HIV adults,
51 percent of the respondents
reported one or more visits to a
dentist, oral surgeon, or other
professional dental health care
provider at some point of time
during the study period. Any
dental service use was signifi-
cantly more likely among more
socioeconomically advantaged
groups: whites, homosexual or
bisexual men, those privately
insured, those employed, and
those with relatively high educa-
tion and income. Those without
medical insurance in the Fleish-
man study were significantly less
likely to use dental care than
were those with public insur-
ance, but the difference between
those with public and those with
private insurance was not sig-
nificant.®

HIV-infected people may
have limited access to needed
services for a number of rea-
sons, including discrimination
and inadequate social or health
services.” Cost of treatment not

covered by insurance has been
commonly reported as a barrier
to receiving needed dental care,
even among HIV-infected people
who receive state and federal en-
titlements. In one survey, HIV in-
fected adults reported that being
unable to afford treatment was
the most common reason for ex-
periencing difficulty in obtaining
dental care. HIV-infected adults
without dental insurance were
less likely than those with den-
tal insurance to receive care.® In
certain metropolitan areas, free
dental care is available to HIV-in-
fected patients at selected spe-
cialty clinics, regardless of their
dental status.® However, HIV-in-
fected people living in states that

In one clinic,
female HIV patients
were more likely to seek
dental care only in
case of emergency.

require reporting of AIDS but not
HIV may be ineligible to receive
certain federal entitlements that
cover the cost of dental care.

The lack of dental insurance
continues to affect the extent of
services that patients receive and
their likelihood to seek dental
care. HIV-infected people are
more likely to lack dental insur-
ance (75 percent) than are people
in the general population (59
percent). Some patients who are

eligible for free dental care do
not live close enough to specialty
clinics to benefit from their ser-
vices.!°

Dentists have not been uni-
versally receptive to caring for
persons with HIV.!! 12 Provider
reluctance to treat HIV-infected
people may affect patients’ in-
ability to receive care. HIV-in-
fected adults are concerned that
providers will refuse to treat
them once they know of the
patient’s serostatus. National
surveys of dentists’ attitudes and
practices concerning infectious
diseases, conducted in 1986 and
1988, reported that only 21 per-
cent and 31 percent of dentists,
respectively, were willing to treat
patients with AIDS; however
more than 86 percent of respon-
dents reported that they would
refer these patients to public
health clinics or hospitals. In a
1990 survey, 60 percent of gen-
eral dentists in the US reported
that they were willing to treat
HIV-seropositive patients but not
necessarily symptomatic HIV-in-
fected patients or patients with
AIDS.*®

Part of this reluctance has
been due to the fact that dentists
have seen themselves at con-
siderable risk of contracting the
infection during patient treat-
ment.'* The attitude of dentists
may also result in less disclosure
by HIV patients to their dentists.
Perry et al found that only 53%
of patients had informed their
dentists of their infection, but
85% had told their physicians.
Dentists also considered them-
selves to be more at risk from
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stigma than other providers if
they treat HIV patients.!® Young-
er dentists, dentists receiving
continuing education courses on
HIV/AIDS, or those who were ex-
perienced at treating HIV cases,
were less reluctant to offer treat-
ment to HIV patients.'¢ In a 1993
survey, 67 percent of dentists
reported that they were willing
to treat patients with AIDS even
if a legitimate option for referral
existed, however, 84 percent felt
that it was their right to decide
whether to accept an HIV patient
for treatment.'”

Since 1994, Title 3 of the
Americans with Disabilities Act
has effectively prevented sev-
eral dental discrimination cases
where the patients were refused
treatment because the provider
became aware of the patients
HIV status. Better understand-
ing of the ethical conflict between
rights and interests, as well as
improved communication and
risk management (written docu-
ment on advice given to patients)
are essential strategies in elimi-
nating HIV-related discrimina-
tion. The source of care is also
another significant factor in
health care utilization. Higher
percentages of patients seek care
at Veterans Administration (VA)
hospitals and AIDS clinics which
reflects the fact that, in designat-
ed clinics and at the VA, a more
comprehensive one-stop shop-
ping approach for managing HIV
patients is possible.®

Dental care use is far from
universal among persons with
HIV. Barriers to dental care may
be reduced by increasing den-
tist’'s awareness of the Americans
with Disabilities Act, integrating
training and education on infec-
tion control and HIV-associated

oral conditions with a better
understanding of the dentist’s
role in providing care to HIV-in-
fected people. Health care profes-
sionals have the responsibility to
reduce fear and anxiety among
patients associated with HIV,
especially when they seek dental
care.!® Measures are needed to
ensure that more HIV patients
receive regular dental care. One
such measure to reduce dispar-
ity would be to provide cover-
age of dental care for Medicaid
beneficiaries with HIV.!® Improv-
ing patient education on oral
conditions that require treatment
and expanding coverage of dental
insurance for HIV-infected people
can help in reducing some of the
barriers.

Results of study at HIV

Dental Clinic in New Orleans
The HIV Outpatient Dental Clinic
at the Medical Center of Loui-
siana provides comprehensive
oral care to more than 1,000
HIV-positive patients. In the past
year, we evaluated the use of
dental services such as examina-
tion, cleanings, fillings, extrac-
tions, crown and bridges, and
dentures. Preliminary analysis
showed significantly lower use

of dental services in the female
patient population. There was no
difference in the dental emer -
gency visit encounters among
the white and black male patient
population, however, the female
patients in general were more
likely to seek dental care only in
case of emergency. This indi-
cates that significant disparities
exist in the use of several dental
services and female HIV patients
were less likely to receive ad-
vanced dental care, even after
accounting for symptomatology.

Additional data are needed on
factors that lead HIV-infected
people to notice oral or dental
conditions, to assess their sever -
ity, and decide to seek care.«
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National Warmline and PEPline provide clinicians with
assistance in managing HIV and occupational exposures

Scenario 1: You are caring
for a 49-year-old HIV+ man. He
previously had been taking di-
danosine, stavudine, and nelfina-
vir, but medications were dis-
continued because he developed
pancreatitis. His antiretroviral
regimen was changed to zidovu-
dine, tenofovir, and nevirapine
eight months ago. The viral load
had been undetectable until last
month, but now has increased
to 8000 copies/mL. The patient’s
CD4+ count has remained stable
between 340 and 390 cells/uL.
He has serologic evidence of hep-
atitis C without LFT abnormali-
ties. The ALT and AST are now
twice the upper limit of normal
and the serum cholesterol is 248.
Numerous antiretroviral options
seem viable and you would like
further input.

Scenario 2: It is 6 pm
and a concerned nurse ap-
proaches you because she
thought the tip of a bloody
22-guage needle might have
stuck her. When she took off
her glove, there was no sign of
puncture. The source patient is
known to be HIV-positive with a
CD4+ count of 20 cells/uL and
a viral load of 5000 copies/mL.
The patient is taking zidovudine,
lamivudine, and efavirenz. You
follow post-exposure prophy-
laxis protocol but are uncertain
whether this represents a true
exposure requiring prophylaxis
and if so, whether two or three
drugs would be appropriate.

Clinical scenarios such
as these present multiple deci-
sion-making dilemmas. Real-time
discussion of complicated cases
with other HIV experts can be

useful in choosing the best indi-
vidualized care strategies. The
National HIV/AIDS Clinicians’
Consultation Center has two free
national services that can help
clinicians in managing these
types of scenarios, the National
HIV Telephone Consultation Ser -
vice (Warmline) and the National
Clinicians’ Post-Exposure Pro-
phylaxis Hotline (PEPline).

The Warmline provides
consultation about the entire
range of issues in HIV care, from
diagnostic measures to compli-
cated antiretroviral therapy. The
Warmline can be reached from 7
am-7 pm Central Time at 800-
933-3413.

The PEPline provides emer -
gency consultation for needle-
sticks and other exposures to
blood-borne pathogens, which
require immediate assessment
and management. The PEPline
can be called 24 hours a day at
888-448-4911.

These services are offered
free of charge. The Center has
answered more than 70,000
Warmline and PEPline calls
during the past 10 years. The
Warmline and PEPline are staffed
by physicians and clinical phar-
macists experienced in HIV care
and post-exposure prophylaxis
(PEP) for health care workers.

The National HIV/AIDS Clini-
cians’ Consultation Center is
based at University of California,
San Francisco, at San Francisco
General Hospital, and is funded
by the Health Resources and
Services Administration (HRSA)
and the Centers for Disease Con-
trol and Prevention (CDC).

Regional consultation service
is provided by Delta AETC

Delta Region AIDS Education
and Training Center has its own
clinical consultation service for
HIV clinicians in the states of Loui-
siana, Mississippi and Arkansas.

Consultants for the regional
warmline are HIV experts at state
university medical centers.

Requests for consultation
are taken from 8:30-4:00 CST on
weekdays and by voicemail on
weekends. Peer consultants return
calls within 48 hours.

If you are a clinician and wish
to discuss a case with one of our
consultants, use these numbers to
contact your state warmline:

In Louisiana: 504-903-0788
In Mississippi: 601-984-6105
In Arkansas: 870-535-3062

NOTE TO
HIV CLINICIANS:

Visit the
HIV Clinician
website

regularly for
updates:

WWW.
deltaaetc.org
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Nursing

HIV/AIDS nurses will gather in New Orleans in November

Marsha J. Bennett, DNS

For those of you who may
not be aware, there is an orga-
nization for nurses who care for
persons with HIV/AIDS. The As-
sociation of Nurses in AIDS Care
(ANAC) was formed in 1987 in
response to the increasing need
for nurses to have a voice in the
care of those with HIV and AIDS.

The purpose and mission of
ANAC is “fostering the individual
and collective professional devel-
opment of nurses involved in the
delivery of health care to persons
infected or affected by the hu-
man immunodeficiency virus
(HIV) and promoting the health,
welfare, and rights of all HIV-in-
fected persons.

Members of ANAC strive to
achieve the mission by:

* creating an effective network
among nurses in HIV/AIDS care;
* studying, researching and ex-
changing information, experienc-
es, and ideas leading to improved
care for persons with AIDS/HIV
infection;

* providing leadership to the
nursing community in matters
related to AIDS/HIV infection;

* advocating for HIV-infected per-
sons; and

» promoting social awareness
concerning issues related to
HIV/AIDS.

Inherent in these goals is an
“abiding commitment to the pre-
vention of further HIV infection”
(www.anacnet.org).

The Journal of the Asso-
ciation of Nurses in AIDS Care
(JANAC) is a peer-reviewed bi-
monthly publication focusing on
HIV research and practice issues
for nurses and other health care

professionals. ANAC also offers
basic and advanced certification
for the HIV nurse. More infor -
mation about the national and
international efforts of ANAC
can be found on their website at
www.anacnet.org.

The New Orleans Nurses in
AIDS Care (NONAC) was formed
in 1992 and received official
chapter charter from ANAC in
1994. Over 40 members strong,
the local chapter serves to help

ANAC provides
a voice for nurses
who care

for individuals with
HIV and AIDS.

nurses working with persons with
HIV/AIDS stay informed through
educational presentations, bi-
monthly meetings, award ceremo-
nies, and networking. The Louisi-
ana contact person is Demetrius
Porche at dporch@lsuhsc.edu.

Inquiries about the Missis-
sippi chapter of ANAC can be
sent to Connie Thompson at
cthompson@medicine.umsmed.
edu.

There are 46 active ANAC
chapters, and each year, there is
a national conference; over 900
people are expected to attend this
year. New Orleans is the host city
for the conference, to be held at
the Hilton Riverwalk, November
15 through 18, 2004. Scheduled
for this year’s conference are some

exciting speakers and presenta-
tions.

Keynote speaker will be Dr.
Jocelyn Elders, former U.S.
Surgeon General in the Clinton
administration. She will address
local and global sociopolitical cli-
mates affecting HIV/AIDS fund-
ing and care issues.

Exciting and stimulating plenary
sessions are planned:

* Dr. Ruth Berggren will discuss
HIV/AIDS in the Caribbean area,
focusing on her work in Haiti.

* Dr. Paul Bascom will speak
about the assisted suicide ex-
periences in Oregon with HIV
patients.

* Samuel Lurie will explore
issues of transgendered HIV-
infected individuals.

Other sessions include
advanced nutritional concepts,
advanced pain management,
advanced concepts in manage-
ment of neurological problems in
HIV-infected persons, advanced
concepts in HIV management,
an update from the international
AIDS conference in Bangkok,
pediatric and adolescent psy-
chological, growth and develop-
ment issues, cultural diversity in
HIV/AIDS care, palliative care,
women and reproductive rights,
and many more sessions, includ-
ing abstract sessions and round
tables. The preliminary confer-
ence program is scheduled to be
released in July.

Special features for this
year’s conference include a jazz
funeral to commemorate those
no longer with us. The opening
night gala will showcase local
musical talents, and t-shirts and
signed prints from photogra-

See HIV/AIDS nurses, page 8
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HIV/AIDS nurses, from page 7

pher-artist Bobby Wozniak will be
available. Mark Monte has orga-
nized walking tours of the French
Quarter, Garden District, and a
half-day plantation tour.

Join us! This year’s confer -
ence will abound with new infor-
mation that will better equip you
to provide state of the art care for
your HIV/AIDS patients. For more
information, contact ANAC online
at www.anacnet.org. See you in
November!«

Marsha Bennett is Associate
Professor, Department of
Nursing, Nicholls State University.

Clinical Consultation
for

Health Care Providers

Delta Region health care
providers can consult
with HIV experts at
university medical centers:

* Louisiana 504-903-0788
+ Mississippi 601-984-6105
* Arkansas 870-535-3062

/7
%

National HIV Telephone
Consultation Line:
800-933-3413

National Clinicians’
Post-Exposure Prophylaxis
Hotline (PEPIline):
888-448-4911

Health
professionals
earn
continuing
education
credits
at the
Delta AETC’s
clinical HIV
preceptorship
programs

See back cover for our
training calendar

Free to clinicians:
The Hopkins HIV
Report newsletter

HIV clinicians are entitled to a free
subscription to The Hopkins HIV
Report, a bimonthly newsletter de-
signed for HIV clinical providers.

The newsletter is published by the
Johns Hopkins University AIDS Ser-
vice and features articles by expert
HIV clinicians about new drugs,
treatment options, questions and
answers from the Johns Hopkins
AIDS Service Clinician Forum, and
other clinical news relevant to HIV
providers.

To subscribe to the print version of
the newsletter, complete the online
form at http://hopkins-aids.edu/

publications/report/newsletter_sub-

scribe.html.«

Plan ahead to attend
HIV conferences...

A August 30-September 1, 2004
3rd AIDS Vaccine 2004
Lausanne, Switzerland
www.aidsvaccine04.org

A September 9-10, 2004
Biomedical Prevention of HIV:
Current Status and Future
Directions

London, United Kingdom
www.rsm.ac.uk/academ/610-hivaid.
htm

A September 10-11, 2004

2004 African American and
Hispanic Leadership Conference
on HIV/AIDS

Lexington, KY
ramonda.yocum@ky.gov

A October 30-November 2, 2004
44th Interscience Conference
on Antimicrobial Agents

and Chemotherapy
Washington, DC

www.icaac.org/

Dr. Zachary’s
Practical Guidelines
for the
Management
of the

Adult HIV-Infected
Patient

WWW.
HIVManagement.org
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Mental Health

New pharmacological tool approved for opioid addiction

Danny Sansovich, LCSW, ACSW

In the Winter 2003 edi-
tion of this publication (Vol. 15,
No. 1), strategies were presented
for working with HIV patients
with a history of substance
abuse or addiction. These in-
cluded pain contracts, urine
toxicology screens, and referral
to a pain specialist. Now a new
pharmacological tool can be
added to the treatment strategy
for patients addicted to opioids,
including prescribed narcotics
such as oxycontin.

In late 2002, the FDA ap-
proved the use of buprenorphine
and a buprenorphine/naloxone
combination product for use in
opioid addiction treatment, mar-
keted as Subutex and Suboxone
respectively. No other buprenor-
phine product was approved for
treatment of opioid addiction.
Buprenorhine is now an addi-
tional choice to opioid addiction
treatment, which includes meth-
adone and LAAM (levo-alpha-ace-
tyl-methadol).

Formulations (from http://
buprenorphine.samhsa.gov/)
Suboxone,® a sublingual tablet,
comes in two dosage forms: 2 mg
buprenorphine/0.5 mg nalox-
one and 8 mg buprenorphine/2
mg naloxone. Subutex,” also a
sublingual tablet, is available in
2 mg and 8 mg strengths. The
Subutex® and Suboxone® drug
labels are available on the FDA
website at: www.fda.gov/cder/
drug/infopage/subutex_subox-
one/default.htm

Physicians interested in
treating patients for opioid ad-
diction with buprenorphine

must first meet certain require-
ments. They must be actively
licensed physicians in their state
with a DEA number. The physi-
cian would notify the Center for
Substance Abuse Treatment
(CSAT) of intent to treat opioid-
dependent patients and apply for
a waiver to treat these patients
with buprenorphine. In order to
qualify for a waiver under the
Drug Abuse Treatment Act of
2000 (DATA 2000), certain crite-
ria must be met and an 8-hour
course must be completed in the
absence of previous qualifica-
tion in addiction treatment. For
more specific information on
becoming qualified to treat with
buprenorphine, see: http://bu-
prenorphine.samhsa.gov/bwns/
waiver qualifications.html or call
1-866-BUP-CSAT.

To find a physician qualified
to treat with buprenorphine, see
the SAMHSA website at http://
buprenorphine.samhsa.gov/
bwns_locator/index.html.

As with any narcotic, the use
of buprenorphine is not without
risks, particularly if the patient
continues to use other drugs
or alcohol, with alcohol and
benzodiazepines significantly
increasing the risk of breath-
ing difficulties that can be life
threatening. Additionally, Sub-
oxone (buprenorphine/naloxone
combination) has a lower poten-
tial for abuse and/or diversion
than Subutex (buprenorphine
monotherapy) and should be
considered if there is a possibility
for abuse or diversion. For more
detailed information please see:
http://buprenorphine.samhsa.
gov/.

The cost of treatment with
both of these medications is
comparable to the daily cost of
methadone treatment, roughly
about S5 per day. However, it
must be pointed out that this is
usually significantly less than
what an active opiate addict
spends daily on illegal drugs.

A typical treatment protocol for
the initiation of buprenorphine
might look as follows:

1. Opiate is lowered by taper to
an equivalent of 40 mg of metha-
done or less.

2. On the Friday before bu-
prenorphine induction, the
patient will receive a prescrip-
tion for buprenorphine, and get
it filled.

3. On the Friday before bu-
prenorphine induction, the
patient will stop taking his opiate
medication.

4. On Monday at 8:00 am, the
patient will present to clinic, be
checked in with vital signs, and
seen by the psychiatrist at 8:30
am.

5. After evaluation by the psychi-
atrist and confirmation of week-
end abstinence, the patient will
be given his first 2 mg dose of
sublingual buprenorphine. If the
evaluation results in a judgment
to abort induction, the patient
will be returned to his old dose
of opiate and the plan will be
reconsidered.

6. During the day, as the psy-
chiatrist directs, the patient will
be rechecked and redosed up to
a total of 8 mg of buprenorphine.
7. On Tuesday, the patient

will report at 10:00 am and be
checked in with vital signs. The

See Opioid addiction, page 10

HIV Clinician * Summer 2004



A

Nutrition

Incarcerations, substance use are factors in weight fluctuation

Ginger Bouvier, MEd, LDN, RD

A 41-year-old HIV+ woman,
C.C., was recently referred for
nutritional counseling because
of weight loss. While reviewing
the patient’s medical record, a
pattern of weight gain and loss
not unique to this patient was
noticed.

C.C. had an extensive history
of substance abuse and incar-
ceration, and in fact was usually
brought to the HIV clinic by the
prison system in which she was
incarcerated. When C.C. was
in custody, her weight typically
increased to the point of obesity.
During a 16-month incarceration
at the parish prison, her weight
increased 38 percent, from 148
pounds to 204.5 pounds. In
contrast, when she was released,
her weight would plummet. See
Table 1 on next page.

During incarceration at
Louisiana Correctional Institute
for Women, C.C. lost 38 pounds
over a year. A possible reason for
this weight loss is that inmates
at LCIW are much more active

Opioid addiction, from page 9

patient will be seen by a psy-
chiatrist on Tuesday and after
confirmation of abstinence from
other opiates, the patient will be
released to take a daily dose and
return home after taking it.

8. On Wednesday, patient will
present at 8:30 am and be seen
by the psychiatrist at 9:00 am. At
this point, decisions will be made
concerning dose adjustment,

than those at Orleans Parish

Prison. The inmates at LCIW are

required to work at planting and

harvesting vegetable crops which
are used to feed the inmate
population.

At the time of the nutrition
referral (5/04/04), C.C. had not
been in custody or to the HIV
clinic for approximately eight
months. Her weight had dropped
19 percent, from 146 pounds to
118 pounds, during these eight
months, yet her CD, and HIV
viral load were essentially un-
changed. C.C. reported smoking
crack cocaine “occasionally.” She
was given the following referrals
by her physician:

* Social Work for food and trans-
portation assistance, addiction
counseling, disability applica-
tion, and case management

* Nutritionist regarding Ensure
supplementation

C.C. attended her nutri-
tion appointment on 5/18/04.
She stated she had no income,
was homeless, and was staying
at homeless shelters at night.

need for direct observed therapy,
possible transition to naltrexone,
and frequency of follow-up. If the
patient is released to unobserved
therapy, only Suboxone will be
prescribed.

This would be followed only
if the patient had been using
methadone or other opiates. The
test dose is necessary to see if
the patient will go into a precipi-
tated withdrawal. If the patient
has been abstinent for longer

The shelters provide dinner and
breakfast to the individuals who
stay overnight. Many locations
in the city provide lunch meals
to the homeless. C.C. was given
a list of these locations to obtain
free meals, and she demonstrat-
ed the ability to read the list.
C.C. also reported receiving $141
per month in food stamps.

Nutrition counseling consist-
ed of instructing C.C. on eating
at the shelters, and purchasing
healthful, nutritionally dense
foods with her food stamps. She
was also instructed on utilizing
nonperishable, nutritious foods
due to her living situation. Since
at least 2/3 of her daily meals
were provided by the shelters,
she was given coupons for En-
sure and it was recommended
that she use her food stamps to
purchase Ensure if she desired
supplementation.

On 06/01/04, C.C. attended
her physician and nutrition
appointments, and reported
having gotten an apartment
with a friend. She had lost one
pound from the previous visit,

than two weeks, it may be pos-
sible to begin the above protocol
without a test dose. The websites
outlined above contain much
more specific information than
can be presented in this intro-
ductory article and should be
considered recommended read-
ing.s

Danny Sansovich is Mental Health
Specialist, HIV Outpatient Program
(HOP) Clinic of Medical Center of Loui-
siana at New Orleans.
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and was given a prescription ’ . . :
for Megace (20cc/day), as well Table 1 C.C.’s Weight Gain and Loss 1996-2004

as 30 cans of Ensure (one can
daily.) On 06/18/04, she at-

Date | Incarc. | Weight | HAART | CD HIVVL | Comments

4

tended her psychiatry appoint- 07/11/96 | OPP 1444 No 433 First clinic visit, height ~65”
ment and requested to see the 1112719 | OPP 1704 No 513

nutritionist. She reported taking 01/08/97 | OPP 1884# No

Megace 20cc/day as prescribed DIC from prison 01/11/97

and stated she drank all of the 07/02/98 | OPP 161# N 756 Delivered baby 06/22/98
Ensure. Given the weight loss of 0 clvered baby

two pounds in two weeks despite 08/25/98 | OPP 180# No 572 4628

Megace, Ensure, and virologic 10/06/98 | OPP 189# No

control, C.C. was asked to sub- Not in prison 10/98-03/99

mit a urine sample for toxicology
screen. The toxicology was posi-
tive for cocaine.

05/21/99 | OPP 148# Yes
06/29/99 | OPP 162# Yes

This interesting case is rep- 09/22/99 | OPP | 190.25# | Yes 658 <400
resentative of those instances 12/07/99 | OPP 194# Yes 763 <400
where nutritional supplementa- 01/11/00 | OPP 196# Yes

tion and nutritional counseling 04/11/00 | oPP 190# Yes 792 <400

are of limited help. Without suc-
cessful substance abuse treat-

05/30/00 | OPP 188.75# | Yes

. . 09/26/00 | OPP 204.5# Yes 808 <50
ment or another incarceration,
this patient is unlikely to have Transfer to LCIW 04/01
nutritional improvement. < 10/09/01 | LCIW 200# Yes 900 <400
) o » ' 10/23/01 | LCIW 1964 Yes
Ginger Bouvier is Nutrition Special- 03/05/02 | Low 1884 Yes 172 <400
ist at the HIV Outpatient Program of 201 c "
the Medical Center of Louisiana at 04/130/02_| LCIW 180 ves
New Orleans and a faculty member of 07/16/02 | LCIW 1684 Yes 895 <50 clo diarrhea
Delta Region AETC. 10/29/02 | LCIW 162# Yes 111 <400 clo stomach hurts
Not in prison 11/02-03/03
04/16/03 | OPP 138# No 583 1320
09/17/03 | OPP 1464 No 632 662
Need S|IdeS D/C from prison 10/03
f or O r H IV 05/05/04 | No 1184 No 645 729 Homeless
y u 05/18/04 | No 121# No Homeless, c/o poor appetite
p rese ntatio n S? 06/01/04 | No 1204 No Got Rx for Megace, 30 cans Ensure
' 06/16/04 | No 118# No Urine tox screen + for cocaine
H Key:
Download SI Ides OEI;YP = Orleans Parish Prison
o o LCIW = Louisiana Correctional Institute for Women
designed especially n/a = Not Avalable
L. ---- = Lab Not Performed
for the clinician at the
website of the Check out the

AETC National
Resource Center
at www.aids-etc.org www.deltaaetc.org

Delta Region AETC website at
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Stay current with the
latest HIV/AIDS journal articles

A Bailey JE. Van Brunt DL. Raffanti SP. Long WJ. Jen-
kins PH. Improvements in access to care for HIV and
AIDS in a statewide Medicaid managed care system.
American Journal of Managed Healthcare. 9(9):595-602,
2003 Sep.

A Gwilt PR. Manouilov KK. McNabb J. Swindells SS.
Pharmacokinetics of hydroxyurea in plasma and cere-
brospinal fluid of HIV-1-infected patients. Journal of
Clinical Pharmacology. 43(9):1003-7, 2003 Sep.

A Gupta R. Irwin A. Raviglione MC. Kim JY. Scaling-up
treatment for HIV/AIDS: lessons learned from multi-
drug-resistant tuberculosis. Lancet (North American
Edition). 363(9405):320-4, 2004 Jan 24.

A Adamian MS. Golin CE. Shain LS. DeVellis B. Brief
motivational interviewing to improve adherence to
antiretroviral therapy: development and qualitative
pilot assessment of an intervention. AIDS Patient Care
& STDs. 18(4):229-38, 2004 Apr.

A Kozal M. Cross-resistance patterns among HIV pro-
tease inhibitors. AIDS Patient Care & STDs. 18(4):199-
208, 2004 Apr.

A Rodriguez-Barrios F. Gago F. HIV protease inhibition:

limited recent progress and advances in understanding
current pitfalls. Current Topics in Medicinal Chemistry.
4(9):991-1007, 2004.

A Sterling RK. Wilson MS. Sanyal AJ. Luketic VA.
Stravitz RT. Contos MJ. Mills AS. Shiffman ML. Impact
of highly active antiretroviral therapy on the spectrum
of liver disease in HCV-HIV coinfection. Clinical Gastro-
enterology & Hepatology. 2(5):432-9, 2004 May.

A Farel CE. Chaitt DG. Hahn BK. Tavel JA. Kovacs
JA. Polis MA. Masur H. Follmann DA. Lane HC. Davey
RT Jr. Induction and maintenance therapy with
intermittent interleukin-2 in HIV-1 infection. Blood.
103(9):3282-6, 2004 May 1.

A Pai RK. Kedia A. Hsu PY. Osborn LA. Taylor RA.
AIDS associated with severe cor pulmonale and large
pericardial effusion with cardiac tamponade. Cardiol-
ogy in Review. 12(1):49-55, 2004 Jan-Feb.

A Baxter KF. Highet AS. Topical cidofovir and cryother-
apy--combination treatment for recalcitrant molluscum

contagiosum in a patient with HIV infection. Journal of
the European Academy of Dermatology & Venereology.
18(2):230-1, 2004 Mar.

A Luzuriaga K. McManus M. Mofenson L. Britto P. Gra-
ham B. Sullivan JL. PACTG 356 Investigators. A trial of
three antiretroviral regimens in HIV-1-infected children.
New England Journal of Medicine. 350(24):2471-80,
2004 Jun 10

A Goldrick BA. HIV advances. American Journal of
Nursing. 104(5):37-8, 2004 May.

A Koutkia P. Canavan B. Breu J. Johnson ML. Depaoli
A. Grinspoon SK. Relation of leptin pulse dynamics to
fat distribution in HIV-infected patients. American Jour-
nal of Clinical Nutrition. 79(6):1103-9, 2004 Jun.

A Foote-Ardah CE. Sociocultural barriers to the use of
complementary and alternative medicine for HIV. Quali-
tative Health Research. 14(5):593-611, 2004

A Anthony NJ. HIV-1 integrase: a target for new AIDS
chemotherapeutics. Current Topics in Medicinal Chemis-
try. 4(9):979-90, 2004.

A Hermsen ED. Wynn HE. McNabb J. Discontinua-
tion of prophylaxis for HIV-associated opportunistic
infections in the era of highly active antiretroviral
therapy. American Journal of Health-System Pharmacy.
61(3):245-56, 2004 Feb 1.

A Robinson WR. Luck MB. Kendall MA. Darragh TM.
The predictive value of cytologic testing in women with
the human immunodeficiency virus who have low-grade
squamous cervical lesions: a substudy of a randomized,
phase III chemoprevention trial. American Journal of
Obstetrics & Gynecology. 188(4):896-900, 2003 Apr.

A Thorner AR. Rosenberg ES. Early versus delayed
antiretroviral therapy in patients with HIV infection: a
review of the current guidelines from an immunological
perspective. Drugs. 63(13):1325-37, 2003.

A Balzarini J. Current status of the non-nucleoside
reverse transcriptase inhibitors of human immuno-
deficiency virus type 1. Current Topics in Medicinal
Chemistry. 4(9):921-44, 2004

Delta AETC
CONTINUING

EDUCATION
PROGRAMS

NEW ORLEANS, LOUISIANA

A clinical preceptorship for pharmacists: Pharmaceutical
Care Issues in HIV Disease—October 17, 2004.

5 contact hours (.5 CEUs). Contact: Danielle Pierce,
504-903-0788 or dpierc@lsuhsc.edu

NEW ORLEANS, LOUISIANA

A clinical preceptorship for dentists: Oral Health
Management of the Patient with HIV Disease—
October 18, 2004. 7 hrs CDE. Contact: Danielle Pierce,
504-903-0788 or dpierc@lsuhsc.edu

NEW ORLEANS, LOUISIANA

A clinical preceptorship for nurses and clinical service
providers: Comprehensive Management of the Patient
with HIV Disease—November 1-3, 2004. 21 contact
hours (1.9 CEUs). Contact: Danielle Pierce,
504-903-0788 or dpierc@lsuhsc.edu

NEW ORLEANS, LOUISIANA

A clinical preceptorship for MDs, NP, PAs: Care and
Management of the Patient with HIV Disease—
September 13-14 and December 6-7, 2004. Up to
13.5 CMEs from AAFP. Contact: Danielle Pierce,
504-903-0788 or dpierc@lsuhsc.edu

JACKSON, MISSISSIPPI

Clinical preceptorships for primary care providers—
ongoing by request. To arrange, contact Jessie Lindsay
at 601-984-5542 or jlindsay@medicine.umsmed.edu.

PINE BLUFF AND LITTLE ROCK, ARKANSAS

Clinical preceptorships for primary care providers—
ongoing by request. To arrange, contact Derrick Newby,
870-535-3062 or dnewby700@ aol.com
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