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Update from DDW:

Part 3

Alan Franciscus, Editor-in-Chief

The final report on the DDW 2004
conference will focus on various re-
ports issued, including practice pat-
terns of liver specialists in the Unit-
ed States, managing treatment re-
lated anemia and the effect of estro-
gen replacement therapy on treat-
ment outcome.

PRACTICE PATTERNS

Sean P. Hurley and colleagues
studied the practice patterns of gas-
troenterologists and hepatologists
to assess whether clinicians fol-
lowed an acceptable approach to
treatment and management of
treatment side effects. In this na-
tional study, 5000 gastroenterolo-
gists were mailed a 31 question
survey of whom 17.8% responded.
It was generally found that most
clinicians followed established
management patterns but there
were still many who did not. In
77% of respondents the therapy of
choice was pegylated interferon
plus ribavirin, the current standard
of care. Seventy-five percent of the
respondents followed the 12 week
rule and discontinued medical ther-
apy in patients who did not achieve
a 2 log or greater reduction in viral
load.

Key Points:

¢ Initially 45% of physicians
would dose reduce HCV medica-
tions to manage severe fatigue and
cytopenias (blood disorders).

e Growth factors were used to
manage side effects, but insurance
reimbursement limited the use of
growth factors more than 50% of
the time in 14% of the respon-
dents.

¢ Twelve percent would use
pharmaceutical agents to treat
muscle/joint paint and fatigue.

¢ Thirteen percent would start
patients on antidepressants before
treatment.

® Most (74%) would manage
interferon induced depression
themselves with SSRI's, listed as
the treatment of choice.

Of interest, the researchers
found that physicians in high-vol-
ume practices were less likely to
dose reduce or discontinue therapy
when managing treatment side ef-
fects. Finally, the researchers re-
ported that according to their study
patients were less likely to com-
plete therapy when a physician
used a dose reduction approach to
manage fatigue and cytopenias.
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TREATMENT INDUCED ANEMIA

Ribavirin is associated with a
hemoglobin (Hb) decline which
may require the use of adjunct
therapies or a reduction in the rib-
avirin dose.

Anouk T. Dev and colleagues re-
ported on a study they conducted
to find out if the drop in Hb is pre-
dictive of sustained virological re-
sponse (SVR). In this retrospective
study, the investigators identified
349 patients from two hospital da-
tabases. Hb levels were measured
at baseline, and at weeks 4 and 8 of
therapy. No patient in this study
had a ribavirin dose reduction dur-
ing the 8 week period.

The patient characteristics in
this study were: male (75%), geno-
type 1 (83%), Caucasian (66%).
Sixty two percent received pegylat-
ed interferon plus ribavirin and
38% received standard interferon
plus ribavirin.

The authors reported that an Hb
drop of 3g/dl levels or more oc-
curred in 32% of the patients dur-
ing the first 8 weeks of therapy.
But it was found that a decline in

continued on page 4
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Injection Drug Users and

Hepatitis C

Liz Highleyman

Because hepatitis C and B are trans-
mitted efficiently through contami-
nated needles and other injection
equipment, infection rates are high
among injection drug users (IDUs).
Various studies have found HCV
prevalence rates as high as 80-90%
among IDUs, while incidence (new
infection) rates are estimated at 10-
30% per year. Although incidence in
IDUs has decreased dramatically
since the 1980s, drug injection still
accounts for about 60% of new HCV
infections. HBV is more often sexual-
ly transmitted, but drug injection still
accounts for an estimated 17 % of
new infections, and about 60% of
IDUs show evidence of HBV infection.
Further, IDUs have high rates of HIV/
HCV, HBV/HIV, and HCV/HBV coin-
fection.

Unfortunately, IDUs have been
excluded from most hepatitis C and
B studies, so there is little data about
the natural history of the diseases or
how well HCV and HBV treatment
works in this group.

Until recently, many experts felt
that IDUs were not good candidates
for viral hepatitis treatment. In par-
ticular, it was thought that IDUs
would adhere poorly to therapy,
were more likely to experience psy-
chiatric side effects related to inter-
feron, and if treatment was success-
ful were at high risk of reinfection
due to continued drug use. The 1997
National Institutes of Health (NIH)
consensus guidelines recommended
that IDUs should not be offered HCV
therapy until they had abstained
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from drugs and alcohol for at least
six months.

But with IDUs accounting for
such a large proportion of HCV pa-
tients, experts increasingly recognize
the need to find ways to manage this
population. The latest NIH consen-
sus guidelines, revised in 2002, rec-
ommend that "treatment of active in-
jection drug use be considered on a
case-by-case basis, and that active in-
jection drug use in and of itself
[should] not be used to exclude such
patients from antiviral therapy." Fur-
thermore, "methadone treatment has
been shown to reduce risky behav-
iors that can spread HCV infection,
and it is not a contraindication to
HCV treatment."”

What few studies there are show
that IDUs and people on methadone
can benefit from hepatitis C treat-
ment. Brian Edlin of Cornell present-
ed an overview of this data at the
June 2002 NIH consensus meeting
on the management of hepatitis C.

A study by Markus Backmund
and colleagues (reported in the July
2001 issue of Hepatology) looked at
50 heroin injectors starting opiate
detoxification treated with standard
interferon monotherapy or interferon
plus ribavirin. The overall SVR rate
was 36% (26% for genotype 1; 48%
for genotypes 2 or 3), comparable to
that seen in nonusers treated with
this regimen. Patients who relapsed
to drug use during the study (80%)
were offered methadone or dihydro-
codeine maintenance (which 30%
accepted) and allowed to continue
HCV treatment. SVR rates were 24 %
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in patients who relapsed to drug use
and did not resume drug treatment,
53% in patients who relapsed and
started opiate maintenance, and 40%
in those who did not relapse to drug
use (not a statistically significant dif-
ference). The authors concluded
that, "HCV-infected drug addicts
with chronic HCV infection can be
treated successfully with interferon
alfa-2a and ribavirin if they are close-
ly supervised by physicians special-
ized in both hepatology and addic-
tion medicine."

Diana Sylvestre from Oakland's
OASIS program found that among 66
methadone patients treated with
standard interferon plus ribavirin,
the overall SVR rate was 29%. Pa-
tients reporting a psychiatric diagno-
sis (about two-thirds) had a lower
SVR rate than non-psychiatric pa-
tients (24% vs 35%). During HCV
treatment, one-fifth reported drinking
alcohol and one-third reported using
drugs. Those who did not use drugs
during HCV treatment had an SVR
rate of 32%, compared with 29% for
those who used rarely, 33% who
used intermittently, and none who
used daily. "Relapse to drug use dur-
ing HCV treatment should not
prompt HCV treatment discontinua-
tion," Sylvestre concluded, "but rath-
er an early and aggressive attempt to
intervene before the drug use be-
comes regular.”

In the July 2004 issue of Hepatol-
ogy, Stefan Mauss and colleagues re-
ported data from a study of 100 sub-
jects with HCV, 50 on methadone

continued on page 6
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HEALTHWISE

HealthWise:

Spiritual Health

HER
Lucinda K. Porter, RN, CCRC

The origin of the word "health" is from Old English
meaning "wholeness." Merriam-Webster defines health as
"the condition of being sound in body, mind, and spirit."
Most of us have a general idea of how to cultivate a
sound body and mind. We know we ought to eat well, ex-
ercise, refrain from substance use, enigage in stress reduc-
tion techniques, etc. But when it comes to spiritual health,
many do little or nothing. This is especially true for those
who associate spirituality with an uncomfortable or nega-
tive religious experience.

The word "spirit" can be traced back to spirare mean-
ing "to breathe." As we know, breathing is central to
life. Stop breathing and we stop living. For those who
maintain a spiritual practice it can be as essential as
breathing. Those who are not engaged in a spiritual dis-
cipline may feel "out of sorts" or have a sense of empti-
ness.

Meditation and prayer are the cornerstones of spiritu-
al health. One way to describe the difference between
prayer and meditation is that prayer is asking or address-
ing, while meditation is listening. Meditation can be ei-
ther secular or religious in nature. Atheists can practice
meditation. Prayer, on the other hand, is usually associ-
ated with a belief in some sort of divine power.

Patients from all religious faiths may turn to prayer to
help cope with chronic illness. Prayer has been studied
at major hospitals throughout the United States. The Na-
tional Institutes of Health has awarded a grant to study
the effects of prayer on cancer and AIDS patients. Thera-
peutic or healing prayer is offered in both denomination-
al and non-denominational settings. Alcoholics Anony-
mous and other 12-step programs use prayers such as
the Serenity Prayer during meetings.

The practice of prayer is deeply personal. There is no
right, wrong or single way to pray. Who you pray to is
personal. Some people are uncomfortable with the word
"God" and prefer to use "Higher Power" or other mean-
ingful terminology. Prayers can be short or long. It has
been said that under certain conditions, the shortest
prayers are "Help" and "Thank You."

Meditation is a broad concept and can encompass a
variety of approaches. Some people meditate for stress
relief while others meditate as part of a spiritual practice.
In general, meditation is a tool to help quiet the mind
while promoting awareness and a sense of well-being.
Meditation is sometimes described as the practice of
mindfulness or living in the present. Because of its posi-
tive effect, meditation is used as a tool to help manage
illness—chronic hepatitis C, for example.

Meditation is simple to learn, although not necessari-
ly easy to practice. Here are a few suggestions to help get
you started:

Practice regularly, but start small - Initially practice for
5 minutes daily and gradually increase to 15-30 minutes.
Some people find it helpful to meditate more frequently
but for short intervals.

Set aside time to meditate - Schedule a regular time to
meditate. Meditating in the morning has the added ad-
vantage of setting a relaxing tone for the day.

Dress comfortably - Wear loose fitting, comfortable
clothes. Make sure the temperature in the room is also
comfortable.

Location - Choose a quiet and relaxing location. You
can sit in a comfortable chair or on the floor with a cush-
ion. Lying down is alright if you can avoid the tempta-
tion to fall asleep. Walking meditation is another alterna-
tive.

Sitting - You can sit in a comfortable straight-backed
chair with hands resting on your legs and feet gently
touching the floor. You may prefer sitting crossed-leg on
the floor, chair or cushion. Comfort is essential. In this
application, meditation is meant to alleviate health prob-
lems, not to create them.

Managing distractions - Distraction and resistance are
as much a part of meditation as breathing is. The mind
will continue to think, the ears will continue to hear, and
the body will continue to feel. It is perfectly acceptable to
have thoughts and to notice sounds. The tricky part is
not letting these occurrences dominate and call your

continued on page 5
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Hb during the first 8 weeks of com-
bination therapy is not predictive of
an SVR. Further studies are re-
quired to assess whether longer ini-
tial levels of Hb affect treatment re-
sponse, including early and sus-
tained virological response.

In another report, long term use
of epoetin was studied. In this
study conducted by Paul Packros
and colleagues, 185 patients who
developed anemia during therapy
were randomized to receive either
once-weekly epoetin (93 patients)
or a placebo (92 patients) during
the first 8-week double-blinded
phase of the study. After the dou-
ble-blinded phase of the study was
completed, all patients received
epoetin for the remainder of their
treatment. Patient characteristics
were similar in the two groups.

The authors found that 84% of
the total patient population in this
study maintained their ribavirin
dose and that epoetin therapy was
well-tolerated and maintained over
the entire course of HCV therapy.
Furthermore, it was found that the
use of epoetin did not adversely af-
fect HCV clearance. The authors
also noted that more studies are
needed to determine whether
maintaining higher ribavirin doses
with epoetin increased sustained
virological response rates.

Improving the efficacy of
epotein alfa was the objective of a
retrospective study conducted by
Aijaz Ahmed and colleagues. In
this study, the medical records of
56 consecutive patients with HCV
who were treated with weight-
based ribavirin dosing and
peginterferon alfa-2a or peginterfer-
on alfa-2b were analyzed. The pa-
tients were identified during a 12
month period between 6/1/02 and
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6/1/03 at a university hospital sat-
ellite clinic. Patients with pre-exist-
ing anemia, platelet count less than
50,000, or decompensated cirrhosis
were excluded. Baseline blood
counts were obtained and a weekly
complete blood count performed
for the first 12 weeks of treatment.
New onset of anemia was defined
as hemoglobin less than 12 g/dl,
hemoglobin decline more than 3 g/

The authors concluded that ERT

appeared to have little impact on

the response to HCV treatment
outcome and that there may be
another cause which may explain
the higher treatment response

rates among pre-menopausal

woimen.
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quired higher dosing of epoetin at
60,000 units/week. Seven percent
required additional supplementa-
tion of ferrous sulfate (iron-defi-
ciency anemia). Twelve percent
were dose reduced because they
did not qualify for insurance cover-
age of epoetin. An additional 7%
of patients required ribavirin dose
reduction of 200 mg due to delays
of insurance authorization and de-
livery of the drug.

The authors
found that the aver-
age patient devel-
oped anemia during
the first 12 week pe-
riod. As expected
there were no com-
plications associated
with epoetin treat-
ment during the
study period.

The authors con-
cluded that early
identification of treat-
ment-related anemia
can prevent ribavirin

dl or hemoglobin decline more
than 2 g/dl with significant fatigue.
Patients with new onset of anemia
were treated with epoetin alfa
40,000 units/week until 2 weeks
after their counts returned to base-
line. Patients treated with 40,000
units/week who developed severe
anemia (10-11 g/dl) were pre-
scribed 60,000 units/week until
their hemoglobin levels returned to
baseline.

Four patients out of the 56 pa-
tients were excluded from the
study data due to failure to com-
plete 12 week of treatment. Of the
52 remaining patients, 34 met the
study criteria for therapy-related
anemia. Thirty of the 34 patients
were treated with epoetin, of
whom 90% were managed on
40,000 units/week and 10% re-

dose reductions,
which should increase the percent-
age of patients who stay on HCV
therapy and thereby increase the
chances of a successful treatment
outcome.

The authors made the following
recommendations which they con-
sidered crucial to improving the ef-
ficacy of epoetin:

® Weekly complete blood
counts

e For those patients identified
as anemic, folate and iron studies

e For those patients identified
as anemic, repeat complete blood
counts weekly to follow progress
on epoetin alfa and identify those
that may need higher doses of epo-
etin alfa

¢ Ferrous sulfate for those with
low iron on iron studies

continued on page 7
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attention away from your breathing.
One way to manage distractions is by
acknowledging and incorporating
them into your awareness. For in-
stance, if you find yourself thinking
about an errand you want to attend
to, try saying "thinking," and gently
turn your attention back to breathing.

How to meditate
There are many types of medita-

tion and you may want to experi-
ment with different techniques be-
fore settling on any one particular
style. Meditation can be self-taught
or learned from a teacher. Some
meditation centers offer classes in
various disciplines, such as Insight,
Transcendental or Zen meditation.
Books and tapes can provide instruc-
tion on the art of meditation. Here are
a few simple techniques you can try:

® Breathing - close your eyes and
concentrate on your breath. Feel
your breath as it moves into and out
of your lungs. You may want to
count each breath until you reach
four and then repeat. Try to relax
into your breath and feel your stress
melt away.

® Candle - Light a candle in a dark,
draft-free area and place it at eye lev-
el. Gaze at the flame and concen-
trate on your breath. Soon you will
find your mind relaxed and still.
Note: This should not be practiced if
you suffer from migraines or sei-
Zures.

® Meditation of Loving Kindness -
Relax and concentrate on your
breath. As you are breathing in say,
"May I be well." As you breathe out
say, "May others be well".

® Chanting - You can use a Mantra
to chant while meditating. Practitio-
ners of Transcendental Meditation
(TM) are given a word (mantra)
when initiated into TM. Others may
simply use "OM" or "peace" while

meditating. Christian and other reli-
gious contemplative practices may
use meaningful words. Try sitting
comfortably and repeat a word or
sound. Feel the vibration while you
breathe out. Stretch it out as long as
you can. If you stay with it, you may
soon feel relaxed and tranquil.

These are but a few techniques
out of many ways to meditate. Give it
a try...you literally have nothing to
lose but stress and tension.

The Serenity Prayer

"God, grant me the serenity to ac-
cept the things I cannot change,
courage to change the things I can,
and wisdom to know the difference.”

Resources

® Kitchen Table Wisdom, by Rachel
Naomi Remen

® A Path with Heart, by Jack Kornfield

® Start Where You Are, by Pema Cho-
dron

® Soul Food, by Jack Kornfield and
Christina Feldman

® Stillness Speaks, by Eckhart Tolle

® The Miracle of Mindfulness, by
Thich Nhat Hanh

® Wherever You Go There You Are, by
Jon Kabat-Zinn

® Zen Mind, Beginner's Mind, by
Shunryu Suzuki

® The Transcendental Meditation Cen-
ter - www.tm.org

® Vipassana Meditation -
www.dhamma.org

® World Wide Online Meditation Cen-
ter - www.meditationcenter.com

® Zen - www.do-not-zzz.com
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maintenance for at least six months
and 50 who had not used street
drugs or opiate substitution for at
least five years; about 60% in both
groups had genotype 1 HCV. All were
treated with Peg-Intron plus ribavi-
rin. During the first eight weeks of
treatment, methadone patients were
five times more likely than non-
methadone subjects to either request
stopping HCV therapy or to discon-
tinue due to nonadherence (22% vs
4%). After eight weeks, however,
rates of discontinuation for these rea-
sons were similar (10% vs 8%). At
the end of follow-up, SVR rates were
42 % in the methadone groups and
56% in the nonuser group (because
relatively few patients completed a
full course of therapy, the difference
did not reach statistical significance).
The researchers concluded that HCV
treatment is "reasonably safe and
sufficiently effective” in patients on
methadone maintenance.

There is evidence from other dis-
eases (including HIV) that some
IDUs can adhere well to therapy, es-
pecially if they receive regular moni-
toring and support. IDUs do have
higher rates of psychiatric diagnoses,
including depression, bipolar disor-
der, and anxiety disorders. Some
studies show that people with a his-
tory of psychiatric conditions are
more likely to experience depression
as a side effect of interferon, but this
does not always happen, and often
can be treated if it does. All HCV pa-
tients IDUs and nonusers alike
should be screened for depression
before starting interferon, monitored
during therapy, and given antidepres-
sants if appropriate.

Research also suggests that HCV
reinfection rates in IDUs appear to be
low. In Backmund's study, no rein-
fections were detected during the 24-

week post-treatment follow-up peri-
od among the 10 SVR patients who
resumed drug injection. Another
study by Olav Dalgard and col-
leagues looked at outcomes five
years after the end of treatment in 27
Norwegian IDUs who had an SVR to
HCV therapy. Although nine relapsed
to drug use, only one was reinfected.

Because addiction is a chronic,
recurring condition, all active IDUs
and people in drug treatment or on
methadone maintenance should be
counseled about ways to prevent vi-
ral hepatitis transmission and rein-
fection, including not sharing nee-
dles or other injection equipment,
and, for people who must share,
cleaning works with bleach (al-
though bleach has not been proven
to kill HCV or HBV in syringes). Re-
search shows that HCV and HBV can
be transmitted via cookers, cotton fil-
ters, and even water used for rinsing
syringes or mixing a drug solution.
In addition, all IDUs should receive
the hepatitis A and B vaccines if they
have not already been exposed.

Individuals in recovery from in-
jection drug use face special chal-
lenges when using interferon, since
the medication must be injected.
Some people find that the act of pre-
paring and injecting interferon rekin-
dles the urge to use drugs. However,
both Roche's prefilled Pegasys sy-
ringes, and Schering's Peg-Intron Re-
dipen, which mixes and delivers the
medication without a syringe, may
help lessen the association between
drug injection and medication ad-
ministration.

To help IDUs achieve the best
treatment outcomes, Edlin recom-
mends establishing a climate of mu-
tual respect between patients and
physicians, including patients in de-
cision-making, and educating pa-
tients about their medical status, pro-
posed treatment, and side effects. Ac-
cording to the NIH consensus panel,
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IDUs with HCV are best managed by
a multidisciplinary team that in-
cludes both hepatologists and sub-
stance use treatment specialists. In
addition, all IDUs should be offered
drug treatment. Opiate maintenance
can help IDUs maintain stable lives
and, because it requires regular vis-
its, provides an opportunity for di-
rectly observed therapy and regular
support around adherence and man-
agement of side effects.

Finally, more research is needed
on the course of HCV disease pro-
gression and its optimal treatment in
IDUs. Because this group makes up
the majority of people with HCV, Ed-
lin emphasizes, "Controlling hepati-
tis C in the U.S. population, there-
fore, will require developing, testing,
and implementing effective preven-
tion and treatment strategies for per-
sons who inject drugs."
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¢ Insurance carrier policies on
the use of epoetin alfa

¢ Nursing staff familiarity with
use of epoetin alfa, criteria for its
use in patients with ribavirin and
peginterferon related anemia, as
well as familiarity with requesting
insurance authorization for epoetin
alfa.

ESTROGEN REPLACEMENT
THERAPY

It has been suggested that wom-
en (especially pre-menopausal) re-
spond better to interferon based
therapies than men. It has been
speculated that estrogen may im-
prove treatment outcome because
of its immunomodulatory proper-
ties. In order to test this hypothe-
sis, Matthew J. Hepburn and col-

leagues retrospectively analyzed
data from five multi-center treat-
ment studies. All patients included
in the analyses were previously
treated with weight-based ribavirin
plus standard interferon or pegylat-
ed interferon. The medication lists
for all women over 45 years old
were reviewed for oral or transder-
mal preparations of estrogen.
Women over 45 years old receiving
estrogen replacement therapy
(ERT) were compared to women
not receiving ERT. A total of 179
women over 45 years old were
available for analysis. The patient
characteristics were similar be-
tween both groups

The authors reported that no
differences existed in treatment
outcome with or without ERT, ex-
cept that treatment response in pa-
tients treated with pegylated inter-
feron were higher in the group of
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women who were not receiving
ERT. The authors concluded that
ERT appeared to have little impact
on the response to HCV treatment
outcome and that there may be an-
other cause which may explain the
higher treatment response rates
among pre-menopausal women.

However, the authors also point-
ed out that there were limitations
in their study design:

¢ ERT compliance was not mon-
itored

¢ Other factors that may influ-
ence response to therapy were not
controlled

® Data was measured across dif-
ferent trials

¢ The definition of post-meno-
pausal women (age greater than 45

y0) was imprecise.
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