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Arthritis Top 10

The development of experimental biolog-
ic agents to treat rheumatoid arthritis is 1
of the top 10 arthritis advances of last year,
according to a list compiled by the Arthri-
tis Foundation. The group also noted suc-
cesses in the new scientific discoveries
about a gene linked to the increased risk of
RA, lupus, and other autoimmune condi-
tions; the use of predictive markers to im-
prove RA diagnosis and outcomes; and re-
search that shows the effectiveness of a
combination of diet and exercise on im-
proving function and reducing knee pain in
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overweight patients with knee osteoarthri-
tis. Also among the top 10: research that
suggests doxycycline could slow os-
teoarthritis progression and a potential
new therapy to slow bone loss; Medicare’s
pilot project to provide some coverage of
self-injected medications to 50,000 benefi-
ciaries with rheumatoid and psoriatic
arthritis; the first arthritis-specific federal
legislation in more than 30 years—the
Arthritis Prevention, Control, and Cure
Act of 2004; the Joint Commission on Ac-
creditation of Healthcare Organizations’
wrong-site surgery protocol; and experts’

introduction of 51 quality measures for
people with osteoarthritis, rheumatoid
arthritis, or anyone using analgesics.

Guidance on Inpatient Status

To help physicians do a better job of ad-
mitting patients to the hospital, the Cen-
ters for Medicare and Medicaid Services
should simplify its use of the terms “ob-
servation” and “inpatient admission,” a
federal advisory panel has recommended.
The Practicing Physicians Advisory
Council drew up the resolution after
CMS officials indicated that there was
some “confusion” between hospitals and
admitting physicians on patient status.
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WARNING: Potential liver injury. TRACLEER” causes at least 3-fold (upper limit of normal; ULN) elevation of liver

aminotransferases (ALT and AST) in about 11% of patients, accompanied by elevated bilirubin in a small number of

gaes Because these changes are a marker for potential serious liver injury, serum aminotransferase levels must
be measured prior to initiation of treatment and then monthly (see WARNINGS: Potential Liver Injury and DOSAGE
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were observed. An increased incidence of testicular tubular atrophy was observed n ats given bosentan orally at doses
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increased incidence of tubular atrophy was not observed in mice treated for 2 years at doses up to about 75 imes the
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bosentan or other endothelin receptor antagonists on testicular function in man.
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ADVERSE REACTIONS: Safety data on bosentan were obtained from 12 clinical studies (8 placebo-controlled and 4
open-label) in 777 patients with pulmonary arterial hypertension, and other diseases. Treatment discontinuations due to
adverse events other than those related to pulmonary hypertension during the clinical trials in patients with pulmonary
arterial hypertension were more frequent on bosentan (5%; 8/165 patients) than on placebo (3%; 2/80 patients). In this
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INDICATIONS AND USAGE: TRACLEER® is indicated for the treatment of pulmonary arterial hypertension in patients with
WHO Class il o IV symptoms, to improve exercise abilty and decrease the rate of clinical worsening

TRACLEER® is in pregnancy, with concomitant use of cyclosporine A, with co-
administration of glyburide, and in patients who are hypersensilve to bosentan or any component of the medication.
Pregnancy Category X, TRACLEER”is expected to cause fetal harm if administered to pregnant women. The simarity of
malformations induced by bosentan and those observed in endothelin-1 knockout mice and in animels treated with other

a class effectofthese drugs. There are no data on the use

of TRACLEER in pregnant women. TRACLEER” should be tarted only in patients known not o be pregnant. For female
patients of childbearing potentil, a prescription for TRACLEER® should not be issued by the prescriber unless the patient
assures the prescriber that she s not sexually active or provdes negative results from a urine or serum pregnancy test
performed during the first 5 days of a normal menstrual period and at least 11 days after the last unprotected act of sexual
intercourse. Follow-up urine or serum pregnancy tests should be obtained monthly in women of childbearing potential
taking TRACLEER”. The patient must be advised that fthre is any delay in onset of menses or any other reason o suspect
pregnancy, she must notiy the physician immediately for pregnancy testing. fthe pregnancy test s postive,the physician
and patient must discuss the risk to the pregnancy and to the fetus.
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d studies of bosentan in pulmonary arterial hypertension and for other diseases (pnmanw chronic heart
fallurE), atotal of 677 patients were treated with bosentan at daily doses ranging from 100 mg to 2000 mg and 288 patients.
were treated with placebo. The duration of treatment ranged from 4 weeks to 6 months. Fot the adverse drug reactions
that occurred in > 3% of bosentan-treated patients, the only ones that occurred more frequently on bosentan than on
placebo (> 2% difference) were headache (16% vs. 13%), flushing (7% vs. 2%), abnormal hepatic function (6% vs. 2%), leg
edema (5% vs. 1%), and anemia (3% vs. 1%). Additional adverse reaumns that occurred m > 3% of bosentan llea(eﬂ

%), dyspepsia (4% vs. 0%), edema (4% v, 3%),fatique (1% vs, |%) and prunms (#%vs. D%i

Long-term Treatment: The long-term follow-up of the patients who were treated with TRACLEER® in the two pivotal
studies and their open-label extensions (N=235) shows that 93% and 84% of patients were still alive at 1 and 2 years,
respectively, after the start of treatment with TRACLEER®. These estimates may be influenced by the presence of
epoprostenal treatment, which was administered to 43/235 patients. Without a control group, these data must be
interpreted cautiously and cannot be interpreted as an improvement in survival.
Special Considerations: Patients with Congestive Heart Failure (CHF): Based on the results of a pair of studies with 1613
subjects, bosentan is not effective in the treatment of CHF with left ventricular dysfunction.
OVERDOSAGE: Bosentan has been given as a single dose of up to 2400 mg in normal volunteers, or up to 2000 mg/day for
2 months in patents, without any major cinical consequences. The most common ide ffect as headache of mid to

1000 mg b.i.d. of

concomitantly with cyclnspnrme A, trough plasma concentrations of bosentan increased 30-fold, resulting in severe
headache, nausea, and vomiting, but no serious adverse events. Mild decreases in blood pressure and increases in heart
rate were observed. There is no specific experience of overdosage with bosentan beyond the doses described above.

atients (N = 260)
in aminotransierases of > 3x ULN) and increases intotal bilrubin 1>3 X ULN) is a marker for potential serious liver injury!
Elevations of AST and/or ALT associated with bosentan are dose-dependent, occur both early and late in treatment,
usually progress slowly, are typically asymptomatic, and to date have been reversible after treatment interruption or
cessation. The elevations may with TRACLEER",
Liver aminotransferase levels must be measured prior to initiation of treatment and then monthly. If elevated aminotrans-

Massive e may resultin pronounced hypotension requiring active cardiovascular support.
DOSAGE AND ADMINISTRATION: TRACLEER" treatment should be initiated at a dose of 625 mg b..d. for 4 weeks and then
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PRECAUTIONS: Hematologic Changes: Treatment with TRACLEER® caused a dose-related decrease in hemoglobin and
hematocrit. The overall mean decrease in hemoglobin concentration for bosentan-treated patients was 0.9 g/dl (change
1o end of treatment). Most of this decrease of hemoglobin concentration was detected during the first few weeks of bosentan
treatment and hemoglobin levels stabilized by 4-12 weeks of bosentan treatment. In placebo-controlled studies of all
uses of bosentan, marked decreases in hemoglobin (> 15% decrease from baseling resulting in values of < 11 g/di)
were observed in 6% of bosentan-treated patients and 3% of placebo-treated patients. In patients with pulmonary
arterial hypertension treated with doses of 125 and 250 mg b.id., marked decreases in hemoglobin occurred in 3%
compared to 1% in placebo-treated patients. Adecrease in hemoglobin concentration by at least 1 g/d was observed
in 57% of bosentan-treated patients as compared to 29% of placebo-treated patients. In 80% of cases, the decrease
occurted duing the s 6 weeks of bosentan eatment. Duringthe course f retment the hemoglfin concenlre-
tion remained within normeal imits in 68% of ipared to 76% of patients. The expla-
nation for the change in hemoglobin is not knnwn but it does not appear to be hemarthage o hemolysis. It is recom-
mended that hemoglobin concentrations be checked after 1 and 3 months, and every 3 months thereafter. If a marked
decrease in hemoglobin concentration occurs, further evaluation should be undertaken to determine the cause and
need for specific treatment. Fluid retention: In a placebo-controlled trial of patients with severe chronic heart failure, there
was an increased incidence of hospitalization for CHF associated with weight gain and increased leg edema during the first
4-8 weeks of treatment with TRACLEER”. In addition, there have been numerous post-marketing reports of fiuid retention in
patients with p Starting TRACLEER.

a diuretic,flid management,or hospialization for decompensating heart falur.

Information for Patients: Patients are advised to consult the TRACLEER” Medication Guide on the safe use of TRACLEER".
The physician should discuss with the patient the importance of monthly monitoring of serum aminotransferases and
urine or serum pregnancy testing and of avoidance of pregnancy. The physician should discuss options for effective
contraception and measures to prevent pregnancy with their female patients. Input from a gynecologist or similar expert
on adequate contraception should be sought as needed.

Drug Interactions: Bosentan is metabolized by CYP2C9 and CYP3A4. Inhibition of these isoenzymes may mcvease the

Dosage Monitoring in Patients Developing
slevations are 7y T ool Treatment and monitoring recommendations
>3and<5xUN Corfirm by another aminotransferase test f confimed, reduce the daiy dose or
ting Lver Impairment: TRACLEER® should generally be interupt treatment, and monitor aminotransferase lovels atleast every 2 weeks. fthe
aminotransferase levels return to pre-treatment values, continue or re-introduce the
treatment as appropriate (see below).
>5and <BxULN Corfirm by another aminotransferase test f confimed, stop treatment and moritor
aminotransferase leves at east every 2 weeks. Once the aminlransierase evels
return to pre-treatment values, consider re-introduction of the treatment (see below).
>8XULN Treatment should be topped and rinroduction of TRACLEER® should ot b considered.
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If TRACLEER® is re-introduced it should be at the starting dose; aminotransferase levels should be checked within 3 days
and thereafter accarding to the recommendations above. f iver aminotransferase elevations are accompanied by clini-
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inthese circumstances. Use in Women of Child-bearing e, TAGLEER reaman s only be niated owrn
of child-bearing potential following a negative pregnancy test and only in those who practice adequate contraception that
does not rely solel upon hormonal contraceptives, including oral, injectable or implantable cotraceptives. Input from a
synecelogistor imr et onscequate contracpton shad b soug s need. Ut o serumpregrany et

Josage Adjustmenti
Bt T soct ot vens impairment on the pharmacokintics of bosentan is smal and does not require dosing
adjustment. Dosage Adjustment in Geriatic Patients: Cinical tudies of TRACLEER did not nclude sufficient numbers of
subjects aged 65 and older to dotermine whether they respond differenty from younger subjects. In general, caution
should be exercised in dose selection for elderly patients given the greater frequency of decreased hepatic, ena, or
cardiac function, and of concomitant disease or other drug therapy in this age group. Dosage Adjustment in Hepatically
Impaired Patients: The influence of lver impairment on the phamacokinetics of TRACLEER” has not been evaluated.
Because there is i1 vivo and in vitro evidence tht the main route of excretion of TRACLEER” i bilary, ver impairment
would be expected to increase exposure to bosentan. There are no specifc data to guide dosing in hepatically mpaired
patients; caution should be exercised in patients with iy impaired fver function. TRACLEER® should generally be
avoided i patent with moderate or sovero fver impaiment.Dosage Adjustment in Cidren: Safty and effcacy in
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(62.5mg bid. for 3107 days) should be considered:

HOW SUPPLIED: 625 mg fim-coated, round, biconvex, orange-wite tablets, embossed with dentifcation marking “625"
NDC 66215-101-06: Botle containing 80 tablets. 125 m fim-coated, ova,biconvesx, orange-white tablets, embossed wih
identification mavkmg 1257 NDC 66215-102-06: Bottle containing 60 tablets.
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at 20°C - 25°C (68°F - 77°F). Excursions are permitted between 15°C and 30°C (59°F and 86°F). [See USP

receiving concomitant therapy with glyburide (see CONTRAINDICATIONS). Alternative hypoglycemic agents should be
considered. Bosentan is also expected to reduce plasma concentrations of other oral hypoglycemic agents that are pre-
YP2C9or CYP3AL

y possibilty
be considered. bosentan 125 mg bid. apotentC) increased
the plasma concentratons of bosentan by approximately 2-fold. No dose adjustment of bosentan is necessary, but
increased e"ects of bosetan shoul be consiared. Smustath and Other Stats: Co-admiisaon of boseran

(i 4 substrate), and is active &-hydroxy acid metabolte, by
approximately e plasma concentrations of bosentan were not affected. Bosentan i also expected to reduce
plasma concentrations of other statins that have signiicant metabolism by CYP3AA,eg, lovastatin and atorvastatin. The
possiilty of reduced statin eficacy should be considered. Patients using CYP3A4 metabolized statns should have cho-
lesterol levels montored after TRACLEER is iniiated t0 see whether the statin dose needs adjustment, Warfarin: Co-
administration of bosentan 500 mg b for 6 days decreased the plasma concentrations of both S-warfarin {a CYP2CY
substrate) and R-warfari (a CYP3AA substrate] by 29 and 38%, espectively. Cinical experience with concomitant admin-
istration of bosentan and warfarin in patients with pulmonary arterial hypertension did not show clinically relevant
changes in INR o warfarin dose (baseline vs. end of the clincal studies), and the need to change the warfarin dose
during the rials due to changes in INR o due to adverse events was similar among bosentan- and placebo-treated
patients. Digoxin, Nimodipine and Losartan: Bosentan has been shown to have no pharmacokinetc interactons with
digoxin and mimodipine, and losartan has no effect on plasma levels o bosentan.
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Specifically, there are times when a hos-
pital admits a patient to inpatient status
when the physician intended the patient
to be admitted for observation. The pan-
el recommended that CMS provide this
guidance on the “MedLearn Matters”
Web site, which posts articles to Medicare
providers that help them understand new
or changed Medicare policy.

Payments for the Elderly

U.S. seniors spent an average of $11,089
out of pocket on health care goods and
services in 1999, but nearly half that
amount was reimbursed by Medicare, and
another 15% was paid for by Medicaid, ac-
cording to a CMS report. The amount
spent by seniors was quadruple the aver-
age of $2,793 for people under age 65.
“What this report shows is the importance
of our efforts to bring down the high cost
of health care for America’s seniors,” CMS
Administrator Mark B. McClellan, M.D.,
said in a statement. Although people aged
65 and over made up only 13% of the pop-
ulation in 1999, they accounted for 36% of
personal health care spending, according
to the report. Conversely, children made
up 29% of the population but accounted
only for 12% of personal health care
spending.

Impact of Drug Advertisements

It’s a good source for informing and edu-
cating patients about prescription drugs,
but direct-to-consumer advertising also has
its disadvantages, the Food and Drug Ad-
ministration concluded from the results of
three surveys. Two of the surveys focused
on patients, but a third questioned 250 pri-
mary care physicians and 250 specialists on
direct-to-consumer advertising’s role in in-
fluencing practice patterns and patient in-
teractions. Among physicians, 41% said di-
rect-to-consumer advertising exposure had
its benefits, increasing patient awareness
about conditions and treatments. But an-
other 41% thought exposure to an adver-
tisement resulted in patient confusion about
the effectiveness of the drug. Primary care
physicians (38%) were more likely than
were specialists (27%) to rate direct-to-con-
sumer advertising as having a somewhat or
very negative effect on their patients and
practice.

Patients See Few Improvements
Many Americans haven't seen an im-
provement in health care quality since the
release of the Institute of Medicine’s re-
port on medical errors 5 years ago. A tele-
phone survey of 2,012 adults found that
40% thought the quality of health care has
gotten worse over this time period, com-
pared with the 17% who thought it had
improved. Overall, 38% thought that qual-
ity of care stayed the same. Forty-eight
percent said they were concerned about
the safety of the medical care they re-
ceived, and 55% said they were dissatisfied
with the quality of care—up from 44% in
a similar survey conducted 4 years ago. Pa-
tients with chronic conditions were more
likely than were other consumers to ex-
press concerns about their quality of care,
and to report experiences with medical er-
rors. Survey sponsors included the Kaiser
Family Foundation, the Agency for
Healthcare Research and Quality, and the
Harvard School of Public Health.
—Mary Ellen Schneider



