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MedPAC Advises Against Expected Payment Cuts

BY TODD ZWILLICH
Contributing Writer

he committee advising Congress

on Medicare payments has called

for reimbursement increases for

physicians and hospitals next year, but is

proposing to slow the growth rate for
hospital payments.

In its March report, the Medicare Pay-

ment Advisory Commission (MedPAC)

called for a 2.8% increase in payments to

doctors, instead of the 4.6% cut required
by law next year. Physicians narrowly
dodged a similar cut in January when
Congress repealed it in the budget autho-
rization bill.

MedPAC also recommended that hos-
pitals receive a 2.95% increase for treat-
ing Medicare’s 42 million beneficiaries.
An increase of that size would pare back
the projected growth in hospital pay-
ments by nearly half a percent. The
commission noted that a slowdown was

needed to help control the program’s ris-
ing costs.

The proposal is in line with the White
House fiscal 2007 budget, which calls for
$480 million in hospital payment cuts for
2007 as part of efforts to control entitle-
ment spending. Hospitals have com-
plained bitterly that they already lose
money on Medicare, and that further
cuts could drive some of them out of
business.

But hospitals might have little to fear
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(ibandronate sodium) TABLETS
BRIEF SUMMARY
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CONTRAINDICATIONS

* Known hypersensitivity to BONIVA or to any of its excipients

 Uncorrected hypocalcemia (see PRECAUTIONS: General)

« Inability to stand or sit upright for at least 60 minutes

(see DOSAGE AND ADMINISTRATION)

WARNINGS
BONIVA, like other brsphosphonates admrnrstered orally may cause upper
gastromtestlnal di and
gastric ulcer (see PRECAUTIONS)
PRECAUTIONS: General
Mineral Metabolism: Hypocalcemia and other disturbances of bone and mineral
metabolism should be effectively treated before starting BONIVA therapy. Adequate
intake of calmum and vitamin D i is important in all patients.
Upper G. Effects: administered orally have been
associated with dysphagia, esophagitis, and esophageal or gastric ulcers. This
association has been reported for bisphosphonates in postmarketing experience but
has not been found in most preapproval clinical trials, mcludrn? those conducted
with BONIVA. Therefore, patients should be advised to pay particular attention to and
be able to comply with the dosing instructions to minimize the risk of these effects
(see DOSAGE AND ADMINISTRATION).
Severe Renal i BONIVA is not for use in patients with
severe renal impairment (creatinine clearance <30 mL/min).
Jaw Osteonecrosis: Osteonecrosis, primarily in the jaw, has been reported in
patients treated with b|sphosphonates Most cases have been in cancer patients
undergoing dental procedures, but some have occurred in patients with
postmenopausal osteoporosis or other diagnoses. Known risk factors for

times, respectively, human exposure at the recommended daily oral dose of 2.5 mg,
and cumulative exposures up to 3.5 and 2 times, respectively, human exposure at
the recommended once-monthly oral dose of 150 mg, based on AUC comparison).
There were no significant drug-related tumor findings in male or female rats. In a
78-week carcinogenicity study, doses of 5, 20, or 40 mg/kg/day were administered
by oral gavage to male and female NMRI mice (exposures up to 475 and 70 times,
respectively, human exposure at the recommended daily oral dose of 2.5 mg and
cumulative exposures up to 135 and 20 times, respectively, human exposure at the
recommended once-monthly oral dose of 150 mg, based on AUC comparison).
There were no significant drug-related tumor findings in male or female mice. In a
90-week carcinogenicity study, doses of 5, 20, or 80 mg/kg/day were administered
in the drinking water to NMRI mice (cumulatrve monthly exposures in males and
females up to 70 and 115 times, respectively, human exposure at the
recommended dose of 150 mg, based on AUC comparison). A dose-related
of adrenal was observed in
female mice, which was statistically significant at 80 mg/kg/day (220 to 400 times
human exposure at the recommended daily oral dose of 2.5 mg and 115 times
human exposure at the recommended once-monthly oral dose of 150 mg, based on
AUC comparison). The relevance of these findings to humans is unknown.
Mutagenesis: There was no evidence for a mutagenic or clastogenic potential of
ibandronate in the following assays in vitro bacterial mutagenesis assay in
and E coli (Ames test), mammalian cell
mutagenesis assay in Chlnese hamster V79 cells, and chromosomal aberration test
in human peripheral lymphocytes, each with and without metaholicactivation.
Ibandronate was not genotoxic in the in vivo mouse micronucleus tests for
chromosomal damage.
Impairment of Fertility: In female rats treated from 14 days prior to mating through
gestation, decreases in fertility, corpora lutea, and implantation sites were observed
at an oral dose of 16 mg/kg/day (45 times human exposure at the recommended
daily oral dose of 2.5 mg and 13 times human exposure at the recommended
once-monthly oral dose of 150 mg, based on AUC comparison).
Pregnancy: Pregnancy Category C: In female rats given oral doses of 1, 4, or 16
mg/kg/day beginning 14 days before mating and continuing through lactation,
maternal deaths were observed at the time of delivery in all dose groups (>3 times
human exposure at the recommended daily oral dose of 2.5 mg or >1 times human
exposure at the recommended once-monthly oral dose of 150 mg, based on AUC

osteonecrosis include a diagnosis of cancer, (eg,
chemotherapy, radiotherapy, corticosteroids), and co-morbid disorders (eg, anemia,
coagulopathy, infection, pre-existing dental disease). Most reported cases have
been in patients treated with bisphosphonates intravenously but some have been in
patients treated orally. For patients who develop osteonecrosis of the jaw (ONJ)
while on bisphosphonate therapy, dental surgery may exacerbate the condition. For
patients requiring dental procedures, there are no data available to suggest whether
discontinuation of bisphosphonate treatment reduces the risk of ONJ. Clinical
judgment of the treating physician should guide the management plan of each
patient based on individual benefit/risk assessment.
Musculoskeletal Pain: In postmarketing experience, severe and occasionally
incapacitating bone, ]Olm and/ or muscle parn has been reported i |'rjr patients takrng
al an
osteoporosrs (see ADVERSE ﬁEACTIDNS However such reports have been
infrequent. This category of drugs |nclude BONIVA (lbandronate sodium) Tablets.
Most of the patients were postmenopausal women. The time to onset of symptoms
varied from one day to several months after starting the drug. Most patients had
relief of symptoms after stopping. A subset had recurrence of symptoms when
rechallenged with the same drug or another bi In placebo-
studies with BONIVA, the percentages of patients with these symptoms were
similar in the BONIVA and placebo groups.
Information for Patients: Patients should be instructed to read the Patient
Information Leaflet carefully before taking BONIVA, to re-read it each time the
prescription is renewed and to pay particular attention to the dosing instructions in
order to maximize absorption and clinical benefit.
-BONIVA should be taken at least 60 minutes before the first food or drink (other
than water) of the day and before taking any oral

. Perinatal pup loss in dams given 16 mg/kg/day ( 5 times human
exposure at the recommended daily oral dose of 2.5 mg and 13 times human
exposure at the recommended once-monthly oral dose of 150 mg, based on AUC
comparison) was likely related to maternal dystocia. In pregnant rats given oral
doses of 6, 20, or 60 mg/kg/day during gestation, calcium supplementation (32
mg/kg/day by subcutaneous injection from gestation day 18 to parturition) did not
completely prevent dystocia and periparturient mortality in any of the treated groups
(>16 times human exposure at the recommended daily oral dose of 2.5 mg and
>4.6 times human exposure at the recommended once-monthly oral dose of 150
mg, based on AUC comparison). A low incidence of postimplantation loss was
observed in rats treated from 14 days before mating throughout lactation or during
gestation, only at doses causing maternal dystocia and periparturient mortality. In
pregnant rats dosed orally with 1, 5, or 20 mg/kg/day from gestation day 17 through
lactation day 21 (following closure of the hard palate through weaning), materal
toxicity, including dystocia and mortality, fetal perinatal and postnatal mortality, were
observed at doses =5 mg/kg/day (equivalent to human exposure at the
recommended daily oral dose of 2.5 mg and >4 times human exposure at the

Table 1 cont.
Asthenia 2.
Allergic Reaction 1

Digestive System
Dyspepsia 9.8
Diarrhea 5.0

Tooth Disorder 23
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Vomiting
Gastritis .
Metabolic and Nutritional Disorders
Hypercholesterolemia 42 48
Musculoskeletal System
Myalgia 5.1
Joint Disorder 33
Arthritis 2.7
Nervous System
Headache 58
Dizziness 26
25
19
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Vertigo
Nerve Root Lesion
Respiratory System
Upper Respiratory Infection 33
Bronchitis 6.
4
1

Pneumonia

Pharyngitis
Urogenital System

Urinary Tract Infection

Once-Monthly Dosing: In a 1-year, double-blind, multicenter study comparing
BONIVA 2.5 mg once daily and BONIVA 150 mg once monthly in women with
postmenapausal osteoporosis, the overall safety and tolerability profiles of the two oral
dosing regimens were similar. The incidence of serious adverse events was 4.8% in
the BONIVA 2.5 mg daily group and 7.1% in the BONIVA 150 mg once-monthly
group. The percentage of patients who withdrew from treatment due to adverse
events was approximately 8.9% in the BONIVA 2.5 mg daily group and 7.8% in the
BONIVA 150 mg once-monthly group. Table 2 lists the adverse events reported in
>2% of patients without attribution of causality.
Table 2: Adverse Events with an Incidence of at Least 2% in Patients Treated
with BONIVA 150 mg Once Monthly or 2.5 mg Daily

recommended once-monthly oral dose of 150 mg, based on AUC comparison).
Periparturient mortality has also been observed with other bisphosphonates and
appears to be a class effect related to inhibition of skeletal calcium mobilization
resulting in hypocalcemia and dystocia. Exposure of pregnant rats during the
period of organogenesis resulted in an increased fetal incidence of RPU (renal pelvis
ureter) syndrome at oral doses =10 mg/kg/day (=30 times human exposure at
the recommended daily oral dose of 2.5 mg and =9 times human exposure at the
recommended once-monthly oral dose of 150 mg, based on AUC comparison).
Impaired pup neuromuscular development (cliff avoidance test) was observed at 16

cations (i antacids, or vitamins).
-To facilitate delivery to the stomach, and thus reduce the potential for esophageal
irritation, BONIVA tablets should be ‘swallowed whole with a full glass of plain water
[CROR:] oz) while the patient is standing or sitting in an upright position. Patients
should not lie down for 60 minutes after taking BONIVA.
-Plain water is the only drink that should be taken with BONIVA. Please note that
some mineral waters may have a higher concentration of calcium and therefore
should not be used.
-Patients should not chew or suck the tablet because of a potential for
oropharyngeal ulceration.
-The BONIVA 150-mg tablet should be taken on the same date each month (ie, the
patient's BONIVA day).
-If the once-monthly dose is missed, and the patient’s next scheduled BONIVA day
is more than 7 days away, the patient should be instructed to take one BONIVA
150-mg tablet in the morning following the date that it is remembered (see DOSAGE
AND ADMINISTRATION). The patient should then return to taking one BONIVA
150-mg tablet every month in the morning of their chosen day, according to their
original schedule.
-The patient must not take two 150-mg tablets within the same week. If the
patient’s next scheduled BONIVA day is only 1 to 7 days away, the patient must wait
until their next scheduled BONIVA day to take their tablet. The patient should then
retun to taking one BONIVA 150-mg tablet every month in the morning of their
chosen day, according to their original schedule.
Patients should receive supplemental calcium and vitamin D if dietary intake is
inadequate. Intake of supplemental calcium and vitamin D should be delayed for at
least 60 minutes following oral administration of BONIVA in order to maximize
absorption of BONIVA.
Physicians should be alert to signs or symptoms signaling a possible esophageal
reaction during therapy, and patients should be instructed to discontinue BONIVA and
seek medical attenhon |f they develop symptoms of esophageal irritation such as
new or pain on retrosternal pain, or heartburn.
Drug Interactions
Calcium Supplements/Antacids: Products containing calcium and other multivalent
cations (such as aluminum, magnesium, iron) are likely to interfere with absorption
of BONIVA. BONIVA should be taken at least 60 minutes before any oral medications
contammgAmuItwaIent cations (including antacids, supplements or vitamins)
(see PRECAUTIONS: Information for Patients).
H2 Blockers and Proton Pump Inhibitors (PPIs): Of over 3500 patients enrolled in the
BONIVA osteoporosis Treatment and Prevention Studies, 15% used anti-peptic
agents (primarily H2 blockers and PPIs). Among these patients, the incidence of
upper gastrointestinal adverse experiences in the patients treated with BONIVA was
similar to that in placebo-treated patients. Similarly, of over 1600 patients enrolled
in a study comparing once-monthly with daily dosing regimens of ibandronate, 14%

9/kg/day when dams were dosed from 14 days before mating through lactation
(45 times human exposure at the recommended daily oral dose of 2.5 mg and 13
times human exposure at the recommended once-monthly oral dose of 150 mg,
based on AUC comparison). In pregnant rabbits given oral doses of 1, 4, or 20
mg/kg/day during gestation, dose-related maternal mortality was observed in all
freatment groups (=8 times the recommended human daily oral dose of 2.5 mg and
>4 times the recommended human once-monthly oral dose of 150 mg, based on
body surface area comparison, mg/m?). The deaths occurred prior to parturition and
were associated with lung edema and hemorrhage. No significant fetal anomalies
were observed. Bisphosphonates are incorporated into the bone matrix, from where
they are gradually released over periods of weeks to years. The extent of
bisphosphonate incorporation into adult bone, and hence, the amount available for
release back into the systemic circulation, is directly related to the total dose and
duration of bisphosphonate use. Although there are no data on fetal risk in humans,
bisphosphonates do cause fetal harm in animals, and animal data suggest that
uptake of bisphosphonates into fetal bone is greater than into maternal bone.
Therefore, there is a theoretical risk of fetal harm (eg, skeletal and other
abnormalities) if a woman becomes pregnant after completing a course of
bisphosphonate therapy. The impact of variables such as time between cessation of
bisphosphonate therapy to conception, the particular bisphosphonate used, and the
route of administration (intravenous versus oral) on this risk has not been
established. There are no adequate and well-controlled studies in pregnant women.
BONIVA should be used during pregnancy only if the potential benefit justifies the
potential risk to the mother and fetus.
Nursing Mothers: In lactating rats treated with intravenous doses of 0.08 mg/kg,
ibandronate was present in breast milk at concentrations of 8.1 to 0.4 ng/mL from
2 to 24 hours after dose administration. Concentrations in milk averaged 1.5 times
plasma concentrations. It is not known whether BONIVA is excreted in human milk.
Because many drugs are excreted in human milk, caution should be exercised when
BONIVA is administered to a nursing woman.
Pediatric Use: Safety and effectiveness in pediatric patients have not been
established.
Geriatric Use: Of the patients receiving BONIVA 2.5 mg daily in postmenopausal
osteoporosis studies, 52% were over 65 years of age, and 10% were over 75 years
of age. Of the patients receiving BONIVA 150 mg once monthly in the
postmenopausal osteoporosis 1-year study, 52% were over 65 years of age, and
9% were over 75 years of age. No overall differences in effectiveness or safety were
observed between these patients and younger patients but greater sensitivity in
some older individuals cannot be ruled out.
ADVERSE REACTIONS
Daily Dosing: Daily treatment with oral BONIVA was studied in over 3900 patients
in postmenopausal osteoporosis trials of up to 3 years duration. The overall adverse
e}rerlrt p{mofile of BONIVA 2.5 mg once daily in these studies was similar to that
of placebo.

of patients used anti-peptic agents. Among these patients, the incid of upper
gastrointestinal adverse experiences in the patients treated with BONIVA 150 mg
once monthly was similar to that in patients treated with BONIVA 2.5 mg once daily.
Aspirin/Nonsteroidal ~ Antiinflammatory ~ Drugs  (NSAIDs): ~ In ~ the large,
placebo-controlled osteoporosis Treatment Study, aspirin and nonsteroidal
antiinflammatory drugs were taken by 62% of the 2946 patients. Among aspirin or
NSAID users, the incidence of upper gastrointestinal adverse events in patients
treated with ibandronate 2.5 mg daily (28.9%) was similar to that in
placebo-treated patients (30.7%). Similarly, in the 1-year monthly comparison
study, aspirin and nonsteroidal antiinflammatory drugs were taken by 39% of the
1602 patients. The incidence of upper gastrointestinal events in patients
concomitantly taking aspirin or NSAIDs was similar in patients taking ibandronate 2.5
mg daily (21.7%) and 150 mg once monthly (22.0%). However, since aspirin, NSAIDs,
and bisphosphonates are all associated with gastromtestlnal irritation,
caution should be exercised in the concomitant use of aspirin or NSAIDs with BONIVA.
Drug/Laboratory Test Interactions: Bisphosphonates are known to interfere
with the use of bone-imaging agents. Specific studies with ibandronate have not
been performed.

Carcinogenesis, Mutagenesis, Impairment of Fertility: Carcinogenesis: In a 104-
week carcinogenicity study, doses of 3, 7, or 15 mg/kg/day were administered
by oral gavage to male and female Wistar rats (systemic exposures up to 12 and 7

and F ion of Postmenopausal Osteoporosis: Most adverse
events were mild or moderate and did not lead to discontinuation. The incidence of
serious adverse events was 20% in the placebo group and 23% in the BONIVA 2.5
mg daily group. The percentage of patients who withdrew from treatment due to
adverse events was approximately 17% in both the BONIVA 2.5 mg daily group and
the placebo group. Overall, and according to body system, there was no difference
between BONIVA and placebo, with adverse events of the digestive system being
the most common reason for withdrawal.
Table 1 lists adverse events from the Treatment and Prevention Studies reported in
>2% of patients and in more patients treated daily with BONIVA than patients
treated with placebo. Adverse events are shown without attribution of causality.
Table 1: Adverse Events Occurring at a Frequency >2% and in More Patients
Treated wnh BONIVA than in Patients Treated with Placebo Daily in the

and F Studies
Body System Placebo BONIVA/Z .5 mg
(n=1 134) (n=1140)
Body as a Whole
Back Pain 122 135
Pain in Extremity 6.4 78
Infection 34 43

Body System/Adverse Event BONIVA BONIVA
2.5 mg daily 150 mg monthly
%
(n=395) (n= 396)

Vascular Disorders

Hypertension 7.3 6.3
Gastrointestinal Disorders

Dyspepsia 71 56

Nausea 48 5.1

Diarrhea 41 5.1

Constipation 25 40

Abdominal Pain® 53 7.8
M and Tissue Disorders

Arthralgia 35 56

Back Pain 43 45

Pain in Extremity 1.3 40

Localized Osteoarthritis 13 3.0

Myalgia 0.8 2.0

Muscle Cramp 20 18
Infections and Infestations

Influenza 38 40

Nasopharyngitis 43 35

Bronchitis 35 25

Urinary Tract Infection 1.8 23

Upper Respiratory Tract Infection 2.0 2.0
Nervous System Disorders

Headache 41 33

Dizziness 1.0 2.3
General Disorders and Administration Slte Conditions

Influenza-like lliness® 0.8 33
Skin and Subcutaneous Tissue Disorders

Rash® 1.3 2.3
Psychiatric Disorders

Insomnia 0.8 20

“Combination of abdominal pain and abdominal pain upper

*Combination of influenza-like illness and acute phase reaction

Combination of rash pruritic, rash macular, rash papular, rash generalized, rash
erythematous, dermatitis, dermatitis allergic, dermatitis medicamentosa, erythema
and exanthem

Patients with a previous history of gastrointestinal disease, including patients with
peptic ulcer without recent bleeding or hospitalization and pat|ems with dyspepsia or
reflux controlled by medication, were included in the once-monthly treatment study.
For these patients, there was no difference in upper gastrointestinal adverse events
with the 150 mg once-monthly regimen compared to the 2.5 mg once-daily regimen.
Ocular Adverse Events: Reports in the medical literature indicate that
bisphosphonates may be associated with ocular inflammation such as uveitis and
scleritis. In some cases, these events did not resolve until the bisphosphonate was
discontinued. There were no reports of ocular inflammation in studies with BONIVA
2.5 mg daily. Two patients who received BONIVA once monthly experienced ocular
inflammation, one was a case of uveitis and the other scleritis.

Laboratory Test Findings: In the 3-year treatment study with BONIVA 2.5 mg daily,
there were no clinically significant changes from baseline values or shifts in any
laboratory variable for each of the treatment groups. As expected with
bisphosphonate treatment, a decrease in total alkaline phosphatase levels was seen
in the active treatment groups compared to placebo. There was no difference
compared with placebo for Iaboratury abnormalities indicative of hepatic or
renal d! 1atemia. Similarly, no changes
were noted for the 150 mg once- mnnmly administration in the 1-year study.
OVERDOSAGE: No specific information is available on the treatment of overdosage
with BONIVA. However, based on knowledge of this class of compounds, oral
overdosage may result in hypocalcemia, hypophosphatemia, and upper
gastrointestinal adverse events, such as upset stomach, dyspepsia, esophagitis,
gastritis, or ulcer. Milk or antacids should be given to bind BONIVA. Due o the risk
of esophageal iritation, vomiting should not be induced, and the patient should
remain fully upright. D|a|ysrs would not be beneficial.
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this year, according to several key mem-
bers of Congress. At a Capitol Hill hear-
ing, Rep. Nancy L. Johnson (R-Conn.) said
that half of hospitals already operate in
the red on money from Medicare patients.

In an earlier interview, Rep. Johnson,
who chairs the House Ways and Means
subcommittee on health, said that Presi-
dent Bush’s budget is likely to be “sub-
stantially rewritten” by Congress.

Congress approved $6.4 billion in cuts to
Medicare over 5 years in February. The
White House budget called for $36 billion
more in cuts by 2011.

California Rep. F. Pete Stark, Rep. John-
son’s democratic counterpart, suggested
that Congress will be unwilling to back
any more significant changes to Medicare
in an election year. “They’re not going to
give the raises the doctors want—and the
hospitals aren’t going to get cut as much
as they think,” he said in an interview.

Sen. Gordon H. Smith (R-Ore.) agreed.
“It’s very bleak for doing anything. In ses-
sions that precede elections, it’s all politics
all the time,”
said Mr. Smith,
a member of
the Senate Fi-
nance Commit-

In an election
year, Congress
will likely be

nwilling ‘to giv tee.
u . g to give The Ameri-
the raises the can Medical As-

sociation
praised Med-
PAC’s call for
higher physi-
cian payments.
“If enacted by
Congress, this
new MedPAC
recommendation will help physicians con-
tinue to treat Medicare patients,” AMA
board member Dr. Duane Cady said in a
statement.

But the group is likely to be less im-
pressed by a renewed MedPAC recom-
mendation that calls for a new committee
to advise Medicare on the resource-based
relative value scale (RBRVS) that sets re-
imbursement for medical services.

An AMA panel, called the RVS update
committee (RUC), currently makes rec-
ommendations on payment updates for
hundreds of treatment and diagnostic
codes. But MedPAC chair Glenn Hack-
barth told reporters that physicians on
the RUC tend to counsel for increases and
that MedPAC members want a new com-
mittee within the Centers for Medicare
and Medicaid Services to review the
AMA’s work and make “independent” rec-
ommendations on code values.

Mr. Hackbarth said MedPAC members
worry that rising code values for some ser-
vices, particularly specialty care, are rob-
bing resources from the primary care and
preventive services that Medicare is now
hoping to emphasize.

“It’s been a concern of ours that the cur-
rent process is skewed,” he said.

If an additional expert panel is ap-
pointed to help identify services to be re-
viewed by the RUC, “it should represent
current practicing physicians,” Dr. J. Ed-
ward Hill, the AMA president, said in a
statement. n

doctors want—
and the hospitals
aren’t going to
get cut as much
as they think.’
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