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REMICADE-maintenance experienced elevations in ALT at >1 to <3 times the ULN compared to 34% of patients treated with placebo-maintenance. ALT
elevations >3 times the ULN were observed in 5% of patients who received REMICADE-maintenance compared with 4% of patients who received
placebo-maintenance. ALT elevations >5 times ULN were observed in 2% of patients who received REMICADE-maintenance compared to none in
patients treated with placebo-maintenance. In UC clinical trials (median follow up 30 weeks. Specifically, the median duration of follow-up was 30 weeks
for placebo and 31 weeks for REMICADE.), 17% of patients receiving REMICADE experienced elevations in ALT at >1 to <3 times the ULN compared to
12% of patients treated with placebo. ALT elevations >3 times the ULN were observed in 2% of patients who received REMICADE compared with 1%
of patients who received placebo. ALT elevations >5 times ULN were observed in <1% of patients in both REMICADE and placebo groups. In an AS
clinical trial (median follow up 24 weeks for placebo group and 102 weeks for REMICADE group) 51% of patients receiving REMICADE experienced
elevations in ALT at >1 to <3 times the ULN compared to 15% of patients treated with placebo. ALT elevations >3 times the ULN were observed in 10%
of patients who received REMICADE compared to none in patients who received placebo. ALT elevations 5 times ULN were observed in 4% of patients
who received REMICADE compared to none in patients treated with placebo. In a PsA clinical trial (median follow up 39 weeks for REMICADE group and
18 weeks in placebo group) 50% of patients receiving REMICADE experienced elevations in ALT at >1 to <3 times the ULN compared to 16% of patients
treated with placebo. ALT elevations >3 times the ULN were observed in 7% of patients who received REMICADE compared to none in patients who
received placebo. ALT elevations >5 times ULN were observed in 2% of patients who received REMICADE compared to none in patients treated with
placebo. In PsO clinical trials, (ALT values are obtained in 2 phase 3 psoriasis studies with median follow-up of 50 weeks for REMICADE and 16 weeks
for placebo). 49% of patients receiving REMICADE experienced elevations in ALT at >1 to <3 times the ULN compared to 24% of patients treated with
placebo. ALT >3 x ULN were observed in 8% of patients who received REMICADE compared to <1 % who received placebo. ALT elevations >5 x ULN
were observed in 3% of patients who received REMICADE compared to none in patients treated with placebo. Adverse Reactions in Pediatric Crohn’s
Disease There were some differences observed in the adverse reactions observed in the pediatric patients receiving REMICADE compared to those
observed in adults with CD. The following adverse events were reported more commonly in 103 randomized pediatric CD patients administered 5 mg/kg
REMICADE through 54 weeks than in 385 adult CD patients receiving a similar treatment regimen: anemia (11%), blood in stool (10%), leukopenia
(9%), flushing (9%), viral infection (8%}, neutropenia (7%), bone fracture (7%), bacterial infection (6%), and respiratory tract allergic reaction (6%).
Infections were reported in 56% of randomized pediatric patients in Study Peds Crohn’s and in 50% of adult patients in Study Crohn’s I. In Study Peds
Crohn’s, infections were reported more frequently for patients who received every 8 week as opposed to every 12 week infusions (74% and 38%,
respectively), while serious infections were reported for 3 patients in the every 8 week and 4 patients in the every 12 week maintenance treatment group.
The most commonly reported infections were upper respiratory tract infection and pharyngitis, and the most commonly reported serious infection was
abscess. Pneumonia was reported for 3 patients, (2 in the every 8 week and 1 in the every 12 week maintenance treatment groups). Herpes zoster was
reported for 2 patients in the every 8 week maintenance treatment group. In Study Peds Crohn’s, 18% of randomized patients experienced one or more
infusion reactions, with no notable difference between treatment groups. Of the 112 patients in Study Peds Crohn’s, there were no serious infusion
reactions, and 2 patients had non-serious anaphylactoid reactions. Antibodies to REMICADE developed in 3% of pediatric patients in Study Peds
Crohn’s. Elevations of ALT up to 3 times the upper limit of normal (ULN) were seen in 18% of pediatric patients in CD clinical trials; 4% had ALT
elevations >3 x ULN, and 1% had elevations >5 x ULN. (Median follow-up was 53 weeks.) The most common serious adverse events reported in the
post-marketing experience in children were infections (some fatal) including opportunistic infections and tuberculosis, infusion reactions, and
hypersensitivity reactions. Serious adverse events in the post-marketing experience with REMICADE in the pediatric population have also included
malignancies, including hepatosplenic T-cell lymphomas (see Boxed WARNINGS and WARNINGS), transient hepatic enzyme abnormalities, lupus-like
syndromes, and the development of autoantibodies. Adverse Reactions in Psoriasis Studies During the placebo-controlled portion across the three
clinical trials up to Week 16, the proportion of patients who experienced at least 1 SAE (defined as resulting in death, life threatening, requires
hospitalization, or persistent or significant disability/incapacity) was 1.7% in the 3 mg/kg REMICADE group, 3.2% in the placebo group, and 3.9% in the
5 mg/kg REMICADE group. Among patients in the 2 Phase 3 studies, 12.4% of patients receiving REMICADE 5 mg/kg every 8 weeks through one year
of maintenance treatment experienced at least 1 SAE in Study 1. In Study 11, 4.1% and 4.7% of patients receiving REMICADE 3 mg/kg and 5 mg/kg every
8 weeks, respectively, through one year of maintenance treatment experienced at least 1 SAE. One death due to bacterial sepsis occurred 25 days after
the second infusion of 5 mg/kg REMICADE. Serious infections included sepsis, and abscesses. In Study I, 2.7% of patients receiving REMICADE
5 mg/kg every 8 weeks through 1 year of maintenance treatment experienced at least 1 serious infection. In Study I, 1.0% and 1.3% of patients
receiving REMICADE 3 mg/kg and 5 mg/kg, respectively, through 1 year of treatment experienced at least 1 serious infection. The most common
serious infections (requiring hospitalization) were abscesses (skin, throat, and peri-rectal) reported by 5 (0.7%) patients in the 5 mg/kg REMICADE
group. Two active cases of tuberculosis were reported: 6 weeks and 34 weeks after starting REMICADE. In placebo-controlled portion of the psoriasis
studies, 7 of 1123 patients who received REMICADE at any dose were diagnosed with at least one NMSC compared to 0 of 334 patients who received
placebo. In the psoriasis studies, 1% (15/1373) of patients experienced serum sickness or a combination of arthralgia and/or myalgia with fever, and/or
rash, usually early in the treatment course. Of these patients, 6 required hospitalization due to fever, severe myalgia, arthralgia, swollen joints, and
immobility. Other Adverse Reactions Safety data are available from 4779 REMICADE-treated adult patients, including 1304 with RA, 1106 with CD, 484
with UG, 202 with AS, 293 with PsA, 1373 with plaque PsO and 17 with other conditions. (For information on other adverse reactions in pediatric
patients, see ADVERSE REACTIONS, Adverse Reactions in Pediatric Crohn’s Disease.) Adverse events reported in >5% of all patients with RA receiving
4 or more infusions are listed below. The types and frequencies of adverse reactions observed were similar in REMICADE-treated RA, AS, PsA, plaque
PsO and CD patients except for abdominal pain, which occurred in 26% of REMICADE-treated patients with CD. In the CD studies, there were
insufficient numbers and duration of follow-up for patients who never received REMICADE to provide meaningful comparisons. The percentages of
adverse events for placebo-treated patients (n=350; average weeks of follow-up 59) and REMICADE-treated patients (n=1129; average weeks of follow-
up 66), respectively, are: Gastrointestinal: Nausea: 20, 21; Abdominal pain: 8, 12; Diarrhea: 12, 12; Dyspepsia: 7, 10; Respiratory: Upper respiratory tract
infection: 25, 32; Sinusitis: 8, 14; Pharyngitis: 8, 12; Coughing: 8, 12; Bronchitis: 9, 10; Rhinitis: 5, 8; Skin and appendages disorders: Rash: 5, 10;
Pruritis: 2, 7; Body as a whole—general disorders: Fatigue: 7, 9; Pain: 7, 8; Resistance mechanism disorders: Fever: 4, 7; Moniliasis: 3, 5; Central and
peripheral nervous system disorders: Headache: 14, 18; Musculoskeletal system disorders: Back pain: 5, 8; Arthralgia: 7, 8; Urinary system disorders:
Urinary tract infection: 6, 8; Cardiovascular disorders, general: Hypertension: 5, 7. Because clinical trials are conducted under widely varying conditions,
adverse reaction rates observed in clinical trials of a drug cannot be directly compared to rates in clinical trials of another drug and may not predict the
rates observed in broader patient populations in clinical practice. The most common serious adverse events observed in clinical trials were infections
(see ADVERSE REACTIONS, Infections). Other serious, medically relevant adverse events >0.2% or clinically significant adverse events by body system
were as follows: Body as a whole: allergic reaction, diaphragmatic hernia, edema, surgical/procedural sequela; Blood: pancytopenia; Cardiovascular:
circulatory failure, hypotension, syncope; Gastrointestinal: constipation, gastrointestinal hemorrhage, ileus, intestinal obstruction, intestinal perforation,
intestinal stenosis, pancreatitis, peritonitis, proctalgia; Central & Peripheral Nervous: meningitis, neuritis, peripheral neuropathy, dizziness; Heart Rate
and Rhythm: arrhythmia, bradycardia, cardiac arrest, tachycardia; Liver and Biliary: biliary pain, cholecystitis, cholelithiasis, hepatitis; Metabolic and
Nutritional: dehydration; Musculoskeletal: intervertebral disk herniation, tendon disorder; Myo-, Endo-, Pericardial, and Coronary Valve: myocardial
infarction; Platelet, Bleeding, and Clotting: thrombocytopenia; Neoplasms: basal cell, breast, lymphoma; Psychiatric: confusion, suicide attempt; Red
Blood Cell: anemia, hemolytic anemia; Reproductive: menstrual irregularity; Resistance Mechanism: cellulitis, sepsis, serum sickness; Respiratory:
adult respiratory distress syndrome, lower respiratory tract infection (including pneumonia), pleural effusion, pleurisy, pulmonary edema, respiratory
insufficiency; Skin and Appendages: increased sweating, ulceration; Urinary: renal calculus, renal failure; Vascular (Extracardiac): brain infarction,
pulmonary embolism, thrombophlebitis; White Cell and Reticuloendothelial: leukopenia, lymphadenopathy. Post-marketing Adverse Events The
following adverse events, some with fatal outcome, have been reported during post-approval use of REMICADE: neutropenia (see WARNINGS,
Hematologic Events), interstitial lung disease (including pulmonary fibrosis/ interstitial pneumonitis and very rare rapidly progressive disease),
idiopathic thrombocytopenic purpura, thrombotic thrombocytopenic purpura, pericardial effusion, systemic and cutaneous vasculitis, erythema
multiforme, Stevens-Johnson Syndrome, toxic epidermal necrolysis, Guillain-Barré syndrome, psoriasis (including new onset and pustular, primarily
palmar/plantar), transverse myelitis, and neuropathies (additional neurologic events have also been observed, see WARNINGS, Neurologic Events) and
acute liver failure, jaundice, hepatitis, and cholestasis (see WARNINGS, Hepatotoxicity). Because these events are reported voluntarily from a population
of uncertain size, it is not always possible to reliably estimate their frequency or establish a causal relationship to REMICADE exposure. The following
serious adverse events have been reported in the post-marketing experience in children: infections (some fatal) including opportunistic infections and
tuberculosis, infusion reactions, and hypersensitivity reactions. Serious adverse events in the post-marketing experience with REMICADE in the
pediatric population have also included malignancies, including hepatosplenic T-cell lymphomas (see Boxed WARNINGS and WARNINGS), transient
hepatic enzyme abnormalities, lupus-like syndromes, and the development of autoantibodies. OVERDOSAGE: Single doses up to 20 mg/kg have been
administered without any direct toxic effect. In case of overdosage, it is recommended that the patient be monitored for any signs or symptoms of
adverse reactions or effects and appropriate symptomatic treatment instituted immediately. Administration Instructions Regarding Infusion Reactions
Adverse effects during administration of REMICADE have included flu-like symptoms, headache, dyspnea, hypotension, transient fever, chills,
gastrointestinal symptoms, and skin rashes. Anaphylaxis might occur at any time during REMICADE infusion. Approximately 20% of REMICADE-
treated patients in all clinical trials experienced an infusion reaction compared with 10% of placebo-treated patients (see ADVERSE REACTIONS,
Infusion-related Reactions). Prior to infusion with REMICADE, premedication may be administered at the physician’s discretion. Premedication could
include antihistamines (anti-H1 +/- anti-H2), acetaminophen and/or corticosteroids. During infusion, mild to moderate infusion reactions may improve
following slowing or suspension of the infusion, and upon resolution of the reaction, reinitiation at a lower infusion rate and/or therapeutic
administration of antihistamines, acetaminophen, and/or corticosteroids. For patients that do not tolerate the infusion following these interventions,
REMICADE should be discontinued. During or following infusion, patients that have severe infusion-related hypersensitivity reactions should be
discontinued from further REMICADE treatment. The management of severe infusion reactions should be dictated by the signs and symptoms of the
reaction. Appropriate personnel and medication should be available to treat anaphylaxis if it occurs.
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Drug Utilization Boosts
Nation’s Health Tab

BY ALICIA AULT

Associate Editor, Practice Trends

WASHINGTON — The nation spent $2
trillion, or $7,000 per person, on health
care in 2006. While that was only a small
increase from the previous year, America’s
prescription drug tab increased by 8.5%,
fueled largely by the new Medicare Part D
drug benefit.

Health spending as a share of the na-
tion’s gross domestic product continues to
rise, hitting 16% in 2006.

Total spending on physician and clinical
services grew 5.9% to $448 billion, the
slowest rate of growth since 1999. Physi-
cian pay crawled almost to a halt, largely
because of the freeze in Medicare’s reim-
bursement rates in 2006. Private insurers
seemed to have followed suit, said Cathy
Cowan, an economist at the Centers for
Medicare and Medicaid Services. Cowan,
a coauthor of an annual analysis of the na-
tion’s health spending, spoke at a briefing
on the report, which was published in the
January/February issue of Health Affairs.

Medicare had the fastest rate of growth
since 1981, according to the report. Spend-
ing increased 19% in 2006 to $401 billion,
driven largely by the prescription drug
benefit and the cost of administration for
that benefit and for Medicare Advantage,
a managed care program.

Medicaid spending dropped for the first
time since the program began in 1965.
The 0.9% decrease was largely due to
Medicaid enrollees who were shifted into
Medicare for their prescription drugs.

Overall drug spending grew 8.5% in
2006—a far cry from the double-digit in-
creases seen in the late 1990s, but still an
increase from the 5.8% rise in spending in
2005. Half of the 2006 increase was due to
greater utilization, not surprising given
that about 23 million Medicare beneficia-

Drug Prices Up Too:

overnment economists have con-

cluded that the Medicare Part D
prescription drug benefit did not affect
the price of pharmaceuticals in 2006,
the program’s first full year, but Con-
sumers Union has issued another in a
series of studies charging that drug
prices are indeed rising.

Each month since December 2005,
the consumer advocacy group has
tracked the prices of five drugs com-
monly used by Medicare beneficiaries
in a single ZIP code in each of five
states—California, New York, Illinois,
Florida, and Texas. The data are taken
directly from Medicare.gov. According
to Consumers Union, the data show
that the majority of private insurers
have consistently raised prices, some-
times at 2-3 times the rate of inflation.

Medicare beneficiaries might be
bearing the brunt of price increases,
especially because they usually are li-
able for a percentage of the drug’s

ries took advantage of the new benefit.
Prescription prices increased by only a lit-
tle over 3%, according to an annual analy-
sis by actuaries at the Centers for Medicare
and Medicaid Services.

The change in the drug rebate picture
also contributed to rising drug costs. Un-
der Medicaid, states received an average
30% rebate from drugmakers. Medicare,
however, got only about 5% from manu-
facturers for the millions of beneficiaries
who shifted out of Medicaid.

Medicare spent $41 billion on Part D in
2006, with $35 billion for drug purchases
and $6 billion for administration and “net
cost of insurance”—that is, the cost of
subsidizing premiums for low-income ben-
eficiaries and costs for transferring bene-
ficiaries into private plans. Medicare paid
for 18% of all retail drugs, compared with
only 2% in 2005.

The largest increase in drug utilization
came from beneficiaries using the Part D
benefit. But there was also increased drug
use due to new indications for existing
drugs, growth in several therapeutic class-
es, and rising use of specialty drugs such
as injectable biologics for rheumatoid
arthritis and multiple sclerosis, and anemia
drugs for oncology. Hypnotics saw the
largest rise in use of any drug class.

The authors said the data they had at
hand and their analysis did not allow them
to determine whether the prescription
drug benefit had increased or lowered
overall health care spending. “Sooner or
later, somebody’s going to do a dynamite
study and figure this out,” said Richard
Foster, the chief actuary at CMS.

Mr. Foster told reporters that the study
showed that the “overall cost of prescrip-
tion drugs has changed very little as a re-
sult of Part D.”

A study by Consumers Union, however,
seemed to refute that claim. (See box.) m

Consumers Union

price as a copayment. “We're seeing a
lot of inflation,” said Consumers
Union Senior Policy Analyst Bill
Vaughan in an interview.

The group also found that prices
generally rise the most from Decem-
ber to January—after a beneficiary has
locked into a plan for the upcoming
year. The average increase for the five
drugs as a package (Lipitor, Celebrex,
Zoloft, nifedipine ER, and Altace) was
$369 from December 2007 to January
2008, according to Consumers Union.

“Most of these Medicare drug plans
are increasing costs [at] double or
triple the rate of inflation, which real-
ly torpedoes the insurance industry’s
claim that they are getting the best
deal for seniors,” said Mr. Vaughan.
“These continual price hikes are Ex-
hibit A for Congress to give renewed
attention to negotiating drug prices
on behalf of America’s taxpayers and
seniors.”





