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NF Blockers’ Infection Risk Greatest in First Year

BY BRUCE JANCIN

Denver Bureau

AMSTERDAM — Rheumatoid arthritis
patients on a tumor necrosis factor antag-
onist in clinical practice have an increased
rate of hospitalization for serious, non-TB
infections, but that risk appears to be con-
siderably less than previously reported, Dr.
Lars Klareskog said at the annual Euro-
pean Congress of Rheumatology.
Moreover, the Swedish national clinical

experience indicates that the rate of hos-
pitalization for serious infections doesn’t
escalate with increasing time spent on the
tumor necrosis factor (TNF) inhibitor.
The risk is greatest during the first year;
thereafter, it drops off and remains fairly
static, according to Dr. Klareskog, profes-
sor of rheumatology at the Karolinska In-
stitute, Stockholm.

He presented data from the Swedish Bi-
ologics Register, a national population-
based registry of all patients on a TNF in-

hibitor for rheumatoid arthritis (RA). The
analysis included 2,465 patients given a
TNEF inhibitor during 1999-2003. The com-
parison group consisted of 35,450 Swedish
RA patients not treated with an anti-TNF
agent; this group included historical con-
trols treated for RA as early as 1964.

It’s widely recognized that anti-TNF
therapy increases the risk of TB. But that
risk remains small, on the order of 0.1 case
per 100 person-years on the drug.

Of much greater practical concern is the
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PREVACID® (lansoprazole) Delayed-Release Capsules
PREVAC|D® (lansoprazole) For Delayed-Release Oral Suspension

PREVACID® SoluTabT"' (lansoprazole) Delayed-Release Orally

Disintegrating Tablets

Rx o

PREVACID" Delayed-Release Capsules, PREVACID SoluTab Delayed-Release Orally
Disintegrating Tablets and PREVACID For Delayed-Release Oral Suspension are indicated
for:

Short-Term Treatment (4 weeks) of Active Duodenal Ulcer

H. pylori Eradication to Reduce the Risk of Duodenal Ulcer Recurrence

Triple Therapy: PREVACID/amoxicillin/clarithromycin

Dual Therapy: PREVACID/amoxicillin

Who are either allergic or intolerant to clari in or in whom resi to
clarithromycin is known or suspected.

Maintenance of Healed Duodenal Ulcers

Controlled studies do not extend beyond 12 months.

Short-Term Treatment (up to 8 weeks) of Active Benign Gastric Ulcer

Healing of NSAID-Associated Gastric Ulcer

In patients who continue NSAID use. Controlled studies did not extend beyond 8 weeks.
Risk Reduction of NSAID-Associated Gastric Ulcer

In patients with a history of a documented gastric ulcer who require the use of an NSAID.
Controlled studies did not extend beyond 12 weeks.

Gastroesophageal Reflux Disease (GERD)

Short-Term Treatment of Symptomatic GERD

Short-Term Treatment (up to 8 weeks) of Erosive Esophagitis

For patients who do not heal with PREVACID for 8 weeks (5-10%), it may be helpful to gwe
an additional 8 weeks of treatment. If there is a of erosive

PREVACID SoluTab - Nasogastric Tube Administration (= 8 French)

For administration via a nasogastric tube, PREVACID SoluTab can be administered as

follows:

* Place a 15 mg tablet in a syringe and draw up 4 mL of water, or place a 30 mg tablet in a
syringe and draw up 10 mL of water.

« Shake gently to allow for a quick dispersal.

« After the tablet has dispersed, inject through the nasogastric tube into the stomach within
15 minutes.

« Refill the syringe with approximately 5 mL of water, shake gently, and flush the nasogastric
tube.

3. PREVACID for Delayed-Release Oral Suspension

PREVACID for Delayed-Release Oral Suspension should be administered as follows:

* Open packet.

«To prepare a dose, empty the packet contents into a container containing 2 tablespoons of
WATER. DO NOT USE OTHER LIQUIDS OR FOODS.

« Stir well, and drink immediately.

« If any material remains after drinking, add more water, stir, and drink immediately.

« This product should not be given through enteral administration tubes.

Drug Interactions

L is

through the P4s50 system, i through the
CYP3A and CYP2C19 isozymes. Studies have shown that lansoprazole does not have
clinically significant interactions with other drugs metabolized by the cytochrome P4s0
system, such as warfarin, antipyrine, indomethacin, ibuprofen, phenytoin, propranolol,
prednisone, diazepam, or clarithromycin in healthy subjects. These compounds are
metabolized through various cytochrome Pgs0 |sozymes including CYP1A2, CYP2C9,
CYP2C19, CYP2D6, and CYP3A. When with
theophylline (CYP1A2, CYP3A), a mmormcrease(m%) mhe clearance of theophylline was
seen. Because of the small magnitude and the direction of the effect on theophylline

incidence rates of adverse events and laboratory test abnormalities are also similar to those
seen in younger patients. For elderly patients, dosage and administration of lansoprazole
need not be altered for a particular indication.

ADVERSE REACTIONS

Clinical

Worldwide, over 10,000 patients have been treated with lansoprazole in Phase 2-3 clinical
trials involving various dosages and durations of treatment. The adverse reaction profiles for
PREVACID Delayed-Release Capsules and PREVACID for Delayed-Release Oral Suspension
are similar. In general, lansoprazole treatment has been well-tolerated in both short-term
and long-term trials.

The following adverse events were reported by the treating physician to have a possible or
probable relationship to drug in 1% or more of PREVACID-treated patients and occurred at
a greater rate in PREVACID-treated patients than placebo-treated patients:

Incidence of Possibly or Probably
Treatment-Related Adverse Events in Short-Term, Placebo-Controlled Studies

PREVACID Placebo
(N= 2768) (N=1023)
Body System/Adverse Event % %
Body as a Whole
Abdominal Pain 21 12
Digestive System
Constipation 1.0 04
Diarrhea 38 23
Nausea 13 12

Headache was also seen at greater than 1% incidence but was more common on placebo.
The incidence of diarrhea was similar between patients who received placebo and patients
who received lansoprazole 15 mg and 30 mg, but higher in the patients who received
60 mg (2.9%, 1.4%, 4.2%, and 7.4%, respectively).

clearance, this interaction is unlikely to be of clinical concern. individual
patients may require additional titration of their theophylline dosage when lansoprazole is
started or stopped to ensure clinically effective blood levels.

In a study of healthy subjects neither the inetics of warfarin i nor
prothrombin time were affected following single or multiple 60 mg doses of lansoprazole.
However, there have been reports of increased International Normalized Ratio (INR) and
prothrombin time in patients receiving proton pump inhibitors, including lansoprazole, and

additional 8-week course of PREVACID may be considered.

Maintenance of Healing of Erosive Esophagitis

Controlled studies did not extend beyond 12 months

Pathological Hypersecretory Conditions Including Zollinger-Ellison Syndrome
CONTRAINDICATIONS

PREVACID is contraindicated in patients with known hypersensitivity to any component of
the formulation of PREVACID.

warfarin Increases in INR and prothrombin time may lead to abnormal
bleeding and even death. Patients treated with proton pump inhibitors and warfarin
concomitantly may need to be monitored for increases in INR and prothrombin time.

Lansoprazole has also been shown to have no clinically significant interaction with amoxicillin.
In a single-dose crossover study examining lansoprazole 30 mg and omeprazole 20 mg each
administered alone and concomitantly with sucralfate 1 gram, absorption of the proton
pump mh\bnors was delayed and their bioavailability was reduced by 17% and 16%,
with sucralfate. Therefore, proton pump
inhibitors shou\d be taken at least 30 minutes prior to sucralfate. In clinical trials, antacids

Amoxicillin is contraindicated in patients with a known hypersensitivity to any pemc\\lm
Clarithromycin is contraindicated in patients with a known to
c\amhromycm erythromycm and any of the macrolide antibiotics.

of clar yein with cisapride, pimozide, astemizole, or
terfenadlne is contraindicated. There have been post-marketing reports of drug interactions
when and/or er are with cisapride, pimozide,

astemizole, or terfenadine resulting in cardiac arrhythmias (QT prolongation, ventricular
tachycardia, ventricular fibrillation, and torsades de pointes) most likely due to inhibition of
metabolism of these drugs by erythromycin and clarithromycin. Fatalities have been
reported.

(Please refer to full prescribing information for amoxicillin and clari in before

were with PREVACID Delayed-Release Capsules; this did not
interfere with its effect.

Lansoprazole causes a profound and long-lasting inhibition of gastric acid secretion;
therefore, it is theoretically possible that lansoprazole may mlerlere with the absorption of
drugs where gastric pH is an important of (e.9.,
ampicillin esters, iron salts, digoxin).

of Fertility

In two 24-month carcinogenicity studies, Sprague-Dawley rats were treated orally with
doses of 5 to 150 mg/kg/day, about 1 to 40 times the expgsure on a body surface (mg/mQ)
basis, of a 50-kg person of average height (1.46 me body surface area) given the

prescribing.)

WARNINGS

CLARITHROMYCIN SHOULD NOT BE USED IN PREGNANT WOMEN EXCEPT IN CLINICAL
CIRCUMSTANCES WHERE NO ALTERNATIVE THERAPY IS APPROPRIATE. IF PREGNANCY
0CCURS WHILE TAKING CLARITHROMYCIN, THE PATIENT SHOULD BE APPRISED OF THE
POTENTIAL HAZARD TO THE FETUS. (SEE WARNINGS IN PRESCRIBING INFORMATION
FOR CLARITHROMYCIN.)

Pseudomembranous colitis has been reported with nearly all antibacterial agents,
including clarithromycin and amoxicillin, and may range in severity from mild to life
threatening. Therefore, it is important to consider this diagnosis in patients who present
with diarrhea to the of ial agents.

Treatment with antibacterial agents alters the normal flora of the colon and may permit
overgrowth of clostridia. Studies indicate that a toxin produced by Clostridium difficile is a
primary cause of “antibiotic-associated colitis.”

After the diagnosis of pseudomembranous colitis has been established, therapeutic
measures should be initiated. Mild cases of pseudomembranous colitis usually respond to
discontinuation of the drug alone. In moderate to severe cases, consideration should be

given to with fluids and , protein fon, and treatment
with an antibacterial drug clinically effective agamsl Clostridium difficile colitis.
Serious and fatal reactions have been reported

in patients on penicillin therapy. These reactions are more apt to occur in individuals with a
history of penicillin hypersensitivity and/or a history of sensitivity to multiple allergens.
There have been well reports of indi with a history of penicillin
hypersensitivity reactions who have experienced severe hypersensitivity reactions when
treated with a cephalosporin. Before initiating therapy with any penicillin, careful inquiry
should be made concerning previous hypersensitivity reactions to penicillins,
cephalosporins, and other allergens. If an allergic reaction occurs, amoxicillin should be
discontinued and the appropriate therapy instituted.

SERIOUS ANAPHYLACTIC REACTIONS REQUIRE IMMEDIATE EMERGENCY TREATMENT
WITH EPINEPHRINE. OXYGEN, INTRAVENOUS STEROIDS, AND AIRWAY MANAGEMENT,
INCLUDING INTUBATION, SHOULD ALSO BE ADMINISTERED AS INDICATED.

PRECAUTIONS

General

Symptomatic response to therapy with lansoprazole does not preclude the presence of
gastric malignancy.

Information for Patients

PREVACID is available as a capsule, orally disi ing tablet and oral ion, and is
available in 15 mg and 30 mg strengths. Directions for use specific to the route and available
methods of administration for each of these dosage forms is presented below. PREVACID
should be taken before eating. PREVACID products SHOULD NOT BE CRUSHED OR
CHEWED.

F ics: Contains F ine 2.5 mg per 15 mg Tablet and 5.1 mg per
30 mg Tablet.
Administration Options
1. PREVACID Delayed-Release Capsules
PREVACID Delayed-Release Capsules should be swallowed whole.
Alternatively, for patients who have difficulty swallowing capsules, PREVACID Delayed-
Release Capsules can be opened and administered as follows:
« Open capsule.
« Sprinkle intact granules on one tablespoon of either applesauce, ENSURE® pudding,
cottage cheese, yogurt or strained pears.
« Swallow immediately.
PREVACID Delayed-Release Capsules may also be emptied into a small volume of either
apple juice, orange juice or tomato juice and administered as follows:
+ Open capsule.
< Sprinkle intact granules into a small volume of either apple juice, orange juice or tomato
juice (60 mL - approximately 2 ounces).
* Mix briefly.
« Swallow immediately.
+To ensure complete delivery of the dose, the glass should be rinsed with two or more
volumes of juice and the contents swallowed immediately.
USE IN OTHER FOODS AND LIQUIDS HAS NOT BEEN STUDIED CLINICALLY AND IS
THEREFORE NOT RECOMMENDED.
2. PREVACID SoluTab Delayed-Release Orally Disintegrating Tablets
PREVACID SoluTab should not be chewed. Place the tablet on the tongue and allow it to
disintegrate, with or without water, until the particles can be swallowed. The tablet typically
disintegrates in less than 1 minute.
Alternatively, for children or other patients who have difficulty swallowing tablets,
PREVACID SoluTab can be delivered in two different ways.
PREVACID SoluTab - Oral Syringe
For administration via oral syringe, PREVACID SoluTab can be administered as follows:
Place a 15 mg tablet in oral syringe and draw up approximately 4 mL of water, or place a
30 mg tablet in oral syringe and draw up approximately 10 mL of water.
 Shake gently to allow for a quick dispersal.
« After the tablet has dispersed, administer the contents within 15 minutes.
* Refill the syringe with approximately 2 mL (5 mL for the 30 mg tablet) of water, shake
gently, and administer any remaining contents.

human dose of 30 mg/day (22.2 mg/m?). Lansoprazole produced dose-
related gastric enterochromaffin-like (ECL) cell hyperplasia and ECL cell carcinoids in both
male and female rats. It also increased the incidence of intestinal metaplasia of the gastric
epithelium in both sexes. In male rats, lansoprazole produced a dose-related increase of
testicular interstitial cell adenomas. The incidence of these adenomas in rats receiving doses
of 15 to 150 mg/kg/day (4 to 40 times the recommended human dose based on body
surface area) exceeded the low background incidence (range = 1.4 to 10%) for this strain of
rat. Testicular interstitial cell adenoma also occurred in 1 of 30 rats treated with
50 mg/kg/day (13 times the recommended human dose based on body surface area) in a
1-year toxicity study.

In a 24-month carcinogenicity study, CD-1 mice were treated orally with doses of 15 to
600 mg/kg/day, 2 to 80 times the recommended human dose based on body surface area.
Lansoprazole produced a dose-related increased incidence of gastric ECL cell hyperplasia. It
also produced an increased incidence of liver tumors (hepatocellular adenoma plus
carcinoma). The tumor incidences in male mice treated with 300 and 600 mg/kg/day (40 to
80 times the recommended human dose based on body surface area) and female mice
treated with 150 to 600 mg/kg/day (20 to 80 times the recommended human dose based on
body surface area) exceeded the ranges of background incidences in historical controls for
this strain of mice. Lansoprazole treatment produced adenoma of rete testis in male mice
receiving 75 to 600 mg/kg/day (10 to 80 times the recommended human dose based on
body surface area)

Lansoprazole was not genotoxic in the Ames test, the ex vivo rat hepatocyte unscheduled
DNA synthesis (UDS) test, the in vivo mouse micronucleus test or the rat bone marrow cell
chromosomal aberration test. It was positive in in vifro human lymphocyte chromosomal
aberration assays.

Lansoprazole at oral doses up to 150 mg/kg/day (40 times the recommended human dose
based on body surface area) was found to have no effect on fertility and reproductive
performance of male and female rats.

Pregnancy: Teratogenic Effects.

Pregnancy Category B

Lansoprazole

Teratology studies have been performed in pregnant rats at oral doses up to 150 mg/kg/day
(40 times the recommended human dose based on body surface area) and pregnant rabbits
at oral doses up to 30 mg/kg/day (16 times the recommended human dose based on body
surface area) and have revealed no evidence of impaired fertility or harm to the fetus due to
lansoprazole.

There are, however, no adequate or well-controlled studies in pregnant women. Because
animal reproduction studies are not always predictive of human response, this drug should
be used during pregnancy only if clearly needed
Pregnancy Category C
Clarithromycin
See WARNINGS (above) and full prescribing information for clarithromycin before using in
pregnant women.

Nursing Mothers

Lansoprazole or its metabolites are excreted in the milk of rats. It is not known whether
lansoprazole is excreted in human milk. Because many drugs are excreted in human milk,
because of the potential for serious adverse reactions in nursing infants from lansoprazole,
and because of the potential for ity shown for in rat

studies, a decision should be made whether to discontinue nursing or to discontinue the
drug, taking into account the importance of the drug to the mother.

Pediatric Use

The safety and effectiveness of PREVACID have been established in pediatric patients 1 to
17 years of age for short-term treatment of symptomatic GERD and erosive esophagitis. Use
of PREVACID in this population is supported by evidence from adequate and well-controlled
studies of PREVACID in adults with additional clinical, pharmacokinetic, and
pharmacodynamic studies performed in pediatric patients. The adverse events profile in
pediatric patients is similar to that of adults. There were no adverse events reported in U.S.
clinical studies that were not previously observed in adults. The safety and effectiveness of
PREVACID in patients <1 year of age have not been established.

1 to 11 years of age

The pediatric safety of PREVACID Delayed-Release Capsules has been assessed in
66 pediatric patients aged 1 to 11 years of age. Of the 66 patients with GERD 85% (56/66)
took PREVACID for 8 weeks and 15% (10/66) took it for 12 weeks.

The most frequently reported (2 or more patients) treatment-related adverse events in
patients 1to 11 years of age (N=66) were constipation (5%) and headache (3%).

12 to 17 years of age

The safety of PREVACID Delayed-Release Capsules has been assessed in these
87 adolescent patients. Of the 87 adolescent patients with GERD, 6% (5/87) took PREVACID
for <6 weeks, 93% (81/87) for 6-10 weeks, and 1% (1/87) for >10 weeks.

The most frequently reported (at least 3%) treatment-related adverse events in these
patients were headache (7%), abdominal pain (5%), nausea (3%) and dizziness (3%).
Treatment-related dizziness, reported in this package insert as occurring in <1% of adult
patients, was reported in this study by 3 adolescent patients with nonerosive GERD, who
had dizziness concurrently with other events (such as migraine, dyspnea, and vomiting).
Use in Women
Over 4,000 women were treated with lansoprazole. Ulcer healing rates in females were
similar to those in males. The incidence rates of adverse events were also similar to those
seen in males.

Use in Geriatric Patients
Ulcer healing rates in elderly patients are similar to those in a younger age group. The

The most commonly reported possibly or probably treatment-related adverse event during
maintenance therapy was diarrhea.
In the risk reduction study of PREVACID for NSAID-associated gastric ulcers, the incidence
of diarrhea for patients treated with PREVACID was 5%, misoprostol 22%, and placebo 3%.
Additional adverse experiences occurring in <1% of patients or subjects in domestic trials
are shown below. Refer to Postmarketing for adverse reactions occurring since the drug
was marketed.
Body as a Whole - abdomen enlarged, allergic reaction, asthenia, back pain, candidiasis,
carcinoma, chest pain (not otherwise specified), chills, edema, fever, flu syndrome, halitosis,
infection (not otherwise specified), malaise, neck pain, neck rigidity, pain, pelvic pain;
System - angina, i 3 i
infarction, hyper migraine, infarction, itati shock
(C\rcu\atury failure), syncope, tachycardia, vasodilation; Digestive System - abnormal
stools, anorexia, bezoar, cardiospasm, cholelithiasis, colitis, dry mouth, dyspepsia,

dysphagia, enteritis, eructation, stenosis, ulcer, itis, fecal
discoloration, flatulence, gastric nodules/fundic gland polyps, gastritis, gastroenteritis,
anomaly, disorder, g hemorrhage, glossitis,

gum hemorrhage, hematemems increased appetite, increased salivation, melena, mouth
ulceration, nausea and vomiting, nausea and vomiting and diarrhea, oral momhasws rectal
disorder, rectal hemorrhage, stomatitis, tenesmus, thirst, tongue disorder, ulcerative colitis,
ulcerative stomatitis; Endocrine System - diabetes mellitus, goiter, hypothyroidism; Hemic
and Lymphatic System anemia, hemolysis, lymphadenopathy; Metabolic and Nutritional

Disorders - gout, ia, peripheral edema, weight
gain/loss; Musculoskeletal System - anhralg\a arthritis, bone disorder, joint disorder, leg
cramps, musculoskeletal pain, myalgia, myasthenia, synovitis; Nervous System — abnormal
dreams, agitation, amnesia, anxiety, apathy, confusion, convulsion, depersonalization,
depresswon diplopia, d\zzmess emotional lability, hallucinations, hemlp\egla hostility
aggravated, hyperkinesia, hypenonla insomnia, libido
nervousness, neurosis, paresthesia, sleep disorder, somnolence, thinking abnormallty
tremor, vertigo; Resp/ratary System - asthma, bronchitis, cough increased, dyspnea,
epistaxis, hemoptysis, hiccup, laryngeal neoplasia, pharyngitis, pleural disorder, pneumonia,
respiratory disorder, upper respiratory inflammation/infection, rhinitis, sinusitis, stridor;
Skin and Appendages - acne, alopecia, contact dermatitis, dry skin, fixed eruption, hair
disorder, maculopapular rash, nail disorder, pruritus, rash, skin carcinoma, skin disorder,
sweating, urticaria; Special Senses — abnormal vision, blurred vision, conjunctivitis,
deafness, dry eyes, ear disorder, eye pain, otitis media, parosmia, photophobia, retinal
degeneration, taste loss, taste perversion, tinnitus, visual field defect; Urogenital System -
abnormal menses, breast enlargement, breast pain, breast tenderness, dysmenorrhea,
dysuria, gynecomastia, impotence, kidney calculus, kidney pain, leukorrhea, menorrhagia,
menstrual disorder, penis disorder, polyuria, testis disorder, urethral pain, urinary frequency,
urinary tract infection, urinary urgency, urination impaired, vaginitis.

Postmarketing

On-going Safety Surveillance: Additional adverse experiences have been reported since
lansoprazole has been marketed. The majority of these cases are foreign-sourced and a
relationship to lansoprazole has not been established. Because these events were reported
voluntarily from a population of unknown size, estimates of frequency cannot be made.
These events are listed below by COSTART body system.

Body as a Whole - anaphylactoid-like reaction; Digestive System - hepatotoxicity, pancreatitis,
vomiting; Hemic and Lymphatic System - agranulocytosis, aplastic anemia, hemolytic
anemia, and
thrombocytopenic purpura; Skin andAppendages severe dermato\oglc reacnons including
erythema multiforme, Stevens-Johnson syndrome, toxic epidermal necrolysis (some fatal);
Special Senses - speech disorder; Urogenital System - urinary retention.

Combination Therapy with Amoxicillin and Clarithromycin

In clinical trials using combination therapy with PREVACID plus amoxicillin and
clarithromycin, and PREVACID plus amoxicillin, no adverse reactions peculiar to these drug
combinations were observed. Adverse reactions that have occurred have been limited to
those that had been previously reported with PREVACID, amoxicillin, or clarithromycin.
Triple Therapy: PREVACID/amoxicillin/clarithromycin
The most frequently reported adverse events for patients who received triple therapy for
14 days were diarrhea (7%), headache (6%), and taste perversion (5%). There were no
statistically significant differences in the frequency of reported adverse events between the
10- and 14-day triple therapy regimens. No treatment-emergent adverse events were
observed at significantly higher rates with triple therapy than with any dual therapy regimen.
Dual Therapy: PREVACID/amoxicillin
The most frequently reported adverse events for patients who received PREVACID t.i.d. plus
amoxicillin t.i.d. dual therapy were diarrhea (8%) and headache (7%). No treatment-
emergent adverse events were observed at significantly higher rates with PREVACID t.i.d.
plus amoxicillin t.i.d. dual therapy than with PREVACID alone.

For more information on adverse reactions with amoxicillin or clarithromycin, refer to their
package inserts, ADVERSE REACTIONS sections.

Laboratory Values
The following changes in laboratory parameters for lansoprazole were reported as adverse
events:

Abnormal liver function tests, increased SGOT (AST), increased SGPT (ALT), increased
creatinine, increased alkaline phosphatase, increased globulins, increased GGTP,
increased/decreased/abnormal WBC, abnormal AG ratio, abnormal RBC, bilirubinemia,
eosinophilia, hyperlipemia, increased/decreased electrolytes, increased/decreased
cholesterol, increased glucocorticoids, increased LDH, increased/decreased/abnormal
platelets, and increased gastrin levels. Urine abnormalities such as albuminuria, glycosuria,
and hematuria were also reported. Additional isolated laboratory abnormalities were
reported.

In the placebo controlled studies, when SGOT (AST) and SGPT (ALT) were evaluated, 0.4%
(4/978) placebo patients and 0.4% (11/2677) lansoprazole patients had enzyme elevations
greater than three times the upper limit of normal range at the final treatment visit. None of
these lansoprazole patients reported jaundice at any time during the study.

In clinical trials using combination therapy with PREVACID plus amoxicillin and
clarithromycin, and PREVACID plus amoxicillin, no increased laboratory abnormalities
particular to these drug combinations were observed.

For more information on laboratory value changes with amoxicillin or clarithromycin, refer
to their package inserts, ADVERSE REACTIONS section.

OVERDOSAGE
Oral doses up to 5000 mg/kg in rats (approximately 1300 times the recommended human
dose based on body surface area) and mice (about 675.7 times the recommended human
dose based on body surface area) did not produce deaths or any clinical signs.

Lansoprazole is not removed from the circulation by hemodialysis. In one reported case of
overdose, the patient consumed 600 mg of lansoprazole with no adverse reaction.
Distributed by

“ TAP Pharmaceuticals Inc.

Lake Forest, IL 60045, U.S.A.

ENSURE® is a registered trademark of Abbott Laboratories.
Ref. 03-5366-R24 Rev. July, 2004
©1995-2004 TAP Pharmaceutical Products Inc.
For more detailed information, see full prescribing information or contact TAP Medical
Information at 1-800-622-2011 MR030-0134

potential for increased risk of other, more
common serious infections. That risk has
not been well defined. Some relatively
small observational studies have quoted a
twofold elevation in risk, while others
have found no increase.

A recent metaanalysis of randomized
clinical trials reported a twofold increased
risk of serious infection in RA patients on
TNF inhibitors (JAMA 2006;295:2275-85).
However, those trials were of relatively
short duration and included a narrow
spectrum of patients.

The new analysis of Swedish registry
data was designed to help clarify the pic-
ture using a large real-world patient expe-

The rate of
hospitalization for
serious infection
did not escalate
with increasing
time on the drugs.

DR. KLARESKOG

rience, Dr. Klareskog said at the meeting,
which was sponsored by the European
League Against Rheumatism.

With 253 hospitalizations for infection in
Swedish patients during 4,471 person-
years of therapy with their first TNF in-
hibitor, the crude rate of infection was 5.7
per 100 person-years, compared with 5.3
per 100 person-years in patients not treat-
ed with a TNF antagonist. After adjust-
ment for sex, age, comorbidities, and
propensity for hospitalization, patients on
their first TNF inhibitor had a significant
28% increased relative risk of hospitaliza-
tion for serious infection, compared with
RA patients who had never taken a TNF
antagonist.

In the smaller group of 528 patients on
their second TNF inhibitor because their
first was ineffective or poorly tolerated,
the hospitalization rate for infection was
7.1 per 100 person-years. This represented
an adjusted 64% increase in relative risk
over that of RA patients who never re-
ceived a TNF antagonist.

No particular type of infection pre-
dominated; the risks of hospitalization for
skin, articular, bloodstream, and other in-
fection sites were similarly increased in
users of TNF antagonists. The data re-
vealed no big surprises. These data fill out
the picture of the risks associated with
these agents in real-world practice. m

Side-by-Side Online
Clinical Guidelines

he National Guideline Clearinghouse

Web site presents clinical practice
guidelines with standardized abstracts and
tables that allow physicians to make com-
parison of practice guidelines on similar
topics. The clearinghouse was created by
the Agency for Healthcare Research and
Quality in partnership with the American
Medical Association and the America’s
Health Insurance Plans. For more infor-
mation, visit www.guideline.gow. m
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     CCITT Group: << /Columns 32 /K -1 /Rows 8 >>
     Anti-Alias To Gray: No

     Compress Text and Line Art: Yes

FONTS ----------------------------------------
     Embed All Fonts: Yes
     Subset Embedded Fonts: Yes
     Subset When Percent Of Characters Used is Less: 100 %
     When Embedding Fails: Warn and Continue
Embedding:
     Always Embed: [ ]
     Never Embed: [ /Symbol /Courier /Courier-BoldOblique /ZapfDingbats /Helvetica-BoldOblique /Helvetica-Bold /Times-Bold /Courier-Bold /Helvetica /Times-BoldItalic /Times-Roman /Times-Italic /Helvetica-Oblique /Courier-Oblique ]

COLOR ----------------------------------------
Color Management Policies:
     Color Conversion Strategy: Convert All Colors to sRGB
     Intent: Default
Working Spaces:
     Grayscale ICC Profile: Adobe Gray - 20% Dot Gain
     RGB ICC Profile: sRGB IEC61966-2.1
     CMYK ICC Profile: U.S. Web Coated (SWOP) v2
Device-Dependent Data:
     Preserve Overprint Settings: No
     Preserve Under Color Removal and Black Generation: No
     Transfer Functions: Preserve
     Preserve Halftone Information: Yes

ADVANCED ----------------------------------------
Options:
     Use Prologue.ps and Epilogue.ps: Yes
     Allow PostScript File To Override Job Options: Yes
     Preserve Level 2 copypage Semantics: Yes
     Save Portable Job Ticket Inside PDF File: No
     Illustrator Overprint Mode: Yes
     Convert Gradients To Smooth Shades: Yes
     ASCII Format: No
Document Structuring Conventions (DSC):
     Process DSC Comments: Yes
     Log DSC Warnings: No
     Resize Page and Center Artwork for EPS Files: Yes
     Preserve EPS Information From DSC: No
     Preserve OPI Comments: No
     Preserve Document Information From DSC: No

OTHERS ----------------------------------------
     Distiller Core Version: 4050
     Use ZIP Compression: Yes
     Deactivate Optimization: No
     Image Memory: 524288 Byte
     Anti-Alias Color Images: No
     Anti-Alias Grayscale Images: No
     Convert Images (< 257 Colors) To Indexed Color Space: Yes
     sRGB ICC Profile: sRGB IEC61966-2.1

END OF REPORT ----------------------------------------
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