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Supplements Don’t Cut Fractures in At-Risk

BY DIANA MAHONEY

New England Bureau

HARROGATE, ENGLAND — Calcium
and vitamin D supplementation do not re-
duce the risk of clinical fracture among
women identified as having one or more
risk factors for hip fracture, a randomized
controlled trial has shown.

Investigators at the University of York
(England), in collaboration with commu-
nity primary care providers, recruited

3,322 women aged 70 years and older, who
had at least one of the following risk fac-
tors for hip fracture: previous fracture, low
body weight, maternal history of hip frac-
ture, a fall in the previous 12 months, or
older age (per year increase).
Approximately half of the women were
randomized to receive daily oral supple-
mentation of 1,000 mg of calcium and 800
IU vitamin D, along with a patient infor-
mation leaflet on dietary calcium intake
and fall prevention. The remaining pa-

tients were randomized to a control group
and received only the patient information
leaflet, reported York University research
fellow Jill Porthouse in a presentation at
the annual conference of the National Os-
teoporosis Society.

After a median follow-up of 25 months,
there were no significant differences be-
tween the two groups in the rates of all
clinical fractures or hip fractures.

The odds ratio for all fractures in the
supplement group compared with the

control group was 1.03. For hip fractures
specifically, the odds ratio was 0.82, ac-
cording to the study findings.

These results are disappointing, noted
Ms. Porthouse.

“Fall-related low-trauma fractures rep-
resent a significant burden of illness in old-
er people. Calcium and vitamin D sup-
plementation is a relatively inexpensive
intervention, but it does not appear to re-
duce fracture rates in women at risk,” she
noted. u
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MOBIC® (meloxicam) Tablets 7.5 mg and 15 mg
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INDICATIONS AND USAGE
MOBIC is indicated for refie of the signs and symptoms of ostecarthritis and heumatoid arthitis.
CCONTRAINDICATIONS
MOBIC is contraindicated in patients with known hypersensitivity to meloxicam. It shouid not be
given to patients who have experienced asthma, urticaria, or allergic-type reactions after taking
aspitin or other NSAID. Severe, rarely fatal, anaphylactic-like reactions to NSAIDs have been

reported in such patients (see WARNINGS, Anaphylactoid Reactions, and PRECAUTIONS,
Pre-existing Asthm).
WARNINGS
Gastrointestinal (Gl) Effects - Risk of Gl Ulceration, Bleeding, and Perforation:
Serious gastrointestinal toxicity, such as inflammation, bieeding, uiceration, and perforation of the
stomach, small intestine or large intestine, can occur at any time, with or without warning
symptoms, n patients treated with nonsteroidal anti-nflammatory drugs (NSAIDs). Minor upper
gastrointestinal problems, such as dyspepsia, are common and may also ocour at any time
during NSAID therapy. Therefore, physicians and patients shouid remain alert for uiceration and
bleeding, even in the absence of previous GI symptoms. Patients should be informed about the
signs and/or symptoms of serious Gl toxicity and the steps to take if they occur. The utiity of
periodic laboratory monitoring has not been demonstrated, nor has it been adequately assessed.
Only one in five patients who develop a serious upper GI adverse event on NSAID therapy is
symptomatic. It has been demonstrated that upper GI ulcers, gross bleeding or perforation,
caused by NSAIDs, appear to occur in approximately 1% of the patients treated for 3-6 months,
and in about 2-4% of patients treated for one year. These trends continue thus, increasing the
likelinood of developing a serious Gl event at some time during the course of therapy. However,
‘even short-term therapy is not without risk.
NSAIDs should be prescribed with extreme caution in those with a prior history of ulcer disease o
gastrointestinal bleeding. Most spontaneous reports of fatal Gl events are in elderly or deblitated
patients and therefore special care should be taken in treating this population. To minimize the
potential risk for an adverse Gl event, the lowest effective dose should be used for the
shortest possible duration. For high-risk patients, afternate therapies that do not involve
NSAIDs should be considered.
Studies have shown that patients with a prior history of peptic uicer disease and/or gastro-
intestinal bleeaing and who use NSAIDs, have a greater than 10-fold risk for developing a Gl bieed
than patients with neither of these risk factors. In addition to a past history of uicer disease,
phamacoepidemiological studies have_identiied several other co-therapies o co-morbid
conditions that may increase the risk for G bleeding such as: treatment with oral corticosteroids,
treatment with anticoagulants, longer duration of NSAID therapy, smoking, alcoholism, older age,
and poor general health status.
Anaphylactoid Reactions
Anaphylactoid reactions have occurred in patients without known prior exposure to MOBIC.
MOBIC should not be given to patients with the aspirin triad. This symptom complex typically
oceurs in asthmatic patients who experience rhinitis with or without nasal polyps, or who exhibit
severe, potentially fatal bronchospasm after taking aspirin or other NSAIDs (see
CONTRAINDICATIONS and PRECAUTIONS, Pre-existing Asthma). Emergency help should be
sought in cases where an anaphylactoid reaction occurs.
Advanced Renal Disease
In cases with advanced kidney disease, treatment with MOBIC is not recommended. If NSAID
therapy must be initiated, close monitoring of the patient’s Kidney function is advisable (see
PRECAUTIONS, Renal Effects).
Pregnancy
MOBIC should be avoided in late pregnancy because it may cause premature closure of the
ductus arteriosus.
PRECAUTIONS
General
MOBIC cannot be expected to substitute for or to treat insufficiency.
Abrupt_discontinuation of corticostercids may lead to disease exacerbation. Patients on
prolonged corticosteroid therapy should have their therapy tapered slowly if a decision is made
to discontinue corticosteroids.
‘The pharmacological activity of MOBIC in reducing inflammation and possibly fever may diminish
the utity of these diagnostic signs in etecting complications of presumed noninfectious, painful
conditions.
Hepatic Effects
Borderine elevations of one or ore Ier tests may ocour i Up 0 15% of patlent kg MOBIC

abnomalties may progress, may remain unchanged, or may be transient with

coniuing therapy, Not dlevalions of AL o AGT (apprOsMtely e or Mo mes the upper
limit of normal) have been reported in approximately 1% of patients in clinical trials with NSAIDs.
In addition, rare cases of severe hepatic reactions, including jaundice and fatal fulminant hepais,
fiver necrosis and hepatic faiure, some of them with fatal outcomes, have been reported with
NSAIDs.
Patients with signs and/or symptoms suggesting liver dysfunction, or in whom an abnormal liver
test has occurred, shouid be evaluated for evidence of the development of a more severe hepatic
reaction while on therapy with MOBIC. If cinical signs and symptoms consistent with liver disease
develop, or if systemic manifestations occur (e.g., eosinophila, rash, etc.), MOBIC should be
discontinuex
Renal Effects
Caution should be used when initiating treatment with MOBIC in patients with considerable
dehydration. It s advisable to rehydrate patients first and then start therapy with MOBIC. Caution
is also recommended in patients with pre-existing kidney disease (see WARNINGS, Advanced
Renal Disease)
Long-term administration of NSAIDs has resuited in renal papilary necrosis and other renal
medulary changes. Renal toxicity has also been seen in patients in whom renal prostaglandins
have a compensatory role i the maintenance of renal perfusion. In these patients, administration
of NSAIDs may cause dose-dependent reduction in prostaglandin formation and, secondariy, in
renal blood flow, which may precipitate overt renal decompensation. Patients at greatest risk of
this reaction are those with impaired renal function, heart failure, liver dysfunction, those taking
diuretics and ACE inhibitors, and the elderly. Discontinuation of NSAID therapy is usually folowed by
reowery to the pretreatment state.

The extent to which metaboites may accumuate i patients with renal faiure has not been
studied with MOBIC, MOBIC by the kidney, patients with
significantly impaired renl function should be more: c\osely monitored.

Hematological Effects

Anemia is sometimes seen in patients receiving MOBIC. This may be due to fluid retention, GI
lood loss, or an incompletely described effect upon erythropolesis. Patients on long-term

treatment with MOBIC shouid have their hemoglobin or hematocrit checked f they exhibit any

signs or symptoms of anemia.

Drugs which inhibit the biosynthesis of prostaglandins may interfere to some extent with platelet

function and vascular responses to bleeding.

NSAIDs inhibit platelet agaregation and have been shown to prolong bleeding time in some

patients. Unlike aspiin therr effect on platelet function is quantitatively less, or of shorter duration,

and reversible. MOBIC does not generally affect platelet counts, prothromibin time (PT), or partial

thromboplastin time (PTT). Patients receiving MOBIC who may be adversely affected by alterations

in platelet function, such as those with coagulation disorders or patients receiving anticoagulants,

should be carefuly monitored,

Fluid Retention and Edema

Fluid retention and edema have been observed in some patients taking MOBIC. Therefore,

MOBIC should be used with caution in patients with fuid retention, hypertension, or heart failure.

Pre-existing Asthma

Patients with asthma may have aspirin-sensitive asthma. The use of aspirin in patients with

aspirin-sensitive asthma has been associated with severe bronchospasm which can be fatal.

Since cross reactivty, incluing bronchospasm, between aspirin and other nonsteroidal anti-

inflammatory drugs has been reported in such aspirin-sensitive patients, MOBIC should not be

administered to patients with this form of aspirin sensitivity and shouid be used with caution in

patients with pre-existing asthma.

Information for Patients

MOBIC can cause discomfort and, rarely, more serious side effects, such as gastroitestinal

bieeding, which may resut in hospitalzation and even fatal outcomes. Although serious Gl tract

ulcerations and bleeding can occur without warning symptoms, patients should be alert for the

signs and symptoms of Uicerations and bleeding, and should ask for medical advice when

observing any indicative signs or symptoms. Patients should be made aware of the importance

of this follow-up (see WARNINGS, Gastrointestinal (G) Effects - Risk of GI Ulceration, Bleeding

and Perforation).

Patients should report to their physicians s\gns or symptoms of gastrointestinal ulceration

or bleeding, skin rash, weight gain, or edema.

Patients shoud be informed ofthe warning signs and syrmptoms of hepatotoxicy (6.9, nausea,

fatigue, lethargy, pruritus, jaundice, right upper quadrant tenderness, and “fu-iike” symptoms). f

these occur, patients shouid be instructed to stop therapy and seek immediate medical therapy.

Patients should also be instructed to seek immediate emergency help in the case of an

reaction (g

MOBIC should be avoided in lats pregnancy because it may cause premature cosure of the

ductus arteriosus.

Laboratory Tests

Patients on long-tem treatment with MOBIC should have their CBG and a chemistry profie

checked periodicaly. f cinical signs and symptoms consistent with iver or renal disease develop,

systemic manfestations occur (e.g., eosinophiia, rash, etc.) or if abnormal lver tests persist o

worsen, MOBIC shouid be discontinued.

Drug Interactions

ACE inhibitors

Reports suggest that NSAIDs may diminish the

enzyme (ACE) inhibitors. This interaction should be given onacpton panen(s taking (VA

concomitantly with ACE inhibitors,

Aspirin

Goncomitant administration of aspirin (1000 mg TID) to healthy volunteers tended to increase the

AUC (10%) and Gy (24%) of meloxicam. The clinical signiicance of this interaction is not known;

however, concomitant administration of meloxicam and aspirin is not generally recommended

because of the potential for increased adverse efects. Concormitant administration of low-dose

aspirin with MOBIC may result in an increased rate of Gl ulceration or other complications,

compared to use of MOBIC alone. MOBIC is not a substitute for aspirin for cardiovascular

prophylaxis.

Cholestyramine

Pretreatment for four days with cholestyramine significantly increased the clearance of meloxicam

by 50%. This resulted in a decrease in t, from 19.2 hours to 125 hours, and a 35% reduction

in AUC. This suggests the existence of a_recirculation pathway for meloxicam in the

gastrointestinal tract. The clinical relevance of this interaction has not been estabished.

Cimetidine

Gonomtnt adrinitraion of 200 mg ometiine ID ci no ater the singe-dose phamaco-

kinetics of 30 mg m

Digoxin

Meloxicam 15 mg once daily for 7 days did ot alter the plasma concentration prolfie of digoxin

after B-acetyldigoxin administration for 7 days at clinical doses. Jn vitro testing found o protein

binding drug interaction between digoxin and meloxicam.

Furosemide

Ginical studies, as well as post-marketing observations, have shown that NSAIDs can reduce the

natriuretic effect of furosemide and thiazide diuretics in some patients. This effect has by

attributed to inhibition of renal prostaglandin synthesis. Studies with furosemide agents and

meloxicam have ol demenstated  reducton i nalrirelc flect, Furoseie snge and mulfple

not affected by muliple doses of meloxicam.

iy during oot rapy. wiih fosemide and MOBIG, patints Shoud be

observed closely for signs of declining renal function (see PRECAUTIONS, Renal Effects), as well

as to assure diuretic eficacy.

Lithium

In a study conducted in healthy subjects, mean pre-dose lithium concentration and AUC were

increased by 21% in subjects receiving lithium doses ranging from 804 to 1072 mg BID with

meloxicam 15 mg QD as compared to subjects receiving lihium alone. These effects have been

attributed to inhibition of renal prostaglandin synthesis by MOBIC. Patients on ithium treatrment

shouid be closely monitored when MOBIC is introduced, adjusted, or withdrawn.

Methotrexate

A study in 13 rheumatoid arthritis (RA) patients evaluated the efiects of multiple doses of

meloxicam on the phatmacokinetics of methotrexate taken 0nce weekly. Meloxicam did ol have

asignificant effect on the vitro, methotrexate:

did not displace meloxicam from its human serum binding stes.

Warfarin

Anticoaguiant activity should be monitored, particularly in the first few days after initiating or

changing MOBIC therapy in patients receiving warfari or similar agents, since these patients are

atan increased risk of bleeding. The effect of meloxicam on the anticoaguiant effect of wararin was

studlied in a group of healthy Subjects receiving daily doses of warfarin that produced an INR

(Intenational Normalized Ratio) between 1.2 and 1.8. In these subjects, meloxicam did not alter

warfarin pharmacokinetics and the average anticoagulant effect of warfarin as determined by

prothrombin time. However, one subject showed an increase in INR from 1.5 to 2.1, Caution

should be used when administering MOBIC with warfarin since patients on warfarin may

experience changes in INR and an increased risk of bieeding complications when a new

medication is introducs




