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More Support for Osteoporosis Drugs

The benefits of bisphosphonates outweigh the risks for many patients, according to new
research and experts

A magnified image of a bone in a woman suffering from osteoporosis, a disease which makes bones porous. PHOTO: DR.
ALAN BOYDE//CORBIS

By MELINDA BECK
Feb. 15, 2016 5:38 p.m. ET

Use of osteoporosis drugs, once heavily advertised by celebrity spokeswomen, has
dropped by more than 50% in recent years amid reports of such serious side effects as
sudden bone fractures.

Yet many experts say the benefits of the drugs, known as bisphosphonates, far outweigh
the risks for many users.

An analysis in the New England Journal of Medicine last month estimated that for every
1,000 women with osteoporosis treated up to five years, bisphosphonates prevented 100
fractures and caused at most 1.
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“Used by the right women, in the right way, they have big advantages. I would hate to see
those advantages lost,” says the lead author Dennis Black, a University of California, San
Francisco epidemiologist who led the clinical trials for two bisphosphonates, Fosamax
and Reclast, and continues to consult for companies that make osteoporosis drugs.

Dennis Black, a University of California, San Francisco epidemiologist who led the clinical trials for two bisphosphonates
used to treat osteoporosis. PHOTO: ALDRIC CHAU

“Bisphosphonates are absolutely effective,” says
RELATED READING Timothy Bhattacharyya, an orthopedic trauma surgeon
and head of osteoporosis research at the National
Institutes of Health. But Dr. Bhattacharyya, who doesn’t
receive financial support from osteoporosis drug

A Support Group of Women

makers, says “it makes sense to wait until you have a diagnosis of osteoporosis, and not
take the drugs for more than five years.”

Some critics say the new analysis overestimates the benefits and underestimate the
number of sudden thigh-bone fractures, which can be coded as regular hip fractures in
medical records.

Osteoporosis occurs when bone, which is constantly being replenished, breaks down
faster than it gets replaced, leaving the skeleton porous and brittle. Each year in the
U.S., osteoporosis causes some 700,000 spinal fractures and 300,000 hip fractures, a
leading cause of nursing-home admissions. Women, who lose bone rapidly at
menopause, are far more susceptible than men. An estimated 50% of women and 25% of
men over age 50 will suffer an osteoporosis-related fracture in their lifetime.

Bisphosonates slow the breakdown and resorption of bone. But who to treat and for how
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long has been contentious for years—particularly as word of the unusual fractures has
spread.

The incidence of hip fractures has dropped by about 30% since 1995 when Fosamax, the
first bisphosphonate, went on sale in the U.S. But curiously, the decline in hip fractures
has continued, even with fewer Americans taking the drugs in recent years.

There are many possible
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bisphosphonates after three
to five years and re-evaluate
the need. Studies show there may be little added benefit in longer-term use.

And many doctors now prescribe the drugs mainly to women who already have
osteoporosis rather than the estimated 30 million postmenopausal women with
“osteopenia,” or only slightly reduced bone mass, who were targeted in early ad
campaigns.

“We’re trying to move away from the word ‘osteopenia.’ It isn’t a disease. It merely tells
us that bone density is in the lower part of normal range. There are an awful lot of
people who fall into that category who may never get osteoporosis,” says Robert
Lindsay, chief of medicine at Helen Hayes Hospital in West Haverstraw, N.Y. He has
received lecture fees from two osteoporosis drug makers.

Many of the women who suffered sudden thigh fractures were relatively young and had
taken bisphosphonates for years for osteopenia.

Jennifer Schneider, a Tucson, Ariz., physician, was 59 years old and had taken
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Pat Sullivan, a 62-year-old from Delaware, Ohio, has osteoporosis in her spine. She is trying to consumer more calcium
and exercise more to help before going on medication. Here she is hiking in Acadia National Park in July. PHOTO: DOUG

SULLIVAN

bisphosphonates for seven years when her thigh bone suddenly snapped on the subway
while visiting New York City in 200.X-rays showed her femur—usually one of the
strongest bones in the body—had broken in two just below the hip. Surgeons inserted a
titanium rod to hold the bone together, but the fracture was slow to heal and required a
second surgery.

In a published study of 81 cases, Dr. Schneider found that, after the first fracture, 40% of
the women suffered a similar break in the other leg within two years, and 35% had
delayed healing.

One theory is that prolonged use of the drugs may slow the turnover of bone too much in
some people, leaving it unusually brittle. Estimates of how common these fracture are
range from 1in 100,000 to 1in 500 among women who have used bisphosphonates for
five years or more.

Dr. Schneider, who has formed a support group of fellow fracture sufferers, has testified
before the Food and Drug Administration, asking for stronger warnings about the drugs.
She also says some doctors are continuing to prescribe bisphosphonates for too long.

Another severe side effect, osteonecrosis of the jaw, in which sections of jaw bone
deteriorate after dental work and don’t heal, is estimated to occur in less than 1 per
10,000 patients taking bisphosphonates for osteoporosis.

Some dentists now suggest that women contemplating invasive dental work have it
done before they start taking bisphosphonates, but the American Dental Association has
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not made a formal recommendation.

Makers of bisphosphonates say there is no definitive proof that bisphosphonates cause
either atypical femur fractures or jaw bone deterioration.

For its part, the FDA has told doctors and patients to be aware of the potential for
typical femur fractures and jaw problems and urged caution about long-term use of the
drugs, but has not issued specific recommendations about when to stop or for how long.

Still, consensus is emerging among researchers and bone experts on other points.

Women should have a baseline bone density scan at least by age 65, and earlier if they
have a strong family history of osteoporosis and other risk factors. A score of minus 2.5
indicates osteoporosis, but treatment should not be based on that alone, doctors now
say.

An online tool, known as FRAX, for Fracture Risk Assessment Tool, developed by the
World Health Organization, takes into account other factors such as a patient’s age,
gender, weight, height, smoking, alcohol consumption and parental hip fractures. It
computes the chances of suffering a major bone fracture in the next 10 years. The
National Osteoporosis Foundation says if the risk is more than 3% for a hip fracture or
20% for other major fractures, the advantages of treatment outweigh the risks.

Bisphosphonates are still the first line of treatment for osteoporosis. Other osteoporosis
drugs have different trade-offs.

All the bisphosphonates are now available in generic form, for as little as $5 a month.
Newer osteoporosis drugs retailing for hundreds of dollars or more a month include
Forteo (teriparatide) and Prolia (denosumab).

Doctors continue to recommend 1000 to 1500 mg of calcium, 600 to 800 IUs of vitamin
D and at least 30 minutes of weight-bearing exercise, three times a week. Whether that
alone is sufficient to prevent osteoporosis in some patients isn’t clear, but some think
it’s the safest course.

Pat Sullivan, a 62-year old retired teacher in Delaware, Ohio, was told she had
osteopenia six years ago. Increasing her calcium and vitamin D intake and exercising
more, she was able to improve her bone-density score temporarily. Then, she began to
be less diligent and another bone scan two months ago showed full osteoporosis in her
spine.
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Her doctor wants her to begin treatment—two years of Forteo to stimulate bone growth,
then twice-yearly injections of Prolia, to prevent losing that new bone. But Mrs. Sullivan
is worried about possible side effects and plans to see if she can build her bone back
naturally instead. “By next year, if my score hasn’t improved, I'll seriously look into the
medicine,” she says.

Write to Melinda Beck at HealthJournal@wsj.com
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