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If examining tissue sometimes seems akin to looking for the proverbial needle
in a haystack, then trying to identify amyloidosis can make pathologists feel
like they're looking through every field of hay in the Great Plains. On foot.
Amvyloidosis is that hard to find.

Or is it? Maybe the real problem of finding a needle in a haystack is that no
one actually ever looks for one. The task sounds impossible, so why begin? A
small but vocal number of pathologists, clinicians, and patients, however, are
urging physicians to start looking for amyloidosis, suggesting they may be
surprised by what they find.

Mo one is saying the disease isn't rare, because it is. But they contend it may
not be as rare as previously thought, and that misdiagnosis and
underdiagnosis may be warping perceptions. Moreover, failing to make a
correct diagnosis causes unconscionable harm—costly and damaging
procedures, failure to treat, and early death. It's time, they say, to take a fresh
look at amyloidosis.

For many physicians, the first—and sometimes only—Ilook comes in medical
school, where they're shown the most obvious presentation of the disease and
told that amyloid is rare, that no treatment exists, and that they'll never see a
case anyway. Listen to the experts, however, and it quickly becomes obvious
such views are as outdated as taxi dancers.

"These are misconceptions that have been carried over from 15, 20 years
ago,” says Morie Gertz, MD, chair, Division of Hematology, Mayo Clinic, and
professor of medicine, Mayo Clinic College of Medicine. “It's wrong to say
there's nothing to be done. There’s actually a lot to be done.”

But old attitudes die hard. Dr. Gertz tells the story of being approached by a
cardiologist at a recent meeting, who asked him, "Well, does it make a
difference if we make the diagnosis or not? There's no treatment.” Mayo is
considered to be one of the two major amyloidosis centers in the United
States—the other is at Boston University—and it treats virtually all its patients,
according to Dr. Gertz. He and his colleagues have, in fact, found many
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needles, in many haystacks.

So have Muriel Finkel and Elinda Lado. Finkel is president of the Amyloidosis
Support Groups, and Lado is secretary of the ASG and a facilitator of the
support group in Philadelphia. Both see patients who've been misdiagnosed for
years, who've been given inappropriate treatments, who've had unnecessary
surgeries, and who've died mere weeks after being given the correct diagnosis.
Based on the experiences of the people in their support groups, they say it
takes physicians from one to five years to arrive at a correct diagnosis.

Lada’s husband, a surgeon, has amyloidosis, and now receives regular care at
Mayo. He found it easy to ignore one early sign of trouble—carpal tunnel
syndrome—because of his occupation. Later on, his cardiologist suggested
trying a heart medication “just to see what would happen,” says his wife, her
voice still registering disbelief. It took three biopsies—and a persistent
physician insisting that amyloid was present—before the correct diagnosis was
made.

Clinicians and patients put pathologists at the frontlines. Lado estimates that
among members of her support group, at least 25 percent were given the
correct diagnosis only after the pathologist became suspicious for the disease
and decided to look for it. "Their cardiologist was scratching his head, or their
GI guy was scratching his head. It was the pathologist who was astute enough
to take the sample and Congo red stain it,” Lado says.

It might be convenient to dismiss the strong, often angry words of patients as
mere anecdotes if they weren't so frequently echoed by leading amyloid
specialists. "If the pathologist is waiting for clinical information suspecting
amyloid, they’ll miss the majority of patients,” says Dr. Gertz.

"It often takes visits to a few different physicians before the biopsy is
ultimately done,” says Carl J. O'Hara, MD, chief of surgical pathology, Boston
Medical Center Pathology Department, and associate professor of pathology,
Boston University School of Medicine. In other cases, he says, diagnoses aren't
rmade until an affected organ begins to fail.

No one is faulting physicians for what they were taught years ago, or for what
they may or may not remember from those lessons. But there’s plenty new to
be learned.

The field has changed immensely in recent decades, says Dr. Gertz, The
understanding of the biochemistry of amyloid has improved, and technically it's
much easier than in the past to classify the subunit protein that's responsible
for the intact amyloid fibril. There are new techniques that allow physicians to
classify amyloid and monitor therapy. And with the introduction of new agents,
as well as with transplants, physicians have unprecedented ability to treat
many types of amyloidosis, extending life and improving organ function
tremendously.

All that is for naught if the correct diagnosis isn't made to begin with. And
according to many, it often isn't.

"Diagnosis is still made too late,” says Dr. Gertz.
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