When the Illness Is a Mystery, Patients Turn
to These Detectives

The Undiagnosed Diseases Network takes on the toughest cases, patients
whose symptoms have defied explanation.
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Sara Mason-Silva suffers from a condition in which blood vessels become blocked and inflamed, causing
intense, chronic burning pain in her hands and feet. Doctors have not been able to identify the underlying
cause of the disease and there is no cure. Bryan Meltz for The New York Times
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They are patients with diseases that mystify doctors, people whose symptoms are
dismissed as psychosomatic, who have been given misdiagnosis upon misdiagnosis.

They have confounded experts and have exhausted every hope save one. And so they
wind up in the Undiagnosed Diseases Network, a federally funded project that now
includes 12 clinical centers, including one at the National Institutes of Health in
Bethesda, Md.

Researchers in the network pursue every possible clue — gleaned from genetics,
imaging, biochemistry, clinical exams — to discover what is wrong with these patients.

In a recent study, 1,519 patients were referred to the network, but less than half were
accepted for intensive evaluation at no charge. The network completed evaluations of 382
participants and found a diagnosis for 132 of them. (In the time since the study ended, the
investigators have diagnosed another 128 patients.)

For some, there was good news: a treatment, often a drug that was already on the market
for another condition.

Yet even patients who come away with a diagnosis but without a treatment, say the
experience can be rewarding.

“Patients find it really valuable even just to give a name to the enemy,” said Dr. Euan
Ashley, a geneticist at Stanford University and co-director of the network.

Those who come away without a diagnosis or treatment are told that if the science
improves and an answer for them emerges, the network will contact them.

“We never give up,” Dr. Ashley said.

Here are three patients who have been through a diagnostic marathon few can imagine.



She seemed drunk, but she was cold sober

Julia Rendleman for The New York Times
Dee Reynolds, 60. Northern Virginia.

The symptoms: They began in 2005 and slowly got worse. Her speech slurred, she
began weaving when she walked. Her sense of balance was precarious.

Year after year, Ms. Reynolds sought an answer, visiting doctor after doctor, getting test
after test, including gene sequencing. But no one could figure out what was wrong.

Intensive testing: In 2018, she was accepted into the Undiagnosed Diseases Network.

“I had a year’s worth of testing in four days,” she recalled. “The first day was 25 vials of
blood.” She had a skin biopsy, an MRI, psychological exams and eye exams. Doctors
sequenced not just her genes, but the nearby regions of DNA that control them.

The diagnosis: Ms. Reynolds has an inherited disease that almost invariably occurs in
childhood: Niemann-Pick Type C. The typical patient is a child who develops difficulties
with walking and coordination.

The fundamental problem is a steady accumulation of cholesterol and other lipids inside
the body’s cells, which damages organs and the central nervous system. The disease



