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For depression that
hasn’t responded to
typical treatments,

ketamine shows
promise

‘EVEN THE GREATEST THINKERS DO NOT THINK IN A VACUUM.’ —PAGE 20

MENTAL HEALTH

The club drug
ketamine
may treat
depression—
but the risks
could be big
By Mandy Oaklander

FOR DOCTORS AND THE PEOPLE
they care for, depression can be a
vexing condition. It’s common—
about 16% of American adults will
be clinically depressed at some
point in their lives—and yet about
a third of those cases won’t respond
to the standard treatments of anti-
depressants and psychotherapy.
Stubborn depression can have
dire long-term effects on people’s
health and well-being: those with
treatment-resistant depression tend
to die nine years earlier, on average,
than those whose mental health is
well managed, and they’re twice as
likely to die after a heart attack.

The dearth of treatment options
has led some scientists to explore
unconventional therapies, and some
fresh hope has emerged from an
unlikely source: ketamine hydro-
chloride, a drug synthesized in the
1960s and approved by the Food and
Drug Administration (FDA) as an
anesthetic. Ketamine is prized for
its fast-acting painkilling properties
(and its hallucinogenic ones, if you
ask the clubgoers who call it “Spe-
cial K”). But the drug has also been
found in a cluster of small studies to
help treatment-resistant depression
with impressive speed and efficacy.

Studies about ketamine—and
the buzzy headlines that follow
them—have stoked the curiosity of
clinicians and patients, with some
calling the drug the most exciting de-
velopment in depression treatment

in the past 50 years.
Other experts, however,

are urging caution. In a re-
cent issue of the leading
medical journal JAMA Psy-
chiatry, a task force from the

American Psychiatric As-
sociation (APA) concluded
that ketamine isn’t ready
for widespread adoption as
a depression treatment be-
cause of a lack of evidence
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VERBATIM
‘Feminism

is not a stick
with which

to beat other
women. It’s

about freedom,
it’s about

liberation, it’s
about equality.’

EMMA WATSON,
actor, responding to

those who questioned
her feminism after she
posed in a revealing top

for Vanity Fair

The View

and long-term research. The panel of experts points
out that while the positive effects of ketamine seem
to last for a few days to a week at a time, researchers
don’t yet know what happens to a person who takes
ketamine over the long term. They also don’t know
what happens when people stop taking it, or what
the ideal dose is for treating depression.

The lack of large, lengthy studies has not stopped
doctors from prescribing it off-label. (Once a drug is
approved for one condition, doctors can prescribe
it for any ailment they think it may help.) In recent
years, there’s been a boom in pricey, privately run
ketamine clinics, where a single dose, prescribed by
a doctor, can cost $500. The research arms of some
prominent medical centers, including Yale Univer-
sity, Mayo Clinic and Cleveland Clinic, have also
embraced ketamine for some people.

In a handful of studies, when depressed people
who had tried every other treatment were hooked
up to an IV with ketamine, half to 75% of them
(and sometimes even more) felt significantly better
within a day, says Dr. Gerard Sanacora, a professor
of psychiatry and director of the Yale Depression
Research Program who led the recent study. “For
most antidepressants, it takes at least six weeks to
get to that point,” he says.

But even optimistic researchers have questions
about the drug. One of the problems is that only
about 368 people with severe depression have taken
the drug in published clinical trials. “That’s piti-
fully small compared to what a clinical trial would
generally be comprised of for FDA approval,” says
Dr. Charles Nemeroff, chair of the APA task force
and chairman of the department of psychiatry at the
University of Miami Miller School of Medicine. Tri-
als of that type typically include several thousand
people.

Ketamine is not a risk-free drug. Some patients
have developed high blood pressure while taking
it, chronic ketamine use has been linked to cogni-
tive impairment—and it may be addictive. “The
last thing we would want to do as a field would be to
promote the use of a substance to treat depression
that turns out to have tremendous abuse liability,
and that would end up creating a cadre of depressed
patients who are now, in addition to that, substance
abusers,” Nemeroff says.

When a drug shows early promise for people
who have run out of options, it’s hard to argue with
doctors’ willingness to experiment with alterna-
tives. Still, with patients’ long-term health so un-
certain, even those who have studied ketamine for
a long time say more research is needed. “It’s one
of the most difficult things to face as a physician,”
says Sanacora, “that balance between not offering
a treatment that has potential life-changing abil-
ity for some patients, but balancing that against the
limited amount of data that we have on it.” □

CHARTOON

A brief history of walls

WESTERN SOCIETY TENDS TO LIONIZE
individual intelligence—pilots who
fly planes and architects who design
skyscrapers, the thinking goes, must
surely possess powerful brains. While
that may be true, Steven Sloman and
Philip Fernbach argue in their new
book The Knowledge Illusion: Why We
Never Think Alone
that even the great-
est thinkers do not
think in a vacuum;
we all rely on a “hive
mind”—not just our
own intellect—to
get stuff done, even
if we don’t realize it.
Pilots, for instance,
collaborate with co-
pilots, instruments
and system designers in order to seam-
lessly fill any gaps in their understand-
ing of flight. Architects, too, depend on
various sub-experts to bring their ideas
to fruition. So yes, it’s good to be smart.
But ultimately, Sloman and Fernbach
conclude, “the contributions we make
as individuals depend more on our abil-
ity to work with others than on our in-
dividual mental horsepower.”

—SARAH BEGLEY

BOOK IN BRIEF

The essential power of
the hive mind

JOHN ATK INSON, WRONG HANDS
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