
in a cold, bare, rented room, dis-
heartened further by your journey
to it, depending upon people you
can no longer trust, yet with your
head nevertheless about to burst
with announcements that need
posting, there is no other weapon
against despair-forsaken by your
own skepticism, seduced by visions
of what might be, and betrayed by
opportunity and your own soul-
than one loud ja-sagend after anoth-
er. But this is acceptance driven
like a truck toward a checkpoint.

Back in the world 'of chronic
pain, depressing news, and
bad weather, Nietzsche is

quarreling with former friends and
future enemies, and grows closer in
his own frayed mind to "the crucified
one" than to his Zoroastrian name-
sake (he will soon sign letters Der
Gekreuzigte or sometimes Dionysos);
yet despite the insidious depreda-
tions of syphilis, which was probably
the undiagnosed cause of many of his
torments, he produces some of his
most esteemed books, principally Be-
yond Good and Evil (1886) and On
the Genealogy of Morals (1887).
Nietzsche's behavior grew more and
more uninhibited, as if, with an
irony too bitter to be borne, the
frenzied god had taken his body
hostage, so it pranced and sang, with
unthinking fingers played wild riffs.
on the piano, embraced strangers, or
compelled him to turn on those clos-
est to him in unrestrained fury,
howling, sobbing while subsiding
with weariness, then displaying a
hunger for food that had not even an
animal's limits. He was placed in an
asylum. Later a patron, Meta von
Salis, purchased a vacant villa above
Weimar where Nietzsche and his sis-
ter (presently his nurse and guardian)
could live. Nietzsche was oblivious to
the century's turn, now nearly a so-
fa'd corpse that visitors were allowed
to view, a little like Lenin would be
laid our later, although Lenin would
be immune from the flu that slipped
into Nietzsche's lungs, where, immo-
bile as he was, it was soon a pneumo-
nia that prospered until a heart at-
tack ensued.

At the funeral services, they played
Brahms. . •

MISERY'S FOGS
Is depression a diagnosis or a distraction?

By Gary Greenberg

Discussedin this essay:

Against Depression, by Peter D. Kramer. Viking, 2005.337 pages. $25.95.

darkness throws a
shadow over the area
of thought."

But what sort of
pathology is this in-
ner darkness? Keep-
ing with the Hippo-
cratic notion that
each humor gives rise
to a different tem-
perament, Aristotle
decided that an abun-
dance of black bile
was not necessarily
an illness, and that
melancholy might
even be a gift: "all
men who have be-
come outstanding in
philosophy, states-
manship, poetry or
the arts are melan-
cholic." At the same
time, however, early
physicians under-
stood melancholy as
a sickness to be reme-
died. Galen, for in-
stance, treated the

melancholic emperor Marcus Aure-
lius with theriac, a concoction of
sixty-odd ingredients, chief among
them the pulverized flesh of a viper-
that is to say, snake oil. The uncer-
tainty over whether melancholy is dis-
ease or disposition persisted through
the millennia, and, as a result, melan-
choly has acquired a dual reputation:
scourgeand blessing,symptomof illness
and sign of refinement, suffering to be
treated and insight into the real and in-
finite sadness of human existence.

When medieval anatomists began
cracking open bodies, they managed to
find approximations of three of the
four ancient humors: yellow bile in

Twenty-five hundred years be-
fore anyone understood how
the brain worked, Hippocrates

speculated that an excessof "black bile"
or "melancholy"-one of the four hu-
mors believed to be coursing through
the body-was the culprit for the con-
dition we know as depression. Five
hundred years later, Galen of Perga-
mon added to Hippocrates' theory, de-
scribing, in an image that will resonate
with any modem-day depressive, how
melancholy causes suffering "when its

Gary Greenberg is a psychotherapist. His last
review for Harper's Magazine,"After Na-
ture," appe~red in the March 2004 issue.
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the liver, blood in the veins, and
phlegm in the mucosa. Blackbile, how-
ever, was nowhere to be found, and
indeed the causes of the melancholic
condition-or at least the observable,
biological causes that are the gold stan-
dard of modem medicine-have, un-
til recently, remained elusive, leaving
us with an account of depression as
something other than pure, physical

. illness. As Susan Sontag noted in Ill-
ness as Metaphor (1978), the stories
that arise when we cannot explain ill-
ness as something gone awry in our
natural states can lead us to overlook
the physical suffering in favor of the
metaphysical or psychological. Even
more than tuberculosis and cancer,
which were Sontag's subjects, depres-
sion tempts us to sentimentality and
abstraction-not only because scien-
tific explanations have been hard to
come by or even because depression
isso amenable to metaphor but also be-
cause enduring, recalcitrant unhappi-
ness is an affront to a society devoted
to the pursuit of its opposite.

For those dissatisfied with
metaphorical explanations, the
last half-century has been full of

good news. Armed with PET scans and
MRls, scientists have mounted an ex-
pedition into our interior landscapes
and concluded that thought and feeling
and mood-indeed the entire range of
human experience, once thought to be
the province of spirit-are ultimately
indebted to neurotransmitters: mole-
culesmade ofnothing more exotic than
carbon, oxygen, hydrogen, and nitro-
gen. Since the early 19508,when neuro-
transmitters were firstdiscovered in the
brain, doctors increasingly looked to
them for explanations of pathological
mental states. In particular, they sur-
mised that insufficiencies or other im-
balances in neurotransmitters, espe-
cially in serotonin, are the causes of
depression. With this new theory,
melancholy acquired the unique bio-
chemical signature that qualified it as a
genuine disease.

If any doctors noticed how this ex-
planation resembled the speculations of
Hippocrates and Galen, with serotonin
standing in for black bile, they didn't
mention it. Discoveriesin neuroscience
quickly became the bailiwick of the
pharmaceutical industry, and depres-
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sion, a common malady, was of partic-
ular interest. By the late 1950s, the
antidepressant era had begun, with
neuroscientific advances begetting suc-
cessivegenerations ofneurotransmitter-
targeted drugs while statistical refine- .
ment wascreating the means by which
depression could be quantified and the
drugs could be tested. Not all of this
work was conducted at the lab bench,
however; particularly since the intro-
duction of selective serotonin reuptake
inhibitors (SSRIs) such as Prozac in
the late 1980s, drug companies have
also been promoting the idea that de-
pression is an illness, plain and sim-
ple-and one for which, of course, they
claim to have the cure.

This hasn't been an especially hard
sell, which is a little curious when you
consider that SSRls, like their pro-
genitors,seem upon analysisto be much
more like Galen's theriac than their
makers would like to admit: a 2002 ar-
ticle in Prevention & Treatment found
that of the forty-seven trials submit-
ted to the Food and Drug Administra-
tion for the six most widely prescribed
antidepressants (Prozac, Paxil, Zoloft,
Effexor, Serzone, and Celexa), only
twenty trials showed any significant
advantage of the drugs over the place-
bos. But SSRls do, on some level, make
people feel better, and they have been
wildly successful before the only jury
that counts: the marketplace. In this
sense, the drugs do work, and if their
salutary effect has resisted explanation
by statisticians, it has been clearly elu-
cidated by at least one expert: Peter
Kramer, a psychiatristwhose 1993best-
seller, Listening to Prozac, details the
transformation of personality that the
drugs famously bring about-even if
they don't actually "cure" depression:

Eli Lillyhimself could not have fash-

• In clinical trials the effectiveness of anti-
depressants is measured by their ability to bring
about improved scores in the Hamilton De-
pression Rating Scale, a checklist of behav-
iorsand feelings. The Hamilton Scale is skewed
toward the physical signs of depression-such
as insomnia and palpitations-the very symp-
toms that the drugs are likely to affect (drowsi-
ness, for example, is a common side effect of
SSRIs). But even then, the Hamilton Scale
cannot assess whether a person feels less sen-
sitive to rejectionor whether he or she feels more
resilient over the long haul-precisely the kinds
of ineffable, immeasurable improvements that
Kramer reports are widely noted in people tak-
ing SSRIs.

ioned so effective an advertising cam-
paign, for each of Kramer's clinical vi-
gnettes serves as an encomium to bet-
ter living through chemistry, and the
praise he bestows on the pharmaceu-
tical industry, despite the blatant prod-
uct placement in the book's title,
comes wrapped in disavowals of parti-
sanship. Kramer's earnest inquiry into
the implications of the widespread use
of Prozac for our sense of what it means
to be human is balanced enough to be
disarming, and when he finally comes
down on the side of antidepressants
that can make us "better than well," it's
hard to disagree. Whatever cavils he
has-he worries, for instance, that
Prozac can rob our moral sensibilities
of their emotional capacity-aren't
sufficient, he says, to reject the drug's
ability to help us. And regardless, re-
sistance may well be futile:

Is Prozaca good thing?Bynow, asking
about the virtue of Prozac... mayseem
likeaskingwhether it wasa goodthing
for Freud to have discovered the un-
conscious. Once we are aware of the
unconscious,once we have witnessed
the effectsof Prozac,it is impossibleto
imagine the modern world without
them.... In time,I suspectwewillcome
to discover that modem psychophar-
macologyhas become,likeFreudin his
day, a whole climate of opinion under
which weconduct our differentlives.

To judge fromhis latest book, Kramer
believes that this "whole climate of
opinion" is not yet fully upon us. He
claims that we have not listened care-
fullyenough to psychopharmacologists
about depression.Even if"the results [of
SSRIs] have been disappointing" and
"serotonin .... play]s] at best [a] sup-
porting [role] in the biology of mood"
(facts that he mentions in passing, as if
everyone already knew all of this), the
course set in the 1950s from the dis-
covery of serotonin toward the devel-
opment of silver-bullet cures has taken
us to a decisivemoment: now we can as-
sert that depression is a disease like any
other. Depression has an onset and a
course, it runs in families, it occurs
throughout culture and history, it inflicts
pain and impairment-and, according
to the latest evidence gleaned from
brain scans and other advanced diag-
nostic techniques, depression has a
unique biochemical signature.

Specifically, depression seems to



result from a corrosive cycle, one in
which the brain's natural and recent-
ly discovered tendency to grow new
neurons, especially in the hippocampus
(an area implicated in mood and learn-
ing), is impaired,and the resultingstress
causes even greater suppression of neu-
rogenesis and hippocampal erosion: a
downward spiral of neurologically in-
duced, brain-damaging unhappiness
that Kramer likens to a stuck switch.
Something-the loss of a loved one,
perhaps-turns on that switch, and
then, in the unlucky individual who is
predisposed to the illness, depression is
kindled. Untreated, the vulnerable suf-
fer until the switch turns itself off, but
as time goes on the episodes get longer
and more intense. "Symptoms signal
ongoing injury. Recovery is urgent,"
Kramerdeclares. "The time to interrupt
the illness is yesterday.""I have written a polemic," Kramer

announces at the outset ofAgainst
Depression. He is too polite a

writer to be properly polemical, but he
is nevertheless at pains to persuade us
that we have at once made too much
and too little ofdepression:too little be-
cause we don't think of it as a disease
like any other, and too much because
we 'embrace it instead as an indispens-
able and even valuable aspect ofhuman
life. Kramer illustrates how easy it is
to make this mistake with a casehistory
of Margaret, a depressed patient whom
he treated successfully with drugs and
therapy. After she felt better, she com-
plained that he pushed her too hard
to explore the worries and regrets she
confessed to him while in the throes of
her suffering.A psychotherapist would
usually interpret this kind of objection
as an attempt to avoid meaningful, al-
beit uncomfortable, topics, but Kramer
argues that Margaret's accusation was
a legitimate indictment of his tech-
nique. "The dark, mixed feelings ...
those were illness.... She wanted to
know why, in our discussions, I had
granted an impostor-the depression-
such standing. I had been negotiating
with an occupyinggovernment, of Mar-
garet's mind, while the legitimate ruler
was in exile."

This story explains why we have
been so slow to recognize and treat de-
pression as a disease. Depression has
so thoroughly colonized our con-

sciousness that when we are confront-
ed with it, we are like "fishjudging the
ocean." Indeed, "the cultural history
of depression is the history of the cul-
ture," and Kramer takes us on a whirl-
wind tour of Western civilization to
show us how the faute de mieux notion
that depression isa privileged, ifnot de-
sirable, state of mind-what he calls
"heroic melancholy"-took root. From
Hamlet's dithering, Poe's horror,
Kierkegaard's resignation, and Van
Gogh's self-torture, to the post-Prozac
spate of "autopathographies" (as
Kramer calls them) by the likes of
William Styron, the romantic notion
that melancholy bestows a special in-
sight prevails. We have come to ac-
cept that depression is "a divine gift
that confers consciousness of surface
and depth." Like Sontag, however,
Kramer believes that depression is best
shorn of its metaphorical and meta-
physicalsentimentality, unmasked asan
illness, nothing more.

Against Depression is, in part, a mem-
oir of Kramer's "irnmersjion] in de-
pression," when the round of lectures
and readings he gave for Listening to
Prozac taught him just how tightly de-
pression holds us in its thrall. At every
stop on the tour, someone asked him
"the van Gogh question": What would
have happened if the great artist had
taken Prozac?Implied was that a cured
Van Gogh would have been a mediocre
artist, and Kramer reads the question as
evidence of how deeply depression has
insinuated itself into our attitudes to-
ward art and artistic genius:

The denigrationof art that arisesfrom
joy and contentment merely-the in-
sistence on grief as depth-struck me
as a cultural equivalent to ... the con-
viction ... that the psychologicallyre-
silient must subscribeto a distorted-
Pollyannaish-view of reality.

This is not merely a point of aesthet-
ics. Melancholy's dominion has ex-
panded "to encompass the human
condition. When we are in touch
with ourselves, we are all melan-
cholies .... This is the grand hypoth-
esis of melancholy-not that it cre-
ates art, but that it describes our
place in the universe."

Depression, in other words,has done
more than subject people to unneces-
sary suffering; it has also infected us

all with a "contempt for the sanguine,"
with "ideas of civics, beauty, wisdom,
religion, and morality ... shape[d]
around theories of mood and mood
disorder."This isKramer's most sweep-
ing assertion, his most polemical ar-
gument: that the misunderstanding of
depression has led to a terrible misun-
derstanding of our place in the uni-
verse, one that we need to reconsider
in light of scientific discovery. "If the
unacknowledged legislatorsof mankind
... are depressives,"he contends, "then
we might want to examine the source
of our value judgments when it comes
to pessimistic views of the human con-
dition." Pessimism, then, is not onto-
logical but pathological. And it can be
cured: now that we know how depres-
sive brains are diseased, it's only a mat-
ter of time before some technique-
most likely' pharmaceuticals or
genetically engineered "neuro-
protectants"-can interrupt the
progressofdepression,tum offthe stuck
switch so that "in due course ... your
stresshormones will abate."These tech-
niques will be surgically precise, win-
nowing the unnecessary suffering from
the necessary. They won't, as Prozac
does, "ask us to change who we are, in
a fundamental way, in order to fend
off a particular disease"; they will bring
about their own climate of opinion,
one that freesus from the misguidedno-
tion that "melancholy is the depth of
modernity" and confronts pessimism
for the treatable disease that it is.

This is an audacious claim, and
Kramer anticipates, even encour-
ages, the controversy it might pro-
voke. Just as he invited readers of
Listening to Prozac to wonder if we
should really engage in "cosmetic
psychopharmacology" (only to an-
swer, "Why, yes-of course we
should!"), in Against Depression he
raises the question of whether it's re-
ally a good idea to rid the earth of
melancholy: "Isn't all this talk about
pathology really a foot in the door
for the great American campaign of
self-improvement, consumerism, and
bland happiness?" Isn't he really
seeking to diagnose away alienation,
to treat "resistance to the seductions
of bourgeois satisfactions" as a dis-
ease? Won't politics and culture be
compromised, not to say impover-
ished, with the end of depression?
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Kramer tries to settle these questions
in part with a brief and awkward mem-
oir that reaches its climax with what is
perhaps the book's strongest (and most
embarrassing) rhetoric: "Don't talk to
me about alienation," he declares. "I
lived where it flourished, at Harvard
in the sixties, and even there I was a
brooding outsider." Kramer wants us
to know that he is no enemy of alien-
ation; he only "demand[s] that it prove
its bona fides, as a state that is separate
from depression." The disease, he in-
sists, can be safely hived off from the
critical stance of the alienated intel-
lectual, so we needn't fear that the
cured patient will tum into Pollyan-
na, or the newly sanguine world into
Stepford: "The opposite of depression
is not indifference to the human con-
dition. The opposite of depression is a
resilient mind, sustained by a resilient
brain and body." When "nerve cells
stand far from the verge of destruction,
and new connections growand sprout,
allowing for new learning and further
vigor in the face of future stressors,"
their lucky owners are able to "face
threats and persevere," to suffer in pro-
portion to circumstances and then
move on.

How much comfort you take
from this apolo~ia depends
largely on how well you trust

the doctors who will be making this
distinction and the drug companies
whose products they will be recom-
mending in the event that your alien-
ation does not pass diagnostic muster.
With more than two decades of clini-
cal practice under my belt, I am not
sure I want the job of deciding whose
suffering is inherently meaningful and
whose is merely electrochemical stat-
ic. Nor would I recommend that you
give it to me, for the dustbin of histo-
ry is littered with deservedly discredit-
ed notions of human nature, of how
happy we ought to be and what we can
do to get there. But undoubtedly there
are doctors, perhaps charmed by the
prospect of eliminating gloominesswith
surgical precision, who will be happy to
decide ifyou are more despondent than
your alienation really warrants, and
one result of the kerfuffle that Kramer
raises in Against Depression is to make
it seem that the experts have carefully
considered the BigQuestions and, con-

92 HARPER'S MAGAZINE I AUGUST 2005

sequently, declared it safe to rid hu-
manity of the scourge of melancholy.
An age of resilience, in which benign,
bourgeois comfort is restored to re-
spectability, will be a golden age. Aes-
thetics will be transformedaspeoplede-
mand "poetry with a wide sweep of
subjects and story lines" and art that re-
flects a diversity of temperament. Freed
from the shackles of melancholy, we
will enter an era of cultural and polit-
ical plenty: "How much more art there
would be, how much more of every
creation we value, if not for depres-
sion," Kramer promises. "How much
freer we would be to live life knowing
ourselves to be reliably resilient."

Indeed, how much? Like all the
questions that give Against Depression
its apparent gravitas-such aswhether
pessimism is really pathology, or
whether we should take drugs to cure
our pain, or whether you really have to
suffer if you want to sing the blues-
this one is entirely unanswerable. Or,
more accurately, it is like those ques-
tions about feeding tubes and steroids
and late-term abortions, questions
whose answers depend on (and can be
predicted from) which side of the abyss
that has opened up in American cul-
tural life-i-the discursive divide across
which red and blue, secular and reli-
gious, Luddite and technocrat holler
pointlessly at one another-you prefer.
If you already believe that human
agency is an epiphenomenon of bio-
chemical processes, or that scientific
progress leads inexorably into a sunny
future, you will be primed to join
Kramer's campaign against pessimism.
If, on the other hand, you think that
human agency issomething substantial
whose purposes are merely served by
biochemistry, or that science and
technology are.no match for the shocks
that flesh is heir to, then the coming
neuroprotectant era is as troubling as
the current antidepressant era. Of
course, in the unfalsifiable scenario
Kramer has created here-wherein in-
sisting that there might be something
worth getting despondent over is evi-
dence of illness-maybe that's just
your depression talking.

But it doesn't really matter what you
think. Drug companies have driven
neuroscientific research since its earli-
est days, using their knowledge of our
inner workings for profit, and they're

not about to stop anytime soon. And
they can only afford to foster certain
states of mind. There is no greater
American campaign than the effort to
get the citizenry to withstand whatev-
er execrations its leaders throw its way
without missing a day on the job or a
night at the mall-to convince them
that happiness is just one lottery tick-
et, one good consumer choice, one pos-
itive thought, one little pill away.Not
that there is anything wrong with bet-
ter living through chemistry (for who
could begrudge anyone's comfort?), but

, there are many versions of "better" and
many ways to achieve them, and the
drug companies will always favor the
ones that work best for themselves.
That's why we don't know (and prob-
ably never will) whether Saint-John's-
wort, an herb that can't be patented, is
really effective for depression. Or
whether rhythmic exerciseoflarge mus-
cle groups would help to relieve de-
pression, as Barry Jacobs, a Princeton
professor of psychology, has suggested.
Or what effect marijuana has-anoth-
er unpatentable drug whoseproponents
claim as an antidepressant but whose
political baggage is sure to set off a
stockholder revolt. Or ifMDMA, also
known as Ecstasy, which is not only
illegal but is designed to be used just a
few times in the course of a lifetime-
hardly enough to recoup the half-
billion dollars the industry says it costs
to develop a drug-has the long-term
effectson depression that some research
suggests.None of these interventions is
good for the bottom line, so research
into them, or into the neurochemistry
behind them, is unlikely to command
many resources.

Launching great unanswerables
into a polarized society, like all good
marketing devices, is a devastatingly
effective distraction. In the case of
Against Depression, Kramer's musings
distract us from the fact that the bio-
chemical secrets of our interior lives
have been rendered into raw material
for the pharmaceutical industry. Seem-
ingly oblivious to the implications of
this entanglement, Kramer is unable
to tell us how the climate of opinion
about our psychic suffering has been
manufactured for us and, in tum, what
that means for the future he promises.

Continued on page,94
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There's nothing really controversial in
saying that depression originates in the
brain-s-after all, where elsedoes it come
from?--or that it's a disease (especial-
ly if you agree with philosopher Peter
Sedgwick that to call something a dis-
ease is not so much to make a claim
about nature as to demand social re-
sources); or even that people deserve
equal access to happiness in a society
dedicated to its pursuit, so long as all it
requires isa trip to the pharmacy rather
than some inconvenient redistribution
of goods. There is surely nothing con-
troversial about being "against depres-
sion." But to propose that we tum over
our minds to a new empire, one ruled
by stockholders and accountants? Now,
there's a prospect worth some contro-
versy, or at the very least worth getting
depressed about. _
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dad); 9 Verlag Denge Ezidivan (Olden-
burg, Germany); 10,11 Zion Oil & Gas,
Inc. (Dallas); 12 B'Tselem (Jerusalem);
13 Wilhelm Heitmeyer, Institut fur in-
terdisaip linare Konflikt und Gewalt-
forschung (Bielefeld, Germany); 14
Moses Mendelssohn Zentrum (Potsdam,
Germany); 15 TNS Emnid (Bielefeld,
Germany); 16 Galerie Nicola von Senger
(Zurich); 17 Harper's research; 18 eMar-
keter (N.Y.C.)j"Jack Myers Report"
(N.Y.C.); 19 National Office for Voca-
tion (London); 20,21 Greater New Or-
leans Fair Housing Action Center (New
Orleans); 22,23 U.S. Department of Jus-
tice; 24,25 Proofpoint, Inc. (Cupertino,
Calif.); 26 Walter Gilliam, Yale Child
Study Center (New Haven, Conn.): 27
Centers for Disease Control and Preven-
tion (Atlantaj/l.l.S. Department of Agri-
culture; 28,29 Harper's research; 30 Of-
fice of the Mayor (Seattle); 31 Federal
Aviation Administration (Washington);
32 L. G. Khambache Sherpa (Brooklyn);
33 Kunming Xishan District Bureau of
Health; 34 BBDO Worldwide (N.Y.C.);
35 Kenneth Leonard and Julie Schu-
macher, Research Institute on Addic-
tions (Buffalo); 36 U.S. Food and Drug
Administration (Rockville, Md.), 37
Delta Air Lines (Atlanta); 38,39 North-
west Airlines (Minneapolis).

94 HARPER'S MAGAZINE / AUGUST 2005

http://www.uptontea.com
http://www.bookwood.ruidoso.net
http://www.crypticsmonthly.com.
http://www.sagacious-smartass.com
http://www.MysteryK.com.
http://www.sciconnect.com
http://www.rightstuffdating.com
mailto:irene@harpers.org
mailto:irene@harpers.org.

