DRUG CHART

PSYCHOACTIVE DRUGS: Substances that have their effect on the narvous system, mind or psyche. These drugs change how you
feel. They change your sense of well being.
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IMMEDIATE TOXIC EFFECTS LONG TERM MEDICAL TYPE OF
EFFECTS {OVERDOSE) PROBLEMS USES HIGH
Wawg DisTined SeiavTs
ALCOHOL (BEer, wimg, Drsm )
Low dose: Hang over Alcohglic syndrome 7Retaxation? Mild Euph_oria
Giddy - relax Stomach upset Drunk Driving ?stow labor? Relaxation
High dose: Pass out Sleepy high
Slowed refleges
Slurred speech
Decreased mental activity
AcciDENTS
MARIJUANA
Eye congestion Paranoia Amotivitional ?Adjunct to Dreamy
increase desire and syndrome cancer therapy? eughoric
for food Hallucinations Cellutar damage 7glaucoma? state
time-space (No tonger being
distortion c.mcr; < studied by the FDA}
i Ly
light headedness s Ens €
STIMULANTS
Amphetamine Alertness Paychosis Sieep disruption Hyperactivity in Stimulation
Appetite Hyperactivity Psychosis Children {rareiy}
suppression Cardiac arrhythmias
Enhanced sense of
capacity
Cocaine Alettness Psychosis Psychosis i.ocal anthestic *Qrgasmic”
Intense euphoria Death Drug seeking behavior type of
HenaT SE)aunTS stimulation
Rerauint (3) N A VLATI o o EPEANDEE ADHD miLp
,@Fueve Pain tmd FredvcE Sueed
OPIATES (NARCOTICS)
Morphine “feet good” Depressect Addiction Pain relief “feel good”
euphoria respiration Euphoria
PROWSINESS Lung congestion and
convulsions
Methadon Less euphoria Safer than morphine Addiction Treatment for milder than
than morphine heroin addicts morphine
Hergin IntensE feei Depressed Strong physicat none intense
good" euphoria respiration addiction “{eel good”
Lung congestion and Drug seeking behavior euphorla
ComVULIIONG
Opium Addiction nane
Codaine Mild buzz Addiction Pain relief , a3
[ Cough suppression B3R
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IMMEDIATE  TOXIC EFFECTS LONG TERM  MEDICAL TYPE OF
EFFECTS {OVERDGCSE FRCBLEMS SES HIGH
BARBITURATES (SEDATIVES AND HYPNOTICS)
Quaazlude Reiaxation Confusion Physical addiction Insomnia Sleepy high
Phencbarbita! ‘sieepy” high Poor coordination Hide the real problem  Anxiety Reiaxation
. Secobarbital Decreased mental  Depression Epilepsy
Amobarbital activity Convuisions Anesthesia
Pentobarbital coma
que — SAMNMA HYDRORY QU T y2ATE

TRANQUILIZERS-ANTIANXIETY-ANTICONVULSANTS-ANTIDEPRESSANTS-ETC.

Valium Tranquil feeling Depression Psychological Mood disorders  Nothing
Thorazine Euphoric, sleepy " dependence bothers you
Prozac high Hide the real problem Depression “tranguil”
Librium Mania Sleepy high
Xanax {There are many (at least 73) drugs in this group. These drugs are not Neuroses :
very dangercus but shouid not be used without a doctors advice.} Psychoses
Reryernoi -
HALLUCINOGENS
LsD Hallucinations Psychosis Psychosis none Hailucination
Flash backs Good trips
Anxiety or panic Bad trips
Mescaiine Hallucinations Psy, FB, Anx or Panic Psychosis nene Haflucination
Peyote cactus Good-bad
Psilocybin Haltucinations Psy, FB, Anx, or Panic Psychosis none Hallucination
mushrooms ‘ ) ~Goed-bad--.. P
Phencyclidine Hallucinations Convulsions & Psychosis Chronic brain nong Hallucination M &2 & FA7
MPrAA - ECBTASY — [HALL Ve idATIANS = STimYyATI M Syndrome - & euphoriaﬂ_\,,;ﬂ;ﬂ«iqﬁﬂ-‘i’
KETAMINE -~ SPECiaL i s e
INHALANTS Brate Decects
Nitrous Oxide  diserientation 1f AEGHAT  Dantai Pain ?
{laughing gas)
Amyl Nitrate Nausea Unconsciousness Hepatitis none {no ionger used
Death Brain damage For heart medication) ?
Butyl Nitrate Violent behavior Nervous system nene
/ g damage
Chlorchydrocarbons none 2
{Aerosol cans)
Hydrocarbons V none ?

(Aerosol cans, gasoline, glue, paint thinner)

DESIGNER DRUGS: Drugs in some of the above categories can be changed to give more intense
highs, quicker action, and stronger effects. They also produce more powerful addictions and toxic

effects,

OTHER DRUGS: Anabalic steroids, nicotine.

TERMS: Drug, pharmacology, drug effects, medical effects, side effects, therapeutic dose, toxic dose,

physical dependence, psychological dependence, drug addiction, withdrawal, tolerance, drug

administration, placebo, trade name, generic name, FDA, OTC, prescription, double blind condition,

synergistic effect.




In 1994, the Harvard School
of Public Health, with support
from the Robert Wood Johnson
Foundation, published a study of
binge drinking on 140 college
campuses nationwide. A total of
17,592 students participated.
High binge-drinking schools
were identified as large public
colleges in the Northeast or the

Midwest with a bar within a one-mile radius, boasting strong
athletic programs, having residence halls on campus and al-
lowing twenty-one-year-olds to drink there, maintaining an
active fraternity and sorority system, and serving alcohol on
campus. Though not named in the study, Penn State was one
of the participating schools and received results particular to
its undergraduate population. According to the study:

—62 percent of Penn State students binged when they drank
—47 percent were drunk three or more times in the past month
—72 percent experienced hangovers because of drinking
—46 percent missed a class

—44 percent did something they regretted

—45 percent forgot where they were or what they did

—26 percent participated in unplanned sexual activity

—51 percent drink to get drunk

—-37 percent had been insulted or humiliated by someone who
was drinking

—60 percent had to “baby-sit” a drunken student

—30 percent experienced unwanted sexual advances

—0 pereent considered themselves a problem drinker
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ERHAPS LIKE many sensible

7 citizens, you read Investor's Busi-
4. ness Daily for its sturdy cormumon

sense in defending free markets and

other rational arrangements.

If 50, you, too, may
have been startled re-
cently by an astonish-
ing st atement on that
newspaper’s front
page. 1t was in a report
on the intention of the
world's second-largest
brewer, Belgium’s In-
Bev, to buy control of
the third-largest, An-
heuser-Busch, for
$46.53 billion. The story asserted: “The
[alcohotic beverage] Industry’s contin-
ued growth, however slight, has been a
surprise to those who figured that when
the econony turned south, constuners
would cut back on non-essential ftems
like beer. ...«

“Non what”? Do not iry to peddle
that propesiiion in the bleachers or at
the beaches in Tuly, 1t is closer to the
fruth to say: Mo beer, no civilization.

The development of civilization de-
pended on urbanization, which depend-
ed on beer. To understand why, consult
Steven Johnson’s marvelous 2006 book,
“The Ghost Map: The Story of London’s
Most Terrifying Epidemic - and How It
{Changed Sclence, Cities, and the Mod-
ern World” It is a great scientific detec-
tive story about how a horrifying cholera
outbreak was fraced to a particular
neighborhood pump for drinking water.
And Johnson begins a mind-opening ex-
cursion into a related topic this way:

Lifesayer

“Tha search for unpolluted drinking
water is as okd as civilization itself As
s00n as there syere mass nuwman seitle-
mems wah huf ne m&c sis Hke dysen-

& a ion potfle-

CEORGE
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The development of
civilization depended on
urbanization, which
depended on beer,

Offen the most pure fluid available
was alcohol - in beer and, later, wine —
which has antibacterial properties. Sure,
alcohol has iis hazards, but as Johnson
breezily observes, “Dying of cirrhosis of
the liver in your forties was better than
dving of dysentery in your twenties.” Be-
sides, alcohol, although it is a poison,
and an addictive
ane, became,
especially in
beer, a driver
of a species-
strengthering
selection
DrOCESS.

johnson
noies that his-
forians inter-
estad in genei-
ics believe that
the roughly si-
mulianecus
emergence of
urban living
and the manu-
facturing of al-
cohol set the
stage for a sur-
vival-of-the-

man DNA, genes not evenly distrib-
uted to everyone. Those who lacked
this trait could not, as the saying is,
“hold their liquor.” So, many died early
and childless, either of alcohol's toxici-
ty or from waterborne diseases.
The gene pools of human seitlements
became progressively dominated by the
survivors — by those genetically disposed
to, well, drink beer. “Most of the world’s
population today,” Johnson writes, ©
made up of descendants of those early
bear drinkers, and we have largely inher-
ited their genetic tolerance for alcohol”
johnson supgests,

fittest sorting-
out ameng the people who abandoned
the hunter-gatherer Bestyle and, titerally
and fguratively speaking, went to town,
To aveld dangerous water, people had
to drink large quanitiles of, say, beer. But
to digest that beer, individuals needed a
gﬂn :tic eévanhrsc that not everyone had
'waat}axlnsoll describes as the body's
shzha‘j: 1o raspond to the intake of alio-
=10§ L_; increasing the prochction of
Nz ‘wﬂeﬂ d‘wnoi ic‘\ym

not unreasonably, that this explains why
certain of the world's population grouns,
stich as Native Americans and Auis-
tralian Aborigines, have had dispropor-
tionately high levels of aleoholism
These proups never enduyed the cruel
cmhng of 1,}10 gmotm!iy urforhunate
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enough of thelr ancestors lived in towns. So let there be no more loose tallk —
3 o o . especially not now, well into summer —
14000 R8s > : ) : :
Good news about beer not being essential. Benjamin

Franklin was, as usual, on to somsthing
when he sald, “Beer is living proof that
God loves us and wanis us to be happy
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THE NEW YORK TIMES, TUESDAY, SEPTEMBER 2, 2008

ESSAY

Addiction Doesn’t Discriminate? Wrong

By SALLY SATEL, M.D.

We've heard it before. “Drug
abuse is an equal opportunity de-
stroyer.” “Drug addiction is a bi-
partisan illness.” “Addiction does
not discriminate; it doesn't care
if you are rich or poor, famous or
unknewn, a man or woman, or
even a child.”

The phrase “addiction doesn’t
care” is not meant to remind us
that addiction casts a long shad-
ow — everyone knows that. Rath-
er, it is supposed to suggest that
any individual, no matter who, is
vulnerable to the ravages of
drugs and alcohol.

The same rhetoric has been ap-
plied to other problems, including
child abuse, domestic violence,
alcoholism — even suicide. Don’t
stigmatize the afflicted, it cau-
tions; you could be next. Be kind,
don’t judge.

The democratization of addic-
tion may be an appealing mes-
sage, but it does not reflect reali-
ty. Teenagers with drug problems
are not like those who never de-
velop them. Adults whose prob-
lems persist for decades manifest
different traits from those who
getclean.

So while anyone can theoreti-
cally become an addict, it is more
likely the fate of some, among
them women sexually abused as
children; truant and aggressive
young men; children of addicts;
people with diagnosed depres-
sion and bipolar illness; and
groups including American Indi-
ans and poor people.

Attitudes, values and behav-
iors play a potent role as well.

Imagine two people trying co-
caine, just to see what it is like.
Both are 32-year-old men with
jobs and families. One snorts a
line, loves it and asks for more.
The other also loves it but pushes
it away, leaves the party and nev-
er touches it again. Different val-
ues? Different tolerance for risk?
Many factors may distinguish the
two cocaine lovers, but only one
is at risk for a problem.

Asking for more drug is no
guarantee of being seduced into
routine use. But what if it hap-
pens? Jacob Sullum, a senior edi-
tor at Reason magazine, has in-
terviewed many users who be-
came aware that they were slid-
ing down the path to addiction.

“It undermined their sense of
themselves as individuals in con-
trol of their own destinies,” Mr.
Sullum wrote in his 2003 book,
“Saying Yes: In Defense of Drug
Use.” “And so they stopped.”

1 only read about these people.
Patienis who come Lo our metha-
done clinic are there, obviously,
because they're using. The typi-
cal patient is someone who has
been off heroin for a while (1_ay-
be because life was good for

Sally Satel is a psychiatrist and a
resident scholar at the American
Enterprise Institute.

Slogans aside,
addiction is a more
likely fate for some.

while, maybe because there was
no access to drugs, maybe be-
cause the boss did urine testing)
and then resumed.

But the road to resumption
was not unmarked, There were
signs and exit ramps all along the
way. Instead of heeding them,
our patients made small, deliber-
ate choices many times a day —
to be with other users, to cop
drugs for friends, to allew them-
selves to become bored — and
soon there was no turning back.

Addiction does indeed dis-
criminate. It “selects” for people
who are bad at delaying gratifica-
tion and gauging consequences,
who are impulsive, who think
they have little to lose, have few

competing interests, or are will-
ing tolie to a spouse.

Though the National Institute
on Drug Abuse describes addic-
tion as a “chronic and relapsing
disease,” my patients, seeking
help, are actually the exception.
Addiction is not an equal oppor-
tunity destroyer even among ad-
dicts because, thankfully, most
eventually extricate themselves
from the worst of it.

Gene Heyman, a lecturer and
research psychologist at Harvard
Medical School and McLean Hos-
pital, said in an interview that
“between 60 and 80 percent of
people who meet criteria for ad-
diction in their teens and 20s are
no longer heavy, problem users
by their 30s." His analysis of
large national surveys revealed
that those who kept using were
almost twice as likely to have a
concurrent psychiatric iliness.

None of this is to deny that
brain physiology plays a mean-
ingful role in becoming and stay-

EDWARD MCGOWAN

ing addicted, but that is not the
whole story. s

“The culture of drink endures
because it offers so many re-
wards: confidence for the shy,
clarity for the uncertain, solace to
the wounded and lonely,” wrote
Pete Hamill in his memoir, “A
Drinking Life.” Heroin and speed
helped the screenwriter Jerry
Stahl, author of “Permanent Mid-
night,” attain the “the soothing
hiss of oblivien.”

If addiction were a random
event, there would be no logic to
it, no desperate reason to keep
going back to the bottle or needle,
no reason to avoid treatment,

The idea thal addiction doesn’t
discriminate may be a useful
story line for the public — if we
are all under threat then we ail
should urge our politicians to
support more research and treat-
ment for addiction. There are,
good reasons to campaign for
those things, but not on the basis
of a comforting fiction.




FOf Upl i Addiction Means Untreated Pain

EDIA coverage of OxyContin abuse has
ignited long-standing fears about opioids, a
group of pain-relieving drugs related to

W opium. As many as 300 fatal OxyContin

S W BB overdoses may have occurred in the last 2
years; the medication can provide an immediate high
when crushed because the entire dose of its active ingredi-
ent, a synthetic form of morphine known as oxycodone, is
released at once,

As a result of the negative publicity, medically appro-
priate use of opioids to treat pain has been overshadowed
by misperceptions that all opioids are dangerous drugs.
Many people—despite severe pain—do not want to take
them, fearing addiction as well as social stigma.

Patients are not always alone in harboring concerns over
opioids. Many physicians are also wary. Daniel Carr, MD,
medical director of the Tufts-New England Medical Center’s
Pain Management Program, says that while there’s a grow-
ing acceptance of opioids in the medical community, “doc-
tors are members of society t0o, so they share some of the
same fears of the drugs.”

For instance, opioids are the mainstay for the mitigation
of cancer pain as well as short-term pain resulting from, say,
an injury or surgery, but increased wariness of them is lead-
ing to their being underprescribed. Physicians are even more
hesitant to prescribe them for people with long-term pain
unrelated to cancer, such as back pain. Such underutilization
of opioids means that many Americans with chronic pain
are suffering needlessly.

The truth about opioid addiction

Opioids act by binding to receptors in the brain and spinal
cord. In doing so, they blunt the transmission of pain mes-
sages to the brain. Some opioids, like morphine and
codeine, are naturally derived from opium, while others,
including methadone and fentanyl, are synthetic.

Both types carry the potential for addiction and abuse.
But “addiction is an unlikely event” in people who take
opioids for chronic pain under a physician’s careful supervi-
sion, says Tufts’s Dr. Carr. Indeed, when investigators at the
University of Wisconsin Medical School compared national
data on medical use and abuse of five opioid painkillers
over a 6-year period, they found that despite a significant
increase in prescriptions, there were not significantly more
cases of opioid abuse.

The fear of opioid addiction in the face of evidence to
the contrary is based largely on people’s confusion about
what addiction actually means. Many people erroneously
equate addiction with physical dependence. Pecple who take
opioids for a prolenged period of time usually do develop
physical dependence, which means that they would experi-
ence withdrawal symptoms—nausea, vomiting, cramps,
tremors—if the medication were abruptly discontinued.

But this is a normal state of adaptation that can occur
with drugs other than opioids and that can be prevented
by gradually tapering the dosage.

Addiction, by contrast, is an adverse response to a med-
ication with a strong psychological component, character-
ized by craving and compulsively seeking the drug. Someone
who is addicted is preoccupied with obtaining and using the
substance to such an extent that his or her day-to-day func-
tion becomes greatly impaired. People whe are addicted to
opioids often exhibit “drug-seeking” hehaviors, such as visiting
multiple dectors and “lesing” prescriptions.

According to June Dahl, PhD, professor of pharmacol-
ogy at the University of Wisconsin Medical School and
co-author of the 6-year study on opioid abuse, the few
people who do become addicted to medically prescribed

" opioids and exhibit those behaviors generally have a prior

history of substance abuse. Furthermore, researchers spec-
ulate that people who seek drugs for illicit rather than
medicinal purposes have a genetic predisposition to addic-
tion, Many develop a tolerance to the drugs, too, needing
more and more to feel the same effects, while most people
prescribed opioids are able to stay at a constant dose of
medication for a long period of time without a reduction
in the drug’s pain-killing effects. In other words, it’s not
the opioid that’s the source of the trouble as much as the
opioid taker. Opioids are not “intrinsically dangerous,”
comments Russell Portenoy, MD, chairman of the
Department of Pain Medicine and Palliative Care at Beth
Israel Hospital in New York.

A protocol for including opioids in pain treatment
To allay concerns about opioids, the Federation of State
Medical Boards, which is the umbrella organization for all
the medical boards across the country, issued guidelines a
few years ago on prescribing opioids for the treatment of
chronic pain while minimizing the risk for addiction and
abuse. “Physicians have been overly cautious [in prescrib-
ing opioids] because they are worried about addicting
patients and regulatory action,” says Dr. Dahl. “But if you
practice good medicine, meaning you develop a treatment
plan, conduct periodic evaluation of the response to treat-
ment, and document the results, you won’t get in trouble.”

So far, the majority of research conducted on the long-
term success of opioid therapy has been limited to cancer
pain. However, as the role of opioids in the treatment of
non-cancer pain gains acceptance, pain experts believe
there will be a corresponding growth in studies that will
bolster what they are seeing firsthand-—that many people
with chronic pain truly benefit from opioids, achieving a
greater level of function and an improved quality of life.
“The body of anecdotal evidence [for opioids’ benefits] is
very large,” says Dr. Portenoy. “They are not a panacea,
but they’re effective.” Y

21| Peagle with diabetes are two to four fimes mare likely than others to have cardiovascular trouble sueh as a heart condition or stroke.[
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For Chronic Fatigue,
Placebos Fail the Test

By NICHOLAS BAKALAR

Many doctors believe that sugar
pills are likely o be effective far
patients with chronic fatigue syn-
drome, frusting that a placebo will
help relieve the mental and physi-
cal exhaustion thar characterize
the illness.

But a new study has found that
peeple who have the syndrome re-
spond at a lower rate to placebos
than patients with other diseases.
The paper was published in the
March-April issue of Psychoscmal-
ic Medicine.

Studies suggest that placebos re-
lieve the symptoms for about 30
parcent of patients suffering from a
wide variety of ilinesses. Migraine
headaches, for example, respond at
a rate of about 29 percenmt to pia-
cebo treatment, major deprassion
at about 3¢ percent and reflux
esophagitis at about 26 percent.

In some diseases, placebo treat-
ments are even more effsctive — 26
to 44 percent of patients with duo-
denal ulcers improve on placebos,
depending o how many of the
treatmenis are offered each day.

But by pooling resulis from moie
than two dozen studies, the re-
segrehers, led by Dr. Hyong Jin
Cho, a professor of psychiatry at
King's College London, found thaz,
among people with chronic faiigue
syndrome, only 184 percent re-
sponded to placebos, net the 53 per-
cent found bv previous, less sys-
tematic studies.

To Dr. Cha, the results were both
unexpected and disappointing: he
says he beliaves placebes canbe z
legitimate and useful form of medi-
cal treatment. He concluded not
that placebos were unhelpful in
treating chronic fatigue but that
their use should be perfecied.

“At the clinical practice level”
he wrote, “the overall low placzbo
response emphasizes the need to
enhance” the placebo effect in
treating the illness.

To many doctors, chronic fatigus
syndrome seems like a periect can-
didate for placebo treatment, Dy,
Cho and his colleagues write. I3
symptoms are often indistinet: in
addition 1o general fatigoe, patients
complain of muscle and jeint pain,
headaches, memory impairment
and mood disturbances. Moreover,
the symptoms fraquently fluctuate
over time, and they are mora acute
when the patients are paving close
attention to them.

The illness has no cure, and the
Centers for Disease Comirol and
Prevention esilmates that as many
as 500,000 Americans suffer {rom
it

Dr. Cho and his colleagues spect-
iate that the skepticism about the
illness on the part of health care
professiopals may damage ihe
trust batween doctor and patient —
a factor that may influsnce the ef-
fect of a placebo.

According to the study, placebos
presented as medical or aiterna-
tive-complementary  treatments
have a greater effect with chronic
fatigne patients than do those ol
fared as psychiairic interventions.
The researchers suggest that this
may be because most patients have
afirm prior belief that the illness is
physical. They make no judgment
about the accuracy of that belief.

But Dr. Brian Fallon, an associ-
ate professor of psychiatiy at Co-
lumabia University, offers a differ-
ent interpretation. The fact that
chronic fatigue syndrome resgonds
so poorly to placebe treatment, he
said, provides evidence that the

Can a sugar pill
trick your
symptoms?

syndrome has a physiological ba-
gis, though one that is still poorly
understood.

“The {inding by Dr. Cho and col-
leagues will come as no surprise o
patients with C.F.5. who experience
debilitating fatigue despite nurner-
ous treatment interventions,” Drt.
Falign said. “That the placebo re-
sponse in C.F.S, was far lower that
in primary psychiatric disorders
such as depression highlights the
digtinet natmare of C.F.5. and how Hi-
tle we know.”

Whatever concinsions may be
drawn from the swudy’s results, Dy
Cho savs he sees placebo treal-
ments as inportant,

“Many  alternative  theraples
may provide a cure that degends on
this powerful placebo effect” he
said in an e-mal! message. “U'm not
using the term pejoratively, since
empathy and iime spent with the
paiient by the professicnals in this
area are indesd of lrnportant thers-
peutic value,”
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Placebo Effect Is More Myth Than Science, Study Says

By GINA KOLATA

In a new report that is being met
with a mixture of astonishment
and sometimes disbelief, two Dan-
ish researchers say the placebo
effect is a myth.

The investigators analyzed 114
published studies invoiving about
7,500 patients with 40 different con-
ditions. The report found no sup-
port for the common notion that, in
general, about a third of patients
will improve if they are given a
dummy pill and told it is real.

Instead, the researchers theo-
rize, patients seem to improve af-
ter taking placebos because most
diseases have uneven courses in
which their severity waxes and
wanes. In studies in which treat-
ments are compared not just with
placebos but aiso with no treat-
ment at all, they said, participants
given no treatment improve at
about the same’ rate as partici-
pants given placebos, :

The paper appears today in The
New Engtand Journal of Medicine.
Both authors, Dr. Asbjorn Hrob-
jartsson and Dr. Peter C.
Gotzsche, are with the University
of Copenhagen and the Nordic
Cochran Center, an international
organization of medical research-
ers who review randomized clini-
cal trials. :

Dr. Hrobjartsson said he had
been telling other investigators
what he found and watching their
responses,

“People react with surprise, but
aiso with a kind of satisfaction,”
he said in a telephone interview.
“They start reflecting.”

Experts interviewed this week
had a range of responses from
ready acceptance of the conclu-
sion to great surprise to a skepti-
cistn and- the desire to see the
detaiis of the analysis.

Or. Donald Berry, for example,
a statistician at the M. D. Ander-
son Cancer Center in Houston,
said: ‘1 believe it. In fact, | have
long believed that the placebo ef-
fect is nothing more than a regres-
sion effect,” referring to a well-
known statistical observation that
a patient who feels particularly
terrible one day will almost invari-
_ ably feel better the next day, no
matter what is done for him,

Another physician, Dr. Jonathan
Mareno, director of the Center for
the Biomedical Ethics at the Uni-
versity of Virginia, said it rang

true to him. “Mayhe it is one of the
urban legends of medicine,” he
said.

But others, like David Freed-
man, a statistician at the Universi-
ty of California, said he was not
convinced., Professor Freedman
said the statistical method the
Danish researchers used, pooling
data from many studies and using
a statistical tool called metanaly-
sis 0 examine them, could give
misleading resuits,

*1 just don’t find this report to
be incredibly persuasive,” he said.
“The evidence of a placebo effect
is maybe a little bit less than I
thought it was, but [ think there’s a
big effect in many circumstances.
This doesn’t change my mind.”

The researchers said they saw a
stight effect of placebos on subjec-
tive outcomes reported by pa-

Finding what may
simply be a
disease’s natural
course.

tients, like their descriptions of
how much pain they experienced.
But, Dr. Hrobjartsson said, he
questions that effect.

“It could be a true effect, but it
aiso could be a reporting bias,” he
said. ““The patient wants to please
the investigator and tells the in-
vestigator, 'l feei slightly better.'

Placebos are still needed in clin-
ical research, Dr. Hrobjartsson
said, to prevent researchers from
knowing who is getting a real
treatment. Otherwise, he said, re-
searchers can end up seeing what
they want to see. For example,
they may notice changes in pa-
tients who are taking an active
drug while not paying as much
attention to similar symptoms in
patients that they know are being
left untreated. Patients, he said,
who are told they are not being
treated may leave the study, fur-
ther complicating research ef-
forts.

Dr, Hrobjartsson and Dr.
Gotzsche said they began their
study out of curiosity. Over and
over, medical journals and text-

books asserted that placebo ef-
fects were so powerful that, on
average, 35 percent of patients
would improve simply if they were
toid that a dummy treatment was
real, The investigators began ask-
ing where this assessment came
from. Every paper, Dr. Hrobjarts-
son said, seemed to refer to other
papers. And those papers referred
him to other papers. He began

_peeling back the onion, finally

coming to the original paper. It
was written by a Boston doctor,
Henry Beecher, who had been
chief of anesthesiology at Massa-
chusetts General Hospital in Bos-
ton and in 1955 published a paper,
“The Powerful Placebo” in The
Journal of the American Medical
Association,

In his paper, Dr. Beecher, who
died in 1978, reviewed about a doz-
en studies that compared placebos
with active treatments and con-
cluded that placebos had medical
effects. .

“He came up with the magical
35 percent number that has en-
tered placebo -mythology,” Dr.
Hrobjartsson said.

But, Dr. Hrobjartsson said, dis-
eases naturally wax and wane.

And no matter how sick the person -

is, a truly bad spell will almost
inevitably be followed by a period
in which the condition seems to
improve, What if the natural vari-
ation in a disease’s course is be-
hind the placebo effect, they
asked?

“0f the many articles I looked
through, no article distinguished
between a placebo effect and the
natural course of a disease,” Dr.
Hrobjartsson said. “This is a very
banal error to make, but some-
times banal errors are made.”

He and Dr. Gotzsche began look-
ing for well-conducted studies that
divided pattents into three groups,
giving one a real medical treat-
ment, one a placebo and one noth-
ing at all. That was the only way,
they reasoned, to decide whether
placebos had any medical effect.

But they worried that there
might be so few such studies with
a treated, untreated and placebo
group that they would never be
able to answer the guestion. "'We
thought if we could find 20, that
would be a huge success,’”™ Dr.
Hrobjartsson said.

To their surprise, they found 114,
published between 1346 and 1998,
The conditions included from med-

Among some
scientists, a belief
that a report is
unconvincing.

ical disorders, like high blood pres-
sure, high cholesterol levels and
asthma; behavioral disorders and
addictions, like alcohol abuse and
smoking; neurological diseases
like Alzheimer's disease, Parkin-
son's disease, and epilepsy, and .
infections, like bacterial infections
and the common cold.

When they analyzed the data,
they could detect no effects of pla-
cebos on objective measurements,
like cholesterol levels or biood
pressure. .

Dr. John C. Baitar III, an emeri- ~
tus professor at the University of
Chicago who wrote an editorial
accompanying the placebo paper,
said the findings called into gues-
tion some mind-body beliefs,
These are arguments that use the
placebo effect to conclude that the
mind can so profoundly affect the
course of a disease that people
shouid be able to harness this pow-
er and think themselves well,

The findings should also give
doctors pause in prescribing t{reat-
ments they know are useless, like
a glass of warm milk at bedtime
for patients with insomnia or futile
drugs for patients in the iate
stages of fatal diseases, Dr. Bailar
said. ’

“1 think what this ought to do ig
bring about a very sharp reduction
in the use of placebos,” he said.
“My pguess is that it will bring
about a modest reduction and that
{t will take a second or third pene-
trating paper to bring about a real
change.”

But, Dr. Bailar said, he under-
stands the reluctance many will
feel to abandon their belief in pla-
cebos. He, too, Is hesitant to
wrench himself completely away
from what he now thinks is largely
a myth.

“I'm not ready to give up on
placebos entirely,” Dr. Bailar
said. “T hope there will be a lot
more research on how they work.”

Or, he said, ““if they work.”
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Plaéebos Prove So Powerful

Even Experts Are Surprised

The Body
Heals Itself

New studies show the

New Studies Expiore the Brain’s Triumph Over Reality -

By SANDRA BLAKESLEE

Many doctars know the story of "“Mr.
Wright," who was found 10 have cancer and
in 1957 was given only days to live. Hospitai-
ized in Long Beach, Calif, with tumors the
size of oranges, he heard that scientists nad
discovered a horse serum, Krebiozen, that
appeared to be effective against cancer, He
begged to receive it

His physician, Dr. Philip West, finally
agreed and gave Mr, Wright an injection on
a Friday afterncon, The following Monday,
the astonished doctor found his patient out
of his “death bed,” joking with the nurses.
The tumors, the docior wrote later, “had
melted like snowballs on a hot stove,”

Two months later, Mr. Wright read medt-
cal reports that the horse serum was a
quack remedy. He suffered an immediate
relapse. “Don’t believe what you read in the
papers,” the doctor told Mr. Wright. Then he
inected him with what he said was “a new
super-refined double strength” version of
the drug Actually, it was watar, hut again,
the tumor masses melted.

Mr. Wright was “the picture of health®
for ancther two months — untii he read a
definitive report stating that Krebiozen was
worthless. He died two days later,

Doctors who know this story dismiss it as
one of those strange tales that medicine
cannot explain. The ldea that a patient’s
beliefs can make a fatal disease go away is
too bizarre.

But now scientists, as they learn that the
placebo effect is even more powerful than
anyone had been able to demonstrate, are
also beginning te discover the biclogical
mechanisms that cause it to achieve results
that berder on the miraculous. Using new
techniques of brain imagery, they are un-
covering a host of biological mechanisms
that can turn a thought, bellef or desire into
an ageni of change in cells, tissues and
organs. They are learning that much of
human perception is based not on informa-
tion fiowing into the brain from the outside
worid but what the brain, based on previcus
experience, expects to happen next,

Piacebos are “'lies that heal,” said Dr.
Anne Harrington, a historian of science at
Harvard University, A placebo, Latin for “]
shall please,” is typically a sham treatment
that a doctor doles out merely to please or
" placate anxious or persistent patients, she
said. 1t looks like an active drug but has na
pharmacological properties of its own,

Until falrly recenily, nearly all of medi-
cine was based on placebo effects, because
doctors had little effective medicine to offer,
Through the 194%’s, American doctors hand-
ed out sugar pills in various shapes and
colors in a deliberate attempt to induce
placebo responses.

Nowadays, doctors have real medicines to
fight disease. But these treatments have not
diminished the power of the placebo,

Doctors in Texas are conducting a study
ot arthroscopic knee surgery that uses gen-
cral anesthesia in which patients with sore,
worp knees are assigned o one of three
aperations — scraping out the knee joint,
washing out the joint br doing nothing, In the
“nothing" operation, doctors anesthetize
the patient, make three little cuts in the knee
as if to insert the usval instruments and

A Medical Mystery

Scienlists have long been amazed by the
way dummy drugs can have real effects.
A new examinalion is helping them
understand this placebo effect, a
triumph of expectation over reality.

A Magic Act
Ewvolves

The placebo effect may
be related to an evolu-
tionary advantage in
acting first, analyzing
later. Expectation can
produces powerful
physiological resuits
as it does in the face-
of perceived danger,
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1 cBsERvATION 2 INTERPRETATION
A man walks The lower brain
through the forest  processes sensory

and spies a long,
thin brown object
in the high grass.

" input: there is no
sound or mave-
ment, the object
has a dark extarior.
It looks like a stick,

Jim McManua,The New York Times

Doctors uncover
mechanisms that can turn
belief into an agent of
biological change.

then pretend ta. operaty. Two years after

surgery, patients wWho underwent the sham . -

surgery reported the same amount of retlef
from pain snd sweiling as those who had
had the real operations.

A recent review of placebo-controlled
studies of modern antidepressant drugs
found that placebos and genuine - drugs
waorked about as well, “If you expect to get
better, you will,” said Dr. Irving Kirsch, a
psychiatrist at the University of Connectl
cut who carried out the review. His findinga
were met with a great deal of skepticism.

And a recent study of a baldness remedy
found that 86 percent of men taking it either
maintained or showed an increase in the

.amount of hair on their heads. But so did 42

percent of the men taking a placebo,

Some studies are specifically designed to
explore the power of placebos rather than
drugs. On Coche Island in Venezuela, asth-
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matlc children were given a sniff of vanilla \\.
along with a squirt of medicine from a
bronchodilator twice a day. Later, the vanii-

la odor alone increased their lung function,

33 percent as much as did the bronchodila-

tor alone.

And at Tuiane Usniversity, Dr, Eileen Pal-
ace is using a placebo to restore sexual
arcusal in women who say they are nonor-
gasmic. The women are hooked up to a
biofeedhback machine that they are iold
measures their vaginal biood tlow, an index
of arousal. Then they are shawn sexual
stimuli that would arouse most women, But
the experimenter plays a trick on the wom-
en by sending, within 30 seconds, a false
feedback signal that their vaginal blood flow
has increased. Almost immediately they
then become genuinely aroused,

Placebos are about 55 percent to 80 per-
cent as effective as most active medications
like aspirin and cedeine for controlling patn,
Dr. Kirsch sald. Moreover, placebos that
relieve pain can be blocked with a drug,
naloxone, that also blocks morphine.

For a while, many scientlsts thought that
pltacehos might work by releasing the
body’s natural morphine-like substances,
called endorphins. But that is not the only
explanation, he sald. While placebos can act
globally on the body, they can also have

Continued on Page 4

placeba effect al work
from head {o toe in
different cultures
around the world.
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Halr Growth

Forty-two percent of
balding men taking a
placebo gither rmaintained
of increased the arount
of hair on their heads.
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Asthma |

: Smelling a placebo
i helped asthmatic

children in Venezuela

increase their lung
function by 33%: .,

AHergies

fake poison vy

ln a Japanese study,
paople exposed to

developed real rashes.
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Doctora in Texas
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Pain

When told a heavy
object was aboul lo
hit their foot, people in
a study exhibited the
kind of brain activity
researchers associate
with pain perception.
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The Power of the Placebo

Amazes Medical

‘Continued From First Science Page

extremely specific effects. For example, a
study was carried out in Japan on 13 people
who were extremely allergic to poison ivy.
Each was rubbed on one arm with a harm-
less leaf but were told it was poison ivy and
touched on the other arm with peison ivy
and told it was harmless. At} 13 broke out in
rash where the harmless leaf contacted
their skin. Only two reacted to the poison
leaves. ¥

Studies have shown, time and again, that
placebos can work wonders. Like ‘‘real
drugs,” they can cause side effects like
itching, diarrhea and nausea. They can lead
to changes in pulse rate, blood pressure,
electrical skin resistance, gastric function,
penis engorgement and skin conditions. The
question is, why? Explanations of why pla-
cebos work can be found in a new field of
cognitive neuropsychology called expectan-
¢y theary — what the brain believes about
the immediate future,

‘We are misled by
dualism or the idea that
mind and body are
separate.’

Like classical conditioning theory (Pav-
lov's dogs salivate at the sound of the bell),
expectancy tnvolves associative learning.
The medical treatments you get during your
life are conditioning trials, Dr. Kirsch said.
The doctor’s white coat, nurse’s voice, smetl
of disinfectant or needle prick have ac-
quired meaning through previous learning,
producing an expectation of relief from
symptoms. Each piil, capsule or injection is
paired with active ingredients, and later, if
you get a pill without-active ingredients, you
can still get a therapeutic effect, he said.

Such conditioning shows how expecta-
tions are acquired, Dr. Kirsch said. But it
does not explain the strength and persist-
ence of placebo effects. These responses
occur atmost instantly, with no apparent
conscious thought, and are therefore wired

“firmly into the brain, he said.

Response expeclations are strong be-
cause the world is filled with ambiguity. A
long thin ohject seen i Qim HERE €ouid be A
stick or a snake. But it may not be safe 10
take the time to find out. So people evolved a

The New York Times Magazine
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Experts

mechanism to anticipate what Is going to
occur. This expectation speeds the perceptu-
al processing at the expense of accuracy.

As in the outside world, people’s internal
states have inherent ambiguity. That is why,
when people in an experiment were given a
drug that produced a surge of adrenaline,
they interpreted the feeling as anger, eupho-
ria or nothing at all, depending on what they
had been told to expect.

Critics of alternative medicine say its
enduring appeal is explained by the placebo
effect: When conventional therapies fail to
help cfifonic or poorly understood condi-
tions, the acupuncturist, homeopathist or
chiropractor steps into the breach with a
potent belief system ready-made to help the
suffering patient. "'If a guy in a white coat or
a guy dressed in feathers can induce a
patient's immune system to fight back, who

.is to say which is better?" said Dr. Dan

Molerman, a medical anthropologist at the
University of Michigan at Dearborn. .

Support for the expectancy theory
emerged about 10 years ago, when many
scientists realized how closely the brain, the
immune system and the hormone produc-
tion of the endocrine system are linked.
Chronic stress sets into motion a cascade of
biological events involving scores of chemi-
cals in the body — serotonin, cortisol, cyto-
kines, interleukins, tumor necrosis factor
and so on.

Such stress lowers resistance to disease
and alters gene expression. When people are
under stress, wounds tend to heal more
slowly, latent viruses like herpes erupt and
brain cells involved in memory formation
die off. The precise molecutar steps under-
lying all of these changes have been mapped
out. ]

But what about the opposite? Can a
thought or belief produce a chemical cas-
cade that leads to healing and wellness?
Researchers studying placebos think the
answer is yes, and they offer several ways it
might work:

1A piacebo might reduce stress, allowing
the body to regain some natural. optimum
level called health.

gSpecial molecules may exist that help
carry out placebo responses. For example, a
recent study found that stressed animals
can produce a valium-like substance in their
brains, but only if they have some control
ever the source of the siress. People almost
certainly have simitar brain chemistry.

¢Placebos may draw iheir power {rom
the way the bram 1S Organized (0 aclL on whial
experience predicts will happen next.

Dr. Marcel Kinshourne, a neuroscientist
at the Mew School for Social Research in
New Yark, explains it thig way: The brain
generates two kinds of activation patierns,

which anise from netwarks of nournns fimmg

Expectancy Theory Fills in the

In addlition to the medical miracles of placebos
on expeclancy alfects many aspects of ordinal

¥

EXAIAPLE § ACTUAL
¥
Say, Isn't that... HAJR -
, When seeing someone COLOR

“partially or from a distance,
the brain fills in unclear or
unseen elements. twrning
the siranger across the

room into a famitiar face,  SHAPE-

OF FACE

, EXAAPLE 2
Ah, a hot cup of joe...
The sight of the first morn-
ing pick-me-up conjures
expectations of warmth,
flavor and the stimulating
effects of caffeine regard-
less of actual content.

CQFFEE

cup -

EXAWPLE 3.

' Hey, where's that step?
When the brain's expecta-
tion doesn't jibe with the
realily, as when one ex-
pecte an additional step on
a staircase, a8 gu ck sense
of surprise and confusion
resulls.

together. One type is set in motion by infor-
mation flowing into the brain from the out-
side world — smelis. tastes, visual images,
sounds. At the same time, the cortex draws
on memories and feclings to generate pat-
terns of brain activity related to what is
expected (o happen.

The top-down patterns generated by the
cortex iniersect smoothly with the bottom-
up patterns to inform us about what is
happening, Dr. Kinsbourne said. If there is a

mismatch, the brain tries to sort it out, st
without necessarily «esignating one set of :eu
patterns as more authoritative than ap- ra
other, ter:
The expectations that result are.internai- nor
iy generated brain states that can be as real the
as anything resulting purely from the out- phy
side worid. For example, recent experi- A
ments with monkeys show that if they ex- red
pect a reward like a sip of apple juice, cells ~ pia
in their Lrains fire 20 to 30 seconds before tour
thev actually receive it In pther words, thir
expectancies are embedded in the brain’s can
neurochemistry. A
“We are misled by dualism or the idea at
that mind and body sre separate,” said Dr. are
Howard Fields, a neuroscientist at the Uni- Oib
versity af Californta o San Francisco who Are
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Expectancy Theory Fills in the Blanks
in addition o the madical miracles of placetos, the bran's relancs
on expaclancy affacts many aspects of ordinary life.

EXAIAPLE 1

Say, isn’t that... CAR
When seeing somecne COLOR
partiaily or from a distance,

the brain fills in unciear or
unseen elements. urming

the stranger across the

room into a tamitiar face.  SHAPE:

OF FACE

EXAAPLE 2

Ah, a hot cup of Joe...
The sight of the first morn-
ing pick-me-up conjures
expectations of warmth,
ftavor and the stimulating
effects of cafeing regard-
less of actual content.

COFFEE

cup

EXAMPLE 3.

! Hey, where's that step? :‘:
When the brain’s expecta-
tion doesn't jibe with the
reality, as when one ex-
pects an additional step on
a staircase. a quck sense
of surprise and confusion
resuits.

together. One type is set in rotion by infor-
mation flowing into the brain from the out-
side world — smells, tastes, visual images,
sounds. At the same time, the cortex draws
on memories and feelings to generate pat-
terns of brain activity related to what is
expected to happen.

The top-down patterns generated by the
cortex intersect smoothly with the bottom-

- up patterns to inform us about what is

happening, Dr. Kinshourne said. If thereis a
mismatch, the brain tries to sort il out,
without necessarily designating one set of
patterns as mwore juthoritative than an-
other.

The expectations that result are internai-
iy generated brain states that can be as real
as anything resulting purely from the out-
side world. For example, recent experi-
ments with monkeys show that if they ex-
pect a reward like a sip of apple juice, cells
in their brains fire 20 to 30 seconds before
they actually receive it. In other words,
expectancies are embedded in the brain's
neurochemistry.

“We are misled by dualism or the idea
that mind and body are separate,” said Dr.
Howard Fields, a neuroscientist at the Uni-
versity of California 2t San Francisco who

ACTUAL

EXPECTED

"EYES

UNIQUE-
FEATURES

HEAT AND

CLAVOR CAFFEINE

- DESCENDING
FIGURE

STEP ..

The New York Times

Examining the
remarkable power of the
placebo effect — lies that
heal.

studies placebo effects. A thought is a set of
neurons firing which, through complex
brain wiring, can activate emotional cen-
ters, pain pathways, memories, the auto-
nomic nervous system and other parts of
the nervous systermn involved in preducing
physical sensations, he said.

Morphine will alter brain patterns to
reduce pain. S0 will a placebo. Obvicusly,
placebos have limits. Mr. Wright's miracu-
lous remission aside, most people cannot
think, hope or believe their way out of
cancer 4r AIDS.

As Dr. Howard Spiro, a gastroenterologist
at Yale University, put it: Some diseases
are unleashed with the power of a firehose.
Others unfold at a trickle, and perhaps those
are the ones amenable to placebo effects.
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By SANDRA BLAXESLEE

.Though some people respond more
strongly to placebos than others do, it seems
that everyone responds at some lime ot
other: And doctors seem to play a large rolé.
in the degree of that response.

““The thing that trumps everything is tht—:
enthusiastic physician,” said Dr. Dan Mo/
terman of the University of Michigan. For
example, one study offered the same drug to
patients with identical symptoms, with ong
difference. Some were told by their physi:
cians, ‘"This drug has been shown to werk,”
while others were told, I am not sure if this
treatment will work — let's just try it.”* The
first group of patients did much better, Dr.
Molerman said..‘‘The physician is an agent
for optimism and hope and a great inducer,
of beliefs."” '

Physicians can even fool themselves;
Years ago, researchers carried out coni
trolled studies of a drug for angina or heart
pain and found it was no better than a
placebo, Dr. Molerman said. Once doctors
knew that, its effectiveness fell.

While doctors and patients affect one ane
other's expectations, both are swept up intd
a wider context of culture and biology, said
Dr. David Morris, an adjunct professor of
medicine at the University of New Mexico in
Albuquerque. The brain circuits through
which placebos act, he said, are activated
through the experience of living in a particu-
lar culture.

To explore the importance of culturai
context, Dr. Molermar, in an analysis forth-
coming in the journal Medical Anthropology
Quarterly, compared 122 double-biind pla;
cebo-controlled ulcer studies from all over:
the world. Doctors used the same tech-
niques, the same drugs and the same pla-
cebo pills and studied an image of the
stomach lining before and after treatment
to see what worked. The drugs worked 75 to
80 percent of the time, Dr. Molerman said.
whereas the placebos worked from zero to'
100 percent of the time, depending on the
country. The placebo healing rate for ulcers
in Germany was 60 percent, almost double
the world average of 3¢ percent, which is’
about where the United States fell. But in
Brazit, the mean placebo healing rate was a
startling 6 percent.

“] don't have hint of what is going on -
here,”” Dr. Molerman said. ©'I can oniy say
that cultural differences affect ulcer treat-
ments, even though ulcers are the same the
world over.”




