Assignment #1 for MrBrown

This Assignment will look at the concept of Placebo and the Placebo Effect.

Read and study the several articles in this document. Two of them support the
idea of Placebo Effect and two of them do not. Search on line for more ideas to
support the ideas in these articles.

Write a point/counter point summary about Placebo and the Placebo Effect.
Share with jbrown for partial credit.
Print and give to MrBrown for full credit.




A Ctudy Casts Doubt
OnthePlacebo Effect

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

The investigators analyzed 114
published studies involving about
7,500 patients with 40 different condi-
tions. The report, published in The
New England Journal of Medicine,
found no support 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 theorize, -

patients seem to improve after tak-
ing placebos because most diseases
have uneven courses in which their
severity waxes and wanes. In studies
in which treatments are compared
not just with placebos but also with
no treatment, they said, participants
given no treatment improve at about

the same rate as participants given |

placebos.

Some doctors say the findings of |
the study ring true. Others are not |
prepared to abandon their belief in |

the placebo effect just yet.

Article, Page A20.
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| Placebo Effect Is More Myth Than Science, Study Says
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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 also 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 England 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
also 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-
cism and the desire to see the
details of the analysis.

Dr. Donald Berry, for example,
a statistician at the M. D. Ander-
son Cancer Center in Houston,
said: ““I believe it. In fact, I 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
Moreno, director of the Center for
the Biomedical Ethics at the Uni-
versity of Virginia, said it rang

data from many studies and using
a statistical tool called metanaly-
sis to examine them, could give
misleading results.

“I 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
slight 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
also could be a reporting bias,” he
said. “The patient wants to please
the investigator and tells the in-
vestigator, ‘I feel 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
patents 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-

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 1976, 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?

“Of 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 patients 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 question. “We
thought if we could find 20, that
would be a huge success,” Dr.
Hrobjartsson said.

To their surprise, they found 114,
published between 1946 and 1998.
The conditions included from med-

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 blcod
pressure.

Dr. John C. Bailar III, an emeri-
tus professor at the University of
Chicago who wrote an editorial
accompanying the placebo paper,
said the findings called into ques-
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
should be able to harness this pow-
er and think themselves well.

The findings should also give
doctors pause in prescribing treat-
ments they know are useless, like
a glass of warm milk at bedtime
for patients with insomnia or futile
drugs for patients in the late
stages of fatal diseases, Dr. Bailar
said. ;

“I think what this ought to do is
bring about a very sharp reduction
in the use of placebos,” he said.
“My guess is that it will bring
about a modest reduction and that
it 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. “‘I hope there will be a lot
more research on how they work.”

Or, he said, “if they work.”




For Chronic Fatigue,
Placebos Fail the Test

By NICHOLAS BAKALAR

Many dcc:ors balizve that sugar
pilis are likely to be effective for
patients ,mh chronic fatigue sym-
drome, trusting that a placebo will
help relieve the mental and physi-
cal exhaustion that characterize
the iliness.

But a new

study has found that
people whe have the syndrome re-
spond at a 1 r rate 10 placebos
than patients x.‘t}* other diseases.
he papv- was published in the
March-April issue of Psychosomat-
ic Medicine.
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ms for about 30
I nts surfennc froma
wide variety of illnesses. Migraine
headaches, for example, respond at
a rate of about 28 percent to pla-
cebo treatment, major deprassion
at about 30 percent and reflux
esophagitis a: about 2§ percent.
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— 36

h duo-

0

oG o

nas no cure, and the
ase L,Oh-.\cl and

it.

Dr. Cho and his colleagues
late that the sk ;9_5 ici!
iliness on the par

professionals maj
trus: between doct
a factor that may
fect of a DlaCOb{)

twe—complemen ary
have a greater effect
fatigue patients than
farecz as psycma_hc ir
The researchers sugg
may be because most p
a firm prior belief tha:
physical. They make n
about the accuracy of a

But Dr. Brian Fall
ate professor o* psyct
}.'.rr:> 2 bn-

Can a sugar pill
trick your
symptoms?

1L 00

AeTic e



NGAICIICE 4 LIIIEeS

Actyere 32
WITH HEALTH & FITNESS

Placebos Prove So Powerful
Even Experts Are Surprised

New Studies Explore the Brain’s Triumph Over Reality

By SANDRA BLAKESLEE

s doctors know the story of “Mr
who was found to have cancer and
was given only days to live. Hospital-
Long Beach, Calif., with tumors the
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cxan Dr thp West, finally
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ernoon. The following Monday,
hed doctor found ient out
““death bed.”” joking with the nurses.
T s, the doctor wrote later, “*had
melted iike snowballs on a hot stove.”
Two menths later, Mr. Wright read medi-
cal reports that the horse serum was a
r. He suffered an immediate
n't believe what you read in the
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The Body
Heals Itself
New studies show the

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

then preternd to operate. Two years after
surgery, patients who underwent the sham
surgery reported the same amount of relief
from pain and swelling 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
worked about as well ““If you expect to get
better, you will,” said Dr. Irving Kirsch, a
psychiatnist at the University of Connecti-
cut who carried out the review. His findings
were met with a great deal of skepticism.

And a recent study of 2 baldness remedy
found that 88 percent of men taking it either
mned or showed an increase in the
hair on their heads. But so did 42
the men takmg a placebo.
cifically designed to
s rather than
in Venezuela, asth-

placebo effect at work
. from head to toe n

different cuitures

around the world

Halr Growth

Forty-two percent of
balding men taking a
piacebo either maintained
or increased the amount
of hair on their heads.

Asthma °

Smelling a placebo
heiped asthmatic
children in Venezuela
increase their lung

function by 33%.
- vosees A..l‘d.i
In a Japanese study,
pecple exposed to
S el fake poison ivy
3 4 OLUTIO developed real rashes.
Simuitansously, The brain may give !
the upper brain, equal weight to in- i =
drawing on expen-  put from the internal '
ence. interprets and external worids.
information from But f expectation
the senses and wins out, the body A
comes to a differ-  will produce stress AN3 !
ent conclusion: hormones in re- eN L 127l
nake! sponse to the stick. i i E
i |
ity
matic children were given a sniff of vanilla Joint Repair &
along with a squirt of medicine from a - Doclors in Texas ! |
i A anil- bl 5t
bronchodilator twice a day. Later, the v studying surgery:

la odor alone increased their lung function,
33 percent as much as did the bronchodila-
tor alone.

And at Tulane University, 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 t0 a
biofeedback machine that they are toid
measures their vaginal blood flow, an index
of arousal Then they are shown sexual
stimuli that would arouse most women. But fa 3 {
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 60 per-

found similar levels of 1
pain relief whether | \
surgery was real Ql"
feigned.

Pain
When told a heavy

cent as effective as most active medications
like aspirin and codeine for controlling pain,
Dr. Kirsch said. Moreover, placebos that
relieve pain can be blocked with a drug,
naloxone, that aiso blocks morphine.

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

Continued on Page 4

object was about to
hit their foot, peopie in
a study exhibited the
kind of brain activity
researchers associale
with pain perception.
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The Power of the Placebo

THE NEW

Amazes Medical Experts

Continued From First Science Page

extremely specific effects. For example, a
study was carried out in Japan on [3 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 poison ivy
and told it was harmless. All 13 broke out in
rash where the harmiless 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-
cy theory — what the bramn 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 involves associative learning
The medical treatments you get during your
Iife are conditioning trials, Dr. Kirsch said.
The doctor’s white coat, nurse’s voice, smelil
of disinfectant or needle prick have ac-
quired meanmng through previous learning,
producing an expectation of relief from
symptoms. Each pill, 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 1t
does not explain the strength and persist-
ence of placebo effects These responses
occur aimost instantly. with no apparent
conscious thought, and are therefore wired
firmly into the brain. he sad

Response expectations are strong be-
cause ihe world 1s filled with ambiguity. A
long thin object seen in dim hght could be a
stick or a snake. But 1t may not be safe to
take the time to find out So people evolved a

The New York Times Magazine
illuminates the news

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 cffonic 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 i1s 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
biologicai 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 molecular steps under-
Iying 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:

9A placebo might reduce stress. allowing
the body to regain some natural. optimum
level called health

qSpecial molecules may exist that heip
carry out placebo responses. For example, a
recent studv found that stressed animals
can produce a valium-like substance in their
brains. but only if they have some control
over the source of the stress. People almost
certainly have similar brain chemistry

qPlacebos may draw their power from
the way the brain i1s organized to act on what
experience predicts wil! happen next.

Dr Marcel Kinshourne. a neuroscientist
at the New School for Social Research in
New York. explains it this way The bram
generates two kinds of activation patterns.
which arise from networks of neurons firing
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Expectancy Theory Fills in the Blanks

[n adeihan 6 tha rred

r ‘mwnﬂ'oc of niacenos. me Drains reliance

on expectancy aifects aspects of ordinary lite
Jd
EXAMPLE 1 ACTUAL EXPECTED
> Say, isn’'t that... i
) When seeing soreone COLOR
partially or from a distance,
I the pbrain fills in unclear or EYES
3- unseen elements turning
. the stranger across the '
: room into a familar face.  SHAPE UNIQUE -
) OF FACE FEATURES
|
s EXAMPLE 2
i)
= Ah, a hot cup of joe... COEEE HEAT AND
- A = =
. The sight of the f rst morn- _ ~ FLAVOR £ RENE
r ing pick-me-up canjures -
a expectations of v.armth
S fiavor and the stimulating :
I effects of caffeine regard-
- iess of actual content
o
n
€ EXAMPLE 3
\\1//,
y Hey, where’s that step? = = A
v Wher the brain's 2xpecta- aty |41 S
4 e ain's 2xpecta '} DESCENDING Af }
. ~ih the 4 FIGURE 5
i = ex- ¥
f 3| step on
= « sense »}:ﬁ
* fusion sz STEP
d FLOCR
H
€ T = The New York Times
e
d together. One type is set in motion by infor-
n - : e
mation flowing into the brain from the out-
[ side world — smelis. tastes, visual images, Examlnlng the
d  sounds At the same time, the cortex draws remarkable power Of the

on memories and feclings to generate pat-
G terns of bramn activity related to what is
- expected to happen.
The top-down paiterns generated by the
€  cortex intersect smoothly with the bottom-
' up patterns to inform us about what s

happening. Dr. Kinsbourne said. If thereis a
= mismatch. the bramn tries to sort it out.
n without necessarily lesignating one set of

patierns as mwore .uthoritative than an-
p other
a The expectations that resuit are internai-
s 1y generated bhrain states that can be as real

ir as anything resulting purely from the out-
ol side world For example, recent experi-
st ments with monkeys show that if they ex-
pect a reward like a sip of apple juice, cells
n in their bramns fire 20 to 30 seconds before
1 they actually receive it. In other words,
expectancies are emhedded n the bramn’s
t neurochemistry.
misied by dualism or the idea
dare separate,” said Dr
t at the Umi-
ncisco who

in “We are
n that mmind and body
- Howard Fields. a neu:

versitv of California 1t San F

nscien

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 system involved in producing
physical sensations, he said.

Morphine will alter brain patterns to
reduce pain. So will a placebo. Obviously,
placebos have limits. Mr. Wright’s miracu-
lous remussion aside, most people cannot
think, hope or believe their way out of
cancer or AIDS.

As Dr Howard Spiro. a gastroenterologist
at Yale University. put it: Some diseases
are unieashed 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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Enthusiasm
Of Dootor

Can Give Pill
Extra Kick

By SANDRA BLAKESLEE

.Though some people respond more
strongly to placebos than others do, it seems
that everyone responds at some time or
other. And doctors seem to play a large rold
in the degree of that response. ;

“The thing that trumps everything is the
enthusiastic physician,” said Dr. Dan Mo!
lerman of the University of Michigan. For
example, one study offered the same drug 10
patients with identical symptoms, with ong
difference. Some were told by their physi:
cians, ‘‘This drug has been shown to work. %
while others were told, ‘1 am not sure if this
treatment will work — let’s just trv 1it.”” 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 themseives,
Years ago, researchers carried out con:
trolled studies of a drug for angina or heart
pain and iound 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 inid
a wider context of culture and biology. sa:
Dr. David Morris, an adjunct professor of
medicine at the University of New Mexico n
Albuguerque. The brain circuits through
which placebos act. he said. are activated
through the experience of iving in a particu-
lar culture.

To explore the importance of cultural
context, Dr. Molerman. in an analysis forth-
coming in the journal Medical Anthropology
Quarterly, compared 122 double-blind pla-
cebo-controlled ulcer studies from all over-
the world. Doctors used the same ¢
niques, the same drugs and the same pia-
cebo pills and studied an mmage of the
stomach lining before and after treatm
to see what worked. The drugs worked 75!
80 percent of the time, Dr. Molerman said.
whereas the placebos worked from zero 10
100 percent of the uume, depending on the
country. The placebo healing rate for ulce
in Germany was 60 percent. almost double
the world average of 36 percent. which s
about where the United States fell Bu:
Brazil, the mean placebo healing rate was 2
startiing 6 percent.

“I don’t have hint of what 1s going on
here,”” Dr Molerman said. “lcano \
that cultural differences affect ulcel

-

ments, even though ulcers are the same

world over
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