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For over 20 years, Linda Buonanno lived in fear that her irritable
bowel syndrome (IBS) would suddenly interrupt her daily routine
with frequent trips to the bathroom and unbearable cramping.
Buonanno, now a 71-year-old medical assistant and hairdresser
from Methuen, Mass., tried everything from drugs to dairy-free
diets. Nothing worked. She remembers a particularly tough period
over 10 years ago, when she was working on the factory floor of a
medical-device company for up to 10 hours a day, six days a week.
When an IBS episode would strike, her co-workers would cover for
her as she huddled in a corner, keeled over in pain. If she wanted
to go dancing with friends at the local club on Sunday, Buonanno
would stop eating on Friday so there wouldn’t be anything in her
system to interrupt her plans. “It was a horrible way to live,” she

says.

One day in 2009, she saw a TV ad looking for people with IBS to
enroll in a study. She signed up and was thrilled when she was
among about 80 people selected to take part in a first-of-its-kind
clinical trial. But when she found out what kind of treatment she’d
be receiving, Buonanno felt deflated: a placebo pill. The doctors
told her there were no active ingredients in the pills, and the word
placebo was labeled clearly on the bottle. She felt she’d gotten her
hopes up for nothing.

Three weeks later, after taking the pill twice daily, Buonanno was
symptom-free. She had never gone so long without an attack. “I

didn’t have a clue what was going on,” she says. “I still don’t.”

The medical community has been aware of the placebo effect-the
phenomenon in which a nontherapeutic treatment (like a sham
pill) improves a patient’s physical condition-for centuries. But Ted

Kaptchuk, a professor of medicine at Harvard Medical School and



one of the leading researchers on the placebo effect, wanted to
take his research further. He was tired of letting the people in his
studies think they were taking a real therapy and then watching
what happened. Instead, he wondered, what if he was honest? His
Harvard colleagues told Kaptchuk he was crazy, that letting people
in a clinical trial know they were taking a placebo would defeat the
purpose. Nevertheless, in 2009 the university’s teaching hospital,
Beth Israel Deaconess Medical Center, launched the first open-
label placebo, or so-called honest placebo, trial to date, starting

with people who had IBS, including Buonanno.

The findings were surprising. Nearly twice as many people in the
trial who knowingly received placebo pills reported experiencing
adequate symptom relief, compared with the people who received
no treatment. Not only that but the men and women taking the
placebo also doubled their rates of improvement to a point that
was about equal to the effects of two IBS medications that were
commonly used at the time. “I was entirely confused,” says
Kaptchuk. “I had hoped it would happen, but it still defies common

wisdom.”

Now Kaptchuk and his team at the Program in Placebo Studies and
Therapeutic Encounter at Beth Israel Deaconess Medical Center
have secured a $2.5 million grant from the National Institutes of
Health to replicate that first IBS trial. So far the researchers have
treated 270 patients; they are hoping to treat a total of 340 people

with IBS via their ongoing clinical trial.

It’s unclear what underlies the placebo effect. Some experts argue
that the human body subconsciously responds physically and
physiologically to the ritual of treatment, like Pavlov’s dogs, while

others argue it’s the power of positive thinking. For better or



worse, entrepreneurs are beginning to pay attention, and you can
now buy placebo pills on Amazon for $8 to $15 a bottle. Not
everyone agrees that honest placebos work. It shouldn’t make
sense. And yet in today’s medical environment, where the sense of
being cared for can be lost behind ever higher medical bills and
less and less face time with doctors, it can make all the sense in
the world.

The placebo effect has a long medical history. In 1807, President
Thomas Jefferson wrote to a friend, “One of the most successful
physicians I have ever known has assured me that he used more
bread pills, drops of coloured water, and powders of hickory ashes,
than of all other medicines put together.” During World War II, an
anesthesiologist named Henry K. Beecher observed that many
wounded soldiers declined morphine to treat their pain, despite
the fact that civilians with similar injuries would demand it. To
Beecher, this suggested that living through trauma affected
soldiers’ perceptions of their pain and circumstances, and that a
portion of people’s ability to heal must come from their own
psychological expectations. Following Beecher’s insights, the
placebo became an instrument in mainstream clinical practice in
the advent of double-blind and randomized clinical trials, in which
researchers began comparing their drugs with fake medications to

assess just how effective a given treatment truly was.

Today placebo is well recognized in modern medicine. Doctors at
the Houston Veterans Affairs Medical Center have shown that
sham surgeries-slicing people’s knees open and sewing them back
up without any treatment-provide the same improvements for

people with osteoarthritis of the knee as real knee surgery. There’s



even a phenomenon known as the nocebo effect, in which people’s
negative expectations about something make them feel worse.
Some experts believe the nocebo effect accounts for at least part
of the growth in people reporting food sensitivities to gluten and

dairy.

Researchers are learning that placebo has nuance too. For
instance, the effect appears to be stronger if people are told a
medication is hard to get or expensive, and color may also matter,
with people responding better to blue pills as sedatives and white
pills for pain. Still, a lot remains unknown. Some people have
strong responses to placebos—including honest placebos—while
others experience no impact at all, the same as happens with any

treatment.

Since that first IBS study, Kaptchuk and his co-authors have shown
in other research that people taking honest placebos experienced
more migraine relief than people not taking any treatment. Other
researchers have found that patients who are aware they are
taking placebos still see improvements in symptoms like cancer

fatigue and seasonal allergies.

In a 2016 study published in the journal Pain, researchers
including Kaptchuk randomly assigned 83 people with chronic low
back pain at a hospital in Lisbon to either continue taking their
pain medication as usual or start taking honest placebo pills with
their typical treatment. Before the start of the study, the men and
women filled out questionnaires about the intensity of their pain
and how much disability it was causing them. After that, people
treating their pain as usual continued to take their nonsteroidal
anti-inflammatory drugs, while the people taking placebos were

given bottles labeled placebo pills with instructions to take the



pills twice a day. After three weeks, the people in the study rated
their pain and disability levels again. The researchers found that,
on average, the group taking painkillers reported a 9% reduction in
usual pain, a 16% reduction in maximum pain and no reduction in
disability. But the people knowingly taking placebos experienced a
30% reduction in both usual and maximum pain and a 29% drop in
disability.

Kaptchuk doesn’t fully understand what’s going on, but he has
some ideas. “Sometimes the body knows more than the mind,” he
says. He struggles to find adequate analogies, but likens it to
watching Romeo and Juliet when you know what’s going to happen.
If the performance is evocative enough, even though you know it’s
fake, “your body reacts in ways that go beyond the mind,” he says.

You might get a lump in your throat or tear up.

More important to Kaptchuk than understanding why honest
placebos work is figuring out how the gain in scientific knowledge
could translate into clinical practice. “Placebo has generally been
denigrated in medicine, but I always wanted to figure out ways to

ethically harness it,” he says.

Scientists already know that the very act of being treated is
enough to improve some conditions. Placebo effect may account
for anywhere from 30% to 45% of response to antidepressants, for
example, and a 2015 study found that the same people who
respond well to placebo pills are also more likely to have better
results when they take real antidepressants. But even if placebo or
honest placebo can provide relief, placebos themselves rarely cure.
It’s unclear if the effects of a placebo can change the physiological
processes that underlie a disease, even if they can ease a disorder’s

symptoms. A placebo cannot shrink a cancerous tumor, for



example. Still, placebo treatments do appear to activate
neurotransmitters in the brain that could play a role in symptom

relief.

In BuonannoQOs case, after the initial three-week study ended in
2010, her IBS symptoms came back in full force for several years.
Since she had already participated in the first Harvard honest
placebo trial, she wasnOt eligible to take part in one thatOs ongoing.
Instead, Kaptchuk continues to treat her as a case study. Now,
every six weeks, Buonanno drives 45 minutes for a checkup with
Kaptchuk at his home clinic, where they discuss her condition and
Kaptchuk gives her the antidote sheOs been taking for the past
year: a bottle of sugar pills. OAIl | know is that it works,0 she says.
OThatOs all | care about.O

The question remains of how exactly the lessons learned from
placebo trials should be embraced, and thereOs plenty of
disagreement. Some critics argue that the concept of giving people
placebo pills could eventually create a crutch, that people will
assume they need a pill for every ailment. Other scientists are
skeptical of the honest-placebo findings themselves, arguing that
the results are exaggerated or prove only the power of suggestion.
Some critics claim the doctors must imply to people in trials that
what they are taking will work, though Kaptchuk and his team
insist they do not. He says his team picks conditions that have
responded to blind placebo trials in the past, like back pain and
migraines. They tell the participants that placebos have been
shown to affect those conditions in studies in which people donOt
know they are taking them. They say they donOt know if a placebo
treatment can work if people know about it, but thatOs what theyOre
testing.



OPlacebo is not magic,0 says Alia Crum, principal investigator at
the Stanford Mind & Body Lab, who is also studying placebo. OWe
view placebo effect as the product of your bodyOs ability to heal,
which is activated by our mind-sets and expectations to heal, and
shaped by medical ritual, branding of drugs and the words doctors
say.0

Crum says honest-placebo research is fascinating and important,
but she doesnOt see doctors prescribing placebo pills anytime soon.
Instead, sheOs interested in how doctors can get their patients into
the right mind-set for medical care. OWeOve been pumping billions
of dollars into developing new drugs and treatments without

making much headway on the chronic-disease crisis,O she says.
OWhat if we spent that same time, money and effort on achieving a

greater understanding of the patientsO natural abilities to heal?0

In her research, Crum studies how adjusting factors in a patientOs
environment affects treatment. She has found that how warm and
competent a doctor is when interacting with a patient can affect
how that person responds to therapy.

In a March 2017 study, Crum followed 164 people who participated
in an experiment in which a doctor induced a small allergic
reaction on their arms through a histamine skin-prick test. All of
the people developed a red swollen mark from the prick, but the
size was much smaller among the people who thought their
physician was highly competent and OwarmOPbecause of behaviors
like making eye contact and calling the patient by nameband who
received affirmation from the doctor that a cream for the reaction
would lessen the symptoms, even though there was nothing in it.
What the competent doctor said about the creambeither that it
would make the rash worse or betterbactually affected the physical



appearance of the rash too.

On the other hand, people in the study had the largest bumps
when they received the same treatment but felt their doctor was
cold in personality and didnOt offer any assurances that the cream
would help their reaction. Not only that, but what the less
competent doctor said about how the cream would react with the
rash made no difference at all on its appearance.

ODoctors think itOs good to have patients like you to get high
rating scores,O says Crum. OBut itOs actually important in making
the treatment more effective.O

Kaptchuk is less inclined to view placebo effect as mind-set alone
and foresees a future in which a practitioner might send a person
home with a bottle of placebo pills. Like Crum, he thinks doctor
oversight is a crucial part of the puzzle. But before placebo
researchers have had time to figure out the balance, entrepreneurs
are already on the move.



Jeni Danto , a therapist and mother of five children ages 11 to 17,
created a parenting hack called Magic Feel Good, which you can
buy on Amazon for $8.99. When her children were younger, it
seemed that every week one child or another was suffering from
phantom pain or a suspicious tummy ache before school. If she
and her husband Akiva determined that the complaints weren’t
serious or even real, Akiva would slip into the kitchen and stir up a
mixture of orange juice, grape juice and honey and then bring it to
their child in a medicine cup, calling it “Magic Feel Good.” “I think
sometimes parents just give Tylenol,” Jeni says. “It’s not a

judgment. It’s a fact. We’ve all been there.”

Danto realized that other parents could benefit from their strategy
and in 2014 created her product: a blister pack of vitamin C-

enriched sugar pills for kids’ mysterious aches and pains. The pills



come inside a package designed to look like a fantasy book, with
labeling that says the pills should be used only for nonmedical
ailments. Magic Feel Good hasn’t exactly taken off yet, but Danto

thinks there could be growing interest in the future.

“I think people feel better when they are validated,” she says.
“When someone says they don’t feel good, you’re validating them

by giving them something.”

She may be right about a missing piece in medicine. There’s a
reason that research in the past decade has focused on the impact
of empathy in medical care, showing it can improve patient
satisfaction and outcomes while also easing doctor burnout. Most
Americans feel that their providers are effective, but studies show
that when patients have less empathetic doctors, they’re less likely
to say they are satisfied with their care or follow medical advice.
It’s about trust too. Survey results show that only 34% of
Americans say they have great confidence in the country’s
medical-industry leaders, down from nearly 73% in 1966. Other
research shows that Americans have less confidence in the health

care system than people living in other developed countries.

Uwe Heiss, a self-described placebo activist and health care
transformer, also sells placebo pills online, but catering to adults.
His blue and white pills are called Zeebo and contain no active
ingredients. Heiss has been selling them since 2015 and says the
company has sold “thousands” of bottles to consumers, health care
providers and clinical trials studying open-label placebo. Still,
Heiss is keeping the company going with his own funds and is
looking for sponsors to continue production. He takes his own pills
daily, for things like pain and stress relief. Each time he takes a

placebo pill, he says, he tries to focus on an intention and describe



it out loud. For example, if he’s taking a pill for back pain, he
might say, “I am taking this pill to relieve my mind of the suffering
from back pain.” He’s convinced it works and has written a book on
the subject.

Dr. Jesse Hoover, a doctor of Eastern medicine in Sante Fe, N.M., is
a Zeebo customer and recently began offering the pills to some of
his patients. Many of his clients feel they’ve exhausted other
treatment options and come to him for therapies like acupuncture
or Chinese herbal medicine. Hoover says that so far, his patients
are skeptical of placebo pills, but he thinks the pills could be
another option in his tool kit.

“In modern medicine, we discount the patient,” says Hoover.
“Many people have the experience of talking to the doctor for five
minutes, and then the doctor turns to lab work. If a patient says
they don’t get night sweats, a doctor will write, ‘Patient denies
night sweats,” as if we can’t trust that the patient realizes what
they are experiencing. All of this sets us up to embrace something

like placebos.”

The American Medical Association is wary of placebos. In its Code
of Medical Ethics, the group says doctors can use placebos for
diagnosis or treatment only if they have patients’ cooperation,
obtain patients’ consent to receive a placebo (even if they don’t
know when they are receiving it) and if they avoid using placebo

simply to “mollify a difficult patient.”

“Giving a placebo for such reasons places the convenience of the
physician above the welfare of the patient,” the association writes.
“Physicians can produce a placebo-like effect through the skillful

use of reassurance and encouragement, thereby building respect



and trust, promoting the patient-physician relationship and
improving health outcomes.O

Desperation is common among the people participating in the
honest-placebo trials, and the simple feeling of being taken
seriously seems to go a long way. Buonanno says her IBS
symptoms started soon after she got divorced 47 years ago, and
she thinks her disorder is partly stress-related. She says her
doctors, including Kaptchuk, tell her she can probably stop taking
the placebo pills and that itOs unlikely she would have any
problems, but after several recurrences, she is too scared to do so.

Ol am the kind of person that listens to professionals, and if they
tell me to take this pill and that itOs going to work, | believe them,0
Buonanno says. OItOs the combination of the mind over matter and
the doctorOs care. Something switches in your mind when youOre
desperate.O

Response to any treatment is complex. Some people may be more
responsive to the intention of treatment, and may do even better if
therapies tap into their natural resiliency through quality doctor-
patient relationships or better treatments.

OIOve had patients tell me that if | told them to put on a pink tutu
and dance because | thought it would help, they would do it,0 says
Kaptchuk. OThey know they are doing something totally ludicrous,
but if they didnOt have hope, they wouldnOt get out of bed.O

Kaptchuk and Crum agree that there are ways doctor-patient
relationships could evolve to take advantage of some of the



lessons from honest placebo trials, but that it is easier said than
done in our current health care system. Time-crunched doctors
donOt necessarily have incentives to go the extra mile. OltOs easy to
bill for a medication or surgery,0 says Crum. OItOs harder to
guantify and give someone credit for the time and effort and

attention and skill it takes to create relationships that are

healing.O

Crum and a colleague are working with Stanford Primary Care to
roll out a curriculum called Medicine Plus, in which medical teams,
including everyone from receptionists to physicians, learn how to
create an environment that is most conducive for healing. The
strategies focus on leveraging patientsO mind-sets but build on the
power of the placebo with the ultimate goal of helping medical
practitioners harness the same forces that contribute to placebo
effects alongside active medications and treatments, says Crum.
Ideally, she says, one day these types of lessons should be
incorporated into care much earlier, when health providers are in

medical school.

Even a doctorOs best bedside manner is not enough to cure
someone of disease, but the new science of placebo begs the
powers that be to pay attention to the small nuances of caregiving
that matter. Placebo is complex, but itOs not wizardry. Taking it

seriously, even if itOs unexplainable, may be worth the effort.
Olt shouldnOt come as a shock to us anymore that our minds affect
our body,0 says Crum. OWhy are we not asking what weOre going to

do about it?0

This appears in the September 03, 2018 issue of TIME.
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Billion-dollar brain training industry a sham—nothing but placebo,
study suggests

KE

Who wouldnOt want to be smarter? After all, high intelligence can help you get better
grades in school, more promotions at work, fatter pay checks through your career, and a
cushier life overall. Those are pretty good outcomes by any measure.

For years, scientific studies suggested that smarts were mostly heritable and fixed
through young adulthoodNnothing one could willfully boost. But some recent studies hint
that a segment of smarts, called fluid intelligenceNwhere you use logic and patterns,
rather than knowledge, to analyze and solve novel problemsNcan improve slightly with
memory exercises. The alluring finding quickly gave life to a $1 billion brain training
industry . This industry, including companies such as Lumosity, Cogmed, and
NeuroNation, has since promised everything from higher 1Qs to the ability to stay sharp
through aging. The industry even boasts that it can help users overcome mental
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impairments from health conditions, such as attention deficit hyperactivity disorder
(ADHD), traumatic brain injury, and the side effects of chemotherapy.

Those claims are clearly overblown and have been roundly criticized by scientists, the
media, and federal regulators. Earlier this year, Lumosity agreed to pay $2 million to the
Federal Trade Commission over claims of deceptive advertising. The FTC said Lumosity
“preyed on consumers’ fears about age-related cognitive decline.” In the settlement, the
FTC forbid the company from making any such claims that the training could sharpen
consumers’ minds in life-altering ways.

But what of the initial research that suggested slight positive effects of such brain
training? While brain training companies have publicly taken heat for their hyped-up
claims, recent scientific reviews of the literature have largely upheld the initial findings. In
fact, a 2015 meta-analysis concluded that the training could increase 1Q scores by three
to four points.

With a new report published Monday in the Proceedings of the National Academy of
Sciences, that research might be nearing a blistering rebuff of its own.

In a study designed to assess the experimental methods of earlier brain-training studies,
researchers found that sampling bias and the placebo effect explained the positive results
seen in the past. “Indeed, to our knowledge, the rigor of double-blind randomized clinical
trials is nonexistent in this research area,” the authors report. They even suggest that the
overblown claims from brain training companies may have created a positive feedback
loop, convincing people that brain training works and biasing follow-up research on the
topic.

“The specter of a placebo may arise in any intervention when the desired outcome is
known to the participant—an intervention like cognitive training,” the authors note.
Coupled with evidence that “people tend to hold strong implicit beliefs regarding whether
or not intelligence is malleable” and that those beliefs may skew research findings, the
authors conclude that past research is basically bunk.
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In their study, the authorsNpsychologists at George Mason UniversityNrecruited 50
participants using two different posters put up around campus. One poster advertised the
study using the specific terms Obrain training® and Ocognitive enhancementO and then
stated that previous research has shown brain training to be effective. OParticipate in a
study today!O the poster concluded. The second poster was visually similar to the first but
merely encouraged viewers to participate in a study in order to earn credits.

The 25 recruits lured by the first poster were considered a OplaceboO group, as the
authors called it, while the 25 brought in with the second, boring poster acted as controls.

The researchers set up the study this way for a couple of reasons. First, when the
researchers looked back at the 19 studies included in the 2015 meta analysis, they found
that 17 of them used such OovertO recruitment strategies. Second, they picked two groups
of 25 because most of those studies also included groups of 25 participants or less and
because that number is big enough to statistically show large effects.

All 50 participants were first given standardized tests to measure their fluid intelligence.
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Participants were then allowed to play a brain training game for an hour and then had their
fluid intelligence retested. After just an hour of training, the placebo group scored better
on the fluid intelligence test, with improvements equivalent to about five to ten 1Q points.
The control group saw no such improvement.

When the researchers surveyed the recruits on their beliefs about intelligence, those in
the placebo group had the highest confidence that intelligence is malleable.

Together, the researchers conclude, the findings suggest that recruitment methods used
in past studies created a self-selected groups of participants that believed the training
would improve cognition and thus were susceptible to the placebo effect.

Such a placebo effect isn’t worthless, the authors caution. It may be useful for future
studies to assess how far the placebo effect could get brain training-believers. But to truly
assess effects of the training, researchers need to turn to trials where participants don’t
self-select their group or know the point of the study—randomized, controlled studies.
“By using such methods, we can begin to understand whether true training effects exist
and are generalizable to samples (and perhaps populations) beyond those who expect to
improve,” the authors argue.

In the meantime, brain training companies should “temper their claims,” the authors
suggest.

Proceedings of the National Academy of Sciences , 2016. DOI: 10.1073/pnas. 1601243113
(About DOls).
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Knowingly Taking Placebo Pills Reduces Pain, Study Finds

October 17, 2016 | Beth Israel Deaconess Medical Center

A new study is the first to demonstrate beneficial placebo effect - 30
percent less pain - for lower back pain sufferers who knew they were taking
'fake pills.'

Conventional medical wisdom has long held that placebo effects depend on patients'
belief they are getting pharmacologically active medication. A paper published in the
journal Pain is the first to demonstrate that patients who knowingly took a placebo in
conjunction with traditional treatment for lower back pain saw more improvement than
those given traditional treatment alone.

"These findings turn our understanding of the placebo effect on its head," said joint senior
author Ted Kaptchuk, director of the Program for Placebo Studies and the Therapeutic
Encounter at Beth Israel Deaconess Medical Center and an associate professor of
medicine at Harvard Medical School. "This new research demonstrates that the placebo
effect is not necessarily elicited by patients' conscious expectation that they are getting
an active medicine, as long thought. Taking a pill in the context of a patient-clinician
relationship -- even if you know it's a placebo -- is a ritual that changes symptoms and
probably activates regions of the brain that modulate symptoms."

RELATED: The Placebo Effect is Stronger and More Bizarre than Ever Before

Kaptchuk, with colleagues at Instituto Superior de Psicologia Aplicada (ISPA) in Lisbon,
Portugal, studied 97 patients with chronic lower back pain (cLBP), which causes more
disability than any other medical condition worldwide. After all participants were screened
and examined by a registered nurse practitioner and board certified pain specialist, the
researchers gave all patients a 15-minute explanation of the placebo effect. Only then was
the group randomized into one of two groups; the treatment-as-usual (TAU) group or the
open-label placebo (OLP) group.

The vast majority of participants in both groups (between 85 and 88 percent) were
already taking medications -- mostly non-steroidal anti-inflammatories (NSAIDS) -- for
their pain. (Patients taking opioid medications were excluded from the trial.) Participants
in both the TAU and OLP groups were allowed to continue taking these drugs, but were
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required not to change dosages or make any other major lifestyle changes, such as
starting an exercise plan or new medication, which could impact their pain.

In addition, patients in the OLP group were given a medicine bottle labeled "placebo pills"
with directions to take two capsules containing only microcrystalline cellulose and no
active medication twice daily.

At the end of their three-week course of pills, the OLP group overall reported 30 percent
reductions in both usual pain and maximum pain, compared to 9 percent and 16 percent
reductions, respectively, for the TAU group. The group taking placebo pills also saw a 29
percent drop in pain-related disability. Those receiving treatment as usual saw almost no
improvement by that measure.

"It's the benefit of being immersed in treatment: interacting with a physician or nurse,
taking pills, all the rituals and symbols of our healthcare system," Kaptchuk said. "The
body responds to that."

"Our findings demonstrate the placebo effect can be elicited without deception," said lead
author, Claudia Carvalho, PhD, of ISPA. "Patients were interested in what would happen
and enjoyed this novel approach to their pain. They felt empowered." Kaptchuk speculates
that other conditions with symptoms and complaints that are based on self-observation
(like other kinds of pain, fatigue, depression, common digestive or urinary symptoms) may
also be modulated by open-label treatment.
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"You're never going to shrink a tumor or unclog an artery with placebo intervention," he
said. "It's not a cure-all, but it makes people feel better, for sure. Our lab is saying you
can't throw the placebo into the trash can. It has clinical meaning, it's statically significant,
and it relieves patients. It's essential to what medicine means."

"Taking placebo pills to relieve symptoms without a warm and empathic relationship with
a health-care provider relationship probably would not work," noted Carvalho.

This article has been republished from  materials provided by Beth Israel Deaconess
Medical Center . Note: material may have been edited for length and content. For further
information, please contact the cited source.
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