COMMENTARY

Noxious Nocebos in Dermatology

Philip D. Shenefelt, MD, MS

he medical dictum primum non nocere (first, do no

harm) is a fundamental rule by which physicians

have lived for centuries.! Physicians are familiar
with the term placebo (I shall please) and the placebo effect
of improvement based on expectation of positive results;
however, many are not familiar with the term nocebo
(I shall harm) and the nocebo effect of lack of improve-
ment or deterioration based on the expectation of nega-
tive results. The patient’s expectation of being pleased
and/or being harmed may be on the conscious level and/
or on one or more subconscious and unconscious levels.

Words can have as much of an impact on some
patients as medications or procedures. Rudyard Kipling
said, “Words are, of course, the most powerful drug used
by mankind.” The words that a dermatologist chooses to
use can have either a placebo or a nocebo effect on the
patient. The purpose of this commentary is to elevate
awareness that there are positive alternatives to unin=
tended negative suggestions that are commonly used. in
dermatologic practice.

A search of PubMed articles indexed for, MEDLINE
and Scopus published from January 1966 ‘through
July 28, 2016, was conducted using_.the. tetms placebo
or nocebo and cutaneous or skin. Prior publications in
this area related specifically te, dermatology include
those of Poletti? and Sonthalia et al.> A more general
search also was performed through'the same dates using
just the terms placebo or nacebo to see whether mention of
specific skin diseases occurred in the text, with no addi-
tional findings.

Patient expectations play an important role in both
positive and negative treatment outcomes. Patient-
physician communication can moderate these effects both
positively and negatively.* Nocebo effects can substantially
reduce treatment efficacy and patient compliance. Patient
expectations of negative results or side effects of a treat-
ment or medication can be self-induced or can be induced
by inappropriate physician-patient communication, drug
information leaflets, influence of family or peers, or dis-
covery of reported adverse effects through reading mate-
rials on the Internet.* Expectation of negative effects can

reduce patient adherence and compliance with treatment,
reducing treatment efficacy. The psychosocial context
around the patient and the treatment may change the
neuronal biochemistry and circuitry in the patient’s brain,
and the central and peripheral mechanisms activated by
placebos and nocebos have been found to be the same as
those activated by the medications, suggesting cognitive/
affective enhancing or impeding of drug action.?

The subconscious®and’ unconscious habitual auto-
mated parts of theé brain hear words on the level of a
5- or 6-year-oldrchild with literal unconscious cognitive
interpretation 'of the words. These parts also do not con-
nect words in a sentence with each other.” For example,
if the dermatologist or nurse says “This will not hurt,”
the unconscious brain hears not and hurt but does not
connect the two. On the other hand, if the dermatolo-
gist or nurse says” You may experience some discomfort,”
the unconscious brain hears comfort. Telling the patient
“Don't scratch” may be heard unconsciously as scratch.
See the Table for suggested rephrasing of common
nocebos used in dermatology. The conscious parts of the
brain help determine cognitions influenced by associ-
ated unconscious memories, positive or negative. Both
the conscious and unconscious parts of the brain influ-
ence affect or emotion. The conscious parts of the brain
have been compared to a slow walnut-sized computer,
while the unconscious parts have anecdotally been com-
pared to a watermelon-sized supercomputer. When a
person reacts, the much quicker and larger unconscious
response generally wins out over the smaller and slower
conscious response. The polyvagal theory of Porges®
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Common Nocebo Words in Dermatology
and Preferable Alternative Words

Instead of Say

Pain Discomfort
Painful Uncomfortable
Hurt Be uncomfortable
Qops Fascinating

Don’t scratch Avoid scratching
Don’t pick Avoid picking
Don’t rub Avoid rubbing

You will just have
to live with it

It may resolve
with time

You may experience
(negative effect)

Most people do fine . . .
but a few may . . .

describes the evolutionary development of the autonomic
nervous system and how it influences behavior and feel-
ings. The phylogenetically oldest portion, associated with
the dorsal nucleus parasympathetic nervous system,
involves the body at rest, activation of digestion, and
when under strong stress the freeze response whereby
the body stays stationary and does not move at all. The
middle portion, the sympathetic nervous system, involves
fight or flight responses. The phylogenetically newest
portion, associated with the ventral nucleus<parasympa-
thetic nervous system, involves vocal tone, facial expres-
sion, and socialization.®

When excess stress occurs, there is a natural shift
downward from social communicative newer parasym-
pathetic nervous system (to fight or flight sympathetic
nervous system, and possibly further shift to the freeze
response of older parasympathetic nervous system domi-
nance. Memories that are associated with a strong surge
of norepinephrine tend to be much more strongly fixed
in the memory than ordinary memories and frequently
are associated with overwhelming traumatic experiences.
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When a threat is perceived, negative interpretations and
perceptions generally win out over positive interpreta-
tions and perceptions. Unconscious fears generally prevail
over conscious thoughts, and stronger emotions generally
prevail over weaker emotions. Anxiety often is associated
with rapid breathing and activation of the sympathetic
nervous system. It can be countered by slow breathing
to a rate of approximately 6 breaths per minute, helping
to bring back more parasympathetic balance. Pacing a
patient’s breathing to slow it and using a soothing tone
of voice can help reduce patient anxiety. Reducing anxiety
can decrease the patient’s tendency to jump to negative
conclusions or have negative perceptions or emotions
that can invoke the nocebo effect.

For the dermatologist, as for the patient, changing an old
habit and creating a new habit requires repeating something
differently and consistently 20 to 40 times. Becoming more
conscious of the effects of language on the patient is an
important part of the art.of medicine. By carefully choos-
ing words, intonation, and body language, it is possible to
enhance the placebo effect and decrease the nocebo effect
for the benefit of the patient. When describing possible
adverse effects of treatments or medications, if the derma-
tologist-says that most people do fine with the treatment but
a fewlcan experience the described adverse effect, it usually
takes the edge off the potential suggested nocebo effect.

In conclusion, primum non nocere includes care-
ful consideration and use of language, tone, and body
language to maximize the placebo effect and minimize
the nocebo effect.
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