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Opinion

Sensible Medicine—Balancing Intervention and Inaction

During the COVID-19 Pandemic

More than 38 million people worldwide have beenin-
fected with the severe acute respiratory syndrome
(SARS) coronavirus 2, creating intense pressure on cli-
nicians to offer state-of-the-art, life-saving treatment to
patients.! The conundrum is that few effective treat-
ments are available, and among those treatments tested
in clinical trials, even fewer have demonstrated benefit
compared with no treatment. Treating patients with
coronavirus disease 2019 (COVID-19) is challenging, and
clinicians encounter harrowing emergencies in the in-
tensive care unit where, early during the pandemic, 1in
4 critically ill patients with severe COVID-19 died.?

The natural response at the bedside of a patient with
COVID-19is to act and to act decisively.® Imbued with de-
termination, clinicians seek to make a difference for pa-
tients who are seriously ill. In 2012, Taleb* described an
“illusion of control that leads to a default to action rather
than inaction.” For many medical emergencies, such as
cardiac arrest, pulmonary embolism, or tension pneu-
mothorax, this illusion is a reality for clinicians because
immediate intervention can prevent avoidable death.
But what if it is unclear what to do? What if no medica-
tion or device will lead to a cure? Should clinicians do

To be clear, sensible medicine does not
mean clinicians should not intervene.
Rather, it proposes a gentler, moderate,
and humble view of available treatment

options and their effectiveness in
patients with COVID-19.

something, when the best option may be measured or
supportive care? During the COVID-19 pandemic, clini-
cians' tension between interventionism and measured
action is ever present.

This Viewpoint proposes that sensible medicine for
COVID-19 may better serve patients than unreasoned treat-
ment using unproven interventions in the moment.

What Is Sensible Medicine?

Sensible medicine is an approach to treatment that seeks
abalance along the spectrum of the strength of evidence
and the pace of knowledge translation (Figure). On one
hand, a hawkishinterventionist has little doubt about the
effectiveness of a new treatment and rapidly adoptsitinto
practice. Thereis a tendency to favor adoption of the new,
acceptance of less rigor in research methods and resuilts,
andaglance away from subconscious biases. This contrasts
with the medical nihilist whoiis highly skeptical of new evi-
dence and hopes to intervene even less. The medical ni-

hilist is certain of the futility of treatment, ineffectiveness
of most medications, and corrupting influence of financial
incentives. Inthe middle is a sensible approach, which ac-
knowledges that someinterventions are effective but, per-
haps, confidence should be tempered. With sensible medi-
cine, the translation of knowledge to the bedside is appro-
priately calibrated to therigor and reasoning of the available
evidence and the severity of the outcome to be avoided.

A sensible approach has been threatened by the
complexity of COVID-19, public demand for progress, and
the pace and volume of pandemic science. Clinicians and
scientists have been led astray as often as uncovering
new COVID-19 biology and treatments." An attainable
strategy for sensible medicine is required.

How to Practice Sensible Medicine

During a Pandemic

Strategy 1: Medicine Without Magic

Clinicians must first embrace the improbability that a
single treatment for severe COVID-19 will be a so-called
magic bullet.® Treatments that approach this ideal fo-
cus on a unifying pathophysiology and effectively miti-
gate the constitutive cause of the disease. Insulin may
be such a therapy, not by eliminating a
target, but by restoring normal physiol-
ogy. In contrast, the biology of severe
COVID-19 is complex.® It is a potentially
lethal combination of immunopatho-
genicand immunoprotective responses
on a backdrop of a prothrombotic mi-
lieu. No single mechanism or pathway yet
discovered accounts for all of the patho-
physiology. Similar to acute respiratory
distress syndrome caused by sepsis or
trauma, a single mechanism or pathway is unlikely to be
found. To date, only nonselective and mechanism-
agnostic drugs like corticosteroids or antiviral medica-
tions have been associated with an improved course in
patients with severe COVID-19. To be sensible, clini-
cians must recognize that highly selective, fully effec-
tive treatments are uncommon in acute care.

Strategy 2: Practice Doing (Almost) Nothing

For most physicians, it is difficult to do (almost) noth-
ing for patients. The list of the experimental therapies
proposed for COVID-19is long, including hyperbaric oxy-
gentherapy (NCT04358926), mesenchymal stem cells
(NCT04444271), and even the administration of
thalidomide (NCT04273529). The lack of control groups
in some recent trials of COVID-19 treatments further
highlights the do-something mentality.” But there is an
alternative. Sensible medicine accepts that unreasoned
intervention with experimental treatment may lead to
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Figure. Conceptual Model for Sensible Medicine
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more harm than good. A drug like hydroxychloroquine may be safe
when used in the correct dose for a proven indication in a patient
who is relatively healthy, whereas it may have unknown adverse
effects when used in acritically ill patient who is receiving many other
therapies. Clinicians should advocate for randomized trials with
appropriate controls, and counsel patients that standard care may
be as effective as tomorrow’s best idea. Clinicians must learn while
doing,® and accept that (almost) nothing is in fact something.

Strategy 3: Elevate Usual Care

Sensible medicine s still labor intensive. For patients with COVID-19
who have acuteillness, guidelines include supportive or usual mea-
sures like lung protective ventilation or prone positioning, both of
which reduce mortality.' Usual care also includes optimizing care for
chronic health conditions. During the 2004 SARS outbreak, for ex-
ample, patients were far less likely to obtain outpatient care due to
concern about nosocomial infection.® Missed opportunities to man-
age chronic conditions, such as diabetes and hypertension, could
affect the likelihood of surviving COVID-19.

Strategy 4: Focus on High-Quality Evidence

Some clinical research is biased. Even the best research methods,
such as randomized trials, can be unreliable. This has been ampli-
fied by the rapid pace of research undertaken during the COVID-19

pandemic. Moreover, the public demand for an effective interven-
tion can generate unwarranted visibility for sensational results
from small, unblinded, or nonrandomized trials, as illustrated
with hydroxychloroquine. But to be confident that an interven-
tion is effective for COVID-19, as Califf et al® have suggested,
requires the reliance on evidence from only the highest-quality
randomized trials.

Strategy 5: Think Bayesian

In 20009, Friedman'® wrote that “new treatments are a bit like the
proverbial new kid on the block: they have an allure that is hard to
resist.” The pandemic has accelerated attraction to new treat-
ments and promoted rapid translation to the bedside. But should
clinicians be so aggressive? A simple application of the Bayes theo-
rem may help. For example, assume H is a hypothesis that a new
COVID-19 treatment is effective and E is the evidence for that treat-
ment being effective. By the Bayes theorem, the odds that the new
treatment is effective given the evidence is:

P (EIH)/P (Elnot H) x Prior Odds

During the pandemic, the following assumptions would be ex-
pected:

The prior odds are low given the lack of a unifying biological
mechanism and multiple neutral clinical trials.

P (EIH)/P (Elnot H)

Thisis the ratio of observing the (weak) evidence assuming the treat-
ment is or is not effective, and this ratio is close to 1.

Thus, the posterior odds that a new COVID-19 treatment is ef-
fective should be low and hardly changed from a small prior value.
It follows that treatment guidelines, national mandates, and bed-
side care adapt to new data only when the evidence is rigorous, re-
producible, and sufficiently strong.

To be clear, sensible medicine does not mean clinicians should
notintervene. Rather, it proposes a gentler, moderate, and humble
view of available treatment options and their effectiveness in pa-
tients with COVID-19. The approach encourages clinicians to el-
evate usual care, reduce unnecessary interventionism, and focus and
rely on scientific rigor. Rather than choose between action and in-
action, sensible medicine encourages supportive restraint and
heightened therapeutic humility.

ARTICLE INFORMATION

Published Online: October 15, 2020.
doi:10.1001/jama.2020.20271

Conflict of Interest Disclosures: Dr Seymour
reported being supported in part by grant
R35GM119519 from the National Institutes of
Health; and receiving personal fees from Beckman
Coulter Inc and Edwards Lifesciences Inc. No other
disclosures were reported.

Additional Contributions: We acknowledge Scott
Berry, PhD, and Roger J. Lewis, MD, PhD, for their
input on Strategy 5.

REFERENCES

1. Wiersinga WJ, Rhodes A, Cheng AC, et al.
Pathophysiology, transmission, diagnosis, and
treatment of coronavirus disease 2019 (COVID-19).
JAMA. 2020;324(8):782-793.

JAMA Published online October 15,2020

2. Richardson S, Hirsch JS, Narasimhan M, et al.
Presenting characteristics, comorbidities, and
outcomes among 5700 patients hospitalized with
COVID-19 in the New York City area. JAMA. 2020;
323(20):2052-2059.

3. Angus DC. Optimizing the trade-off between
learning and doing in a pandemic. JAMA. 2020;323
(19):1895-1896.

4. Taleb N. Antifragile: Things That Gain From
Disorder. Random House; 2012.

5. Stegenga J. Medical Nihilism. Oxford University
Press; 2018.

6. Arunachalam PS, Wimmers F, Mok CKP, et al.
Systems biological assessment of immunity to mild

versus severe COVID-19 infection in humans. Science.

2020:369(6508):1210-1220.

7. Goldman JD, Lye DCB, Hui DS, et al. Remdesivir
for 5 or 10 days in patients with severe Covid-19.

N Engl J Med. Published online May 27, 2020. doi:
10.1056/NEJM0a2015301

8. Ishizaki T, Imanaka Y, Hirose M, et al. Estimation
of the impact of providing outpatients with
information about SARS infection control on their
intention of outpatient visit. Health Policy. 2004;
69(3):293-303.

9. Califf RM, Hernandez AF, Landray M. Weighing
the benefits and risks of proliferating observational
treatment assessments. JAMA. 2020;324(7):625-
626.

10. Friedman RA. New drugs have allure, not track
record. New York Times. Published May 18, 2009.
Accessed October 13, 2020. https://www.nytimes.
com/2009/05/19/health/19mind.html

jama.com

© 2020 American Medical Association. All rights reserved.

Downloaded From: https://jamanetwork.com/ on 10/16/2020


https://jamanetwork.com/journals/jama/fullarticle/10.1001/jama.2020.20271?utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jama.2020.20271
https://www.ncbi.nlm.nih.gov/pubmed/32648899
https://www.ncbi.nlm.nih.gov/pubmed/32320003
https://www.ncbi.nlm.nih.gov/pubmed/32320003
https://www.ncbi.nlm.nih.gov/pubmed/32227198
https://www.ncbi.nlm.nih.gov/pubmed/32227198
https://www.ncbi.nlm.nih.gov/pubmed/32788292
https://www.ncbi.nlm.nih.gov/pubmed/32788292
https://dx.doi.org/10.1056/NEJMoa2015301
https://www.ncbi.nlm.nih.gov/pubmed/15276309
https://www.ncbi.nlm.nih.gov/pubmed/15276309
https://www.ncbi.nlm.nih.gov/pubmed/32735313
https://www.ncbi.nlm.nih.gov/pubmed/32735313
https://www.nytimes.com/2009/05/19/health/19mind.html
https://www.nytimes.com/2009/05/19/health/19mind.html
http://www.jama.com?utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jama.2020.20271

