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How Should Clinicians Minimize Harms and Maximize Benefits When
Diagnosing and Treating Disorders Without Biomarkers?

Benjamin Tolchin, MD, MS, Dorothy W. Tolchin, MD, EdM, and Michael Ashley
Stein, JD, PhD

Abstract

Ethical obligations to minimize harms and maximize benefits of
diagnosis and treatment of disorders without biomarkers include
navigating difficult-to-measure, perhaps clinically inexplicable,
symptoms. Among potential harms are public stigma, self-stigma, label
avoidance, and the negative influence these stigmas have on self-
esteem, quality of life, employment, and housing. Among potential
benefits are patients becoming active agents in managing their ilinesses,
social acceptance, and access to evidence-based treatments. Ethical
complexities clinicians face when trying to develop treatment plans while
heeding key details from patients’ narrative accounts prompt questions
about how to best adhere to evidence in understudied domains of
medicine.

To claim one AMA PRA Category 1 Credit™ for the CME activity associated with this article, you must do the
following: (1) read this article in its entirety, (2) answer at least 80 percent of the quiz questions correctly,
and (3) complete an evaluation. The quiz, evaluation, and form for claiming AMA PRA Category 1 Credit™
are available through the AMA Ed Hub™.

Case

J sobbed in frustration in Dr R’s office. After 4 years of unsuccessful treatment with an
array of anti-tremor medications from her primary care physician and then a general
neurologist, J had been referred to Dr R, a movement disorder specialist, for further
evaluation. Based on a history and physical examination, Dr R diagnosed J with a
functional movement disorder, a form of functional neurological disorder or conversion
disorder. Initial referrals for treatment—to a psychotherapist for cognitive behavioral
therapy and to a physical therapist for a motor reprogramming treatment protocoli—had
not gone well.

J felt like her caregivers had given up, and Dr R recognized J's feelings of abandonment.
J stated, “I've been having this shaking for 5 years now. | lost my job, and nobody wants
to hire me once they see me shaking. The judge took my kids away. My last 2 doctors
gave up on me and think | just make this up, and now you're telling me to go see a
psychotherapist and a physical therapist. The psychotherapist | saw before took one
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look at me shaking and kicked me out, and my insurance company won’t pay for
physical therapy.”Dr R responded, “Your tremor is having a terrible impact on your life,
and it feels like people who are supposed to be helping you are turning their backs on
you.” Dr R sat and continued, “I'm sorry that you've faced stigma and poor care on top of
your illness. I'm not going to give up on you. | know you’'re not making up these
symptoms and that the suffering you're experiencing is real. | want to work with you, so
you can get your life back on track. How does that sound?”

Jreplied, “I'd like that.”

Commentary

Despite rapid advances in our understanding of pathophysiology and in diagnostic
techniques, there remain a wide variety of disorders for which there are no biomarkers
(ie, measurable indicators of the presence or severity of a disease) available for clinical
use. This category of disorders without biomarkers includes many difficult-to-measure
disorders and most medically unexplained symptoms, such as functional neurological
disorders, fibromyalgia, chronic fatigue syndrome, and chronic pain syndromes. These
disorders together contribute to up to roughly half of primary care and specialty clinic
visits, a significant fraction of emergency department visits and hospital admissions,
high health care costs, and markedly impaired quality of life for patients and their
families.23.4 In assessing and diagnosing these disorders, clinicians depend primarily
upon expert history taking and examination.

The diagnosis and treatment of difficult-to-measure disorders and medically unexplained
symptoms have long been complicated by individuals with these disorders being
stigmatized by clinicians, the general public, and sometimes by patients themselves.5
From ancient Egypt to Charcot to the modern health care system, patients with difficult-
to-measure disorders—and especially women and other marginalized populations—have
been dismissed as “hysterical,” deceitful, and even dangerous.® In part because of the
lack of biomarkers, there are sometimes limitations to the amount and quality of
guantitative evidence regarding the etiologies and treatments of these disorders,
leaving clinicians to make important clinical judgments and to counsel patients on the
basis of limited information. Here, we evaluate risks of harm and obstacles to helping
people with difficult-to-measure disorders and offer recommendations for diagnosing
and treating these disorders, focusing on minimizing risks of harm from stigma and
maximizing opportunities for benefit through diagnosis.

Harms

Among what many regard as 4 foundational principles of modern medical ethics, the
principle of nonmaleficence requires clinicians to avoid actions that harm their patients
and to take action to minimize harms.” Diagnosis of a medically unexplained symptom
incurs real risk of harm to patients, most notably in the form of stigma.8® Stigma is the
assignment of disfavor or negative moral value to a characteristic that distinguishes an
individual or group from others and can be enormously damaging to stigmatized
individuals, resulting in worsened prospects for employment,1° housing,1! and health
care,12 and lower self-esteem and quality of life.23 The common occurrence of stigma
affecting those with poorly measured disorders raises special ethical concerns for
clinicians caring for these patients.

Studies of stigma in the health care system identify 3 avenues through which stigma can
harm patients.14 Public stigma encompasses negative moral judgments made by
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others—including clinicians, family members, employers, and the general public—about
an individual or group with a specific diagnosis or other characteristic. Public stigma can
lead to discrimination in multiple domains, including housing, employment, and health
care.10.1112 Self-stigma occurs when stigmatized individuals internalize and accept
negative moral judgments about themselves, leading to diminished self-esteem, self-
efficacy, and self-investment, as well as self-caused impediments to the pursuit of life
goals.13 Label avoidance occurs when individuals avoid the health care system in order
to avoid a diagnosis associated with negative moral judgments. Patients with difficult-to-
measure disorders and medically unexplained symptoms are at risk for harm from
stigma through all 3 of these pathways.

Clinicians heeding the ethical principle of nonmaleficence need to take the problem of
stigma seriously. Addressing stigma begins with empathic, nonjudgmental patient-
clinician communications and extends to active advocacy for and education of patients
and family members concerning available support services and legal protections from
discrimination. Empathic, nonjudgmental communications may be enhanced in some
circumstances by the use of inclusive person-centered or person-first language,15
although some individuals and groups within disability communities may not endorse
such language. Clinicians can better understand individual patients’ perspectives by
asking them about their preferred terminology. Advocacy and educational efforts are
often most effective when physicians and nurses collaborate with social worker
colleagues and advocacy organizations and when patients participate in peer support.13
Interventions to enhance self-efficacy and patient-centered decision making can further
reduce the negative impact of stigma.16.17

Although stigma can cause inadequate medical evaluation and treatment, patients with
difficult- to-measure disorders generally—and with medically unexplained symptoms in
particular—also face significant risk from excessive testing and misdiagnosis.18.19.20
Misdiagnosis can result from false positive test results or incidental findings unrelated
to a patient’s symptoms. For example, the majority of patients with functional seizures (a
common form of functional neurological disorder) are misdiagnosed with epileptic
seizures for multiple years and treated with antiseizure medications that provide no
benefit but cause real adverse effects.21

Rigorously evaluating patients’ symptoms and concerns, while also avoiding
unnecessary and potentially harmful tests and treatments, is a difficult balance
requiring significant clinical judgment. This judgment requires clinicians’ sincere
attention to patients’ perspectives and also a willingness to offer strong, clear
recommendations based on clinical experience and the limited but growing body of
evidence concerning these disorders. Seeking interdisciplinary expertise, including from
consult-liaison psychiatry and neurology, can be extremely helpful when challenging
clinical judgments must be made. In the case, a specialist is consulted who elicits the
patient’s experiences of her disorder and stigmatization through reflective listening. The
clinical specialist and patient partner together to address instances of public stigma (the
psychotherapist’s reluctance to provide treatment, the insurance company’s refusal to
pay for physical therapy, the nurse’s disparaging comments), avert self-stigma, and
ensure access to an interdisciplinary team.

Opportunities

Providing an accurate diagnosis requires a clinician’s time, energy, and collaboration
with both patient and colleagues. As clinician and patient come together to understand
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the nature and implications of a patient’'s symptomatology, a clinician heeds the
bioethical principle of beneficence, and a meaningful patient-clinician relationship and
clinical approach can emerge. Diagnostic labels disconnected from a patient’s
experience and needs carry risk of stigma, unnecessary interventions, and harm.22
Conversely, a diagnosis that engenders understanding of a patient’s lived experience
can provide benefits, including closure on a prolonged diagnostic period and an end to
the risks of diagnostic inquiry. A meaningful diagnosis also engenders a strong patient-
clinician relationship, in which patients feel understood and stay engaged with the
medical system. Such a relationship facilitates ongoing care for all dimensions of health,
both related and unrelated to a primary diagnosis (eg, routine health care screenings
and preventive care). Furthermore, a diagnosis allows for evidence-based treatment
when possible and, when none yet exists, for referral to experts who can optimize care
using best practices, educate a patient’s other clinicians about the diagnosis, engage
patients in research, and reduce isolation by connecting patients with peer mentors and
community support.

Moreover, as health care systems begin to address systemic ableism, individuals with
medically unexplained symptoms will be able more fully to experience the
aforementioned benefits of diagnosis. Ableism is a pervasive form of discrimination
based upon the assumption that life without a disability is preferable to life with a
disability, and it contributes to the stigma that individuals with medically unexplained
symptoms face.23 Acknowledging the implications of ableism may help foster
opportunities for clinicians and institutions to identify and address biases in care for
individuals with all types of disabilities.24

Diagnoses can also create opportunities for patients to become active agents in the
management of their own illness. For example, a diagnosis can allow patients and
families to create or join patient advocacy organizations. These organizations serve
important roles in raising awareness about disease symptoms and treatment, providing
services to patients, and promoting research on cures and prevention.2> Clinicians
involved in medical education can also empower patients as teachers by inviting them to
speak about their experiences to medical students.

In addition to assigning a diagnosis, prescribing evidence-based treatments when
available, and referring patients to available experts and resources, clinicians should
also provide thoughtful documentation in notes and in the medical literature to foster
culture change within the health care system. In their writing, as in their speech,
clinicians should model person-centered language—unless a patient prefers otherwise—
and an empathic, compassionate attitude toward individuals with difficult-to-measure
disorders and medically unexplained symptoms.26é By taking these steps, clinicians can
enhance patient welfare and empower patients to make meaningful health care
decisions, in line with the bioethical principles of beneficence and respect for autonomy.

Case Revisited

Three months later, J was thriving in physical therapy and psychotherapy. Dr R had
supported J's appeal to her insurance company with a letter including references to
published guidelines calling for the use of physical therapy in the treatment of functional
movement disorders. J and Dr R had jointly called J's psychotherapist to discuss her
diagnosis and plans for treatment with cognitive behavioral therapy. Finally, Dr R had
connected J to a patient advocacy organization through which she had enrolled in a
clinical study and was leading a peer exercise group.
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Caring for patients with disorders lacking biomarkers requires clinicians to be sensitive
to the implications of the diagnoses they assign. When clinicians act in accordance with
bioethical principles, they acknowledge and address the realities of stigma; they
describe symptomatology and approach diagnoses in ways that facilitate patient
engagement; they take patient-reported symptoms seriously and evaluate patients with
rigorous history taking and physical examination while avoiding unnecessary tests and
interventions; they consult relevant experts, including consult-liaison psychiatrists and
neurologists when appropriate; they connect patients to pertinent resources, including
social workers, research opportunities, and patient advocacy organizations; and they
aim to strike a balance between benefit and harm associated with diagnosis. Although
there is limited scientific evidence on treatment for patients with difficult-to-measure
disorders and medically unexplained symptoms, it remains each clinician’s duty to help
patients flourish within the health care system and beyond it.

References

1. Nielsen G, Stone J, Matthews A, et al. Physiotherapy for functional motor
disorders: a consensus recommendation. J Neurol Neurosurg Psychiatry.
2015;86(10):1113-1119.

2. Chew-Graham CA, Heyland S, Kingstone T, et al. Medically unexplained
symptoms: continuing challenges for primary care. Br J Gen Pract.
2017;67(656):106-107.

3. Espay AJ, Aybek S, Carson A, et al. Current concepts in diagnosis and treatment
of functional neurological disorders. JAMA Neurol. 2018;75(9):1132-1141.

4. Connell J, Brazier J, O’'Cathain A, Lloyd-Jones M, Paisley S. Quality of life of
people with mental health problems: a synthesis of qualitative research. Health
Qual Life Outcomes. 2012;10:138.

5. Corrigan PW, Watson AC. The paradox of self-stigma and mental iliness. Clin
Psychol Sci Pract. 2002;9(1):35-53.

6. Corrigan PW, Watson AC, Byrne P, Davis KE. Mental iliness stigma: problem of
public health or social justice? Soc Work. 2005;50(4):363-368.

7. Beauchamp T, Childress J. Principles of Biomedical Ethics. 7th ed. Oxford
University Press; 2012.

8. Corrigan PW. How clinical diagnosis might exacerbate the stigma of mental
illness. Soc Work. 2007;52(1):31-39.

9. Mak WW, Poon CY, Pun LY, Cheung SF. Meta-analysis of stigma and mental
health. Soc Sci Med. 2007;65(2):245-261.

10. Scheid TL. Stigma as a barrier to employment: mental disability and the
Americans With Disabilities Act. Int J Law Psychiatry. 2005;28(6):670-690.

11. Wahl OF. Mental health consumers’ experience of stigma. Schizophr Bull.
1999;25(3):467-478.

12. Kessler RC, Berglund PA, Bruce ML, et al. The prevalence and correlates of
untreated serious mental iliness. Health Serv Res. 2001;36(6)(pt 1):987-1007.

13. Corrigan PW. Impact of consumer-operated services on empowerment and
recovery of people with psychiatric disabilities. Psychiatr Serv.
2006;57(10):1493-1496.

14. Ben-Zeev D, Young MA, Corrigan PW. DSM-V and the stigma of mental iliness. J
Ment Health. 2010;19(4):318-327.

15. Crocker AF, Smith SN. Person-first language: are we practicing what we preach?
J Multidiscip Healthc. 2019;12:125-129.

534 journalofethics.org



16. Tolchin B, Baslet G, Suzuki J, et al. Randomized controlled trial of motivational
interviewing for psychogenic nonepileptic seizures. Epilepsia. 2019;60(5):986-
995.

17. Marks R, Allegrante JP, Lorig K. A review and synthesis of research evidence for
self-efficacy-enhancing interventions for reducing chronic disability: implications
for health education practice (part Il). Health Promot Pract. 2005;6(2):148-156.

18. Hatcher S, Arroll B. Assessment and management of medically unexplained
symptoms. BMJ. 2008;336(7653):1124-1128.

19. Cock HR, Edwards MJ. Functional neurological disorders: acute presentations
and management. Clin Med (Lond). 2018;18(5):414-417.

20. Reuber M, Baker GA, Gill R, Smith DF, Chadwick DW. Failure to recognize
psychogenic nonepileptic seizures may cause death. Neurology.
2004;62(5):834-835.

21. Kerr WT, Janio EA, Le JM, et al. Diagnostic delay in psychogenic seizures and the
association with anti-seizure medication trials. Seizure. 2016;40:123-126.

22. Kirk SA, Kutchins H. The Selling of DSM: The Rhetoric of Science in Psychiatry.
Taylor & Francis; 1992.

23. Friedman C, Owen AL. Defining disability: understandings of and attitudes
towards ableism and disability. Disabil Stud Q. 2017;37(1).

24. Reynolds JM. Three things clinicians should know about disability. AMA J Ethics.
2018;20(12):E1181-E1187.

25. Rose SL. Patient advocacy organizations: institutional conflicts of interest, trust,
and trustworthiness. J Law Med Ethics. 2013;41(3):680-687.

26. Burke MJ. “It’s all in your head”—medicine’s silent epidemic. JAMA Neurol.
2019;76(12):1417-1418.

Benjamin Tolchin, MD, MS is the director of the Center for Bioethics and co-chair of the
Adult Ethics Committee at Yale New Haven Hospital in Connecticut. He is also an
assistant professor of neurology at the Yale School of Medicine.

Dorothy W. Tolchin, MD, EdM is an instructor in physical medicine and rehabilitation at
Harvard Medical School, and the director of the Introduction to Physical Medicine and
Rehabilitation clerkship at Harvard Medical School/Spaulding Rehabilitation Hospital in
Boston, Massachusetts. She is also an associate at the Harvard Law School Project on
Disability.

Michael Ashley Stein, JD, PhD is the executive director of the Harvard Law School Project
on Disability and a visiting professor at Harvard Law School in Cambridge,
Massachusetts. He also teaches at the Harvard John F. Kennedy School of Government
and at Harvard Medical School.

AMA Journal of Ethics, July 2021 535



Editor's Note
The case to which this commentary is a response was developed by the editorial

staff.
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