


Learning Objectives

1) Review how to obtain proper informed
consent from patients requiring therapeutic
apheresis.

2) Discuss the evaluation of risk-benefit ratio
especially in patients with Category 3 or
Category 4 indications.

3) Review the ethical issues surrounding
collection of hematopoietic progenitor cells
(HPCs) by apheresis from related donors








Presenter
Presentation Notes
Paré French physician and writer, 1500s
Galen wrote mostly in greek


Non-maleficence

undation for a
Medicine”

Smith, CM. J Clin Pharm. 2005;45(4).
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Presentation Notes
The English / Latin phrase was common in the US by 1860
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cc V.- Aphysician shall continue to
study, apply, and advance scientific
knowledge, maintain a commitment
to medical education, make relevant
Information available to patients,
colleagues, and the public, obtain
consultation, and use the talents of 77
other health professionals when
Indicated.

AMA Code of Medical Ethics, June 2001 revision



Time on Apheresis Rotation
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Weeks of Apheresis

Fig. 1. Responses to Pathology Resident Director survey on Resi-
dent Apheresis Education.

Marshall, C et al. “Milestones in Apheresis Education.” J Clin
Apher 27:242-246 (2012).
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Presentation Notes
Training time is highly variable

ACGME, ASFA Curriculum Content Group 
Milestones in Apheresis education
Allows for stratification of residents / fellows based on necessary skills and minimum requirements for competent practice.
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Qualification in Apheresis (QIA)

® @ » Qualification in Apheresis (QIA)

ASFA is pleased to offer a Qualification in Apheresis (QIA) in partnership with The Board of Certification (BOC)
of the American Society for Clinical Pathology (ASCP) as of January 2016!

http://www.apheresis.org/?page=QIA
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Beauchamp et al. “Principles of Biomedical Ethics.” 7t ed.
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Presentation Notes
This does not factor in additional costs or risks to Y (treatment for cancer but crippling debt burden on family)


Beneficence vs Non-maleficence .

Beauchamp et al. “Principles of Biomedical Ethics.” 7t ed.
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Presentation Notes
Justified paternalism cannot be truly consent-based. (typically for people who lack capacity)
Hard paternalism: Restrict information or override a person’s informed and voluntary choices
Soft paternalism: intervention with primary goal of preventing a substantially non-voluntary action (i.e. poorly informed consent, severe depression, addiction)


Autonomy
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Jonsen, A. “Short History of Medical Ethics.” 1999.
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Presentation Notes
Medical ethics had been about the duties of doctors
Bioethics is primarily about the rights of patients and research subjects 


Autonomy

hamp et al. “Principles of Biomedical Ethics.” 7t ed.
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Presentation Notes
Intentionality suggests competence
Understanding suggests informed (substantial information, not full information)
Noncontrol suggests consent 


Autonomy: Informed Consent .
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not sufficient
assessment of utility of

J. Clin. Apher. 1:166-178 (1983) &
Harmening, et al. “Modern Blood Banking.” 6t ed.
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Presentation Notes
Professional standard: a similar professional would disclose the same risk (established by expert testimony)
Material risk: a “reasonable person” would want to know
Subjective standard: what would this individual want to know, given their history.  Not a legal term.


Elements of Informed Consent

» “Just right” amount of information
» Providing information at an appropriate level

* Providing information in an appropriate
language

» Facilitating understanding with opportunities
for questions

e Ongoing process
« Before, during, after signature

e Providing information as situation changes
e Minimizing coercion / undue influence

FDA. “Informed Consent Information Sheet.” 2014.



200 e 201 Explain why it is difficult for people to know if they have a specific chronic medical condition, based on information in a one-page article

about the medical condition.

written pamphlet.

— 169 Identify how often a person should have a specified medical test, based on information in a clearly written pamphlet.

— 145 Identify what it is permissible to drink before a medical test, based on a set of short instructions.

101 Circle the date of a medical appointment on a hospital appointment slip.

NOTE:The position of a question on the scale represents the average scale score attained by adults who had a 67 percent probability of successfully answering the question. Only selected questions are presented.
Scale score ranges for performance levels are referenced on the figure.
SOURCE: U.S. Department of Education, Institute of Education Sciences, National Center for Education Statistics, 2003 National Assessment of Adult Literacy.

Informed Consent & Health Literacy
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Presentation Notes
US Dept of Ed
Institute of Education Sciences
National Center for Education Statistics 
“Circle the date of a medical appointment on a hospital appointment slip.”
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Figure 1-1. Difficulty of selected health literacy tasks: 2003

Health literacy scale
— 382 (alculate an employee’s share of health insurance costs for a year, using a table that shows how the employee’s monthly cost varies
depending on income and family size.
Proficient
310-500 — 366 Find the information required to define a medical term by searching through a complex document.

— 325 Evaluate information to determine which legal document is applicable to a specific health care situation.

290 Determine a healthy weight range for a person of a specified height, based on a graph that relates height and weight to body mass

Informed Consent & Health Literacy
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“Calculate an employee’s share of health insurance costs for a year, using a table that shows how the employee’s monthly cost varies depending on income and family size.”


Figure 2-7. Percentage of adults in each health
literacy level, by age: 2003

Age
Informed Consent d .
- 16—-18 23 58 8
& Health Literacy
19-24 21 58 11
25-39 18 | 55 116

40-49 21 56 12
50—64 21 53 112

65+ “ 0 | 3 B

80 60 40 20 0 20 40 60 80 100
Percent Below Basic Percent Basic and above

B BelowBasic [ ]Basic [ ] Intermediate [ ] Proficient

NOTE: Detail may not sum to totals because of rounding. Adults are defined as people 16 years of
age and older living in households or prisons. Adults who could not be interviewed because of lan-
guage spoken or cognitive or mental disabilities (3 percent in 2003) are excluded from this figure.
SOURCE: U.S. Department of Education, Institute of Education Sciences, National Center for
Education Statistics, 2003 National Assessment of Adult Literacy.
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J. Clin. Apher. 1:166-178 (1983)
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Presentation Notes
“Disinterested” has no direct benefit from procedure 
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Autonomy
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e Cultural differences

e 47% of Korean-Americans believed a patient should
be told a diagnosis of metastatic cancer vs 87% of
white Americans

e Tendency to believe family should make decisions
about life support and terminal care

e Language shapes reality

» Navajo patients may understand risks to be made
real and dangerous by speaking

Hofmann, J. “Principles of Apheresis Technology.” 6t ed.
Blackhall, et al. JAMA. 1995;274(10).
Beauchamp et al. “Principles of Biomedical Ethics.” 7t ed.
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Autonomy is still the key here


Justice




Justice
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Presentation Notes
Distributive justice: socially just allocation of goods
Ethical checklists found to be useful in ethics consults and ethics educations.  


Critiques of Principlism .

%// e

» |Ignores emotional and situational decision-
making

e Oversimplifies

» Excessive claims of universality
e Based on “common morality”
e Cultural pluralism left behind

 Difficult to operationalize

Rev. bioet. (Impr.). 2015; 23 (3): 632-41 &
Christen et al. BMC Medical Ethics. 2014, 15:47
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Presentation Notes
Common morality: “values so widely shared they form a stable social compact”


Application: SFNO Method
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Presentation Notes
Stakeholders: who has a stake in the decision at hand?�Facts: what facts are especially relevant?
Norms: what ethical principles, norms, values, professional codes, or laws are relevant?
Options: What actions deserve serious consideration?  Which compromise might be the most attractive


SFENO Steps







Case 1

You are consulted by internal medicine and
asked to perform Therapeutic Plasma Exchange
(TPE) on a patient with thrombotic
microangiopathy recently started on a new
targeted therapy as part of a clinical trial. The
patient is thrombocytopenic (45k) and anemic
(Hb 7.1) but stable and not bleeding. The
patient is apprehensive about the procedure,
but will do what you recommend.
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Case 1: Step 1
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Case 1: Step 2
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Case 1: Step 2

TABLE II. Category Definitions for Therapeutic Apheresis

Category

Description

Disorders for which apheresis is accepted as first-line
therapy, either as a primary standalone treatment or
in conjunction with other modes of treatment.

Disorders for which apheresis is accepted as second-line
therapy, either as a standalone treatment or in
conjunction with other modes of treatment.

Optimum role of apheresis therapy is not established.
Decision making should be individualized.

Disorders in which published evidence demonstrates or
suggests apheresis to be ineffective or harmful.

IRB approval is desirable if apheresis treatment is
undertaken in these circumstances.



Case 1: Step 2
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Case 1: Step 2

e patient’s status declines
agement.



Case 1: Step 3



Case 1: Step 4
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Presentation Notes
Can minimize risk by: 
Smaller replacement volumes
Shorter treatment
Shorter series of treatments 
Delaying and using medical therapy 





Case 2

Your patient is an adult male with a history of
ALL. He has failed multiple rounds of medical
therapy and the clinical team is discussing goals
of care with the family. The patient is currently
stable and has been mostly asymptomatic for
several days, but will likely transition to
palliative care. However, the clinical team
would like leukoreduction to continue to reduce
/ prevent symptoms of leukostasis.
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Case 2: Step 2




Case 2: Step 2
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e Facts:

e Leukoreduction reduces WBC counts by 30-60% and
IS a Category |l recommendation for symptomatic
hyperleukocytosis (Category Il for prophylactic /
secondary).

» Definitive management of ALL is chemotherapy; the
role of leukoreduction is indicated to improve tissue
perfusion and reduce pulmonary and CNS
leukostasis.

« Without chemotherapy, blasts rapidly accumulate
necessitating daily procedures with significant
interval WBC increases.



Case 2: Step 2
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Case 2: Step 2
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e Options:
e Refuse to perform palliative leukoreduction.

o Agree to perform one leukoreduction as a last
therapeutic measure before starting palliative care.

o Agree to perform a limited series of leukoreductions
with a pre-defined end date.

e Agree to perform leukoreductions as long as the
patient has a WBC count greater than 100 x 10°
regardless of goals of care.

« Explore alternatives in palliative care that could
alleviate symptoms without invasive procedures.







Case 2: Step 4

» Adjudicating between norms requires testing a tentative
conclusion:

 Perform one final leukoreduction

1. Necessity: It is necessary to infringe on the just
distribution of scarce therapeutic resources to achieve
this goal.

2. Effectiveness: The goal will be effective in bridging
the patient to palliative care.

3. Proportionality: The desired goal is more important
than our claims to distributive justice.

4. Least infringement: This conclusion will minimize the
infringements on justice (as compared to doing a
series of procedures).

5. Proper process: The decision has been made in
consultation with the providers, patient, and family.
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Presentation Notes
Key is to have a discussion with the family and providers about clear expectations for the procedure and goals of care.





Case 3

A close-knit family of 4 presents for HLA testing
to see If a family member is a match for a child
needing a marrow transplant. The parents have
been together for over 20 years and had no

children prior to their relationship. Subsequent
HLA testing shows the potential donor sibling, a

teenager, cannot be a genetic relative of the
father.

Adapted from:
Domen, RE. “Ethical Issues in Transfusion Medicine and Cellular Therapies.”” 2015, AABB.



Case 3: Step 1
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Case 3: Step 2




Case 3: Step 2




Case 3: Step 3



Case 3: Step 4
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» A senior pathology resident was asked to see a
patient on-call for emergent leukopheresis.
He obtained a history, performed a physical
exam, and obtained the patient’s consent for
emergent leukoreduction. After the successful
completion of the procedure, he is noted to
surreptitiously add additional possible adverse
events to the consent form before placing it in
the bin to be scanned into the patient’s chart.

Adapted from:
Domen, RE. “Ethical Issues in Transfusion Medicine and Cellular Therapies.”” 2015, AABB.



Case 4: Step 1
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It’s unclear whether the patient gave appropriate informed consent, and whether the resident falsified the consent document.


Case 4: Step 2
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Presentation Notes
S: patient, patient’s family, resident, attending, nursing staff
F: was additional detail discussed with patient?  Why wasn’t it on the form originally?
N: Autonomy, non-maleficence, professionalism
O: Re-do consent, examine process, standardize forms, do nothing


Case 4: Step 3
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Presentation Notes
Facts and Norms


Case 4: Step 4
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Presentation Notes
F: speak with resident, patient, nursing team





Case 5

* You are consulted by the neurology team
regarding a challenging patient. They believe
the patient has a neurologic and/or
rheumatologic disease that could benefit from
plasma exchange, but the diagnosis is elusive
(all serologic studies are negative to date).
They Insist on starting plasma exchange
urgently.

Adapted from:
Hofmann, J. “Principles of Apheresis Technology.” 6t ed.
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Case 5: Step 1
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Case 5: Step 2
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Presentation Notes
S: patient, resident, attending, patient’s family, nursing staff
F: diagnosis unlikely in the short term.  Unclear category / guidance.
N: Autonomy, non-maleficence, justice, beneficence 
O: limited trial, do nothing, medical management 


Case 5: Step 3
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Presentation Notes
Facts (unlikely to be resolved)
Norms (balance beneficence with non-maleficence)


Case 5: Step 4



Presenter
Presentation Notes
F: typically I-III, higher indications in acute setting
N: risk probably low, possible benefit high 
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