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Legal issues in allergy and

clinical immunology

Allan Gibofsky, MD, JD New York, N.Y.

Clinical risk management for the allergist focuses primarily on concerns regarding adverse
occurrences and the possibility of civil litigation as a result of negligence or professional
liability. Risk is substantially reduced with an understanding of such predictable drug reactions
as overdosage, side effects, secondary effects, and drug interactions. In addition, all clinicians
who prescribe have a duty to disclose to their patients the possibility of unpredictable
reactions, including intolerance, idiosyncrasy, and allergy or hypersensitivity. This disclosure
should be part of a comprehensive discussion of the risks and benefits of, and alternatives to,
therapeutic agents and procedures they recommend. The process of informed consent becomes
even more critical with the increasing influence of hospital and managed care formularies on
prescribing decisions. Although cost effectiveness is an important factor in prescribing
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decisions, the possibility of adverse effects, treatment failure, noncompliance, and other
negative considerations must also be weighed. (I Allergy Clin Immunol 1996;98:5334-8.)

Key words: Risk management, liability, allergy, adverse reactions, asthma, antihistamines,

corticosteroids, informed consent

The American legal system has three major branches:
criminal law, civil law, and administrative or regulatory
law.»2 Criminal law, which varies from state to state,
defines society’s plan to punish people who do not comply
with appropriate codes of conduct, known as the penal
codes. Civil law is the body of rules that govern the
resolution of disputes between parties who cannot resolve
them without outside intervention. There is no element of
punishment inherent in civil law. Administrative or regu-
latory law is created by a legislature in its attempt to
regulate a highly technical area. Agencies created by the
legislature are empowered to promulgate rules and regu-
lations, examine whether they are carried out, and enforce
compliance.

Risk management in the clinical setting focuses pri-
marily on concerns regarding adverse occurrences and
the possibility of resultant civil litigation. There are three
major branches of civil law: contract, property, and tort.?
Tort law is most relevant to clinical risk management; in
general, it deals with private disputes that do not involve
contract interpretation or ownership rights. In clinical
settings, the tort of primary concern is that of negligence
or professional liability. Failure to deliver care in accor-
dance with the standard required is an essential element
of professional liability.

ASPECTS OF PROFESSIONAL LIABILITY

The tort of professional liability has four major ele-
ments: duty, breach, causation, and damages® Duty is
defined as the obligation to do or refrain from doing. In
law, where a professional has no duty, there can be no
liability for the outcome. When one contracts for a duty,
assumes a duty, or is a party in certain relationships with
legally recognized inherent duty (as in the physician—
patient relationship), the first element of professional
liability is satisfied.

Breach, the second element of medical malpractice, is
the converse of duty: something is done that should not
have been done, or something is not done that should
have been. Fundamentally, breach refers to errors of
commission or omission.

The third element of professional liability, causation,
refers to a situation in which the purported breach of duty
results in the patient’s complaint. The law recognizes two
types of causation: actual (direct) and proximate (indi-
rect).* Actual causation refers to the direct responsibility of
the physician for the injury suffered by the patient and may
be claimed when a physician performs a procedure during
which something deleterious occurs. In contrast, proximate
causation refers to situations in which physicians may not
have been directly involved, but by their actions may have
set into play a chain of events that resulted in the injury.

Proximate causation is proven by the “but for” test: “but
for” something that someone did or did not do, the injury
would not have occurred.*

In proximate causation liability, a physician need not
be present during the procedure in which the injury
occurs. The procedure need only be ordered by the
physician. If injury results, both the person who per-
formed the procedure and the physician who ordered it
may be responsible, the physician by proximate causa-
tion. In reviews of litigation against physicians in the
United States, it is commonly found that some physi-
cians are identified as having caused the alleged injury
directly, whereas others are named as defendants with
only indirect involvement.

Damages, the last element of the tort of professional
liability, may be both economic and noneconomic. Eco-
nomic damages refer to paid or compensable monetary
losses resulting from an injury or complaint, such as lost
wages and medical costs. Economic damages, however,
may be only a small proportion of total damages. What
distinguishes the American legal system from other legal
systems is recognition and awarding of significant non-
economic damages for “pain and suffering.”

RISK MANAGEMENT AND THE LAW IN
CLINICAL DECISION MAKING

As part of their professional responsibility, allergists and
clinical immunologists must know the indications, contra-
indications, risks and benefits, adverse reactions, and tox-
icities of the Food and Drug Administration-approved
drugs they prescribe. An understanding of the various types
of drug reactions should result in significant reduction or
elimination of liability concerns.

Some drug reactions are allergic. Drug allergy or hyper-
sensitivity is an immunologically mediated event in which
humoral or cellular processes (or both) can result in
adverse effects for the patient. One example is the broad
spectrum of penicillin allergic reactions, which can range
from mild rash to anaphylaxis and death. To develop a
logical diagnostic and therapeutic strategy for assessing an
allergic person, the allergist must understand the mecha-
nisms of allergic reactions, including (1) IgE mast-cell-
mediated anaphylactic and urticarial responses; (2) anti-
body-mediated cytotoxic reactions such as hemolytic
anemias; (3) immune-complex-mediated reactions such as
IgG antibody-associated vasculitic syndromes; and 4) cell-
mediated reactions, including contact dermatitis.

An intracutaneous prick test to exclude IgE-mediated
reaction induced by an antibiotic agent, for example, may
show that the drug can be administered without risk of
anaphylactic response; however, a negative skin-test result
may not exclude IgG-mediated vasculitic syndromes. Sim-
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TABLE I. Classification of drug reactions

Predictable reactions
Overdosage
Side effects
Secondary effects
Unpredictable reactions
Intolerance
Idiosyncrasy
Allergy or hypersensitivity
Drug interactions

ilarly, although a negative patch-test result may exclude
contact sensitivity to an agent, it may not predict an
antibody-mediated cytotoxic response with oral administra-
tion. Thus, each diagnostic test is specifically predictive
only for certain aspects of a patient’s potential responses.

Drug reactions can be classified into those that are
predictable and those that are unpredictable® (Table I).
The first of the predictable reactions is overdosage. In this
situation, the untoward effects observed are directly related
to absolute overaccumulation that prevents breakdown or
excretion of the drug at a normal rate. Physicians in
emergency departments often see patients who have an
overaccumulation of agents such as barbiturates or benzo-
diazepines.” Of particular concern to the allergist, however,
are patients who may have forgotten that they have already
taken their medication and therefore take another dose.
Also of concern is the anxious patient with asthma who
may take repeated doses of medication in an effort to
alleviate an acute asthmatic attack.

The recent reports of death consequent to repeated
doses of salmeterol by patients having asthma attacks®
illustrate the risk of improper use of medication by patients
with asthma. Salmeterol, a safe and effective drug when
administered twice daily as a bronchodilator® and as a
prophylactic agent that protects against selective broncho-
spastic stimuli,'® has a relatively prolonged onset of action.
Repeated dosing by an anxious patient for the treatment of
acute bronchospasm may result in accidental overdose and
cardiac toxicity before any beneficial effects on pulmonary
physiologic function.!! Therefore, patients who use salme-
terol should also have available a short-acting bronchodi-
lator such as albuterol, terbutaline, pirbuterol, or metapro-
terenol as acute rescue medication if bronchospasm
occurs.'? Because overdosage can occur with virtually any
medication, the allergist must be able to recognize the signs
and symptoms of overdosage and the toxic effects of
prescribed medications.

Side effects are predictabie, undesirable, but sometimes
pharmacologically unavoidable effects of a medication. For
example, some antihistamines cause sedation; therefore,
when they are prescribed, the patient should be counseled
not to operate machinery or perform tasks that require
mental acuity. In situations demanding optimal mental
agility, the allergist may be compelled to prescribe an
antihistamine with a low incidence of somnolence.

Secondary effects, which also may be predictable, are the
indirect consequences of the primary action of a drug. For
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instance, a vaginal yeast infection may develop in a woman
treated with a broad-spectrum antibiotic agent.

Allergists and immunologists who prescribe inhaled
corticosteroids, which are currently recommended in the
treatment of asthma and other diseases, should be aware
of their many possible side effects, including osteoporo-
sis,*® oral candidiasis,* and dysphonia.'> Side effects to
be considered when oral corticosteroids are prescribed
are even more significant and include growth suppres-
sion,'® osteoporosis,'® posterior subcapsular cataracts,!’
hypertension,'® and hyperglycemia.'8

In the treatment of allergy, the cardiovascular side
effects of some antihistamines require special attention.
Although prolongation of the QT, interval has been noted
with administration of terfenadine,!® variability of the QT,
interval is normal, and the variability seen with terfenadine
administration may not have an effect on clinically relevant
end points. However, terfenadine’s cardiac effects may
become more pronounced with the concomitant adminis-
tration of azole antifungal agents'# or macrolide antibiotic
agents.® Interactions with cardiovascular consequences
have also been seen between astemizole and erythromycin
or ketoconazole.?! Potentially fatal arrhythmias, including
torsade de pointes, and cardiac arrests have occurred
consequent to interactions between terfenadine?>? or
astemizole® and macrolides or antifungal agents.

Hypokalemia, which can occur with the use of diuretic
agents, and congenital QT prolongation may predispose pa-
tients treated with astemizole or terfenadine to arrhythmias.

The implications of polypharmacy are serious. Drug-
drug interactions occur when the metabolism of one
medication is altered by another. In the treatment of
allergic disease, one example is the interaction between
cimetidine and theophylline: concurrent administration
of cimetidine slows the metabolism of theophylline,
thereby prolonging its half-life.?> Conversely, in the
asthmatic person who smokes, theophylline elimination
may occur more readily.?® Because these factors affect
dosage or regimen, both the physician and the pharma-
cist should be aware of potential interactions. Knowl-
edge of other medications the patient is taking, including
over-the-counter preparations, is also critical. What the
patient eats and whether the patient drinks alcohol or
smokes may also be relevant. Failure to elicit this kind of
information could result in a drug-drug interaction.

Unpredictable reactions are unlikely to occur but still
must be disclosed to the patient. Although systeniic allergic
reactions to immunotherapy usually represent an unpre-
dictable adverse reaction, the possibility of their occurrence
during the course of allergen immunotherapy is always
present. Certain factors that may serve as a warning to the
physician (and thereby decrease risk) have been identified:
unstable asthma, increased signs of systemic allergic symp-
toms, increased intensity of allergen exposure, and a his-
tory of systemic ailergic reactions to immunotherapy. In the
case of the patient with asthma, monitoring of the patient’s
peak flow rates before immunotherapy to easure a stable
clinical status would allow continuation of allergen immu-
notherapy without excess risk of induction of an asthmatic
response. In these instances, however, both the physician
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and the patient must be aware of the potential adverse
allergic reaction that may occur as a consequence of
allergen immunotherapy.

Perhaps the most common unpredictable reaction is
intolerance: the patient experiences an untoward effect that
may simply be an increased normal effect of the drug.
Typically, the patient reports, “I can’t take this drug; it
doesn’t agree with me.” This statement may be a predictor
of poor compliance (which may also increase liability
concerns). If the medication is continued, the likelihood of
a predictable adverse reaction may increase.

Noncompliance is another important issue to recognize.
Significant noncompliance with a drug regimen or uninten-
tional error in taking medication occurs in approximately
50% of all patients.?” Furthermore, noncompliance has
been shown to be a direct result of inadequacy of the
information provided to patients regarding their therapy®®
and can contribute or lead directly to poor therapeutic
outcome. In a well-meaning effort to overcome noncom-
pliance in the patient with asthma, the prescribing physi-
cian may be tempted to prescribe multiple agents. If the
patient then complies with all agents prescribed, untoward
reactions may result from their simultaneous use and
overlapping therapeutic benefits or toxicities.

Idiosyncrasy refers to situations in which the reaction
to a drug is qualitatively abnormal and does not corre-
spond to its usual pharmacologic actions. For example,
patients in whom acetylation of isoniazid and procain-
amide is slow have a high incidence of autoimmune-like
diseases.??32 Clearly, it is the responsibility of the pre-
scriber to recognize this situation as a drug idiosyncrasy
and to adjust or discontinue the medication.

INFORMED CONSENT

Informed consent is not a piece of paper signed before
a procedure, nor is it solely the discussion of patient
options before a procedure (such as invasive vs nonin-
vasive treatment, lumpectomy vs mastectomy, or chemo-
therapy vs radiation).

During the process of informed consent, the patient is
advised of the risks and benefits of and the alternatives
to recommended therapeutic agents and proce-
dures.3*3* The prescriber has a legal duty to disclose
these risks, benefits, and alternatives. It follows that the
patient or the patient’s representative must be compe-
tent to understand the information presented and must
voluntarily make a decision about the proposed treat-
ment after understanding the appropriate disclosure of
information (Table II).

In the diagnosis and treatment of allergic diseases,
informed consent must be obtained before initiating po-
tentially dangerous procedures such as allergen skin test-
ing, inhalation challenges, or double-blind placebo-con-
trolled food challenges. Treatment involving allergen
immunotherapy or the use of immunomodulators, includ-
ing intravenous immunoglobulin, should be undertaken
only after informed consent has been obtained and docu-
mented in the patient’s medical records.

There are legal and moral elements to informed
consent. A patient who has been informed of all of the
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TABLE II. Elements of informed consent

Disclosure of information
Competence
Understanding
Voluntariness

Decision making

possible risks of a specific therapy would have an ex-
tremely difficult time succeeding in “an action” alleging
lack of informed consent. However, the physician’s goal
should not be self-protection but rather the care of a
well-informed patient with the knowledge to make the
best possible choice regarding treatment.?

COST EFFECTIVENESS AND CLINICAL
DECISION MAKING

Cost effectiveness is a widely used but perhaps impre-
cisely understood term. It is used mainly to replace the
idiom, “worth the money,” and often equates quality
with quantity and cost with value. Cost is easy to
calculate, but value is notoriously difficult to assess.

Pharmacologic therapy for allergic and immunologic
problems may have economic consequences beyond the
initial costs. If a decision to prescribe or dispense is based
solely on acquisition costs, and an adverse effect or treat-
ment failure results in noncompliance leading to hospital-
ization or longer hospital stay, not only is the therapy not
cost effective, but there is a real concern regarding liability
on the part of the provider and possibly the dispenser for
failure to warn and counsel the patient.®> However, the
costs of education, monitoring, errors, failures, speed of
effect, and adverse reactions may not be evident immedi-
ately. Therefore, the adverse economic consequences of
the least expensive drug may not be readily apparent.

As hospital, governmental, and managed care formular-
ies become an increasingly influential sector of the health-
care system, greater restrictions on physician prescribing
decisions will be seen. These restrictions, based largely on
cost containment, may include recommendations for less
expensive and possibly less effective generic and therapeu-
tic substitutions. Of particular concern to the allergist may
be cost-containment questions related to the use of older
antihistamines in place of second-generation antihista-
mines. This concern is also applicable to asthma care, in
which the use of new antiinflammatory therapies may be
questioned on the basis of cost containment regardless of
the efficacy or toxicity of older regimens.

Clearly, physicians who enter into contracts with
managed care organizations should carefully review any
language that absolves the managed care organization of
responsibility in the event of liability resulting from a
formulary-driven prescribing decision. In addition, in the
interest of ensuring proper patient care, physicians have
a duty to obtain authorization to prescribe nonformulary
agents when necessary or to recommend the use of this
type of agent despite reimbursement limitations.
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CONCLUSION

Allergists and immunologists are among the more for-

tunate medical specialists with regard to malpractice be-
cause they are involved in fewer potentially litigious high-
risk situations. Even these situations can be avoided by
adherence to established standards of care. Careful docu-
mentation in the patient’s medical record to demonstrate
that the process.of informed consent has been followed is
strongly recommended; a simple note (e.g., “Discussed
risks and benefits with Mr. Jones. Risks include but are not
limited to... ”) with the date of discussion is usually
sufficient. As with all other choices in medical care, pro-
phylaxis is superior to malpractice. Appropriate informed
consent is one of the best preventative measures available.
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