
T herapeutic interchange has been defined as “a process through which
one medication is dispensed and administered in place of another
chemically unique medication, under an established policy within an
organized health care setting using a formulary system.”1 Although po-

tentially controversial when done in an ambulatory care setting, therapeu-
tic interchange has been referred to as “straightforward, consistent, and eth-
ical”2 when done in an institutional setting. The distinction, it has been
argued,2 is that staff in an institutional setting are subject to a single formu-
lary and pharmacists and physicians in such a setting do not stand to gain fi-
nancially from therapeutic interchange. 

Despite the wide prevalence of therapeutic interchange, questions arise about
the risk of legal liability for patient harm that might occur as a result of it. The
following discussion of these legal questions primarily addresses therapeutic in-
terchange within the institutional setting, although some of the observations
and conclusions may be applicable to the ambulatory setting as well. Guidelines
on formulary system management adopted by the American Society of Health-
System Pharmacists (ASHP) specifically address therapeutic interchange.3 The
discussion that follows is based on the assumption that an institution using
therapeutic interchange is compliant with these ASHP guidelines. 

Background and Context
Liang et al addressed the issue of legal liability surrounding therapeutic in-
terchange in a review published in 1988.4 They concluded that therapeutic in-
terchange did not appear to be a risk management problem. Rather, they ar-
gued that “the formulary system actually appears to be a risk-limiting factor
if properly operated.”3 Theirs is a solid legal opinion that has withstood the
test of time. In the intervening years there have been no reported legal cases
in which liability against a health care provider or institution has been upheld
based on harm caused by therapeutic interchange.

However, changing times can change responsibilities—and liabilities. Thus, the
rationale of the 1988 review may not necessarily be applicable to today’s health
care industry. In particular, the rise of corporate liability, managed care, and
pharmaceutical care over the past decade has the potential to change relationships
and responsibilities. Under corporate liability, a health care institution is con-
sidered a primary health care provider, with a separate responsibility to its patients
from that of the attending physicians who treat those patients.5 Managed care or-
ganizations (MCOs) have implemented restrictive payment programs that chal-
lenge institutions to develop creative ways of providing quality care while still
showing a profit.6 Pharmaceutical care has been widely recognized as the mis-
sion of pharmacy practitioners, and it brings with it a firm commitment to out-
comes-oriented practice.7 Each of these factors presents new practice chal-
lenges that justify reassessing the potential for liability in therapeutic interchange.

Regulatory Issues
Health care providers and pharmaceuticals are highly regulated by government
agencies. Violation of a government statute or regulation increases the possi-
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bility that the violator will be held li-
able for malpractice if the violation
causes harm to a patient.8 Both federal
and state laws may present the possibil-
ity for liability-increasing violations of
statutes and regulations. Thus, the po-
tential for liability in therapeutic inter-
change depends on the extent to which
federal and state government agencies
regulate this practice. 

Federal regulations administered by
the FDA primarily address issues of
product integrity, while state regulations
administered by licensing boards pri-
marily address issues of professional
practice. Despite arguments to the con-
trary, the FDA is generally considered to
lack authority to limit physician pre-
scribing.9,10 The rationale for the lack
of restrictions on physician prescribing
under the Food, Drug and Cosmetic Act
(FDCA) is said to be that such restric-
tions would ignore patients’ therapeutic
needs and unnecessarily interfere with
the practice of medicine.11

Off-label use. Usually when one drug
is interchanged for another, pursuant to a
formulary system, the indications for the
two drugs do not exactly match each other.
This may lead to concern that the dis-
pensed drug is being used for an off-label
indication. However, it has long been rec-
ognized that a physician who prescribes a
drug for an off-label use does not violate
the federal FDCA.12 This approach is a
sound one since package inserts are often
not up-to-date and patients have the right
to have their physicians make decisions
based on all available knowledge. 

Until recently, the prevailing view
has been that even though physician
prescribing for off-label indications can-
not be regulated by the FDA, manufac-
turer promotion for off-label indications
can be. Yet recent judicial decisions13,14

suggest that perhaps the FDA cannot
even regulate manufacturer promotion
to the degree once thought permissible.
The clear trend in the law is toward less
regulation of off-label uses. 

Patients versus populations. The
FDA readily acknowledges its own lim-
its. In a May 1999 report titled Manag-
ing the Risks From Medical Product
Use,15 the agency contrasted its own
role of evaluating risks to populations
with health care providers’ very differ-

ent role of managing risks for individ-
uals. After describing the agency’s im-
portant function in product approval and
labeling review, the report observed:
“Once medical products are on the mar-
ket, however, ensuring safety is princi-
pally the responsibility of healthcare
providers and patients, who make risk
decisions on an individual, rather than a
population, basis.”15

Of course, the FDA has an interest
in the activities in which health care
professionals engage, such as thera-
peutic interchange.16 Yet the agency’s
interest is in updating information for
health care providers, not in controlling
their decisions. The FDA report noted:
“FDA’s risk management role in the

postmarketing period is primarily to
make sure that accurate, up-to-date in-
formation is available to those managing
risks and benefits.”16 The report con-
cluded that the agency’s role should be
expanded to better support—but not to
supplant—the individualized decisions
health care providers make.

Limits of federal jurisdiction. Ther-
apeutic interchange cannot violate the
FDCA, or FDA regulations, because
neither the FDCA nor FDA regulations
address therapeutic interchange. The
FDA may require drug sponsors to pro-
vide practitioners with information
about the risks of therapeutic inter-
change under certain circumstances—
either directly, or indirectly through
product labeling. However, the practice
of therapeutic interchange is not directly
controlled by federal law. 

Moreover, information from the FDA
must be evaluated with care, because
FDA language may not mean what one
would ordinarily believe it to mean. For
example, “therapeutic equivalents” when
used by the FDA in its publication Ap-
proved Drug Products with Therapeutic

Equivalence Evaluations (ie, “The Or-
ange Book”) refers to products that “con-
tain identical amounts of the same active
drug ingredient in the same dosage form
and route of administration.”17 This def-
inition describes what practitioners usu-
ally believe to be generic equivalents, not
therapeutic equivalents. Reliance on this
definition in development of therapeutic
interchange policies would unnecessarily
restrict formulary management and could
lead to unintended consequences.

State licensure. The definitions and
responsibilities most relevant to health
care providers are those in the statutes
and rules of state licensing boards, as
opposed to federal agencies. The prac-
tice of therapeutic interchange as a com-
ponent of a formulary system is widely
recognized and legally authorized
within institutional pharmacy practice
under the laws enforced by state li-
censing boards.6 The parameters of
those rules are generally consistent with
those of organizations such as ASHP,
and may incorporate those standards by
direct reference.18 Regulatory compli-
ance is straightforward, either through
adherence to the details of the rule it-
self or by use of the principles contained
in the organizational standards incor-
porated by reference within the rule.

Liability Issues
The perception of loss of control by in-
dividual physicians when drug choice
is determined by formulary manage-
ment has led to speculation that serious
litigation “may arise from professional
activities associated with this practice.”19

This speculation is based on traditional
notions of legal responsibility for harm
caused by negligent care. 

For a patient to recover in a negligence
action against a health care provider,
three elements must be proven: 

(1) that the patient suffered an injury, 
(2) that the health care provider

breached a legal duty not to expose the pa-
tient to an unreasonable risk of harm, and 

(3) that the provider’s breach of duty
caused the patient’s injury.20

Question of harm. The first of these
elements is a straightforward issue of
fact. One cannot be liable for negligence
if no harm has occurred. Thus, no pa-
tient will succeed in a negligence claim

NOVEMBER 2001 • VOL.36 Formulary 797

The FDA says its role should
be expanded to better 
support—but not supplant—
the individualized decisions
health care providers make.



for harm due to therapeutic interchange
if no harm can in fact be shown.

Breach of duty. The other two elements
are more problematic as applied to ther-
apeutic interchange. Breach of duty to
not expose a patient to unreasonable risk
of harm can be proven only by showing
failure to meet the applicable standard of
care. Patients must be exposed to some
level of risk for there to be any benefit
from drug therapy. The relevant question
in a negligence case is whether the risk to
which a patient was exposed was offset
by the benefit expected from the drug.
This question is addressed through ex-
pert testimony and evaluation of that tes-
timony by a jury. There may be two or
more standards to which expert witnesses
are willing to testify, leading to a “battle
of the experts.” Juries are faced with the
daunting technical task of sorting through
and assessing competing medical opin-
ions and the bases for them. 

As a practical matter, the defendant
health care provider need only show com-
pliance with a single appropriate stan-
dard of care to escape liability. The plain-
tiff must show that the defendant’s
conduct failed to meet any standard of
care. This requirement is a significant ob-
stacle to any claim that therapeutic inter-
change is the basis of liability. When done
appropriately, therapeutic interchange is
an activity endorsed by a P&T Commit-
tee. The P & T Committee necessarily
sets the standard; that is why the com-
mittee exists. Compliance with formu-
lary guidelines is a virtually impenetrable
shield to liability. It would not matter that
in another institution the guidelines were
different, because all that is required is
compliance with a single standard. Proof
that two institutions conducted therapeutic
interchange in different ways does not
mean one institution fell below the stan-
dard of care, because there are many
ways to meet the standard of care. An in-
stitution that ignored all relevant guide-
lines for therapeutic interchange and fo-
cused on profitability only, to the
exclusion of patient safety, could fall
below the standard of care in its formu-
lary activities. But this would hardly sur-
prise anyone. In an appropriately de-
signed and managed formulary system,
the standard set by the P&T Committee
would be the standard of care for mal-

practice liability. Because there is mal-
practice only when the standard has not
been met, any therapeutic interchange
approved by the P&T Committee, based
on appropriate review of all relevant ev-
idence, has met the standard of care.

Causation. The third element of neg-
ligence involves causation, which is an-
other significant obstacle to a successful
lawsuit for negligence based on thera-
peutic interchange. Any claim of lia-
bility would have to prove that it was
the interchange, not the drug, that
caused harm to the patient. Thus, if
Drug A had been ordered for a patient
and Drug B had been interchanged pur-
suant to the formulary system, it would

have to be shown that harm caused by
Drug B would not have occurred if
Drug A had instead been dispensed and
used. It is unlikely that causality could
be thus shown to a reasonable degree
of scientific certainty. Usually the two
drugs are so similar that their adverse
effects are essentially the same and it
is difficult, if not impossible, to prove
that one caused harm that the other
would not have caused. Of course, if
the facts showed that Drug B had been
administered incorrectly, then there
could be liability. But harm would have
been caused by incorrect administra-
tion, not by therapeutic interchange. 

Perhaps the technical and theoretical
difficulty of proving breach of duty and
causation of harm is why there have
been no successful lawsuits involving
therapeutic interchange despite the fre-
quency of the practice.

Institutional Liability
At one time, when hospitals and clin-
ics were charitable establishments run
without thought to profit, they were af-
forded charitable immunity from mal-

practice litigation. Although the physi-
cians who had privileges at such a hos-
pital could be sued for malpractice, the
hospital itself could not be.21

Times have certainly changed. Many
modern hospitals are openly for-profit,
and those that maintain not-for-profit
status are keenly aware of the need to at
least minimize losses. Marketplace re-
alities and the mandates of legal and
quasilegal organizations have placed
hospitals in the position of controlling,
to a degree, the quality of care provided
by the physicians to whom they extend
privileges. A hospital is now a primary
health care provider, with a legal duty to
monitor the care provided to its patients.

Corporate responsibility. The princi-
ple of “corporate responsibility” was
first recognized in 1965 by the Supreme
Court of Illinois in Darling v Charleston
Memorial Community Hospital.22 Since
then, a clear trend in the law has
emerged, recognizing corporate re-
sponsibility as a doctrine under which a
hospital owes a duty to its patients to
adequately monitor both the quality of
care and the competence of health care
providers in the hospital.23

Corporate responsibility was directly
applied to the realm of medication use
in Thompson v Nason Hospital,24 decided
in 1991 by the Supreme Court of Penn-
sylvania. According to this case, a hos-
pital has four important duties with re-
gard to the provision of patient care: (1)
maintenance of safe and adequate facili-
ties; (2) selection and retention of com-
petent physicians; (3) oversight of all
health care professionals practicing within
its walls; and (4) formulation, adoption,
and enforcement of adequate policies to
ensure quality care for patients. Under
this legal mandate, a hospital cannot “play
it safe” by failing to have policies con-
cerning pharmaceutical care, because it is
legally necessary to have such policies.

The patient in the Thompson case died
as the result of an intracerebral hematoma
due to her anticoagulation therapy not
having been correctly monitored. The
hospital attempted to lay blame entirely
with the attending physician, who had
not ordered the appropriate laboratory
tests. The court concluded, however, that
when an attending physician is practicing
below the standard of care, a hospital
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employee has a duty to notify the at-
tending physician; if the attending does
not respond appropriately, there is a fur-
ther duty to notify hospital authorities. 

In 1997, this responsibility was ex-
panded in Voorhees v The Hospital of
the University of Pennsylvania25 to in-
clude the failure to use medication as
well as the inappropriate use of med-
ication. In the Voorhees case, a patient
undergoing bilateral hip replacement
was supposed to have received either
warfarin or low-molecular-weight he-
parin, yet neither drug was administered
in a timely fashion. The patient died
from a pulmonary embolism. Noting
that this same result had occurred twice
before in this hospital, the court recog-
nized a duty of the hospital to develop a
system for assuring that patients for
whom drugs are indicated receive the
drugs they need. 

The Thompson and Voorhees
cases,24,25 and others like them, show
that hospitals are not merely passive ob-
servers of care provided by attending
physicians. They are active participants
in care, and their participation occurs
primarily through the formulation, adop-
tion, and enforcement of policies.

P & T Committee role. The primary
mechanism through which a hospital can
meet its corporate responsibility in the
area of medication use is the formulary
system managed by the P&T Commit-
tee. Decisions made by the P&T Com-
mittee concerning therapeutic interchange
and other formulary management activ-
ities must be evidence-based, but they
need not rely solely on the high level of
evidence produced by randomized con-
trolled trials. In fact, other hospital com-
mittees can provide useful, relevant, and
valid information for P & T Committee
consideration. For example, the Drug
Utilization Evaluation Committee or the
Quality Improvement Committee fre-
quently conduct internal studies that are
done not only to meet accreditation stan-
dards or legal requirements but also to
provide data on the hospital’s particular
patient mix or unique characteristics. It is
fully appropriate to use data from these
committees as the basis for formulary
decisions. To fail to do so would unnec-
essarily squander investigative efforts to
improve care within the institution.

Pharmacist exposure. Pharmacists
are of course the providers whose ef-
forts are most directly oriented toward
medication use. Legal requirements of
individual pharmacists have expanded,
paralleling the expansion of institutional
liability. The expectation of unwavering
accuracy in order processing continues
to be a legal standard for institutional
pharmacists. Despite recognition that
systems often create circumstances that
make it impossible to practice com-
pletely error-free pharmacy, the reality is
that any mistake in order processing is
considered negligence as a matter of
law.26 Pharmacists also have a respon-
sibility to detect mistakes made by a
prescriber and to notify both the pre-
scriber and the nursing service of the
need to rectify any such mistake.27

Courts have recently begun to recognize
pharmacists as responsible for antici-
pating bad patient outcomes and to re-
quire that they collaborate with physi-
cians to assure optimal care.28

However, all of the expanded respon-
sibilities of pharmacists are collabora-
tive responsibilities. There is no trend
toward requiring pharmacists to coun-
termand physician orders based on a dif-
ference in judgment. There is likewise
no trend that would require pharmacists
to refuse to obey a P&T Committee pol-
icy. This is not to say that pharmacists
are not free to disagree with a physician
or with a committee; in fact, such dis-
agreement is permitted, if not encour-
aged, in most institutions. But the law
has not evolved to the point that failure
to refuse an order, based on a difference
in judgment, is malpractice. A pharma-
cist who complies with a formulary sys-
tem can feel secure that the applicable
standard of care has been met.

Implications. The conclusion reached
by Liang et al in 1988—that a formulary
system, including therapeutic interchange,
is a liability-reducing factor for health

care institutions—appears to be valid for
contemporary practice. In fact, the added
legal responsibilities recognized since
1988 argue even more strongly for such a
conclusion. The legal requirements for
institutions, under the principle of cor-
porate responsibility, should stimulate
adoption of comprehensive policies for
medication use, whereas previously there
may have been safety through inaction.
Today, a hospital is at risk for failing to
have a policy, as well as for having a pol-
icy and failing to follow it. The formu-
lary system, along with the P&T Com-
mittee’s role in monitoring it, provides
necessary evidence that an institution’s
corporate responsibilities have been met.

Prescriber Liability
The choice of an appropriate drug for
a patient, and the decision of how to
use that drug, are responsibilities of the
attending physician. Physicians have
been held liable for failure to use due
care in prescribing.29 However, data sug-
gest that only a small percentage of pa-
tients who are victims of medical mal-
practice actually file a legal claim
against their physician.30 A physician
is not liable to a patient simply because
a bad outcome occurred. There must be
satisfactory proof that the physician vio-
lated the standard of care, and this proof
is a challenging one.

Evidentiary challenges. The traditional
process for offering evidence that a
physician has committed malpractice has
been expert witness testimony. Far from
an exact science, expert witness testi-
mony relies on a lay jury’s ability to sort
through complicated and conflicting ev-
idence to discern a standard of care, as
well as compliance or noncompliance
with that standard. The potential arbi-
trariness and unreliability of this approach
has led to rules such as the “honest error
in judgment” or “two schools of thought”
rules, which forgive some decisions by
physicians that seem ill advised with the
benefit of hindsight, but cannot legiti-
mately be second-guessed by those not
responsible at the time a decision had to
be made.31 “Hindsight bias” is a signifi-
cant threat to valid appraisal of conduct
that occurred in the past, because evalu-
ators tend to consistently exaggerate what
could have been anticipated in foresight.32
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Jurors may also be affected by the “fun-
damental attribution error,” which causes
them to blame bad outcomes on an ac-
tor’s perceived personal inadequacies
rather than on situational factors beyond
his or her control.33

Need for a standard. To overcome
these kinds of threats to validity and reli-
ability, it is important to have an objec-
tive standard with which to compare the
conduct of the prescriber being evalu-
ated. Clinical practice guidelines, poli-
cies and procedures, decision-assistance
algorithms, and other consensus-ap-
proved descriptions of appropriate prac-
tice can serve nicely as objective stan-
dards with which to compare allegedly
substandard conduct. Obviously, objec-
tive standards are a double-edged sword.
Those who have complied with them are
in a favorable position, while those who
have not may have explaining to do.34

The formulary system, including the de-
cisions made through it concerning ther-
apeutic interchange, falls within the cat-
egory of explicit standards that can facil-
itate the defense of malpractice by rebut-
ting the vague standards on which the
legal system might otherwise rely.35 For
prescribers who have followed the for-
mulary system, and have either initiated

or consented to a therapeutic inter-
change, there is solid support for a deter-
mination that the standard of care has
been met. There is security for individ-
ual practitioners in the expert consensus
of the P&T Committee.

Departure from indications or direc-
tions in FDA-approved product labeling
does not increase a physician’s exposure
to liability.36 The package insert has con-
sistently been held to be only some evi-
dence of appropriateness in prescribing.
It is not an irrelevant document, but it
does not define the standard of care be-
cause it is intended to describe risks to
populations, and physicians treat indi-
viduals. Certainly any use of a medica-
tion that is off-label and also carries an
unnecessary risk to the patient would be
considered substandard. But the deci-
sion that it was substandard would be
based on the unnecessary risk, not on
the departure from labeling. It is fully
appropriate for a physician to depart from
labeling if the departure is consistent
with the best interest of the patient.

Managed Care Considerations
In response to rising health care costs,
MCOs have implemented strategies to
assure that decisions made about care are

rational and that the expense of care pro-
vided is justified by the expected results.
Increasingly, consumers have expressed
a willingness to attribute poor outcomes
to managed care decisions rather than
to health care provider judgments.37

Therapeutic interchange is an activity
that could very well be subject to criti-
cal scrutiny in cases where an MCO stip-
ulates that only certain drugs are paid for
under its plan, without physician over-
ride and/or medical necessity provisions.
A therapeutic interchange program would
not likely stand up to scrutiny if the facts
showed it was designed solely to increase
profitability, and if the need to safeguard
quality by maintaining comparable pa-
tient outcomes had not been given serious
consideration. While technically it could
be argued that MCOs do not make med-
ical decisions but only establish rules
for payment, the reality is that few pa-
tients have the resources to pay for drugs
their plan will not cover.

The potential pressure from MCOs for
physicians and health care institutions to
limit prescription drug costs has led to
suggestions that any cost-related deci-
sion to use a medication other than the
one ordered should thoroughly consider
the importance of full disclosure by the
MCO to its enrollee and should show re-
spect for physician autonomy in patient
care decisions.6 Some MCOs have over-
simplified reimbursement issues by ruling
that any off-label use of a medication is
“investigational” and thus not reim-
bursable because it is does not meet the
medical necessity requirement of the con-
tract. This approach has been harshly
criticized as overbroad and unnecessary.
It is entirely inconsistent with the ap-
proach of the FDA as described above.
The FDA has never contended that all
off-label use is investigational. Critics of
managed care nevertheless admit that
some sort of control of prescription drug
expenditures is appropriate.38

PBMs. Most activities of pharmacy
benefit management companies (PBMs)
occur in the outpatient setting, but the
concerns they’ve prompted may be rele-
vant to some institutional practices. Fore-
most among these concerns is the possi-
bility that pharmaceutical manufacturers
will artificially create demand for their
products through vertical integration with
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■ Thoroughly educate the medical
staff on the content and process of
therapeutic interchange so that there
are no surprises and resulting disap-
pointments.

■ Base decisions concerning appro-
priate medication use on relevant liter-
ature review and/or pertinent institu-
tional data. The package insert for a
product is an important piece of infor-
mation, but it should not necessarily
guide a formulary decision in the face
of newer or more specific knowledge.

■ Avoid decisions that are driven
primarily by financial considerations
such as product promotions or prefer-
ential prices.

■ Permit prescriber choice of alter-
natives other than a primary formulary
alternative, based on sound clinical
judgment and other valid evidence.
Committee review of some physician-
chosen alternatives may be necessary
in a manner similar to the prior autho-
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rides of interchanges when circum-
stances warrant.

■ Conduct drug utilization evalua-
tions for specific critical drugs in order
to evaluate the effect of therapeutic in-
terchange on the quality of care.

■ Update the formulary system on a
continuous basis and invite interdiscipli-
nary participation in the update process.

Advice for managing liability risk



PBMs.39 Economic influences have the
potential to bias cost-effectiveness deci-
sions made through the formulary process,
threatening the independence and objec-
tivity of the system. This concern might
apply with equal force to the institutional
setting if a P&T Committee were asked to
approve a therapeutic interchange based
on a market share issue concerning an en-
tirely different therapeutic category. While
an interchange based on cost-effective-
ness evidence should be relatively easy
to defend, the same action based on pur-
chasing rewards could be far more diffi-
cult to justify to patients who believe their
health was placed at risk in exchange for
financial preferences. 

Patients’ bills of rights. Concerns over
managed care have consistently produced
proposals to change laws that make it
difficult to sue an MCO for medical mal-
practice.40 The “Patients’ Bill of Rights”
movement is directed toward opening
up the courtrooms to solve the problems
caused by restrictive managed care de-
cisions. However, there is legitimate fear
that this solution may be worse than the
problem. Permitting lawsuits against
MCOs may increase the costs of health
care and decrease access to it. If MCOs
were held liable for medical malprac-
tice, they might begin to make real med-
ical decisions, as opposed to just cover-
age decisions; after all, there would be no
sense in holding back when one is going
to be held accountable for the conse-
quences. Patients might begin to insist
on only the “best” treatment, believing
that the best is always the most expen-
sive, when the reality may be otherwise. 

These and other concerns make it un-
likely that the responsibility for outcomes
of drug therapy will shift significantly
away from the health care institutions
and professionals who are responsible
for patient care. Cost is a significant fac-
tor in medication use decisions, but qual-
ity is the overriding concern. 

Conclusions
The prospect of legal liability may be in-
timidating, but it should not be used as
a reason for choosing one drug over an-
other. As a general rule, good decisions
about patient care are good decisions
about liability as well. Any suggestion
that fear of legal liability should form the

basis of therapeutic decisions must be
challenged. Formulary systems, including
therapeutic interchange, have shown
themselves over the decades to be cost-ef-
fective and beneficial for patients without
increasing liability. Health care pro-
viders, not lawyers, should determine
what care is appropriate for patients.
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