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Abstract

Background: Tardive dyskinesia (TD) is a severe neurologic adverse reaction occurring with long-term use of
metoclopramide.

Aim: To examine all reported legal cases involving metoclopramide-induced TD prior to June 16, 2014 in an effort to
inform physicians and practitioners of the current legal risks associated with the prescription of metoclopramide.

Methods: A search of the Westlaw database for cases that contained the terms metoclopramide and tardive
dyskinesia was performed. This dataset was then queried for cases brought against physicians or practitioners. Full
length reports were obtained and information was pulled regarding plaintiff demographics, medical specialty of the
defendant, plaintiff's TD symptoms, lawsuit claims, and case outcome.

Results: There were ninety-six cases in which patients filed a claim that met our search criteria. Eighty-five cases
(88.5%) were brought against the brand name and/or generic medicine manufacturers as failure to warn claims. There
were eleven cases brought against physicians or practitioners. Eight of eleven lawsuits (72%), of cases were either
dismissed, settled or were in the process of settlement. There has also been an increase in the number of malpractice
cases filed related to metoclopramide induced TD since the FDA issued its black box warning in February, 2009.

Conclusions: There have been a small number of cases directed at physicians related to the prescription of

\

metoclopramide and the development of TD. Most of these were either dismissed or settled
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Introduction

Metoclopramide is a dopamine receptor antagonist and antiemetic
that is used to treat Gastroesophageal Reflux Disease (GERD) and
gastroparesis. Metoclopramide is also a treatment for chemotherapy
and post-operative-induced nausea and vomiting [1,2]. Although
this medicine has been available on the United States market since
1979, CNS side effects consisting of depression, nightmares and
extrapyramidal symptoms have been commonly reported. An
important and potentially permanent neurologic adverse reaction,
occurring with long-term use of metoclopramide, is the movement
disorder: Tardive Dyskinesia (TD) [1]. Long-term use, advanced age,
and female gender are risk factors for TD [1,3]. Studies have suggested
that incidence of metoclopramide-induced TD is as high as 34.5%
[1,4]. In February 2009, the Food and Drug Administration (FDA)
issued a Black Box warning for TD occurring after long term usage of
metoclopramide [5].

Although the clinical risk of TD associated with long-term
metoclopramide usage has been reviewed, there have been few studies
examining legal occurrences related to this topic [1,4,6]. Our group
previously identified the legal claims related to metoclopramide and
TD using a Google Scholar search on December 15%, 2010. This study
found that there were an increasing amount of cases brought against
manufacturers of metoclopramide following the issuance of the Black
Box warning by the FDA [6].

Several studies have looked at potential liability and physician

risk relative to medical malpractice claims [7,8]. For example, a study
by Localio et al. assessed physicians’ risk and found that healthcare
providers were generally successful in cases brought against them for
substandard care related to any injury experienced by a patient [7] That
study suggested that 18% of all malpractice lawsuits resulted in the
defendant verdict and 35% of cases were dropped or dismissed, while
the majority of cases (39%) resulted in plaintiff settlement [9]. No prior
studies have determined the specific risk to physicians who are named
in lawsuits related to the prescription of metoclopramide.

We examined all reported legal cases involving metoclopramide-
induced TD in an effort to inform physicians and practitioners of the
current legal risks associated with the prescription of metoclopramide.
The focus of this survey is to review all lawsuits filed against physicians
prescribing metoclopramide.
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Methods
Study design

Westlaw (West Publishing Co., Eagan, Minnesota) is an online
legal reporting service that was used to create the dataset for this
study. It is comprised of over 40,000 databases that include case law,
legislation, administrative materials, newspaper and magazine articles,
public records, law journals, law reviews, treatises, and legal forms. This
database includes state and federal reports from all 50 states. Westlaw
gathers cases including both issued decisions and complaints and then
categorized them by subject area, jurisdiction, and keywords [10].

Sampling criteria

The dataset was created by searching the Westlaw database for all
cases containing the terms “metoclopramide” or “Reglan” and “tardive
dyskinesia” (search: “adv: (metoclopramide Reglan) and (tardive
dyskinesia).” The search was not bounded by year. The earliest case
was filed in April, 2000 and the most recent case in May, 2014. Cases
that were currently pending before judges across the country were not
included in the search.

All appeals were excluded from the total number of cases to avoid
analysis of multiple case filings for the same lawsuit. The remaining
cases were queried for court orders and filings of lawsuits brought
against pharmaceutical companies, physicians or practitioners.

Data analysis

Full-text filings of these court cases were obtained from the database,
reviewed and analyzed individually. Exact procedures for filing a case
varies by jurisdiction, but most commonly a written complaint is
brought to the court and defendants are served. Information for the
study was pulled from the cases when available. These cases were used
to collect demographic information on patients and medical indication
for prescription. Information on the medical specialty of the defendant
and the amount of time they had been practicing before being sued was
also obtained. When reported, details of the disorder were assessed.
These included specific symptoms associated with the complaint of TD
and their duration. Legal data regarding the type of lawsuit and the
outcome of the cases was noted. Information regarding practices of
named practitioners was obtained using a Google search. The search
was performed between June 2, 2014 and June 16, 2014.

Failure to warn was defined as “a defect that occurs when a
manufacturer does not place a warning on the packaging of products
that could cause injury if the danger is unknown” [11]. Medical
malpractice was defined as professional negligence of a healthcare
provider who fails to provide adequate treatment, which causes injury
or death to the patient, with most cases involving medical error [12].

Results

There were ninety-six cases in which patients filed a claim that met
our search criteria. All cases under the search of, “metoclopramide”
r “Reglan” and “tardive dyskinesia” (search: “adv: (metoclopramide
Reglan) and (tardive dyskinesia)” were included in our analysis.
However, within that dataset any lawsuits currently pending were
excluded. Eighty-five cases (88.5%) were brought against the brand
name and/or generic medicine manufacturers as failure to warn claims.
Eleven cases (11.5%) were brought against physicians or practitioners
(Figure 2). Cases were filed as failure to warn (5 cases, 45%) or medical
malpractice (6 cases, 55%). This evidence is pivotal in examining

physician’s liability while prescribing metoclopramide. From this study,
physicians should conclude that it is necessary to inform patients about
the risk of TD after prolonged usage of metoclopramide. Additionally,
prescribers should carefully monitor patients for symptoms and
prescribe with caution.

Plaintiffs demographics and medical specialty of defendant
physicians

There was a female predominance in the dataset, with eight female
plaintiffs (73%). Ages were available for two plaintiffs, who were 77
and 80 years old. The duration of therapy ranged from 0.7 years to 10
years, with an average of 4.0 years. Gastroesophageal reflux (GERD)
and nausea were the most common reasons for prescription, in six and
four cases respectively. Three patients received metoclopramide for
vomiting/morning sickness, two for gastroparesis, and one patient for
loss of appetite. Three defendant physicians were gastroenterologists,
three were family medicine practitioners, two physicians practiced
internal medicine and one was a general surgeon. One defendant was a
pharmacist. The average amount of time in practice for these healthcare
providers prior to the lawsuit was 29 years (Table 1).

Reported symptoms of tardive dyskinesia

Reported symptoms were available in six of the eleven patients
(Table 2). These were consistent with the general definition of TD,
except for one case blaming the medicine for developmental disabilities
in a child born to a mother who took the medicine while pregnant.

Lawsuit claims and case outcome

Outcomes were available in eight of eleven lawsuits, and these
cases were either dismissed, settled or were in the process of settlement
(Table 3). An additional case was in the process of settlement.

Malpractice cases filed for metoclopramide-induced td over
time

As can be seen in (Figure 1), there was an increase in the number
of malpractice cases filed related to metoclopramide induced TD since
the FDA issued its black box warning in February, 2009. The largest
number of these cases was filed in 2010.
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Figure 1: Number of Cases Filed for Metoclopramide-Induced TD
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Figure 2: Percentage of Cases Filed for Metoclopramide-Induced TD

Duration of Physician/Practitioner Physician/Practitioner Years
Legal Case Gender Therapy Reason for Prescription ys! in Practice Before Lawsuit
Specialty
(years) (years)
Chandler v. F 1.6 GERD Internal Medicine 19
Simpson
CoII|_n| V. F 3 nausea, vomiting Internal Medicine 21
Pustejovsky
Deen v. Pounds F 5 GERD Family Medicine 28
Fischer v. Pelstring M 2 acid reflux Family Medicine 36
Hasset v. Dafoe M unknown unknown General Surgery 38
Holtshouser v. US M 7 GERD, gastroparesis Pharmacy Unknown
Meade v. Parsley F 1 GERD, loss of appetite, nausea Family Medicine 9
Rojas v. Teva F 10 unknown Gastroenterology 42
Sherill v. Souder F 0.7 nausea, vomiting, gastroparesis Gastroenterology 36
Sherman v. Pfizer F 6 GERD Gastroenterology 32
Whitener v. Pliva F unknown nausea, morning sickness unknown Unknown

GERD: Gastro Esophageal Reflux Disease

Table 1: Plaintiffs Demographics and Medical Specialty of Defendant Physicians in Lawsuit Cases of Metoclopramide-induced Tardive Dyskinesia

Legal Case

Symptoms of TD

Chandler v. Simpson

Not described

Collini v. Pustejovsky

Not described

Deen v. Pounds

gait disturbance
mouth tremor
finger movements
toe tapping
tongue thrusting
restless

Fischer v. Pelstring

shaking and jerking

wobbliness when walking

Hasset v. Dafoe

Not described

Holtshouser v. US

involuntary movements of tongue

Meade v. Parsley

involuntary facial tremors

Rojas v. Teva

Not described

Sherill v. Souder

face, jaw and legs tremors constant chewing motion

facial droop
slurred speech

Sherman v. Pfizer

Not described

Whitener v. Pliva

Pregnant Mother's Symptoms: physical injury

Newborn Son’s Symptoms: severe developmental disabilities

Table 2: Reported Symptoms of Tardive Dyskinesia of Plaintiffs in Lawsuits for Metoclopramide-Induced Tardive Dyskinesia
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Lawsuit Type
Chandler v. Simpson Malpractice
Failure to warn
Malpractice

Failure to warn

Collini v. Pustejovsky
Deen v. Pounds
Fischer v. Pelstring
Hasset v. Dafoe Failure to warn

Malpractice

Malpractice

Holtshouser v. US
Meade v. Parsley

Rojas v. Teva Failure to warn
Sherill v. Souder

Sherman v. Pfizer

Malpractice
Malpractice

Whitener v. Pliva Failure to warn

Outcome
Settled
Claims dismissed
Claims dismissed
Claims dismissed
Pending
Claims dismissed
Process of settlement
Settled
Settled
Pending
Claims dismissed

Table 3: Lawsuit Claims and Case Outcome for Lawsuits Filed for Metoclopramide-Induced Tardive Dyskinesia

Discussion

Although a variety of neurologic and other adverse medication
reactions have been associated with short and long-term use of
metoclopramide, the development of TD following chronic treatment
with metoclopramide prompted the FDA to place a Black Box warning
to its medication label in February, 2009 [6]. TD is characterized
by involuntary repetitive movements of the extremities, tongue
protrusion, puckering, pursing of the lips, lip smacking, grimacing,
rapid eye movements and/or impaired movement of the fingers
[6]. TD is a known side effect of medications that are dopaminergic
system blockers including phenothiazines such as thorazine and
prochlorperazine. Development of TD appears to be directly related to
the duration of use of metoclopramide and its cumulative dose. Highest
risk for TD is seen in the el derly, especially older women [1], and
people who have received prolonged treatment with the medicine [6].
There is no known treatment for tardive dyskinesia and the condition
is generally irreversible.

Consistent with the aforementioned risks for TD, data collected in
the current review indicates that the majority of lawsuits had female
plaintiffs. The Black Box warning suggests that metoclopramide
treatment should not exceed three months. Plaintiffs in the current
review were all found to all exceed this interval of treatment, with the
duration of reported therapy ranging from 0.7-10 years. Neurologic
symptoms were described in six cases (54.5%) and were typical of TD.

In our study the majority of lawsuits were categorized as either
failure to warn (45%) or malpractice (55%) [12]. In failure to warn
cases, the physician reportedly does not provide sufficient information
on risks associated with the drug use and, in medical malpractice cases;
the practitioner allegedly falls below the accepted standard of practice
in the medical community and causes injury or death to the patient.
Review of clinical findings suggests that cases consisted of patients with
typical risk factors for TD including female gender, chronic use and
advanced age.

The Westlaw database has been previously used to study medical
malpractice litigation in cases related to penile prostheses [12] and
otolaryngology [13]. Both studies found that in the majority of the
cases (57.5% and 58% respectively), the claims against the physician
or practitioner was dismissed. Another study that focused on the
medico legal risks associated with image-guidance in endoscopic sinus
surgery found fewer cases resulted in the defendant verdict (36.7%)
than our study [14] In our analysis, eight of eleven lawsuits (72%), of
cases were either dismissed, settled or were in the process of settlement.
Similar results were found in a retrospective study by Localio et
al. [7]. Their group used a team of doctors, nurses, and medical
records administrators to search New York State medical records to

assess the frequency of malpractice claims among patients that have
been subjected to medical negligence. These records were reviewed
individually for adverse events or negligence and compared to data
on malpractice claims. It found that physicians and practitioners were
rarely found liable [7].

Black Box warnings represent the most severe caution that the
FDA places for a prescription medication. These warnings are used to
draw attention to potentially fatal, life-threatening, or disabling ADRs,
and often suggest use restriction of the identified medications. These
warnings usually arise after the identification of a specific toxicity from
post-marketing surveillance [6].

This study found an increase in the number of lawsuits filed
following issuance of the Black Box warning for metoclopramide
prescription by the FDA. Our group and others [14-18] have previously
described a variety of unintended consequences following Black Box
warnings for medications. These include decreased prescriptions of
needed medications such as anti-depressant medication to elderly
patients and an increased number of medication-related lawsuits. A
variety of specialists, including gastroenterologists, were named in the
lawsuits. Many of these physicians had been practicing medicine for an
extended period of time.

This study waslimited by the amount of data available in the Westlaw
database. This is particularly true regarding clinical information about
plaintiffs. All cases in this database have been reported by lawyers and
are therefore susceptible to reporter bias.

To the present, there have been a relatively small number of cases
that have been filed against healthcare providers related to prescription
of metoclopramide. In addition, relatively favorable outcomes are
reported in these cases. Nonetheless, several suggestions are made to
practitioners who are prescribing metoclopramide to their patients.
First, it should be documented that any patient who needs to stay on
the medication for more than several weeks has been warned about
the potential risk for TD. Documentation of cumulative duration of
medication therapy with updates at each patient visit is advised. In our
opinion, patients receiving the medication for a cumulative time period
of greater than three months should also have a formal, signed consent
that includes an explanation of the risk of TD in their chart [19-23].

In summary, there have been a small number of cases directed
at physicians related to the prescription of metoclopramide and the
development of TD. Generally the claims were either dismissed or
settled. However, the number of cases filed by patients who developed
TD after receiving metoclopramide has increased since the issuance of
the Black Box warning by the FDA. Caution and careful documentation
is advised when prescribing this drug for chronic use. The use of a
consent form with explanation of the risk of TD is advised in patients
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requiring a cumulative exposure to metoclopramide greater than three
months in duration.
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