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Before KING, SMITH, and BENAVIDES, scribed Reglan, whose generic nameis meto-
Circuit Judges. clopramide, manufactured by Wyeth, to treat
McNel’ ssymptomsof gastroesophageal reflux

JERRY E. SMITH, Circuit Judge: disease (“GERD”). The prescription was for

sx months, though the Food and Drug
SueMcNell appeal sasummary judgment for Administration had approved thedrug only for
defendant Wyeth, a pharmaceutical company. use of no more than twelve weeks. There-
We reverse and remand. after, McNeil’ s prescription was continued by
Dr. Roy Ragsdale for sx months and then by
l. Dr. William Maniafor two months.
InAugust 2000, Dr. Eduardo Wilkinson pre-



GERD isadisease whose expression ranges
frominfrequent heartburnto frequent heartburn
accompanied by regurgitation. In severe cases
it can lead to a narrowing of the esophagus by
scarring.

Reglanisa“prokinetic” drug that helps con-
trol GERD by blocking dopamine receptorsin
thebrain and throughout the body, thusenhanc-
ing movement or contractions of the esopha-
gus, stomach, and intestines. Dopamine is a
chemical produced naturally by the human body
that sends signals from one nerve to the next.
Simple movements of muscles, such as moving
afinger, are controlled by what isknown asthe
pyramida system. More coordinated muscle
movements, such asdancing or talking, require
fine motor control from the extrapyramida
system.

By blocking dopaminereceptors, Reglancan
affect the extrapyramidal system by causing
extrapyramida symptoms (“EPS’), which “are
a group of adverse drug reactions referred to
generally as extrapyramida symptoms because
of the involvement of the extrapyramidal ner-
vous syssem.”* The clinica pharmacology
section of Reglan’s FDA-approved label ex-
plains that, like other “dopamine antagonists’
such as phenothiazines, Reglan “may produce
extrapyramidal reactions, dthough these are
comparatively rare.”

Tardive dyskinesia is a particularly severe
form of EPS characterized by grotesgue invol-
untary movements of the mouth, tongue, lips,
and extremities, involuntary chewing move-
ments, and a general sense of agitation. Reg-
lan's labdl warned that Reglan may produce
tardive dyskinesia.

! Windham v. Wyeth Lab., Inc., 786 F. Supp.
607, 612 (S.D. Miss. 1992).

In October 2001, about fourteen monthsaf-
ter she started taking Reglan, McNeil was ad-
mitted to an emergency room complaining of
shortness of breath, anxiety, and an involun-
tary “chewing motion” of her mouth. The
nurse who first treated McNeil noted that she
was a so fidgeting, appeared nervous, and had
an unsteady gait. The emergency room physi-
cian who later examined McNell confirmed
these observations and diagnosed EPS, likely
occasioned by exposure to Reglan.

McNell’ s primary care physician confirmed
this diagnosis, discontinued Reglan, and pre-
scribed a replacement drug. When McNeil’'s
EPS symptoms failed to improve with time,
she consulted a neurologist and two medical
specidistsinmovement disorder; al three con-
cluded that McNeil suffers from Reglan-in-
duced tardive dyskinesiain additionto Reglan-
induced EPS.

.

McNeil sued Wyeth in state court. Her
complaint aleged that Wyeth had failed ade-
guately to warn physicians and consumers of
the increased risk of tardive dyskinesia that
accompanieslong-termuseof Reglan. McNell
argued that Wyeth's failure to warn rendered
the inherently unsafe product unreasonably
dangerous. Further, McNeil aleged that the
Reglan label was mideading as to the risk of
tardive dyskinesia and failed adequately to
warn about theincreasein risk associated with
exposure to the drug for more than twelve
weeks.

Wyethremovedto federal court pursuant to
28U.S.C. §1332(a)(1). Both parties consent-
ed to decision by amagistrate judge, whomwe
therefore refer to as the “district court.”

Wyeth moved for summary judgment,



which the court granted, concluding that the
Reglan label was “ adequate as a matter of law”
because it “specificaly mentions the circum-
stancescomplained of . . ..” More specificaly,
the court noted that the label

specifies that the drug is intended for
short-termuse of 12 weeksor less, warns
againgt the potential risk of tardive dys-
kinesa and other movement disorders,
and discloses that the risk of developing
tardive dyskinesiaishighest among el der-
ly women and increaseswith the duration
of treatment and the total cumulative
dose. Thelabel aso describes the possi-
ble symptoms associated with movement
disorders caused by the drugSSthe very
symptoms of which plaintiff complains.

Therefore, the court concluded that Wyeth
wasentitled to summary judgment onMcNeil’s
marketing defect clams. I1n an additional para-
graph, the court stated that “Wyeth is entitled
to summary judgment on plaintiff’s design de-
fect clams.” McNell appeals only the faillure-
to-warn claims.

1.

Summary judgment is proper “if the plead-
ings, depositions, answers to interrogatories,
and admissions on file, together with the affi-
davits, if any, show that thereis no genuine is-
sue asto any materia fact and that the moving
party is entitled to a judgment as a matter of
law.” FeD. R. Civ. P. 56(c). Disputes about
materia facts are genuine “if the evidence is
such that a reasonable jury could return a ver-
dict for the nonmoving party.” Anderson v.
Liberty Lobby, Inc., 477 U.S. 242, 248 (1986).
Wereview thedistrict court’ sdecision de novo.
Skotak v. Tenneco Resins, Inc., 953 F.2d 909,
912 (5th Cir. 1992). The evidence and infer-
encesfromthe summary judgment record must

be viewed in the light most favorable to the
nonmovant. Minter v. Great Am. Ins. Co.,
423 F.3d 460, 465 (5th Cir. 2005).

V.

Texas, like most jurisdictions, has adopted
section 402A of the Restatement of Torts for
product liability claims. Nobility Homes, Inc.
v. Shivers, 557 SW.2d 77, 79-80 (Tex. 1977).
Under that section, “[i]f aproduct isunreason-
ably or inherently dangerous, awarning is re-
quired.” Gravis v. Parke-Davis & Co., 502
SW.2d 863, 870 (Tex. Civ. App.SSCorpus
Christi 1973, writ ref’d n.r.e) (citing Re-
STATEMENT (SECOND) OF TORTS § 402A
(1965)).

Texaslaw generaly holdsthat the adequacy
of aproduct’ swarning is aquestion of fact to
be determined by thejury. Williamsv. Upjohn
Co., 153 F.R.D. 110, 114 (S.D. Tex. 1994);
Alm v. Aluminum Co. of Am., 717 SW.2d
588, 591-92 (Tex. 1986)). In prescription
drug cases involving the learned intermediary
doctrine, however, when “a warning specifi-
cally mentions the circumstances complained
of, the warning is adequate as a matter of
law.” Rolen v. Burroughs Wellcome Co., 856
SW.2d 607, 609 (Tex. App.SSWaco 1993,
writ denied).?

McNell argues that the district court’s re-
liance on Rolen to find adequacy asamatter of
law isinapposite. We agree. Although Reg-
lan’s label mentions the conditions of which
McNeil complains, McNeil’sclaim, unlike the

2 In Aim the court also cited with approval de-
cisons from Texas appellate courts that have
adopted and applied the learned intermediary doc-
trinein casesinvolving a drug manufacturer’ s duty
towarn about the potential hazards of prescription
drugs.



clam of the plaintiff in Rolen, is not that the
warning is inadequate because her condition
was not mentioned. Rather, her argument is
that the label is mideading as to the risk level
for devel oping the condition.

We are aware of no Texas case dlowing ad-
eguacy as a matter of law in such situations,
and therefore we apply the default Texas rule
that adequacy questions go to the jury. Our
position is consistent with Texas law and the
Restatement of Torts, which Texas courts fol-
low, because, as the district court recognized,
even in the context of a learned intermediary,
““if the warning to the intermediary is inade-
guate or mideading, the manufacturer remains
lidble for injuries sustained by the ultimate
user.’”?

Warning the learned intermediary of amuch
lower risk than the actual risk could render the
warning not just mideading, but ineffective.
When the risk described on the labdl is so low
asto induce adoctor to undertaketherisk, had
he not done so if he were warned of the real
risk, we cannot say that no reasonable jury
could conclude that awarning wasinadequate.
Thus, if the manufacturer decidesto label arisk
as “comparatively rare” and aso to provide a
numerical quantification of that risk, that num-
ber must be within a certain degree of accur-

acy.*

3\Wyeth-Ayerst Lab. Co. v. Medrano, 28 S.W.3d
87 (Tex. App.SSTexarkana 2000, no writ) (citing
Alm, 717 SW.2d at 591); see also Bristol-Myers
Co. v. Gonzales, 561 SW.2d 801 (Tex. 1978);
Crocker v. Winthrop Labs., 514 S.W.2d 429 (Tex.
1974).

“We do not mean to suggest that de minimis dif-
ferencesin risk would send theadequacy questionto
thejury, but when the differencesinrisk are signifi-

(continued...)

V.

The issue therefore is whether there is a
genuineissue of material fact asto whether the
label was mideading. This must be viewed in
terms of dgnificant differences between the
disclosed risk and the actual risk of developing
EPS and tardive dyskinesia, with use longer
than twelve weeks.

A.

Wyeth argues that it does not have a duty
to warn about risks of use longer than twelve
weeks because the label clearly statesthat the
drug is indicated for treatment for no more
than that duration. Thus, not only would such
awarning be superfluous, but it would also be
improper, because Wyeth allegedly cannot tell
amedical professiona how to exercise profes-
siona judgment on whether a drug should be
used longer than the period approved by the
FDA. Wedisagree.

Wyeth was, or should have been, aware
that Reglan was prescribed routinely for long-
term use. Plaintiff’s expert, Dr. Thompson,
testified that by 1988 Wyeth had its“own mar-
ket datathat 84 percent of people’ were using
Reglan long-term. In 1992, an article by Dr.
Ron Stewart and others drew attention to the
common practice of long-term treatment with
metoclopramide. The study involved 4,515
elderly patients at the Florida Geriatric Re-

4(...continued)

cant, their potential mideadingimpact isaquestion
for thejury. Other courts have al so recognized that
warnings that are “unreasonably diluted” may be
mideading and thus inadequate. See Salmon v.
Parke, Davis & Co., 520 F.2d 1359 (4th Cir.
1975) (deciding that although a specific condition
was mentioned inthe label, “[c]omparing the com-
pany’ swarning with [that suggestedin] the article,
ajury could infer that Parke, Davis' version was
unreasonably diluted”).



search Program. Of the patients who reported
using metoclopramide, 32% had used it for
more than one year. This led the authors to
conclude that long-term treatment with meto-
clopramide is “quite common” and that other
prescription drugs were effective and safer for
treating GERD:

The routine use of metoclopramide for
gastroesophageal reflux should be ques-
tioned in light of the availability of safer,
more effective drugs such as hista-
mine-receptor blocking agentscimetidine
and ranitidine, and omeprazole. The
long-term efficacy and symptomatic ben-
efit of metoclopramide have not been
documented.

Because the widespread long-term use of
Reglan suggeststhat Wyeth' sindicationfor use
for no more than twelve weekswaswidely dis-
regarded, ajury could infer that Wyeth’swarn-
ing wasineffective and thusinadequate. There-
fore, McNeil's suggested additional warning
about long-term use would not be superfluous.

Moreover, the FDA regulations require a
manufacturer to inform a medica professional
precisely how to exercise his professional judg-
ment incertaincircumstances. The* Contraindi-
cations’ regulation requires that ‘[u]nder this
section heading, the labeling shall describe
those situationsin which the drug should not be
used because the risk of use clearly outweighs
any possible benefit.” 21 C.F.R. § 201.57(d)
(2000). Thus, the manufacturer must tell the
physician when the drug should not be used if
“the risk of use clearly outweighs any possible
benefit.”

One of McNeil’s experts testified that the
label should have indicated that use of Reglan

for longer than twelve weeks was contraindi-
cated (absent compelling circumstances). Wy-
eth’s former medical monitor for Reglan also
testified smilarly by agreeing that “Reglan
should not be prescribed for long-term therapy
for GERD because the sde effects are too
dangerous and because its efficacy in longer
term use has not been established.”

In sum, because the widespread long-term
use of Reglan suggeststhat Wyeth’ sindication
for use for not more than twelve weeks was
widely disregarded, ajury could infer that the
warning was ineffective and therefore inade-
guate. It followsthat Wyeth had aduty, under
Texas law, adequately to warn the learned in-
termediary of known risks with long term use
and not to be misleading as to that risk.

B.

Because Wyeth advertised that the risk of
developing EPS is “comparatively rare,” or
that it is 0.2% for short term use, just noting
that the risk is higher for long-term use may
not put aphysician on noticethat certain stud-
ieshave found that the risk could be ahundred
times higher.> That is, because the advertised
risk is negligibly low, the mere statement that
the risk increases with use does not put a

° An 1989 study by Dr. LucindaMiller and Dr.
Joseph Jankovic looking at 1,031 patients conclud-
ed that the prevalence of metoclopramide-induced
movement disorders is probably greater than
Wyeth'sestimateof 1in500. Anarticle published
by Dr. Linda Ganzini and othersin 1993 described
that 29% of the patients in a case-control study
exposed to metoclopramide met the case definition
of tardive dyskinesa. The average duration of
exposure to the drug was 2.6 years. Another
case-control study conducted by Dr. Daniel Sewell
in 1994 found that 27% of the patients exposed to
metoclopramidefor longer than thirty days met the
case definition of tardive dyskinesia.



physician onnoticethat theincreaseinrisk isof
a completely different order of magnitude and
class of risk. Thus, ajury could find that the
risk of developing EPS from long-termusewas
not just higher, but that it was “significantly”
higher, and that thelabel wastherefore midead-
ing and inadequate.

Wyeth argues, however, that it was not re-
quired to update its label, because the studies
indicating that the risk for long-term use could
be ahundred times higher showed mere associ-
ation with a disease, not necessarily causation.
Thus, Wyeth argues, because there could be a
variety of other factorsresponsible for the “as-
sociation” found in these studies, that associa-
tion does not necessarily require a warning to
physicians. Thisargument, however, iscontra-
dicted by the FDA regulationsthat require that
the labeling “be revised to include awarning as
soon asthereisreasonable evidence of an asso-
ciation of a serious hazard with adrug; a caus-
al relationship need not have been proved.” 21
C.F.R. § 201.57(e) (emphasis added).

Of course, it does not immediately follow,
from the fact that Wyeth is required under fed-
eral law to warn physicians of asignificant “as-
sociation” betweentardivedyskineziaand long-
termuse of Reglan, that Texaslaw requiresthe
same thing. Texas law, however, does not ab-
solve a manufacturer, as a matter of law, of a
duty to warn on grounds that no existing stud-
iesor clinical trials prove actual causation.

In Jordan v. Geigy Pharms., 848 S\W.2d
176 (Tex. App.—Fort Worth 1992, no writ),
the court observed that although the drug
manufacturer warned that cases of “significant
renal failurein patientsreceiving Voltaren have
been reported from postmarketing experience,
but were not observed in over 4,000 patientsin
controlled clinical trias,” it had not warned of

the possibility of “acuterena failure.” Jordan,
848 SW.2d at 182. In other words, even if
the clinica studies did not show significant
renal failure and thus, also did not show acute
renal failure, there was a genuine issue of
material fact on adequacy raised solely by
association evidence (anecdotal case reports,
not clinica trias).

McNell’ sexpert, Dr. Thompson, also noted
that manufacturers frequently change their la-
bels and warn physicians of side effects based
on smple case reports, not on actual studies
showing causation. For example, a pharma-
ceutical company for which she was working
at thetime (Eli Lily) inserted awarning that a
certain use of the drug Papaverineis contrain-
dicated based only on afew case reports of its
apparently causing heart attacks, and no epide-
miological or other studiesshowing causation.
Sheexplained that the contraindication attract-
ed alot of hate mail from physicians who had
practiced the off-label use, but that it had to be
done, and it took little time to do. Thisisnot
to say that a manufacturer is aways required
to change a labdl based on case reports; we
mention Thompson'’ s testimony only to coun-
ter Wyeth's contention that manufacturers
never change labels based on case reports (as
distinguished fromclinical trials) and that they
never tell physicians how to exercise their
judgment.

Thus, it is not uncommon for drug compa-
niesto do precisely what Wyeth clamsit can-
not do: tell physiciansthat acertain useiscon-
traindicated evenif no clinica or epidemiologi-
cal studies exist that confirm causation or
degreeof risk. Certainly, it iseasier for aman-
ufacturer to make an off-label use contraindi-
cated when that use provides only a minima
amount of sales from that drug as opposed to
when the off-label use providesthe mgority of



itssaes, asdlegedly it iswith Wyeth and Reg-
lan. But it is precisaly this factSSthat off-label
use alegedly provided a mgority of Wyeth's
saesSSthat would create Wyeth' s duty to phy-
sicians not to be mideading about the risk of
long-term use.

Admittedly, the physician, in the exercise of
professional judgment, can disregard the warn-
ingsor contraindicationsprovided by the manu-
facturer. But then he does so at his own risk,
and most physiciansarelikdy reluctant to do so
absent more concrete evidence about the bene-
fits of long-term use, evidence that isabsent in
thiscase. Even Dr. Wilkinson, whoinitidly in-
dicated that he would not have changed his
long-term prescription of Reglan even if he had
read the studiesnow cited by McNeil, acknowl-
edged that he would not have prescribed
Reglan for more than twelve weeks had Wyeth
provided a contraindication on Reglan’s labdl.

Therefore, we cannot say asa matter of law
that the peer-reviewed studies cited by McNell
do not describe a sgnificant risk about which
Wyeth should have warned Texas physicians.
Of course, Wyethisfreeto argue, to ajury, its
view of the proper weight to be given to these
studies; it can aso challenge (if till timely) the
admisshility of these peer-reviewed studies
under Daubert v. Merrell Dow Pharms,, Inc.,
509 U.S. 579 (1993).

McNeil has also raised a genuine issue of
materia fact asto whether pharmacol ogical evi-
dence should have aderted Wyeth about the
significantly increased risk from long-term use.
Under Texas law, causation is generaly anis-
sue of fact. Lenger v. Physician’s Gen. Hosp.,
Inc., 455 SW.2d 703, 706 (Tex. 1970). An
expert opinion is legdly sufficient evidence to
establish acausal relationship between the con-
dition and the event. See Rodriguez v. Reeves,

730 SW.2d 19 (Tex. App.—Corpus Christi
1987, writ ref’d n.r.e.).

McNell’s expert, Dr. Thompson, testified
that the well-known, scientifically established
pharmacology of dopamine antagonists that
block a D2 dopamine receptor such as meto-
clopramideor schizophreniamedications(Hal-
dol and Thorazine) isto diminish the effects of
dopamine inthe brain. The inability of dopa-
mineto produceitseffectscauses EPS (includ-
ing Parkinsonian side effects such as rigidity,
tremor, and dystonia, and the more severe
sde-effect known as tardive dyskinesia),
because the extrapyramida system needs
dopamine to function. Thompson also testi-
fied that these side-effectsfor metoclopramide
are “highly predictable,” given the function it
performs (blocking dopamine receptors) and
the known effects of other dopamine blockers:

[M]ost of [metoclopramide’ s| side effects
are related to its action, which is, in fact,
blocking the dopamine effects in the brain
and elsewhere. And so what it doesisto
produce the whole array of side effectsthat
we associate with dopamineblockers. And
inthissense, it’ sreally no different that any
so-called neuroleptics, the drugs that pro-
duce the calming effect in schizophrenia.
Soit’sjust like Thorazine or Haldol or any
of the other antipsychoatics. It'shighly pre-
dictable that thiswould be its effect . . . .

Thompson testified that the propensity of
neuroleptics such as Thorazine and Haldol to
causetardive dyskinesawas discovered about
twenty years after the beginning of the use of
Thorazine, that is, inthe late 1970’s. Shefur-
ther testified that therate of developingtardive
dyskinesia with long term use of D2 receptor
blockerswas 25%. Therefore, shefoundto be
mideading the label’s clam that like other



“dopamine antagonists’ such asphenothiazines
(which include Thorazine), Reglan “may pro-
duce extrapyramidal reactions, although these
arecomparatively rare. AsThompson testified,

Most of the papers I’'ve seen would give
about the same prevalence rate of tardive
dyskinesain Metoclopramidelong termand
Thorazine long-term. So [the label] would-
n't be correct in terms of being compara-
tively rare. ... 25 percent isn't rare com-
pared to anything.

Therefore, we cannot say as a matter of law
that Reglan’ slabel wasadequateevenif it failed
to warn that the risk of developing tardive
dyskinesia was not “comparatively rare,” but
increased significantly with long-term use.

VI.

Under Texas law, a plaintiff who complains
“that a prescription drug warning isinadequate
must also show that the alleged inadequacy
caused her doctor to prescribe the drug for
her.” Porterfield v. Ethicon, Inc., 183 F.3d
464, 468 (5th Cir. 1999); accord Stewart v.
Jannssen Pharm., 780 SW.2d 910, 912 (Tex.
App.—El Paso 1989, writ denied). In other
words, a plaintiff must show not only that a
warning was inadequate, but that it wasa“pro-
ducing cause’ of hisinjuries.

Wyeth is correct that dthough the district
court has not addressed this issue, the matter
was before the court, so we could affirm for
thisreason if wewereto find for Wyeth on this
guestion. We do not so decide, however, be-
causethereisagenuineissue of material fact as
to whether the label’ s inadequacy caused Mc-
Nell’ s doctor to prescribe the drug.

Wilkinson gave conflicting testimony. On
the one hand, he stated that he still would have
prescribed the drug had he known that the risk

was “ggnificant,” but would have alerted the
plaintiff to that risk. On the other hand, he
testified that he would not have prescribed the
drug had its labd stated that use for longer
than twelve weeks is contraindicated because
the risks are significant and the benefits have
not been proven. Therefore, McNeil has
raised a genuine issue of fact as to whether
Wilkinson would have prescribed the drug had
the label’ s warning been adequate.

Moreover, because Wilkinson testified that
hewas never informed of the significant risk of
tardive dyskinesia associated with long-term
Reglan use and that such information certainly
would have changed the “risk/benefit” anay-
ss’ and the conversation he would have had
with McNeil about the risks, the inadequate
labeling could be a producing cause of the
injury even if Wilkinson had never testified
that he would not have prescribed Reglan had
acontraindication been inserted. Sworn testi-
mony from McNeil establishes that she was
never told of the sgnificantly increased risk of
tardive dyskinesa with use of Reglan for
greater than twelve weeks and that, if she had
known of such a risk, she would not have
taken Reglan for longer than that.

The doctrine of the “learned intermediary”
presupposes that the physician will act as an
intermediary. This function includes discuss-
ing the cost-benefit ratio with the patient if
necessary. Where the physician would have
adequately informed a plaintiff of the risks of
adisease, had thelabel been sufficient, but fails
to do so on that account, and where the plain-
tiff would have rejected the drug if informed,
theinadequate labeling could bea“ producing”
cause of theinjury, because it effectively sabo-



tages the function of the intermediary.®

We note that our discussion of “permissible
inferences is intended neither to define nor to
decide the issues in this case.” Salmon, 520
F.2d at 1364. It serves merely to illustrate our
reasons for concluding that summary judgment
is ingppropriate. Reasonable minds can differ
on whether not mentioning that the increase in
risk for long-term use was significant would be
mideading. But thisisprecisaly why that ques-
tion should go to the jury. The summary judg-
ment is REVERSED, and this matter is RE-
MANDED for further proceedings.

6 “[ T]he mere presence of an intermediary does
not excuse the manufacturer from warning those
whom it should reasonably expect to be endangered
by theuseof itsproduct.” Alm, 717 SW.2d at 591.
Instead, the issue “in every case is whether the
origind manufacturer has a reasonable assurance
that its warning will reach those endangered by the
use of its product.” Id. Although usually the
manufacturer can rely on the “learned intermedi-
ary,” id., this rdiance seems less reasonable where
the learned intermediary fails to pass necessary in-
formation to the patient because the manufacturer
has understated the degree of risk.



