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STATEMENT OF THE CASE
This case dates to June 2016, when plaintiff Mark Blackburn filed
his Complaint, which included claims for failure to warn under the
Alabama Extended Manufacturer Liability Doctrine (“AEMLD”), fraud,
suppression and concealment, breach of express warranty, and breach of
implied warranty, for injuries he allegedly suffered after taking Lialda,
a prescription drug manufactured by now-remaining defendants Shire
US Inc., and Shire LLC (collectively, “Shire”). 1
Following extensive pre-answer briefing, plaintiff’s only remaining
claim was for failure-to-warn under the AEMLD against Shire. Plaintiff
conceded that Shire adequately warned his physician of the potential for
kidney injury, the injury claimed by plaintiff, and that Lialda’s labeling
included a recommendation to test renal function before, and periodically
during, Lialda therapy; rather, his failure-to-warn claim against Shire
was based on a theory that Shire should have included in Lialda’s
warning a set schedule for testing of a patient’s renal function after
initiation of Lialda therapy.

Shire US Inc. and Shire LLC merged into Takeda Pharmaceuticals
U.S.A., Inc., but in the interest of consistency with prior proceedings in
this case, the defendants-appellees will be referred to as Shire.
1

1

Following discovery, Shire moved for summary judgment on
plaintiff’s remaining claim. On June 1, 2020, the United States District
Court for the Northern District of Alabama granted that motion,
acknowledging

that

under

the

AEMLD,

a

prescription

drug

manufacturer satisfies its duty to warn by providing adequate warnings
to the prescribing physician. See generally Blackburn v. Shire US Inc.,
No. 2:16-CV-00963-MHH, 2020 WL 2840089 (N.D. Ala. June 1, 2020).
After the district court’s grant of summary judgment, plaintiff appealed
to the United States Court of Appeals for the Eleventh Circuit. The
Eleventh Circuit affirmed the district court’s denial of plaintiff’s request
to amend his complaint and identified two “dispositive” questions of
Alabama law that would aid in its determination whether to affirm
summary judgment. See Blackburn v. Shire US Inc., 18 F.4th 1310, 132223 (11th Cir. 2021). Those questions, certified to and accepted by this
Court, are:
1. Consistent with the learned intermediary doctrine, may a
pharmaceutical company’s duty to warn include a duty to
provide instructions about how to mitigate warned-of risks?
2. May a plaintiff establish that a failure to warn caused his
injuries by showing that his doctor would have adopted a
different course of testing or mitigation, even though he would
have prescribed the same drug?
2

(referred to hereafter as “Certified Question No. 1” or “Certified Question
No. 2”; collectively, the “Certified Questions”). The Eleventh Circuit did
not decide whether to affirm or reverse the district court, pending
resolution of the Certified Questions.
STATEMENT OF THE FACTS2
I.

Prior Proceedings
Plaintiff filed his Complaint in June 2016, asserting, as relevant to

the Certified Questions, a failure-to-warn claim under the AEMLD
against Shire.3 Plaintiff does not claim that Shire failed to warn of
Lialda’s possible renal toxicity or failed to recommend a renal function
testing regimen while he was on Lialda. Rather, plaintiff’s theory against
Shire is that Lialda’s labeling should have included a recommended set
schedule for evaluation of renal function after initiation of Lialda
therapy. Plaintiff asserted in his original complaint that set schedule was

A more comprehensive statement of the facts is contained in the
Statement Of The Case And Facts in Shire’s Response Brief filed in the
Eleventh Circuit, relevant excerpts of which are attached as Appendix A.
3 Following extensive pre-answer briefing, the district court dismissed
plaintiff’s fraud, suppression and concealment, and breach of express
warranty claims with prejudice on May 8, 2017; three other Shire entities
also were dismissed for a lack of personal jurisdiction, and are not parties
to this briefing.
2

3

testing on a monthly basis for the first three months after initiation of
Lialda therapy, followed by quarterly testing for the next nine months
and at six month intervals thereafter for the first five years of Lialda
therapy. (See, e.g., Doc. 41, ¶¶ 25, 73.4)
Plaintiff alleged a different set schedule in his First Amended
Complaint and added what the test should be, asserting the set schedule
should be “evaluation of renal function by a simple serum (blood) test of
creatinine levels on a monthly basis for the first three months after
initiation of therapy and then on a quarterly basis for at least one year.”
(Doc. 41, ¶ 25.) Neither of plaintiff’s different regimens, both of which
plaintiff dubbed the “proper interval” testing regimen, has ever appeared
in any FDA-approved labeling for any drug in the same class as Lialda.
Following discovery, Shire moved for summary judgment on
plaintiff’s remaining failure-to-warn claim, which was granted by the
district court on June 1, 2020. See generally Blackburn, 2020 WL
2840089. The district court acknowledged that, under the AEMLD and
learned intermediary doctrine, a prescription drug manufacturer

“Doc.” citations refer to the ECF number in the district court. Where
cited, the relevant excerpts of those documents are attached as part of
the appendix.
4

4

satisfies its duty to warn by providing adequate warnings to the
prescribing physician.
Plaintiff subsequently appealed the district court’s summary
judgment decision to the Eleventh Circuit. Following briefing and oral
argument, the Eleventh Circuit concluded that, on the record before it,
there were genuine issues of material fact which precluded affirming
summary judgment based on the district court’s conclusion that
plaintiff’s treating physician would not have read and heeded Lialda
label language recommending renal testing on plaintiff’s proposed
schedule. Blackburn, 18 F.4th at 1320-21.
Rather than remand, however, the Eleventh Circuit acknowledged
Shire’s alternative arguments to affirm the district court’s summary
judgment decision—specifically, that Shire satisfied its duty to warn
under Alabama’s learned intermediary doctrine by warning plaintiff’s
treating physician of the risk of renal injury, and that plaintiff’s theory
on proximate cause is inconsistent with Alabama law. Id. at 1321. The
Eleventh Circuit identified two questions of Alabama law rising from
these arguments, which it characterized as “dispositive” of plaintiff’s
appeal:

5

1. Consistent with the learned intermediary doctrine, may a
pharmaceutical company’s duty to warn include a duty to
provide instructions about how to mitigate warned-of
risks?
2. May a plaintiff establish that a failure to warn caused his
injuries by showing that his doctor would have adopted a
different course of testing or mitigation, even though he
would have prescribed the same drug?
Id. at 1314. Asserting there was no controlling precedent on either
question, the Eleventh Circuit chose to certify these two questions to this
Court to determine whether plaintiff’s theory of liability is consistent
with Alabama law, before it could affirm or reverse the district court. Id.
at 1322-23.
II.

The Product At Issue
Lialda is a member of a class of pharmaceutical products called (and

containing) mesalamine, a 5-aminosalicylate acid. Mesalamines were
developed in the 1970s and 1980s and have been approved for sale in the
United States to treat ulcerative colitis and inflammatory bowel disease
for almost 30 years. (See Lialda Medical Review, at 15.5) In reviewing the
Lialda New Drug Application (“NDA”), the Food & Drug Administration

Available at
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2007/022000s000_
MedR.pdf.
5

6

(“FDA”) noted that mesalamine “is present in a number of products
throughout the world, and has a well-established safety profile.” (Id. at
36.)
Lialda is a delayed-release mesalamine tablet approved in January
2007 to treat active, mild to moderate, ulcerative colitis. (See Lialda
Approval History.6) Lialda’s original labeling, as approved by FDA in
2007, contained a recommendation to physicians to “[a]ssess renal
function at the beginning of treatment and periodically during
treatment” and was based on labeling for a mesalamine drug (Asacol)
first approved in 1993. (Docs. 182 & 182-1.) Lialda’s approved labeling
reflected three iterations of comments Shire received from FDA during
the approval process. (Docs. 182; 182-3; 182-4; 182-5.) When Lialda’s
label was changed to implement the Physicians’ Labeling Rule (“PLR”),
the same recommendation was included in the “Highlights” section under
“Warnings and Precautions.” 7 In conjunction with FDA’s review of the

Available at
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2007/022000s000_
MedR.pdf.
7 Available at
https://www.accessdata.fda.gov/drugsatfda_docs/label/2007/022000lbl.p
df.
6

7

conversion of Lialda’s labeling to PLR format, at FDA’s direction, Shire
added “renal failure” to the Warnings and Precautions section of the “Full
Prescribing Information” section of Lialda’s labeling. FDA did not require
a revision to the periodic renal function monitoring language in Lialda’s
label. Following conversion of Lialda’s labeling to PLR format, the
Warnings and Precautions section read:
5.1 Renal Impairment
Renal impairment, including minimal change nephropathy,
acute and chronic interstitial nephritis, and, rarely, renal
failure, has been reported in patients given products such as
Lialda that contain mesalamine or are converted to
mesalamine.
It is recommended that patients have an evaluation of renal
function prior to initiation of Lialda therapy and periodically
while on therapy. Exercise caution when using Lialda in
patients with known renal dysfunction or a history of renal
disease.8
FDA again scrutinized Lialda’s labeling in 2011 9 and 2013, related
to approval of a new Indication and Usage of Lialda and changes to the
Warnings and Precautions, Clinical Pharmacology, and Postmarketing

Available at https://www.accessdata.fda.gov/spl/data/289ae435-4dc4452d-bd50-f781057f1045/289ae435-4dc4-452d-bd50f781057f1045.xml#section-5.1.
9 FDA’s 2011 review of the 2011 supplement is available at
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2011/022000Orig1
s005.pdf.
8

8

Experience sections of the labeling, and for revisions to the Patient
Counseling Information.
At the time plaintiff was prescribed Lialda (and before), and while
he was taking Lialda, the labeling for all but one10 of the oral mesalamine
products approved for sale in the United States contained a
recommended assessment of renal function before therapy and periodic
assessment during therapy. For each drug, FDA reviewed and approved
language recommending periodic evaluation of renal function initially

The drug labels are available at FDA’s website.
Asacol –
https://www.accessdata.fda.gov/drugsatfda_docs/label/2017/019651s027l
bl.pdf;
Asacol HD –
https://www.accessdata.fda.gov/drugsatfda_docs/label/2018/021830s012l
bl.pdf;
Delzicol –
https://www.accessdata.fda.gov/drugsatfda_docs/label/2017/204412s008l
bl.pdf;
Apriso –
https://www.accessdata.fda.gov/drugsatfda_docs/label/2019/022301s014l
bl.pdf.
The Pentasa label did not contain a recommendation for renal
monitoring in the general patient population, but did state that caution
should be used if administered in patients with impaired renal function
and that patients with preexisting renal disease should be carefully
monitored.
See
https://www.accessdata.fda.gov/drugsatfda_docs/label/2018/020049s031l
bl.pdf.
10

9

and in every subsequent change to those drugs’ labels. None have any of
the conflicting set schedules plaintiff has proposed during the course of
this case.
SUMMARY OF THE ARGUMENT
Both Certified Questions should be answered negatively.
As to Certified Question No. 1, this Court was clear in Stone v.
Smith, Kline & French Labs., 447 So. 2d 1301 (Ala. 1984), and Wyeth v.
Weeks, 159 So. 3d 649 (Ala. 2014), abrogated by statute on different
grounds, that, under the learned intermediary doctrine, a prescription
drug manufacturer’s duty to warn is limited to warning a patient’s
prescribing physician about the risks of using a particular drug. This rule
has been followed for the nearly 40 years since Stone, and plaintiff
provides no reason to revisit that ruling.
In adopting the learned intermediary doctrine, the Court
recognized the vital role that a physician—with specialized medical
training and knowledge of a particular patient’s medical history—plays
as a learned intermediary between a drug manufacturer and a patient.
Because it is the physician that is best suited to decide whether to
prescribe a drug to a particular patient, and provide any associated care,

10

the Court stated that a prescription drug manufacturer’s duty properly
is limited to warning a physician about the risks of taking a drug—and
then a physician decides whether to prescribe a drug to a patient and how
best to monitor that patient.
Plaintiff’s

proposed

expansion

of

a

prescription

drug

manufacturer’s duty to warn would unnecessarily and improperly inject
prescription drug manufacturers (and FDA) into the patient-physician
relationship, usurp the role of the treating physician in caring for
patients, and eliminate the bright line rules this Court has established
regarding the duties of, and potential liability for, entities playing a role
in the manufacture, prescribing, and distribution of prescription drugs.
Plaintiff makes several arguments, none of which are compelling and all
of which highlight the weakness of his argument.
In sum, it would be inconsistent with Alabama’s learned
intermediary doctrine to hold that a prescription drug manufacturer
must provide instructions how to mitigate warned-of risks. None of the
authorities relied upon by plaintiff mandate that this Court alter its longstanding and well-settled rule on the duty to warn of a prescription drug
manufacturer under the learned intermediary doctrine.

11

As to Certified Question No. 2, plaintiff again ignores clear and
unambiguous precedent in Weeks, issued just eight years ago. Under
Weeks, a failure-to-warn plaintiff must prove, consistent with the learned
intermediary doctrine, that but for the alleged false representation in a
drug’s labeling, the prescribing physician would not have prescribed the
drug at all. Plaintiff claims there is an alternative pathway to prove
causation in a failure-to-warn case, but that argument finds no support
in any cases decided by an Alabama state court. And, the only post-Weeks
Alabama federal court decision cited by plaintiff is one in which the court
relied on the pre-Weeks theoretical musings of another district court,
misread a 1993 case, and ignored the critical distinction between a
physician’s practice of medicine and the role of a prescription drug
manufacturer in producing prescription drugs. Plaintiff’s proposal also
eviscerates the learned intermediary doctrine as stated by this Court and
changes the test for proximate causation from a decision by the physician
to whom warnings are provided to a matter of plaintiff choice based on
retrospective speculation and secondary gain in the context of a lawsuit.

12

ARGUMENT
I.

Certified Question No. 1 Should Be Answered Negatively
The Eleventh Circuit certified the following question to this Court:
Consistent with the learned intermediary doctrine, may a
pharmaceutical company’s duty to warn include a duty to
provide instructions about how to mitigate warned-of risks?

Blackburn, 18 F.4th at 1322. Under well-established and long-settled
Alabama law, this question should be answered negatively.
A.

Consistent With The Learned Intermediary Doctrine,
Alabama Law Does Not Recognize A Duty Of A
Prescription Drug Manufacturer To Warn Of Anything
Beyond Potential Dangers That May Result From A
Drug’s Use

Nearly 40 years ago, this Court adopted the learned intermediary
doctrine in prescription drug cases, stating that “where prescription
drugs are concerned, the manufacturer’s duty to warn is limited to an
obligation to advise the prescribing physician of any potential dangers
that may result from the drug’s use.” Stone, 447 So. 2d at 1304 (quoting
Reyes v. Wyeth Laboratories, 498 F.2d 1264, 1276 (5th Cir. 1974)).
Approximately eight years ago, the Court re-affirmed, in explicit and
unequivocal terms, that same limited duty: a prescription drug
manufacturer’s duty to warn about a prescription drug product “is
limited to an obligation to advise the prescribing physician of any
13

potential dangers that may result from the use of its product.” Wyeth, 159
So. 3d at 673 (quoting Toole v. Baxter Healthcare Corp., 235 F.3d 1307,
1313-14 (11th Cir. 2000)).
Consistent with that duty, the Court held that to prevail on a
failure-to-warn claim under the learned intermediary doctrine, “the
patient must show that the manufacturer failed to warn the physician of
a risk not otherwise known to the physician.” Weeks, 159 So. 3d at 673;
Stone, 447 So. 2d at 1304-05. In both Weeks and Stone, the Court quoted
from the Fifth Circuit Court of Appeals’ decision in Reyes, 498 F.2d 1264,
which outlines the role of a physician in prescribing a prescription drug
to a patient:
Prescription drugs are likely to be complex medicines, esoteric
in formula and varied in effect. As a medical expert, the
prescribing physician can take into account the propensities
of the drug, as well as the susceptibilities of his patient. His
is a [sic]11 task of weighing the benefits of any medication
against its potential dangers. The choice he makes is an
informed one, an individualized medical judgment bottomed
on a knowledge of both patient and palliative.”
Weeks, 159 So. 3d at 673 (quoting Reyes, 498 F.2d at 1276). In addition to
quoting the same language above, the Court in Stone also rejected

11

The Reyes court said it is “the task” rather than “a task.”
14

plaintiff’s assertion in that case that a pharmaceutical manufacturer’s
duty to warn under the learned intermediary doctrine required more
than warning a physician of the risks of a drug:
Plaintiffs-appellants misconceive the physician’s role in
prescribing ethical drugs, and the significance of a drug
manufacturer’s warnings in undertaking that responsibility.
A proper understanding of that role has been articulated by
the United States Court of Appeals for the Fifth Circuit as
follows:
We cannot quarrel with the general proposition
that where prescription drugs are concerned, the
manufacturer’s duty to warn is limited to an
obligation to advise the prescribing physician of
any potential dangers that may result from the
drug’s use.
Stone, 447 So. 3d at 1304 (quoting Reyes, 498 F.2d at 1276) (emphasis in
original). These decisions are rooted in a recognition that once a
physician is advised of the risks of a drug, he or she will use that
information, together with her or his medical training and knowledge of
a particular patient, to determine if the drug should be prescribed, and
how the patient should be followed and monitored. Nothing has changed
in that regard in the nearly 40 years since the Court decided Stone or in
the eight years since Weeks. Physicians continue to be trained medical
experts who weigh the benefits and risks of a drug, make individualized
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medical judgments bottomed on their medical training and knowledge of
their patients, and decide how those patients will be monitored. As in
Stone, and as explained in greater detail below, plaintiff here
misperceives the role of the physician in prescribing pharmaceutical
drugs.
Alabama tort duties with respect to prescription drugs follow from
these long-standing, well-defined, and well-recognized roles in the
distribution, prescribing, and use of prescription drugs. “The learned
intermediary doctrine is more than just a narrow rule of law regarding a
manufacturer’s … limited duty to warn. It addresses questions of liability
in light of the relationships between the parties involved in the
distribution, prescribing, and use of prescription drugs.” Springhill
Hosps., Inc. v. Larrimore, 5 So. 3d 513, 518 (Ala. 2008). Because a
manufacturer has no medical education or knowledge of a patient’s
medical history, this Court repeatedly has declined to force a prescription
drug manufacturer by judicial fiat to intrude upon the physician-patient
relationship. See, e.g., Walls v. Alpharma USPD, Inc., 887 So. 2d 881, 886
(Ala. 2004) (quoting McKee v. American Home Prods. Corp., 782 P.2d
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1045, 1051 (Wash. 1989)); Springhill Hosps., 5 So. 3d at 518; Stone, 447
So. 3d at 1304; Weeks, 159 So. 3d at 673.
As this Court recognized, the “principle behind the learned
intermediary doctrine is that prescribing physicians act as learned
intermediaries

between

a

manufacturer

of

a

drug

and

the

consumer/patient and that, therefore, the physician stands in the best
position to evaluate a patient’s needs and to assess the risks and benefits
of a particular course of treatment for the patient.” Weeks, 159 So. 3d at
673. A prescription drug manufacturer’s duty under the learned
intermediary doctrine is consistent with the one-on-one relationship a
patient has with his or her physician, as compared to the non-existent
relationship between a patient and a prescription drug manufacturer.
See Springhill Hosps., 5 So. 3d at 518 (“It is the physician who is in the
best position to decide when to use and how and when to inform his
patient regarding risks and benefits pertaining to drug therapy.”)
(quoting W. Page Keeton et al., Prosser & Keeton on Torts, § 96, at 688
(5th ed. 1984)).
The “decision to prescribe the medication [with knowledge of the
risks], given the severity of those side effects, is solely within the realm
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of medical judgment” that belongs to a physician, not a manufacturer. In
re Chantix (Varenicline) Prods. Liab. Litig., 881 F. Supp. 2d 1333, 1342
n.12 (N.D. Ala. 2012). See also In re Meridia Prods. Liab. Litig., 328 F.
Supp. 2d 791, 811 (N.D. Ohio 2004) (rejecting plaintiff’s argument that
label should have provided guidance to doctors regarding how frequently
to monitor a patient’s blood pressure because the “law does not mandate
that pharmaceutical manufacturers … provide … specific instructions
that [] leave little room for doctors’ reasonable medical judgment”).
A prescription drug manufacturer’s duty under the learned
intermediary doctrine, as the Court defined in Stone and Weeks, also is
consistent with reality, and reflects a bright line rule articulating the
differing duties of a prescription drug manufacturer and a physician, and
their differing roles in manufacturing and prescribing pharmaceutical
products. Plaintiffs, defendants, and the court system benefit when legal
duties are clearly defined; expanding a prescription drug manufacturer’s
duty to warn under the learned intermediary doctrine would not serve
justice or the predictability of the law. See, e.g., AALAR, Ltd. v. Francis,
716 So. 2d 1141, 1145-47 (Ala. 1998) (quoting Conrail v. Gottshall, 512
U.S. 532, 544-49 (1994)) (recognizing courts must impose rules of liability
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to provide finite and predictable liability for defendants); see also Thing
v. La Chusa, 48 Cal. 644 (1989) (observing that courts must draw lines to
limit liability and establish rules for application by future litigants and
lower courts); Ramirez v. Plough, Inc., 6 Cal. 4th 539 (Cal. 1993)
(rejecting

plaintiff’s

attempt

to

expand

non-prescription

drug

manufacturers’ duty to warn beyond what was required under federal
regulatory regime in order “[t]o preserve that uniformity and clarity, to
avoid adverse impacts upon the warning requirements mandated by the
federal regulatory scheme, and in deference to the superior technical and
procedural lawmaking resources of legislative and administrative
bodies”).
Plaintiff provides no basis for departing from precedent and
obscuring the bright line this Court has drawn regarding the learned
intermediary doctrine and for injecting uncertainty that would result
from the expanded duty to warn he promotes to this Court. “Stare
decisis is ‘the doctrine of precedent, under which it is necessary for a
court to follow earlier judicial decisions when the same points arise again
in litigation.’” Goldome Credit, v. Burke, 923 So. 2d 282, 292 (Ala. 2005)
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(quoting Black’s Law Dictionary 1443 (8th ed. 2004)). It “exists for the
purpose of bringing predictability and stability to the law….” Id.
Under the “golden rule” of stare decisis, the Court has “embraced a
useful standard for weighing the need for change against the advantages
of settled principles of law under the doctrine of stare decisis”: “whether
the ratio decidendi of earlier precedent would ‘hypothetically be
consented to today by the conscience and the feeling of justice of the
majority of all those whose obedience is required by [that] rule of law.’”
Prattville Memorial Chapel & Memory Gardens, Inc. v. Parker, 10 So. 3d
546, 558 (Ala. 2008) (quoting Southern States Ford, Inc. v. Proctor, 541
So. 2d 1081 1093 (Ala. 1989)). The Court has stated that only where the
“conscience and feeling of justice of the overwhelming majority whose
obedience is required” would be “shocked by requiring adherence to” prior
precedent should it revisit well-settled law like Stone and Weeks. As
discussed above, nothing has changed relative to the well-defined roles
and rationale underlying Stone and Weeks. The Court should decline
plaintiff’s invitation to revisit its recent and well-established precedent
in Stone and Weeks.
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Nor does plaintiff address the ramifications of adoption of his
promoted expansion of a manufacturer’s duty to warn, such as the impact
on the standard of care provided by Alabama physicians and the practice
of medicine in this state. Plaintiff’s case here provides a good illustration
of why plaintiff’s theory should be rejected. Plaintiff argued that a set
schedule for renal monitoring should have been recommended in the
labeling for Lialda. Putting aside for the moment that plaintiff has
asserted at least two different set schedules as being the “proper” set
schedule, following that recommendation would mean that every patient
taking Lialda would have been tested according to a set schedule. Yet,
the American College of Gastroenterology Clinical Practice Guidelines in
effect when plaintiff was prescribed Lialda advised:
It is recommended that serum creatinine should be measured
before initiating treatment with mesalamine or its prodrugs,
and periodically while on treatment. Although it may be
reasonable to monitor serum creatinine at 3-6 month
intervals during the first year of mesalamine treatment, and
then annually thereafter, at present the optimal monitoring
schedule of serum creatinine remains to be determined, as
there is no evidence currently to suggest that the frequency of
testing improves patient outcomes.
(See, e.g., Doc. 188-21, at 6.) Which should a physician follow—plaintiff’s
proposed set schedule, or the Clinical Guidelines? If he or she follows
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plaintiff’s proposed set schedule, the Clinical Guidelines state the
physician exposes the patient to unnecessary costs, inconvenience, and
possible risks that may entirely be avoided if the physician is free to
follow his or her medical judgment. Conversely, if the physician follows
the Clinical Guidelines, he or she may be exposed to liability under
plaintiff’s theory for failing to follow the recommendation in the labeling,
a concern that physicians have expressed relative to drug labeling. See,
e.g., 37 Fed. Reg. 16503, 16504 (Aug. 15, 1972) (“Physicians have been
concerned that the failure to follow the labeling of a drug may render
them unduly liable for malpractice.”)
It is fundamental to the practice of medicine, and beyond any
reasonable dispute, that once a physician knows there is a risk of kidney
injury from a drug, that physician should understand the patient’s
baseline kidney function and then monitor the patient’s renal function.
That is, and has been, true irrespective of what the physician may read
in a prescription drug label. Any suggestion to the contrary is divorced
from reality. As part of their everyday practice, physicians routinely
make decisions about following patients and deciding what monitoring
will be done over a wide range of conditions and factors including, for
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example, blood pressure,

lipids,

blood sugars, hormone

levels,

hematocrit, and blood urea nitrogen. In making those decisions,
physicians factor in avoidance of unnecessary testing because of concerns
about inconvenience and expense for patient, and possible risk to the
patient. Physicians owe those duties to their patients as medical
professionals. None of that has changed in the nearly 40 years since the
Court decided Stone.
Nonetheless, plaintiff suggests it is Shire, the manufacturer of
Lialda, and FDA, which controls prescription drug labeling and has to
approve labeling changes for Lialda (and the other mesalamine
products), that should recommend how every patient taking Lialda
should be followed and monitored by his or her physician. FDA has
consistently stated that it does not intend to regulate or interfere with
the practice of medicine. In fact, approximately fifty years ago, FDA
stated:
Throughout the debate leading to enactment [of the Federal
Food, Drug, and Cosmetic Act], there were repeated
statements that Congress did not intend the Food and Drug
Administration to interfere with medical practice and
references to the understanding that the bill did not purport
to regulate the practice of medicine as between the physician
and the patient. Congress recognized a patient’s right to seek
civil damages in the courts if there should be evidence of
23

malpractice and declined to provide
restrictions upon the medical profession.

any

legislative

37 Fed. Reg. at 16503.
Those fundamental principles, and the very different roles of
pharmaceutical manufacturer and physician, are illustrated by what is
known as off-label use.12 FDA has taken the position that a
pharmaceutical manufacturer cannot promote its drug product for any
indication or use other than what is set forth in the FDA-approved
labeling or otherwise deviate from the labeling language in promoting
the drug. See, e.g., 21 C.F.R. § 202.1; 65 Fed. Reg. 14286, 14286-87 (Mar.
16, 2000). Conversely, FDA has stated a physician is free to prescribe,
without obtaining FDA’s approval or even informing FDA, a drug for offlabel use and/or deviate from the FDA-approved labeling language. FDA
described the physician’s right to engage in off-label use as part of the
practice of medicine: “[T]he physician may, as part of the practice of
medicine, lawfully prescribe a different dosage for his patient, or may
otherwise vary the conditions of use from those approved in the package

The prescribing of Lialda to plaintiff for treatment of his Crohn’s
disease was off-label. Lialda, like all other mesalamine products
approved for sale in the United States, was approved by FDA for
treatment of ulcerative colitis, but not Crohn’s disease.
12
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insert, without informing or obtaining the approval of the Food and Drug
Administration.” Id. That has been true for at least fifty years and it has
not changed.
In sum, plaintiff’s proposed duty—that Shire must provide a
recommendation to conduct renal testing on a set schedule proposed by a
private litigant—is inconsistent with Alabama’s learned intermediary
doctrine and would unnecessarily and improperly insert a prescription
drug manufacturer into the patient-physician relationship. The Court
should reject plaintiff’s attempt to concoct a new duty to recommend
under the guise of a duty to warn that is not, and has never been,
recognized in Alabama. Certified Question No. 1 should be answered
negatively.
B.

The Authorities
Distinguishable

Relied

On

By

Plaintiff

Are

Plaintiff seeks to upend the long-settled law discussed above by
citing cases that do not support his position that Shire is required to
provide a specific recommendation to conduct renal function testing on a
set schedule. Again, this Court has been clear: no such duty exists, as a
prescription drug manufacturer’s duty to warn “is limited to an obligation
to advise the prescribing physician of any potential dangers that may
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result from the use of its product.” Weeks, 159 So. 3d at 673 (quoting
Toole, 235 F.3d at 1313-14).
Plaintiff appears to concede as much, citing a single statute and
several Alabama cases he claims support his position before looking
outside this jurisdiction. But none of those citations support plaintiff.
First, Ala. Code § 6-5-501 (1975), defines a “product liability action”
only for purposes of determining what kinds of claims are subject to the
statute of limitations set forth in Ala. Code § 6-5-502. 13

The same definition is used to define “product liability action” in the
context of Alabama’s “innocent seller” statute. Ala. Code § 6-5-521(a).
This statute provides that no product liability action can be asserted
against a distributor, wholesaler, dealer, retailer, or seller of a product
unless the entity also is a manufacturer of the final product, exercised
substantial control over the design, testing, manufacture, packaging, or
labeling of the product, or altered or modified the product. Again, this
broad definition of “product liability action” contains no indication that
every part of the definition was intended to apply to every possible
product that could form the basis of a product liability action. Further,
none of the statutes purport to abrogate or modify the learned
intermediary doctrine. The legislature is “presumed to be aware of
existing law and judicial interpretation when it adopts a statute” and this
Court presumes “that the legislature does not intend to make any
alteration in the law beyond what it explicitly declares.” Forest
Laboratories, LLC v. Feheley, 296 So. 3d 302, 313 (Ala. 2019) (quoting
Grimes v. Alfa Mut. Ins. Co., 227 So. 3d 475, 489 (Ala. 2017)) (internal
quotations and citations omitted). Thus, had the legislature intended for
either Ala. Code § 6-5-501 or Ala. Code § 6-5-521(a) to alter the learned
intermediary doctrine and permit a plaintiff to sue a prescription drug
manufacturer based on “instructions,” it would have explicitly stated so.
13
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Second, the word “instructions” is included in a 13 word long list of
characteristics of a product that may form the basis of a product liability
action subject to the statute of limitations set forth in Ala. Code § 6-5502. Nothing in the statute indicates that the legislature intended for all
13 words to apply to every conceivable product that could form the basis
of a product liability claim. Nobody could possibly contend that, for
example, “installation” or “construction” could apply to prescription drug
product liability claims. Third, the statute defines a product liability
action as one for personal injury allegedly caused by the instructions of a
manufactured product when such an action is based upon, as plaintiff’s
action is here, the AEMLD “as it exists or is hereafter construed or
modified.” The Court’s adoption of the learned intermediary doctrine in
Stone modified the AEMLD by limiting the scope of a prescription drug
manufacturer’s duty to warn only the physician of known risks.
Finally, plaintiff fails to cite a single case in the intervening nearly
50 years since the first adoption of Ala. Code § 6-5-501 (1975), in which a
plaintiff sued a prescription drug manufacturer and cited that provision
to claim that, as a result of the language in that statute, a prescription
drug manufacturer’s duty to warn also included a duty to provide a
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recommendation how to mitigate warned-of risks. 14 Certainly, this Court
did not reference the statute in Stone or Weeks, both decided after
enactment. Surely, if Ala. Code § 6-5-501 had any relevance to the
learned intermediary doctrine, a court anywhere in Alabama would have
referenced the statute in discussing the doctrine. None have, for the
obvious reason that it does not.
The case law cited by plaintiff also does not support plaintiff’s
argument for an expansion of Alabama law. All those decisions involved
either medical devices or non-medical products, and none involved
prescription drugs.15 See Morguson v. 3M Co., 557 So. 2d 796 (Ala. 2003)

Plaintiff’s attempts to use the statute’s use of the word “instruction” to
impose a duty on Shire to provide a recommendation to follow a set renal
function testing schedule is yet more evidence that the statute is
inapplicable to plaintiff’s claim here.
15 Plaintiff also relies on case law from other jurisdictions he claims
“recognize instructions for safe use as a necessary component of a drug
manufacturer’s duty to warn” (Opening Brief, at 20 n.4), but none support
his argument. See Horillo v. Cook, Inc., 2012 WL 6553611 (11th Cir.
2012) (unpub.) (decided under Florida law and considered instructions
accompanying a medical device that identified procedures the device
could be used or how to utilize the device under different conditions);
Stahl v. Novartis Pharmas. Corp., 283 F.3d 254, 269 (5th Cir. 2002)
(interpreting Louisiana statutory definition of “adequate warning” to
encompass instructions as well as warnings); Bristol-Myers Co. v.
Gonzales, 561 S.W.2d 801, 804 (Tex. 1978) (manufacturer required to give
warning to physician of harms it knows or should know about its
prescription drug); In re Aredia and Zometa Prods. Liab. Litig., 2009 WL
14
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(considering adequacy of warnings and instructions provided by a
medical device manufacturer to physicians that used the vent tubing
at issue in failure to warn claim); Hicks v. Commercial Union Ins. Co.,

8638121, at *1 (M.D. Tenn. Aug. 13, 2009) (quoting In re Meridia, 328 F.
Supp. 2d at 811 (“[The] law does not mandate that pharmaceutical
manufacturers … provide … specific instructions that [] leave little room
for doctors’ reasonable medical judgment”); Bayer Corp. v. Leach, 153
N.E.3d 1168, 1187 (Ind. Ct. App. 2020) (applying Indiana statute
expressly imposing a duty on medical device manufacturer to give
instructions on use of device); Salmon v. Parke, Davis & Co., 520 F.2d
1359, 1362 (4th Cir. 1975) (jury question whether prescription drug
manufacturer’s warning to physicians that blood studies may not be
relied upon to detect bone marrow depression while taking a prescription
drug were adequate to fully warn physician of the risks); Talley v. Danek
Med., Inc., 179 F.3d 154, 163 (4th Cir. 1999) (learned intermediary
doctrine applied in case involving orthopedic screws, where device
manufacturer instructed physicians concerning the screws’ spinal
application); Marroquin v. Pfizer, Inc., 367 F. Supp. 3d 1152, 1160 (E.D.
Cal. 2019) (dismissing failure-to-warn claim where plaintiff did not allege
that physician was not adequately warned of risks associated with use of
the prescription drug); White v. Mylan, Inc., 2012 WL 6726593, at *2-3
(W.D. Okla. 2012) (noting that the Oklahoma Supreme Court
“reaffirmed” that the learned intermediary doctrine requires a
prescription drug manufacturer to only warn the prescribing physician
of the dangers of a drug); Gray v. Badger Min. Corp., 676 N.W.2d 268,
279 (Minn. 2004) (considering adequacy of warnings to workers of
hazards associated with use of silica on foundry processes); In re
Tetracycline Cases, 747 F. Supp. 543, 549 (W.D. Mo. 1989) (denying
summary judgment on implied preemption grounds and mentioning
instructions only in context of instructions for proper frequency of taking
drug); Plummer v. Lederie Labs., 819 F.2d 349, 357-58 (2d Cir. 1987)
(recognizing that case law relied upon by the plaintiff did not require
prescription drug manufacturers to include specific precautions in its
drug labeling).
29

652 So. 2d 211, 217 (Ala. 1994) (considering adequacy of instructions for
use of a pipe stopper); McGee v. Corometrics Medical Systems, Inc., 487
So. 2d 886, 894 (Ala. 1986) (examining the medical

device

manufacturer’s instructions on the use and operation of its fetal heart
rate monitor as set forth in two manuals given to healthcare professionals
that would be working the machine); Yarbrough v. Sears, Roebuck & Co.,
628 So. 2d 478, 482 (Ala. 1993) (discussing warnings included in the
owner’s manual and other documents accompanying kerosene heaters
sold by the defendant).
By their nature, medical devices often require instructions to
physicians about how mechanically they should be used, operated,
applied to or implanted in the body, and how they should be withdrawn
or removed from the body. See, e.g., Ellis v. C.R. Bard, Inc., 311 F.3d
1272, 1286-87 (11th Cir. 2002) (patient-operated morphine pump
complied with federal law where device labeling described to medical
professionals how device should be installed on patient).
Indeed, while drug labeling directed to physicians is captioned as
“Full Prescribing Information,” medical device labeling is titled
“Instructions for Use (IFUs),” recognizing the obvious differences
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between products like Lialda and devices applied to or implanted in the
body. Consistent with that fact is that FDA regulations governing the
labeling of the products are in different parts of the Code of Federal
Regulations. Compare 21 C.F.R. § 201.57 (Prescription Drugs), with 21
C.F.R. § 801.109 (Prescription Devices).
Because they do not involve even medical devices, much less
prescription drug products, Hicks and Yarbrough have no applicability
here. Morguson and McGee also do not help plaintiff because labeling
requirements for medical devices and prescription drugs are governed by
separate federal regulations that differ greatly.
Thus, it is unsurprising that the Court in Morguson and McGee had
occasion to review the adequacy of the “instructions for use” for medical
devices, since that is the title of the labeling. But, those cases do not help
plaintiff for the reasons described above. Because they do not involve
even medical devices, much less prescription drug products available
only through the intervention of a physician, Hicks and Yarbrough have
no applicability here.
Further, a recommendation (here to test renal function on a set
schedule) is not an instruction and plaintiff has not identified any duty
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under Alabama law that a drug (or any product) manufacturer is
required to provide a recommendation for any purpose, much less to
provide a recommendation to a physician on how to practice medicine.
Plaintiff’s claim is that a suggestion should have been included in
Lialda’s labeling, not that an order or directive should have been given.
Alabama cases involving decisions about instructions are distinguishable
for that additional reason.
The instruction/recommendation dichotomy reveals additional
practical and policy problems with expanding the duty of pharmaceutical
manufacturers beyond advising physicians of risks. For example, if,
notwithstanding the known differences between the terms, “instructions”
includes the recommendation at issue in this case, where are the
boundary lines of duty for a pharmaceutical manufacturer? When does a
pharmaceutical manufacturer make a recommendation to a physician
and when does it refrain? Is it required to make a recommendation even
where, as here, the recommendation that purportedly should have been
made is at odds with Clinical Practice Guidelines published by the
relevant medical specialty? What kind of data and what quantity of data
gives rise to manufacturer’s duty to make a recommendation?
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Those kinds of questions and uncertainties concerning the nature
and scope of a pharmaceutical manufacturer’s duty, and the uncertain
circumstances under which a manufacturer may breach this “duty to
instruct” if adopted, are inconsistent with Alabama law. AALAR, Ltd.,
716 So. 2d at 1145-47 (quoting Conrail v. Gottshall, 512 U.S. at 544-49)
(recognizing courts must impose rules of liability to provide finite and
predictable liability for defendants). The questions and uncertainties are
amplified by the framing of Certified Question No. 1, which asks not
whether the duty is included, but whether a duty to make
recommendations “may be included” in the duty to warn under the
learned intermediary doctrine. The Court should decline to fashion a
broad, abstract “duty to instruct” that “may be” a duty owed by
prescription drug manufacturers in a case where plaintiff’s claim is much
narrower and limited to an argument that Shire owes a duty to
recommend a set renal function testing schedule. 16

The Court has declined to answer certified questions where, as here,
“answering the certified question [would] necessitate … fashioning a
broad rule with the possibility that it would have no application to the
particular facts presented.” Stewart Title Guar. Co. v. Shelby Realty
Holdings, LLC, 83 So. 3d 469, 472 (Ala. 2011). The Court also has
declined to answer certified questions that are phrased in the abstract.
16
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If “instruction,” as used in the Question No. 1, does not include a
recommendation (which it should not), then a question about instructions
is irrelevant and answering the question “yes” would not be dispositive
of plaintiff’s claim. This Court remaining silent whether “instruction”
includes a recommendation, or allowing that a recommendation may be
included as an instruction, would mean that an affirmative answer leaves
the Eleventh Circuit to decide whether the recommendation plaintiff
advocates falls within the scope of an instruction. As such, the Court’s
affirmative response to Certified Question No. 1, as drafted, would not be
dispositive in contravention of Ala. R. App. P. 18.
Left with no legitimate basis to argue that existing Alabama law
imposes a duty on Shire to recommend a set renal testing schedule for a
patient taking Lialda, plaintiff finally argues that “if a manufacturer
nevertheless opts to provide partial instructions or warnings in its label
[despite no affirmative duty to do so], that manufacturer will be liable for
inadequacies in those instructions.” (Opening Brief, at 19.) As an initial
matter, plaintiff’s entire premise is erroneous. Shire did not opt to put

See, e.g., Smith v. Duff & Phelps, Inc., 548 So. 2d 146 (Ala. 1989)
(declining to answer a certified question that was too “abstract”).
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the language in the Lialda label about the possible risk of kidney injury
or language about periodic evaluation of renal function. As discussed in
this brief, FDA required both, as it has in the other mesalamine products
it has approved. According to plaintiff, under the case law he cites, “a
manufacturer such as Shire cannot disclose the limited fact of a known
risk in its label, while simultaneously concealing a known instruction for
safe use, or testing protocol, that would avoid or mitigate that risk.” (Id.
at 19-20.) This argument also fails.
Plaintiff does not cite a single case involving application of his
assertion that this doctrines applies in any failure-to-warn case, much
less a claim against a prescription drug manufacturer considering
application of the learned intermediary doctrine. For example, plaintiff
cites to CNH America, LLC v. Ligon Capital, LLC, 160 So. 3d 1195, 1201
(Ala. 2013), which reiterated a prior holding that “in a commercial
transaction involving arm’s length negotiations, the parties have no
general obligation to disclose any specific information to the other, but
each has an affirmative duty to respond truthfully and accurately to
direct questions from the other.” The question before the Court was
whether there was evidence to support a jury verdict that the plaintiff
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asked questions of the defendant sufficiently specific to give rise to a duty
to disclose specific facts to the plaintiff. CNH America, 160 So. 3d at 1202.
The Court found that, even if such a duty did not exist in that case, the
defendant voluntarily provided facts in response to the specific questions
asked by plaintiff that gave rise to a duty to give a full and fair disclosure.
Id. at 1202-03. Prescription drug labeling does not involve a question and
answer process. This case has no applicability to labeling of prescription
drugs or plaintiff’s claim here.
Likewise, Freightliner LLC v. Whatley Contract Carriers, LLC, 932
So. 2d 883, 895 (Ala. 2006), also relied on by plaintiff, does not help him—
it finds only that the defendant did not assume a duty to disclose
differences between trucks manufactured at Mexican and American
manufacturing plants because there was no evidence that the defendant
suppressed any material facts.
Plaintiff claims this purported “rule … is equally applicable to
Blackburn’s sole surviving AEMLD claim” as to fraud claims 17 but he
provides no support for that assertion. (Opening Brief, at 20 n.3.) That is

Plaintiff concedes, as he must, that he has no viable fraud-based claims
against Shire.
17
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because there is no support, and no reason for this Court to alter the
learned intermediary doctrine based on an entirely inapplicable “rule”
that has been applied to a fraud-based claim. And, in any event, plaintiff
does not allege that Shire provided only a partial warning—it is
undisputed that Shire adequately warned plaintiff’s physician of the
risks of Lialda (as required by Alabama law), including the risk of kidney
injury. Plaintiff’s final fallback argument should be disregarded.
In sum, none of the authorities cited by plaintiff support his
argument that, consistent with the learned intermediary doctrine,
Alabama law requires a prescription drug manufacturer to provide
recommendations for a set schedule for renal function monitoring with
use of a drug, and provide no basis for Certified Question No. 1 to be
answered in the affirmative.
C.

Federal Regulations And Preemption Do Not Require
An Affirmative Answer To Certified Question No. 1

Plaintiff’s preemption argument says much of the weakness of his
position on Certified Question No. 1. (See Opening Brief, at 11-15.)
Plaintiff essentially admits that Alabama law does not impose a duty to
warn on prescription drug manufacturers beyond warning a learned
intermediary about the known risks of a drug, asserting instead that
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Alabama law would be preempted to the extent it does not impose a duty
on those same manufacturers to provide “instructions for safe use.”
(Opening Brief, at 11-15.) In other words, plaintiff believes that, based
on his characterization of federal regulations governing labeling of
prescription drugs, this Court is required to impose that duty.
Plaintiff’s argument would, if adopted, flip preemption law on its
head. As he does with the role of physicians in prescribing drugs, plaintiff
fundamentally misunderstands the relevant regulations, federal law,
and the role of FDA in approving drug labels. His preemption arguments
should be rejected.
The United States Constitution provides that the laws of the United
States “shall be the supreme Law of the Land; … any Thing in the
Constitution or Laws of any state to the Contrary notwithstanding.” U.S.
Const. art. VI, cl. 2. It has been well-settled since McCulloch v. Maryland,
17 U.S. (4 Wheat) 316 (1819), that state law that conflicts with federal
law is “without effect.” See Maryland v. Louisiana, 451 U.S. 725, 746
(1981). Preemption derives from the Supremacy Clause and it is based
on the idea that state law must yield to federal law if it is expressly
preempted, or if it is impliedly preempted.
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Prescription drugs are regulated under the Food Drug & Cosmetic
Act (“FDCA”), which is implemented and enforced by FDA. See 21 U.S.C.
§§ 301 et seq.; id. §§ 371, 393. Section 355(b) applies to new drugs, like
Lialda, and requires submission of an NDA. A drug may not be marketed
in interstate commerce unless an application, here the Lialda NDA, to
market that drug has been approved by FDA. See 21 U.S.C. § 355.
Plaintiff does not assert that Alabama tort law is expressly preempted by
the FDCA. Rather, plaintiff argues that this Court is required to
recognize his proposed “duty to provide instructions for safe use” because
of implied preemption. That argument is fundamentally incorrect.
Implied preemption occurs when “it is impossible for a private party
to comply with both state and federal law” or when state law “stands as
an obstacle to the accomplishment and execution of the full purposes and
objectives of Congress.” See Crosby v. National Foreign Trade Council,
530 U.S. 363, 372-73 (2000). Plaintiff does not argue the latter point is
applicable here, and he is incorrect as to the former. Alabama’s learned
intermediary doctrine does not make it impossible for a prescription drug
manufacturer to comply with FDA labeling regulations.
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To receive approval of an NDA, a prescription drug manufacturer
must submit labeling that complies with FDA regulations, including any
information regarding monitoring or testing of a patient taking the drug.
21 U.S.C. §355(b)(1)(vi). To the extent a prescription drug manufacturer
makes changes to labeling after FDA’s approval of the NDA, those
changes must be approved by FDA. See 21 C.F.R. § 314.70. Labeling is
approved by FDA pursuant to federal law and shipped with the product
in accordance with federal regulatory requirements. See 21 C.F.R. §
201.100(c)(1). If labeling is approved by FDA, that necessarily means that
the labeling complies with requirements of federal law; as applied here,
that

means

FDA

concluded

that

Lialda’s

labeling

(including

recommendations for periodic renal function testing) provided the
necessary information to comply with federal law. At no point is Alabama
law, or the law of any state, considered in FDA’s approval of an NDA,
including the labeling that will accompany a prescription drug.
Further, the focus of impossibility preemption is whether it is
impossible for a private party to comply with both state and federal law.
PLIVA, Inc. v. Mensing, 564 U.S. 604, 620 (2011). The focus is not
whether state law complies with plaintiff’s interpretation of federal
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regulations. Here, for example, it was not impossible for Shire to comply
with its FDA regulatory requirements for labeling and to satisfy its duty
to advise physicians of the possible risk of kidney injuries with use of
Lialda in compliance with Alabama law. Plaintiff appears to believe that
federal law required Shire to include more in its labeling than what FDA
itself concluded was sufficient to satisfy federal law when it approved
Lialda’s labeling. (Opening Brief, at 11.) At bottom, however, Shire both
complied with federal law—as demonstrated by FDA’s approval of
Lialda’s labeling—and Alabama law—by warning about, inter alia, the
possible risk of kidney injury—without conflict, and the same would be
true of every prescription drug manufacturer.
Plaintiff’s attempt to invoke FDA regulatory requirements as some
sort of preemptive sword for his “instructions for safe use” argument
ignores multiple other facts. Those regulations require information found
in labeling sections (e.g., Clinical Pharmacology; Nonclinical Toxicology,
Clinical Studies) that are not part of any state-law duty imposed on a
prescription drug manufacturer. FDA regulations require prescription
drug manufacturers to include information in their labeling in 17
sections (not including subsections) in order for their labeling to be
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approved. See 21 C.F.R. §201.56(d)(1). Not among those sections (or any
subsections) is a single one captioned “instructions for safe use.”
Instead, the language in 21 C.F.R. § 201.56 and 21 C.F.R. § 201.57
tracks the approval standard of prescription drugs by FDA, which is that
they are “safe and effective” when used according to FDA-approved
labeling. “Safe and effective” means that the benefits of the prescription
drug outweigh the known risks for the Indications and Usages specified
in the labeling for the patient population(s) described in the labeling.18
Of course, whether the benefits of a prescription drug outweigh the risks
for a specific patient is an individualized judgment made by a physician
as part of the practice of medicine.
It is unsurprising plaintiff cites no authority supporting his
preemption arguments. To the extent plaintiff is arguing that Shire
should be liable because it was required under federal law to include
plaintiff’s proposed “set schedule” in any section of Lialda’s label, that is
an attempt to privately enforce the FDCA. Such a claim is preempted.
See 21 U.S.C. 337(a); Buckman Co. v. Plaintiffs’ Legal Comm., 531 U.S.

See https://www.fda.gov/drugs/development-approval-process-drugs;
https://www.fda.gov/consumers/consumer-updates/it-really-fdaapproved.
18
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341, 349, n.4 (2001) (“The FDCA leaves no doubt that it is the Federal
Government rather than private litigants who are authorized to file suit
for noncompliance ….”).
Against this backdrop, each of plaintiff’s three preemption-related
arguments fail. First, as discussed above, there is no dispute that Shire
complied with the cited regulatory provisions when FDA approved the
labeling for Lialda and nothing about those regulations requires
Alabama law to recognize plaintiff’s proposed duty. Second, plaintiff
claims that the Changes Being Effected (“CBE”) regulation can be used
by Shire, and any prescription drug manufacturer, to alter its label
without prior FDA approval. (Opening Brief, at 11-12.) That argument is
wrong for multiple reasons on regulatory grounds,19 and it misses the
mark under Alabama law. The question of what Shire allegedly could

For example, as discussed above, Lialda’s labeling includes in its
“Highlights” section a recommendation for periodic renal function testing
while a patient takes Lialda; this is the section plaintiff claims should
contain his proposed testing regimen. But a CBE cannot be used to
change the “Highlights” section of a drug’s label. 21 C.F.R. §
314.70(b)(2)(v)(C). And, in any event, the Eleventh Circuit did not certify
the question whether a prescription drug manufacturer can use the CBE
process to change drug labeling. The Eleventh Circuit did not rule on the
preemption issues before it because, if the Court answers either of the
Certified Questions negatively, there would be no need to resolve the
dispute.
19
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have done under federal law does not address the question of what Shire
was required to do under Alabama law.
Duty under Alabama law is not a matter of what a party allegedly
could have done, it is a matter of what a party was required by law to do.
State Farm Fire & Cas. Co. v. Owen, 729 So. 2d 834, 837-38 (Ala. 1998)
(recognizing that existence of a tort duty turns on whether “the
community will impose a legal obligation” upon one party for benefit of
another) (quoting W. Page Keeton et al., Prosser and Keeton on Torts §
37, at 236 (5th ed. 1984)) (emphasis added). In short, the CBE regulation
does not require this Court to recognize a new duty of a prescription drug
manufacturer to instruct a physician how to mitigate warned-of risks.
Finally,

plaintiff

argues

that

FDA

establishes

“minimum

requirements” for prescription drug labeling, and that this somehow
requires this Court to adopt his proposed duty. (Opening Brief, at 14.)
But, again, the focus of preemption is whether it is impossible for a
private party to comply with both state and federal law; it is not whether
a state’s laws comply with a plaintiff’s interpretation of federal
regulations. Here, Shire complied with both its federal regulatory
requirements for the labeling of Lialda, and satisfied its duty to warn
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under Alabama law. The same would be true for any prescription drug
manufacturer. There is no basis to claim that federal law requires the
Court to adopt plaintiff’s proposed duty.
D.

The Cases Cited By The Eleventh Circuit Either
Support Shire’s Argument Or Are Inapplicable

In certifying Certified Question No. 1, the Eleventh Circuit cited
several cases it asserts represent answers on either side. Respectfully,
these cases either support Shire or are inapplicable. As an initial matter,
the Eleventh Circuit correctly recognized that this Court’s very recent
and explicit pronouncement on a prescription drug manufacturer’s duty
to warn is that such duty is “limited to an obligation to advise the
prescribing physician of any potential dangers that may result from the
use of its product.” Blackburn, 18 F.4th at 1321 (citing Weeks, 159 So. 3d
at 673).) The Court simply should re-affirm Weeks and answer Certified
Question No. 1 in the negative.
In addition, however, both In re Chantix (Varenicline) Prods. Liab.
Litig., 881 F. Supp. 2d 1333, 1342 n.12 (N.D. Ala. 2012), and Dye v.
Covidien LP, 470 F. Supp. 3d 1329, 1341 (S.D. Fla. 2020), cited by the
Eleventh Circuit, support Shire’s position. In re Chantix rejected the
plaintiffs’ claims seeking to hold a prescription drug manufacturer liable
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for not instructing a physician when and how to prescribe the drug. 881
F. Supp. 2d at 1342. As the court concluded, a physician’s decision to
prescribe the drug despite the label clearly setting forth potential side
effects “is solely within the realm of medical judgment.” Id. at 1342 n.12.
So too, here, the Court should continue to conclude that when and how to
prescribe a drug, and how to monitor a patient while on that drug, “is
solely within the realm of medical judgment” and that decision should
not include a prescription drug manufacturer.
Dye, while a medical device case, is instructive, in that it considered
federally-mandated “instructions for use,” ultimately concluding that a
defendant “need only warn of complications stemming from use of the
Product—not the subsequent measures medical professionals may
employ to treat those complications.” 470 F. Supp. 3d at 1341. Thus, Dye
is a case in which a device was required to include instructions for use
for a learned intermediary, but the manufacturer’s duty to warn
extended only to warn of potential complications—not how to treat or
mitigate those warned-of complications. Id.
The Eleventh Circuit claimed two cases were sufficient to cause
doubt as to the answer to Certified Question No. 1. As discussed above,
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Stahl has no bearing on this case. The Fifth Circuit interpreted
Louisiana’s statutory definition of “adequate warning,” concluding that
it contained two components—one related to warnings, and one related
to instructions for use. Stahl, 283 F.3d at 271. Alabama law contains no
similar statutory definition and, accordingly, the rationale and holding
of Stahl is inapplicable. Further, nothing in the court’s discussion in
Stahl indicates that the defendant asserted there was no duty under the
learned intermediary doctrine to provide monitoring instructions; the
question before the court was adequacy of the instruction provided. Id. at
266, 271.20 The Eleventh Circuit also noted that this Court “has at times
used the terms ‘instructions’ and ‘warnings’ interchangeably,” but cited
to Yarbrough v. Sears, Roebuck & Co., 628 So. 2d 478, 483 (Ala. 1993), to

In Stahl, the labeling for the drug at issue (Lamisil) contained a
recommendation for liver enzyme tests in patients administered Lamisil
for more than six weeks. 283 F.3d at 259. Plaintiff asserted tests should
have been conducted within three weeks of initial dosing. Id. at 271. The
court concluded that plaintiff failed to prove his inadequate instruction
claim under Louisiana law because he did not demonstrate that the
instructions provided did not enable the treating physician to use or
handle the drug in such a manner as to avoid the damage for which the
claim was made. Id. Here, Dr. Ferrante testified he was able to prescribe
and use Lialda and other mesalamine drugs for 20 years under the FDAapproved labeling for those drugs without ever having one of his patients
suffer kidney damage.
20
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support that suggestion. As discussed above, that case is inapplicable—
it involved examination of warnings and instructions contained in the
users’ manual of a kerosene heater about how to safely use the product.
Of course, the learned intermediary doctrine was not at issue in that case.
II.

Certified Question No. 2 Should Be Answered Negatively
The Eleventh Circuit certified a second question:
May a plaintiff establish that a failure to warn caused his
injuries by showing that his doctor would have adopted a
different course of testing or mitigation, even though he would
have prescribed the same drug?

Blackburn, 18 F.4th at 1322. That question also should be answered
negatively. Alabama law is clear: a pharmaceutical failure-to-warn
plaintiff “must show that but for the false representation made in the
warning, the prescribing physician would not have prescribed the
medication to his patient.” Weeks, 159 So. 3d at 673-74 (emphasis added).
The Court’s use of the word “must” leaves no room for doubt. Id.
Answering “yes” to the second question certified by the Eleventh
Circuit would eviscerate the learned intermediary doctrine in Alabama.
Altering the standard for proximate causation in the manner advocated
by plaintiff and his amicus would lead to a causation determination based
not on the decision of the warned learned intermediary, but on patient
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choice, or, more accurately, what plaintiff says in a lawsuit her or his
choice would have been.
A.

Alabama’s Learned Intermediary Doctrine Requires A
Failure-To-Warn Plaintiff To Prove That, But For An
Alleged False Representation In A Drug’s Labeling, His
Or Her Physician Would Not Have Prescribed The
Drug

As with the first certified question, plaintiff’s argument is directed
at obscuring a bright line test, with no evidence that it has not worked,
and interjecting uncertainty and a causation test based on self-serving
secondary gain instead of settled causation principles. Erecting a
causation analysis based on whether the learned intermediary may have
said something to the patient/plaintiff must include the next step of
whether the plaintiff would then have not used the drug or done
something different after being provided additional information by the
prescribing physician. It is possible, though experience teaches highly
unlikely, that a prescribing physician would say in a deposition he or she
would not discuss additional or different information in drug labeling
with a patient. That is true regardless of whether it would have happened
or not and whether it is consistent with communications that actually
occurred between the physician and patient.

49

The case before the Court illustrates that exact point. Dr. Ferrante,
who prescribed Lialda to plaintiff, continued to prescribe Lialda to
plaintiff for over a year without any renal function testing. (Doc. 162-1,
at 23, 90:21-91:5, 91:7-92:1.) In other words, he did not follow the labeling
for Lialda recommending testing before therapy and periodically while
on therapy. Instead, he relied on his own experience and medical
judgment relative to care and treatment, including any monitoring of
renal function, of plaintiff. Yet, when asked in his deposition if he would
have followed and discussed with plaintiff recommended set schedules in
foreign labeling he had never seen before (which also differed from
plaintiff’s proposed schedules) had one of them been in the Lialda
labeling, he answered affirmatively. (Doc. 162-1, at 20-21, 77:8-10, 79:1081:20.) Dr. Ferrante did not state that any of those different set schedules
would have caused him to not prescribe Lialda for plaintiff. In fact, he
made it clear that regardless of the risk of renal injury and any
recommendation for renal function testing, mesalamine was the best
option for treatment of plaintiff. (Doc. 162-1, at 18-19, 72:21-75:13.)
Plaintiff attempts to bolt onto that testimony his testimony that he
would have followed the set schedule, even though he was aware of the
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risk of renal injury and that periodic renal function testing was
recommended, but did not request or inquire about renal function testing
at any time while on therapy. (Doc. 160-1, pp. 9-10; p. 28:17-30:9.)
Plaintiff asserts that kind of testimony should be sufficient for causation.
Putting aside for the moment the contradictions between actual behavior
and testimony, that chaining together of testimony spotlights the fact
that plaintiff’s proposed causation standard ultimately depends on
patient/plaintiff choice and supplants the learned intermediary. It
relegates the physician to a mere conduit of information rather than a
decision-maker weighing the risks and benefits of the drug, which is
central to the learned intermediary doctrine in Alabama. The proposed
standard removes proximate cause from the causation requirement of the
doctrine.
Alabama law is clear, as the Court confirmed in Weeks, that
causation requires plaintiff to prove actual (cause-in-fact) 21 and
proximate cause. 159 So. 3d at 673-74. Proximate cause is founded on

Although not before the Court, Shire disputes that plaintiff’s kidney
condition was caused by his use of Lialda. That was another basis for
summary judgment in Shire’s motion in the district court, which did not
reach that issue in granting summary judgment for Shire on other
grounds.
21
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legal policy regarding the extent and limitations of results for which a
defendant should be held responsible. See Shades Ridge Holding Co.,
Inc., v. Cobbs, Allen & Hall Mortg. Co., Inc., 390 So. 2d 601, 611 (Ala.
1980) (“Therefore, the existence of causation in fact having been
established, the problem of proximate cause becomes one of public policy,
justice, and fairness.”); Rondini v. Bunn, No. 1190439, 2021 WL 1939171.
__ So. 3d __ (May 7, 2021) (Parker, C.J., concurring) (“[Proximate cause]
is founded on a question of legal policy: What kinds of unlikely or
attenuated results should defendants be held responsible for?”).
The Court’s holding in Weeks that prescription drug manufacturers
should be held liable only for not disclosing risks of their drugs of which
a physician is not aware and which would cause the physician to not
prescribe the drug, reflects legal policy that manufacturers should not be
liable for the outcome of physician/patient discussions and the decisions
arising from those discussions. That legal policy judgment is consistent
with the separateness of the physician/patient relationship underlying
the learned intermediary doctrine the Court has cited. It is a policy that
recognizes pharmaceutical manufacturers have no control over what is
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or what is not discussed between physicians and patients or the decisions
resulting from those discussions, including patient choice decisions.
Further, the proximate causation test under the learned
intermediary doctrine confirmed by the Court in Weeks, is consistent with
general Alabama law. Conversely, the standard contemplated by
Certified Question No. 2, and advocated by plaintiff and his amicus,
would create a special standard for causation under the learned
intermediary doctrine that is inconsistent with Alabama law. In order for
plaintiff to prove a failure to warn claim under Alabama law, plaintiff
must show that an adequate warning would have prevented the alleged
injury. See, e.g., Deere & Co. v. Grose, 586 So. 2d 196, 198 (Ala. 1991)
(failure-to-warn claim requires substantial evidence that an adequate
warning would have prevented the accident).
All prescription drugs have possible unwanted side effects that may
be experienced by a patient. See Stone, 447 So. 2d at 1303-04 (recognizing
that prescription drugs are “unavoidably unsafe”). The only way to
prevent a patient from experiencing unwanted side effects from a
prescription drug is by not prescribing the drug to the patient. Thus, the
Court’s learned intermediary proximate cause test is consistent with
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general Alabama law. Applied here, plaintiff’s prescribing physician
opined that following the proposed schedules in the foreign labels would
not have prevented plaintiff’s kidney injury (even assuming it was caused
by Lialda), echoing the American College of Gastroenterology Clinical
Guidelines discussed above. (Doc. 162-1, at 28, 110:11-111:12.)
Without demonstrating that anything has changed that should
change that legal policy decision confirmed just eight years ago, 22

To the contrary, there is a nearly unbroken line of federal cases
(excepting only plaintiff’s case) recognizing that a failure-to-warn
plaintiff is required to show that, but for representations in the warning
of a drug, plaintiff’s physician would not have prescribed the drug at all.
See, e.g., Tutwiler v. Sandoz, Inc., 726 F. App’x 753, 757 (11th Cir. 2018)
(affirming dismissal of Alabama failure-to-warn claim where plaintiff did
not allege her physician would not have prescribed her amiodarone with
a different warning); Alridge v. Ethicon, Inc., 2020 WL 1308335, at *4
(S.D. Ala. Mar. 19, 2020) (holding the critical question at summary
judgment on a failure-to-warn claim is whether there is evidence that the
plaintiff’s physician would not have used the subject medical device had
defendant provided a different warning); McDaniel v. Mylan, Inc., 2019
WL 11638407, at *3 (N.D. Ala. Dec. 16, 2019) (“Specifically, the plaintiff
must show that but for the false misrepresentation made in the warning,
the prescribing physician would not have prescribed the medication to
his patient.”) (internal quotations omitted); Elliot v. Sandoz, Inc., 2016
WL 4398407, at *7 (N.D. Ala. Aug. 18, 2016) (reiterating requirement
that plaintiff is required to show that physician would not have
prescribed medication but for the contents of the warnings); Stephens v.
Teva Pharmaceuticals, USA, Inc., 2014 WL 12605656, at *5 (N.D. Ala.
Nov. 19, 2014) (dismissing failure-to-warn claims where plaintiffs failed
to allege that their physician was not adequately informed of the risks of
22
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plaintiff and his amicus ask the Court to ignore it completely, effectively
neutering the proximate cause component of causation. The proposed
abdication of the decision by the learned intermediary in favor of patient
choice is both a fundamental and unsupported sea change in Alabama
law.
B.

The Court Should Reject Plaintiff’s Proposed “Patient
Choice” Causation Standard As Inconsistent With
Alabama’s Learned Intermediary Doctrine

In a recent decision by the Fifth Circuit applying Louisiana law
(which plaintiff says the Court should follow in other contexts), the court
rejected the exact causation paradigm advocated here by plaintiff and his
amicus. The Fifth Circuit in In re Taxotere (Docetaxel) Products Liability

amiodarone and would not have chosen not to prescribe the medication
had a different warning been provided).
Those cases are consistent with other jurisdictions, in which courts
routinely hold that a plaintiff’s failure to show that another warning
would have changed the treating physician’s decision to prescribe the
product at issue is fatal to establishing causation in failure-to-warn
cases. See, e.g., Brinkley v. Pfizer, Inc., 772 F.3d 1133, 1137 (8th Cir.
2014) (under Missouri law, plaintiff must show an allegedly inadequate
warning caused her doctor to prescribe the drug); Bell v. Pfizer, 716 F.3d
1087, 1097-98 (8th Cir. 2013) (same in Arkansas); Fullington v. Pfizer,
Inc., 720 F.3d 739, 747 (8th Cir. 2013) (same); Ackermann v. Wyeth
Pharmaceuticals, 526 F.3d 203, 212 (5th Cir. 2008) (applying Texas law,
no causation where prescribing physician would have prescribed same
drug even with stronger warnings).
55

Litigation, 994 F.3d 704, 708-09 (5th Cir. 2021) (alterations in original)23
stated:
To prove causation in this context, a “plaintiff must show that
a proper warning would have changed the decision of the
[prescribing] physician, i.e. that but for the inadequate
warning, the [prescribing] physician would not have used or
prescribed the product.” Willett v. Baxter Int’l, Inc., 929 F.2d
1094, 1099 (5th Cir. 1991); accord Sharkey v. Sterling Drug,
Inc., 600 So. 2d 701, 711 (La. App. 1 Cir. 1992), writs denied,
605 So. 2d 1099 and 605 So. 2d 1100 (La.).
Phillips argues that the focus of our inquiry should be “how
patient choice ... would have steered the conversation and the
ultimate prescribing decision.” And, certainly, under
Louisiana law, “[t]he decision to use a drug in a particular
circumstance rests with [both] the doctor and the patient.”
Calhoun v. Hoffman-La Roche, Inc., 768 So. 2d 57, 59 n.1 (La.
App. 1 Cir. 2000), writ denied, 765 So. 2d 1041 (La.).
But, as we have established, a causation analysis in a failureto-warn claim asserted against a drug’s manufacturer (the
only claim at issue here) is focused on the prescribing
physician’s decision to prescribe the drug. Willett, 929 F.2d at
1099; accord Sharkey, 600 So. 2d at 711.
Addressing the “patient choice” standard further, and rejecting it,
the Fifth Circuit wrote:
The district court has indicated in this case and others that
“[b]ecause the chemotherapy decision-making process is
unique” the question is “whether and how the doctor would
have advised the patient of the risk of permanent alopecia
Judge King, who wrote the opinion in the Stahl case cited by plaintiff,
was a member of the panel.
23
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associated with Taxotere, whether the patient would have
inquired about other options, what the doctor would have
recommended, and what decision the plaintiff would have
ultimately made.” See, e.g., In re Taxotere (Docetaxel) Prod.
Liab. Litig., No. 16-15607, 2019 WL 2995897, at *7 (E.D. La.
July 9, 2019). Under Louisiana state law, we find no support
for this proposition and no occasion to deviate from binding
case law to apply this standard.
Id. at 709, n. 4.
The same is true in Alabama. There is no support for the patient
choice proposition and there is no reason to deviate from existing case
law. All of plaintiff’s (and his amicus’s) argument about patient input,
collaboration between doctor and patient, and patient rights (spiked with
a healthy dose of rhetoric) ignores the fact that there is a fundamental
difference between decisions made between a physician and her or his
patient, and the test for causation in a product liability lawsuit. That
difference is consistent with the different roles described above for
physicians and pharmaceutical manufacturers.
C.

The Cases Relied Upon By Plaintiff Do Not Support His
Argument

None of the cases upon which plaintiff relies, in which courts have
veered off course from the Court’s test for proximate causation under the
learned intermediary doctrine, support an affirmative answer to the
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second question. In Barnhill v. Teva Pharmaceuticals SA, Inc., 819 F.
Supp. 2d 1254 (S.D. Ala. 2011), the district court speculated that
“theoretically, proof of proximate cause could take one of two forms”
without citing any decision from an Alabama court to support the second
theoretical form. 819 F. Supp. 2d at 1261. Barnhill was referenced in
Weeks, but the proximate cause theory was not mentioned and the
express language of Weeks is contrary to the theory. 159 So. 3d at 654,
673-674.
In Toole, the Eleventh Circuit’s discussion about the patient’s
choice stemmed entirely from the defendant’s causation argument in that
case based on patient choice. Specifically, the Eleventh Circuit wrote
“Baxter argues that its warning was clear that a closed capsulotomy
could rupture the implant, [and] that Ms. Toole admitted that had the
manufacturer’s warnings been conveyed to her, she would not have
consented to implant surgery ….” 999 F.2d at 1433 (emphasis in original).
There also is no evidence, and in fact the evidence is to the contrary, that
Baxter argued that the test for proximate cause was whether the
physician would have prescribed and placed the device had there been
additional warnings. The fact that Baxter made strategic decisions in the
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context of that specific lawsuit to rely on patient choice as part of its
defense does not change the standard for proximate cause.
Fields v. Eli Lilly & Co., 116 F. Supp. 3d 1295 (M.D. Ala. 2015), was
decided after Weeks, but the court relied on a misreading of Toole, 999
F.2d at 1431-33, the theoretical language in Barnhill, and its decision to
embrace patient choice as a causation “standard.” 116 F. Supp. 3d at
1306-07. The Fields court relied on discussions of informed consent in
medical malpractice cases, completely ignoring the differences between
the practice of medicine and the role of pharmaceutical manufacturers.
Id. at 1308-09. The district court in this case relied on Barnhill and Fields
in declaring that this Court’s test for proximate causation in Weeks is “not
the only way” to prove proximate causation. Blackburn, 2017 WL
1833524, at *8.
The remaining cases cited by plaintiff likewise do not support
plaintiff’s argument. See, e.g., Bodie v. Purdue Pharma. Co., 236 F. App’x
511, 516 (11th Cir. 2007) (no causation in failure-to-warn case where
physician would have prescribed drug regardless of warnings); Brasher
v. Sandoz Pharmaceuticals Corp., 2001 WL 36403362, at *13 (N.D. Ala.
Sept. 21, 2001) (citing testimony of the prescribing physician that he
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would not have prescribed the prescription drug at issue if warning had
included additional information about the incidence of stroke and causal
link between adverse events and the drug in question); In re Tylenol
(Acetaminophen) Mktg., Sales Practices & Prods. Liab. Litig., 144 F.
Supp. 3d 699, 723-24 (E.D. Pa. 2015) (finding question of fact whether
the over-the-counter drug label contained adequate warnings that an
overdose could lead to acute liver failure and possible death and whether
the decedent would have taken recommended dose if the label contained
an adequate warning).24 None of the cases stand for the proposition that
the Court did not mean what it said in Weeks—that a failure-to-warn
plaintiff must show that the physician would not have prescribed the
drug at all.
Plaintiff claims to cite an “overwhelming consensus” of cases from
other jurisdictions that support his position on causation. (Brief, at 29.)
That “overwhelming consensus” consists of seven cases—one from a
federal court of appeals (applying Oklahoma law), four from federal

Plaintiff misquotes In re Tylenol. The part of that opinion quoted in
plaintiff’s parenthetical is itself a quotation in a parenthetical from a
different case cited in In re Tylenol. The In re Tylenol court did not state
what plaintiff claims.
24
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district courts (applying District of Columbia, Oklahoma, and Florida
law), and two from Pennsylvania—none of which apply Alabama law and
none of which support plaintiff’s argument.25
Finally, the “numerous” other federal cases cited by plaintiff do not
displace this Court’s holding in Weeks. See Knight v. Boehringer

(Id. at 29, n.6.) See Eck v. Parke, Davis & Co., 256 F.3d 1013, 1018
(10th Cir. 2001) (causation not satisfied under Oklahoma law where
physician testified that she still would have prescribed the drug at issue
even with a stronger warning); Demmler v. SmithKline Beecham Corp.,
671 A.2d 1151, 1155 (Pa. 1996) (no causation where a different warning
would not have altered a physician’s prescription of drug); Kubicki v.
Medtronic, Inc., 293 F. Supp. 3d 129, 189-90 (D.D.C. 2018) (finding
question of fact whether the instructions for use of a medical device
to a learned intermediary were adequate); Ingram v. Novartis
Pharmaceuticals Corp., 999 F. Supp. 2d 1241, 1246 (W.D. Okla. 2012)
(granting summary judgment where doctor testified he would still have
prescribed drug in question and that his prescribing practices would not
have changed even with additional warnings); Munroe v. Barr Labs., Inc.,
670 F. Supp. 2d 1299, 1305 (N.D. Fla. 2009) (finding question of fact
whether treating physician would have changed her decision to prescribe
the drug at issue, or would have provided additional warnings to a
patient, if prescription drug manufacturer included stronger warnings);
Guenther v. Novartis Pharm. Corp., 990 F. Supp. 2d 1299, 1303 (M.D.
Fla. 2014) (denying motion for judgment as a matter of law, but not
concluding a plaintiff can prove causation in a failure-to-warn case where
the physician would have adopted a course of mitigation but still
prescribed the same drug); Daniel v. Wyeth Pharmas. Inc., 15 A.3d 909,
924 (Pa. 2011) (affirming denial of motion for judgment as a matter of
law where physician testified that had drug’s warnings been different, he
would have advised plaintiff of the additional risk of breast cancer
associated with the drug and let the plaintiff decide whether to proceed
with treatment).
25
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Ingelheim Pharmaceuticals, Inc., 323 F. Supp. 3d 809, 831-33 (S.D. W.
Va. 2018) (applying West Virginia law, finding question of fact whether
prescribing physician would have altered the decedent’s treatment had a
different warning been provided); In re Xarelto (Rivaroxaban) Prod. Liab.
Litig., 2017 WL 1393480 (E.D. La. Apr. 17, 2017) (applying Louisiana’s
“read and heed” presumption, not adopted in Alabama, to find fact
question whether prescribing physicians would have followed additional
warnings in a drug’s labeling); Holley v. Gilead Sciences, Inc., 379 F.
Supp. 3d 809, 831-32 (N.D. Cal. 2019) (not discussing Alabama law;
finding allegations that physicians would have read and heeded
additional warnings on a drug was sufficient to survive the pleading
stage); In re Aredia and Zometa Products Liab. Litig., 2009 WL 2497692,
at *2 (M.D. Tenn. Aug. 13, 2009) (pre-dates Weeks; applying California
law and finding question of fact where, while the prescribing physician
would not have changed his prescribing behavior based on additional
warnings, one of plaintiff’s other treating physicians might have behaved
differently).
Plaintiff does not cite a single case—in Alabama or elsewhere—
displacing this Court’s pronouncement in Weeks that, to prove causation
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in a failure-to-warn case with a learned intermediary, a plaintiff “must
show that … the prescribing physician would not have prescribed the
medication.” 159 So. 3d at 673-74. Certified Question No. 2 should be
answered negatively.
CONCLUSION
The Court should answer both certified questions in the negative.
As to the first, Alabama law is clear that, consistent with the learned
intermediary doctrine as adopted nearly 40 years ago in Stone, a
prescription drug manufacturer’s duty to warn is limited to an obligation
to warn the prescribing physician of known risks. Plaintiff has given no
reason to this Court to revisit its prior decisions in Stone and Weeks. The
Court

should

re-affirm,

yet

again,

that

a

prescription

drug

manufacturer’s duty to warn under the learned intermediary doctrine
extends only to an obligation to warn the physician of known risks.
As to the second question, the Court has equally been clear, as
recently as eight years ago, that a failure-to-warn plaintiff must prove
causation, consistent with the learned intermediary doctrine, by showing
that, but for the allegedly false representation in a drug’s warning, the
prescribing physician would not have prescribed the drug at all. A nearly
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unbroken line of cases since Weeks supports Shire’s position; on the other
hand, plaintiff fails to cite a single case from an Alabama state court
supporting his position, and the only post-Weeks Alabama federal court
decision he cites is an outlier that relies on flawed premises and that
provides no support for his position. Plaintiff has given no reason for the
Court to stray from its prior ruling.
For the foregoing reasons, the Court should answer the two
questions certified by the Eleventh Circuit in the negative.
Respectfully submitted,
/s/ Thomas E. Walker
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STATEMENT OF THE CASE AND FACTS
A.

NATURE OF THE CASE AND PLAINTIFF’S ALLEGATIONS

Plaintiff’s Complaint, filed in June 2016, included claims for failure
to warn under the Alabama Extended Manufacturer Liability Doctrine
(“AEMLD”), fraud, suppression and concealment, breach of express
warranty, and breach of implied warranty. (Doc.1) Defendants moved
for judgment on the pleadings because the claims were preempted, failed
under the learned intermediary doctrine, failed to state a claim, and were
not pled with the required specificity. (Doc.26)
Plaintiff opposed (Doc.35) and moved to amend his complaint
attaching a proposed First Amended Complaint (“FAC”) and exhibits.
(Doc.36.) In response to the district court’s “show cause” order (Doc.37),
defendants responded to

plaintiff’s motion to

amend

(Doc.38).

Contemporaneously, defendants filed their reply in support of their
motion. (Doc.39.) The court allowed plaintiff to amend his complaint,
rendering defendants’ motion moot. (Doc.40.)
Plaintiff’s FAC included 7 new exhibits. In an attempt to address
shortcomings defendants identified in their earlier motion, plaintiff
deleted certain allegations and added 151 paragraphs. (Doc.41.) The
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FAC included counts for failure to warn, fraud, suppression and
concealment, and breach of express warranty. (Id.)
Defendants moved to dismiss because the amendments did not cure
the deficiencies in the original complaint. (Doc.44. 1) Plaintiff did not ask
to amend his complaint again. On May 8, 2017, after briefing was
complete, the district court issued a Memorandum and Opinion (Doc.53),
and Order (Doc.54) dismissing plaintiff’s fraud, suppression and
concealment, and breach of express warranty claims with prejudice, but
denied defendants’ motion to dismiss the failure-to-warn claim. The
court found the failure to warn claim narrowly escaped preemption but
left plaintiff on “shaky ground.” (Doc.53.) “Plaintiff does not allege that
Defendants failed to warn of Lialda®’s possible renal toxicity, or failed to
recommend a renal testing regime for Lialda users,” (id., p.13), he asserts
Lialda’s label
should include instructions recommending “evaluation of
renal function by a simple serum (blood) test of creatinine
levels on a monthly basis for the first three months after

Shire Development LLC; Shire Pharmaceutical Development,
Inc.; and Shire Pharmaceuticals LLC’s motion to dismiss based on
personal jurisdiction (Doc.42), was granted on May 12, 2017. (Doc.56.)
They are not parties to this appeal.
1

2
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initiation of therapy and then on a quarterly basis for at least
one year.”2
(Id., p.2 (footnote added).)
After submitting an extensively-negotiated Rule 26(f) report,
plaintiff’s counsel sent an email, attaching a motion to alter the May 8
order and file an amended complaint, and inquiring whether defendants
would oppose. Defendants’ counsel responded that the motions would be
opposed and plaintiff filed them. (Doc.64.) The court denied plaintiff’s
requests to alter its order and to file another amended complaint. On
November 15, 2017, plaintiff moved for reconsideration. (Doc.91.)

Plaintiff refers to his one-size-fits all regimen of renal function
testing as “Proper Interval Testing,” a phrase he coined. (Doc.35, p.19.)
Confronted with warning language in LIALDA’s label about the risk of
renal injury, plaintiff relies on made-up terminology to circumvent the
bar to his lawsuit. Plaintiff concocts and uses “Proper Interval Testing,”
pointing to nobody (other than plaintiff) who uses that phrase and no
consensus in the medical community that there is such a thing. Similarly,
plaintiff repeatedly employs the phrase “instructions for safe use” in
referencing LIALDA’s label when there is no such section. That is not
surprising as neither FDA nor Alabama law endorses the notion that use
of a prescription drug in compliance with the FDA-approved labeling
means it is “safe.” FDA’s approval means only that it has determined the
benefits of the drug outweigh the risks when used in accordance with
FDA-approved labeling. See https://www.fda.gov/drugs/developmentapproval-process-drugs.
As the district court observed, Alabama
recognizes that prescription drugs are not “safe.” (Doc.123, p.5 (citing
Doc.53, p.18).)
2

3
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The court denied plaintiff’s reconsideration motion on May 10,
2018, explaining again, as it had during a conference on November 16,
2017, why plaintiff’s “proposed Second Amended Complaint does not cure
the deficiencies the court recognized in its previous Memorandum
Opinion (Doc.53) dismissing Plaintiff’s breach of express warranty and
fraud-based claims.” (Doc.123, p.5-6; Doc.124.)
Following discovery, defendants moved for summary judgment.
(Docs.194.)

On June 1, 2020, the district court granted defendants’

motion. (Doc.245.) The district court acknowledged that under the
AEMLD, a manufacturer of prescription drugs satisfies its duty to warn
by providing adequate warnings to the prescribing physician. (Doc.244,
p.12.) The court explained that a challenged warning is adequate if
plaintiff’s proposed warning would not have impacted the prescribing
physician. (Id., p.14.) The court further explained that plaintiff could not
establish causation if the prescribing physician did not rely on the
product labeling in prescribing the drug or would not have read or relied
on plaintiff’s alternative warning. (Id., pp.14-15.)

4
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Applying those principles of Alabama law, the court concluded that
plaintiff could not satisfy his burden and, therefore, dismissed plaintiff’s
claim with prejudice. (Id., pp.16-20.) This appeal followed.
B.

THE PRODUCT AT ISSUE

Lialda is a member of a class of pharmaceutical products called (and
containing)

mesalamine,

a

5-aminosalicylate

acid

(“5-ASA”).

Mesalamines were developed in the 1970s and 1980s and have been
approved for sale in the United States to treat ulcerative colitis and
inflammatory bowel disease (“IBD”) for almost 30 years. (See Lialda
Clinical Review, p.15.3,4) In reviewing the Lialda New Drug Application
(“NDA”), FDA noted that mesalamine “is present in a number of
marketed products throughout the world, and has a well-established
safety profile.” (Id., p.36.)

Available at
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2007/022000s
000TOC.cfm.
4 Defendants request the Court take judicial notice of FDA
documents. Courts take judicial notice of public records available on
FDA’s website because the documents satisfy the requirements of
Federal Rule of Evidence 201. See, e.g., Oxford Asset Mgmt., Ltd. v.
Jaharis, 297 F.3d 1182, 1188 (11th Cir. 2002) (holding district court
properly took judicial notice of “FDA public file” at pleading stage);
Chapman v. Abbott Labs., 930 F. Supp. 2d 1321, 1323 (M.D. Fla. 2013)
(taking judicial notice of drug label “available on the FDA's website”).
3

5
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Lialda is a delayed-release mesalamine tablet approved in January
2007 to treat active, mild to moderate, ulcerative colitis. (See Lialda
Approval History at Drugs@FDA.5) As initially approved, Lialda was
limited to eight weeks of use. The recommendation for physicians to
“[a]ssess renal function at the beginning of treatment and periodically
during treatment” was in the approved Lialda label in 2007 and was
based on the Asacol label FDA first approved in 1993. (Docs.182 & 1821.)

The approved label reflected three iterations of FDA comments

defendants received during the approval process. (Docs.182 & 182-3, 4,
5.) When Lialda’s label was changed to implement the Physicians’
Labeling Rule (“PLR”), the recommendation was included in the
Highlights section under “Warning and Precautions”:
Renal impairment may occur. Assess renal function at the
beginning of treatment and periodically during treatment.
(5.1)
(Lialda label.6) Section 5.1 of the Full Prescribing Information (“FPI”)
under “Warnings and Precautions” includes the following:

5Available

at
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2007/022000s000_
MedR.pdf.
6Available
at
https://www.accessdata.fda.gov/drugsatfda_docs/label/2007/022000lbl.p
6
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5.1 Renal Impairment
Renal impairment, including minimal change nephropathy,
acute and chronic interstitial nephritis, and, rarely, renal
failure, has been reported in patients given products such as
Lialda that contain mesalamine or are converted to
mesalamine.
It is recommended that patients have an evaluation of renal
function prior to initiation of Lialda therapy and periodically
while on therapy. Exercise caution when using Lialda in
patients with known renal dysfunction or a history of renal
disease.
(Id.) In conjunction with FDA’s review of the conversion to PLR format,
at FDA’s request, defendants added “renal failure” to the warnings
section of the label. Thus, FDA specifically examined and revised the
section of the label plaintiff claims is inadequate in 2010, but never
required a revision to the periodic renal monitoring language in 5-ASA
product labels.
FDA scrutinized Lialda’s labeling again with the addition of the
maintenance indication in 20117 and on August 9, 2013, related to
changes to the warnings and precautions, clinical pharmacology, and

df.
FDA’s review of the supplement seeking the maintenance
indication
is
available
at
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2011/022000Orig1
s005.pdf.
7

7
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post-marketing experience sections of the label, and for revisions to the
patient counseling information.
All but one8 of the oral mesalamine products approved in the United
States recommend assessment of renal function before therapy and
periodically during therapy. For each drug, FDA reviewed and approved
the language recommending periodic evaluation of renal function
initially and every time it approved a change to those drugs’ labels. None
of the products have the set schedule plaintiff proposes.
C.

PLAINTIFF AND HIS MEDICAL HISTORY

Mark Blackburn has chronic kidney disease, Crohn’s disease (a type
of IBD), and gastroesophageal reflux disease (“GERD”). He has had

The drug labels are available at FDA’s website. Asacol –
https://www.accessdata.fda.gov/drugsatfda_docs/label/2017/019651s027l
bl.pdf; Asacol HD –
https://www.accessdata.fda.gov/drugsatfda_docs/label/2018/021830s012l
bl.pdf; Delzicol –
https://www.accessdata.fda.gov/drugsatfda_docs/label/2017/204412s008l
bl.pdf; Apriso –
https://www.accessdata.fda.gov/drugsatfda_docs/label/2019/022301s014l
bl.pdf.
The Pentasa label does not contain a recommendation for renal
monitoring in the general patient population. It states caution should be
used if administered to patients with impaired renal function and that
patients with preexisting renal disease be carefully monitored. See
https://www.accessdata.fda.gov/drugsatfda_docs/label/2018/020049s031l
bl.pdf.
8

8
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multiple injuries and has used multiple medications reported to cause
kidney injury. He has a well-defined history of undocumented medical
care and not complying with physicians’ instructions.
1.

Plaintiff’s Undocumented Medical Care and Lack
of Compliance

Over the years, plaintiff received an extraordinary amount of “curbside” medical care; i.e., he received medical care, including prescriptions
for about half a dozen medications (including numerous refills), without
visiting a physician’s office and for which there are no medical records.
(Doc.188-2, pp.3-10.9) Glimpses of that “medical care” are seen in
pharmacy records (showing years of prescriptions with no corresponding
medical records) (id.), histories in other physicians’ medical records
(showing plaintiff’s reports of medical care with no corresponding
medical records) (see, e.g., Doc.188-3, p.37), and a physician-witness
deposition in which the physician testified plaintiff solicited medical
advice during golf lessons and acknowledged writing prescriptions for
plaintiff without documenting that medical care (Doc.161-1, pp.12, 18-20,

All single “p.” or “pp.” cites are to the ECF page numbers. In cites
that include two sets of page numbers, the first are to the ECF page
number, the second are to the pages of the transcript.
9

9
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pp.41:11-15, 65:17-71:2.) That physician, Dr. Craig Young, wrote 11
prescriptions before seeing plaintiff for his one and only office visit in
March 2012. (Doc.188-2, p.7.) Dr. Young wrote more prescriptions for
plaintiff after March 2012, again without seeing plaintiff in the office or
documenting plaintiff’s condition or treatments. (Id.) Plaintiff admits to
the curb-side medical care, including PGA Tour trainers giving him
Celebrex without a prescription. (Doc.160-1, p.36, pp.134:23-136:3.)
Medical records from other providers reveal that Dr. Charles
Larson and chiropractor Stan Stubbs treated plaintiff, yet neither has
records reflecting that treatment. Pharmacy records show Dr. Larson
prescribed Nexium, a proton pump inhibitor, to treat GERD and irritable
bowel medications beginning in 2007. (Doc.188-2, p.11.) There are no
corresponding medical records.
When plaintiff was scheduled to see or follow up with physicians,
he was a no-show. (Doc.160-1, pp.22, 44, pp.78:8-13, 168:12-15.) Records
reflect that plaintiff is a poor historian of his medical care and history.
For instance, he reported to Dr. Agata Przekwas, a nephrologist, that he
was diagnosed with Crohn’s disease in 1996. (Doc.188-4, p.3.) Plaintiff

10
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now claims he has no recollection of being diagnosed with Crohn’s until
2013. (Doc.160-1, p.30, p.113:16-20.)
2.

Plaintiff’s Inflammatory
Lialda Use

Bowel

Disease

and

Although it is unclear when plaintiff was first diagnosed with
Crohn’s disease, it is undisputed he had symptoms for years before
2013.10 The first available records reflecting possible treatment for IBD
are pharmacy records of prescriptions from Dr. Larson for dicyclomine
and hyoscyamine sulfate in 2007.

(Doc.188-2, p.11; Doc.160-1, p.35,

p.132:16-19.) Each year from 2008 to 2012, Dr. Young wrote hyomax,
dicyclomine, and or hyoscyamine prescriptions for plaintiff based on golf
course interactions. (Doc.188-2, p.7; Doc.160-1, pp.34-35, pp.129:7131:20.)11
In March 2012, the only time plaintiff saw Dr. Young in the office
(for a variety of complaints), he reported his chronic diarrhea was doing

Dr. Richard Bloomfeld, a gastroenterologist disclosed by
defendants, opines plaintiff had Crohn’s before October 2013. (Doc.1811, p.7.) None of plaintiff’s experts opine as to when plaintiff first had
Crohn’s disease.
11 The medications Dr. Young prescribed for plaintiff’s chronic
diarrhea were for irritable bowel syndrome (“IBS”), a different condition
than IBD, but one that can cause similar symptoms. (Doc.181-1, p.5.)
10

11
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well on Metamucil and Prilosec. Dr. Young advised plaintiff to minimize
his alcohol use. (Doc.188-10, p.3.) Dr. Young then continued to prescribe
medications to treat plaintiff’s diarrhea without seeing him in the office.
(Doc.188-2, p.7.)
In August 2013, during a golf lesson, plaintiff complained to
Dr. Young that his diarrhea was interfering with his lifestyle. (Doc.1611, p.7, pp.19:14-21:15; Doc.188-10, p.11.) Plaintiff stated his diarrhea
occurred after “[drinking] too much beer.” (Doc.161-1, p.7, p.21:3-6.)
Dr. Young suggested non-pharmacological therapies, including “no
alcohol, less caffeine, and a trial of high fiber diet.” (Id., p.7, p.21:16-20.)
Plaintiff did not want to go in for an office visit, but Dr. Young thought it
prudent to refer plaintiff to gastroenterologist Dr. Dino Ferrante. (Id.,
p.7, pp.19:14-21:15.)
Plaintiff saw Dr. Ferrante on September 6, 2013.

Plaintiff’s

primary complaint was diarrhea and he explained that “most of his stools
occur after eating or if he drinks a lot of beer.” (Doc.188-6, p.12.) Plaintiff
had a persistent pattern of diarrhea for years. (Id.) Notwithstanding
prior admonitions regarding alcohol use, plaintiff reported drinking 1-6
beers 5 times weekly. (Id.) Dr. Ferrante ordered laboratory testing and

12
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a diagnostic colonoscopy. (Doc.188-6, pp.13-14.) Plaintiff again reported
drinking beer daily. (Doc.188-7, p.4.)
In October 2013, plaintiff had a sigmoidoscopy. Based on biopsies
taken during the colonoscopy and sigmoidoscopy, Dr. Ferrante diagnosed
plaintiff with Crohn’s disease. (Doc.162-1, p.41, pp.41:17-42:14.) Without
seeing plaintiff in the office, Dr. Ferrante prescribed three 1.2 gram
tablets of Lialda to be taken daily (with five refills). Dr. Ferrante knew
that prescribing Lialda to treat Crohn’s disease was an off-label use of
the product.

(Id., p.27, p.108:17-23.)

Plaintiff started taking it on

November 5, 2013. (Doc.188-6, p.18.)
Plaintiff knew his renal function should be monitored periodically
while taking Lialda and that Lialda’s label indicated reports of renal
injuries in patients given products such as Lialda. (Doc.160-1, pp.8-10,
p.28:17-30:9.) While plaintiff alleged he had renal function testing before
he started taking Lialda (Doc.41, ¶39), it is undisputed that Dr. Ferrante
did not test his renal function before starting therapy (contrary to the
recommendation in Lialda’s label). It also is undisputed that plaintiff’s
renal function was not assessed while he took Lialda (despite the label
recommendation for periodic renal evaluation during the drug’s use).

13
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Dr. Ferrante scheduled a follow-up appointment for January 14,
2014, (Doc.188-6, p.16), to assess how plaintiff was doing on Lialda.
(Doc.162-1, pp.12-13, pp.45:19-23, 47:14-49:4.) Plaintiff did not show up,
did not attempt to reschedule the appointment, and never saw
Dr. Ferrante again. (Doc.160-1, p.22, p.78:8-13.)
In June 2014, however, plaintiff called Dr. Ferrante’s office for a
referral to a Birmingham physician (where he had moved) to treat his
Crohn’s. (Doc.188-6, p.17.) Dr. Ferrante recommended Dr. Barranco.
(Id.) Plaintiff never saw Dr. Barranco (or any physician regarding his
Crohn’s) after moving to Birmingham.12 (Doc.160-1, p.23, p.83:1-19.)
Plaintiff did not see a gastroenterologist the entire time he took Lialda.
It is unclear when plaintiff stopped taking Lialda. Plaintiff testified
he took Lialda until January or February 2015, but supplied other
information to physicians. (Doc.160-1, p.31, p.114:12-24; Doc.188-4, p.5;
id., p.4; Doc.188-11, p.3.) Plaintiff admits he stopped taking Lialda

After his kidney injury was diagnosed, plaintiff was referred to
gastroenterologist Cotton Shallcross. Plaintiff saw Dr. Shallcross once
on December 15, 2015, with the records describing the impact of
plaintiff’s Crohn’s as “severe.” (Doc.188-9, p.3) He was to return to
Dr. Shallcross in three months (id., p.4), but was a no-show. (Doc.160-1,
p.44, p.168:12-15.)
12

14
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without consulting a physician. (Doc.160-1, p.31, pp.114:12-115:12.)
Although he says he stopped taking Lialda by February 2015, plaintiff
had CVS call Dr. Ferrante’s office on March 6, 2015, regarding a Lialda
refill. (Doc.188-6, p.19.)13
3.

Plaintiff’s Other Medical Issues and the
Prescription and Non-Prescription Medications
He Has Taken

To treat multiple medical issues, plaintiff took myriad prescription
and over-the-counter medications, a number of which have been reported
to have associations with renal injury including antibiotics, non-steroidal
anti-inflammatory drugs (NSAIDs), proton pump inhibitors (“PPI”),
available in prescription form (i.e., Nexium) and over-the-counter
(Prilosec). Plaintiff took PPIs for years, with the first available record
reflecting Nexium prescriptions from Dr. Larson in 2007. (Doc.188-2,
p.11.) In September 2008, plaintiff saw Dr. Mark Leberte for persistent
foot and ankle pain. (Doc.188-5, p.10.) At that time, he was taking
Nexium daily (apparently prescribed by Dr. Larson but with no

A Dr. Goetsch authorized the refill even though plaintiff had not
been at the office since LIALDA first was prescribed well over a year
earlier. (Doc.188-6, p.19.)
13

15
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corresponding records). (Id., p.11.) Dr. Leberte prescribed Celebrex, 14 an
NSAID

15

for the lateral foot pain. (Id., p.10.) Plaintiff also received

Celebrex from PGA Tour staff without a prescription.
Plaintiff reported he was taking Prilosec daily in April 2010. 16
(Doc.188-5, p.8.) During the March 2012 office visit, Dr. Young made
multiple diagnoses including acute bronchitis, atypical chest pain,
diarrhea, anxiety/stress, and GERD. (Doc.188-10, p.3.) Plaintiff noted
he was taking Prilosec, to control his diarrhea and GERD. Dr. Young’s
notes reflect “diarrhea, doing well on Prilosec” and “GERD, continue
Prilosec intermittently, prn.” (Id.)
Because of chest pain, plaintiff underwent a graded exercise stress
test in July 2012. He still was taking Prilosec. (Doc.188-13, p.3.) Records

Celebrex is a prescription Cox-2 inhibitor NSAID, with a black
box warning about serious cardiovascular and gastrointestinal risks. The
box warnings are in addition to other warnings, including risks of renal
injury. See
https://www.accessdata.fda.gov/drugsatfda_docs/label/2011/020998s033,
021156s003lbl.pdf.
15 NSAIDs include products such as Motrin, Advil, and aspirin.
(Doc.167, p.32, p.121:6-8.)
16 Over-the-counter Prilosec is to be used only once a day for 14
days. The 14-day course may be repeated only once every 4 months. See
https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/021229s034l
bl.pdf
14
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from plaintiff’s colonoscopy reflect that plaintiff was taking Prilosec in
October 2013. (Doc.188-7, p.3.)
In March 2014, plaintiff began treating intermittently with
chiropractor Beau Beard. Plaintiff reported his history of Crohn’s might
be involved with some of his pain. (Doc.188-3, p.37.) While treating with
Beard, plaintiff reported an array of aches, pains, and injuries that he
associated with golfing (and consistent with being given Celebrex on the
PGA Tour). (Id., pp.3, 8, 14, 37, 56.)
On June 2, 2014, plaintiff complained of stiffness and a Crohn’s
flare-up while overseas. It is unclear if Beard treated plaintiff’s Crohn’s
disease but his note indicates “continued relief from his ulcerative colitis
symptoms.” (Id., p.59.) Billing records reflect plaintiff began buying
Intestamine, a supplement, from Beard in October 2014. Plaintiff bought
Intestamine, which contains glucosamine, for his gastrointestinal
problems on October 17, 2014; December 29, 2014 (x2); January 30, 2015
(x2); March 13, 2015; July 17, 2015; and July 21, 2015. (Id., pp.80-81.)
Plaintiff has a moderate food allergy to glucosamine (Doc.188-12, p.3) and
there are reports of kidney injury associated with glucosamine use.
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Plaintiff also took unknown herbal supplements, a fact that first
surfaced during Dr. Prezkwas’s deposition despite discovery requests
inquiring into plaintiff’s supplement use. Plaintiff did not list herbal
supplements in the forms he completed when he first saw Dr. Prezkwas,
and her records make no mention of herbal supplements. (Doc.163-1,
p.42, pp.166:23-167:13.) Plaintiff revealed his herbal supplement use
only when Dr. Przekwas specifically asked. (Id., p.42, pp.166:23-167:4.)
Dr. Przekwas did not document, and cannot recall the supplements
except one was “very strange.” (Id., p.42, pp.167:20-168:7.)
4.

Plaintiff’s Kidney Disease

Before April 28, 2015, the only data regarding plaintiff’s kidney
function is testing Dr. Young ordered in March 2012 showing a serum
creatinine level of 1.3 (near the top end of the normal reference range).
Plaintiff’s March 2012 GFR17 of 66 was at the low end of the normal range
for kidney function and well below a GFR of 107 expected for a man

GFR “is the best test to measure your level of kidney function and
determine your stage of kidney disease.... If the GFR number is low, the
patient’s kidneys are not working as well as they should.” National
Kidney Foundation, https://www.kidney.org/atoz/content/gfr. Plaintiff’s
GFR of 66 in March 2012 is consistent with stage 2 chronic kidney
disease. Id.
17

18

USCA11 Case: 20-12258

Date Filed: 11/17/2020

Page: 29 of 80

plaintiff’s age (36 at that time). (Doc.161-1, pp. 15-17, pp. 52:15-22;
53:15-21; 54:7-55:4; 55:18-22; 60:17-61:12.)
Notwithstanding that result, Dr. Young never followed up.
Plaintiff’s nephrologist Dr. Przekwas would follow-up on a 36-year-old
male with a serum creatinine level of 1.3 and GFR of 66. (Doc.163-1, p.34,
p.135:2-11.) Dr. Ferrante did not know about those test results when he
saw plaintiff in September 2013.
Plaintiff’s abnormal renal function was confirmed by happenstance
in April 2015. (Doc.160-1, p.28, p.102:14-19.) Although asymptomatic,
plaintiff asked chiropractor Beard to order lab work and food
panel/allergy testing in conjunction with testing plaintiff wanted a
former client, golfer Heath Slocum, to undergo. (Id., p.27, p.101:7-14.)
The April 28, 2015, lab results included a serum creatinine of 3.78
(reference range .6 to 1.35 mg/dL) and a GFR of 14.
Plaintiff saw Dr. Jeffrey Clifton on May 14, 2015, because his “renal
numbers were elevated.” (Doc.188-8, p.3.) Dr. Clifton noted plaintiff was
a new patient, but pharmacy records show Dr. Clifton prescribed
azithromycin for plaintiff in December 2014. (Doc.188-2, p.5.) Plaintiff’s
laboratory results showed creatinine of 3.7 (reference range .7 to 1.2
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mg/dL) and a GFR of 19.5. (Doc.188-8, p.4.) Dr. Clifton’s diagnosed
chronic

kidney

disease,

stage

4,

based

on

his

GFR

and

hypotestosteronism. Dr. Clifton referred plaintiff to Dr. David Tharpe in
“nephrology.” (Id., p.5.) Plaintiff saw Dr. Przekwas instead, who
performed a kidney biopsy on September 2, 2015.

(Doc.163-1, p.48,

p.189:19-190:2.)
D.

PLAINTIFF’S PRESCRIBING PHYSICIAN

Since 2001, Dr. Ferrante has specialized in gastroenterology, which
focuses on the gastrointestinal system, including the liver, pancreas,
colon, stomach, small intestine, and esophagus. (Doc.162-1, p.3, p.9:1416; p.12:6-8.) He had prescribed Lialda many times. (Id., p.15, p.58:1317.) He knew that Lialda and mesalamine product labels recommended
renal testing before initiating therapy. (Id., pp.15-16, 31, 34, pp.59:2361:6, 122:15-123:10, 134:6-14.) He also knew of the recommendation that
renal function should be tested periodically during therapy and testified
that he checks a patient’s renal function “probably a couple, three times
within that [first] year.” (Id., pp.22-23, pp.88:14-89:8.) Otherwise, his
common practice is “to usually check a renal function at least once a
year.” (Id., pp.15-16, pp.60:18-61:6.) He clarified that the frequency of
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his checks is a based on the patient’s overall health and for patients with
other medical conditions, he is “more aggressive” with the testing. (Id.,
p.16, pp.61:7-62:6.)
Dr. Ferrante admitted he did not evaluate plaintiff’s renal function
before prescribing Lialda and did not know whether plaintiff’s renal
function was tested before he saw plaintiff and prescribed Lialda. (Id.,
p.23, pp.90:21-91:5; pp.91:7-92:1.)
Before prescribing Lialda for plaintiff, Dr. Ferrante knew that renal
impairment, including minimal change nephropathy, acute and chronic
interstitial nephritis, and rarely, renal failure had been reported in
patients using mesalamine-products, but had never witnessed a patient
developing renal problems from mesalamine use. (Id., pp.23, pp.92:8-14.)
He first learned of the risk of developing acute interstitial nephritis and
renal failure during his fellowship. (Id., pp.30-31, pp.120:21-121:16.)
Notwithstanding his knowledge of the reported risks of renal injury, Dr.
Ferrante still would have prescribed Lialda for plaintiff for several
reasons.

First, mesalamines are first-line therapy to treat Crohn’s

disease. (Id., p.19, pp.74:2-75:13.) Second, it carries far fewer and less
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severe risks than alternative treatments. (Id.) Third, it is the best option
for a person with plaintiff’s traveling schedule. (Id.)
Dr. Ferrante did not read the Lialda label before writing plaintiff’s
prescription. (Doc. 162-1, p.24, p.93.) He conceded that performing renal
testing using a set schedule would not eliminate the risk that a patient
would

develop

a

renal

injury,

further

undermining

plaintiff’s

“instructions for safe use” concoction. (Id., p.28, pp.110:11-111:3.) He
agreed that left untreated Crohn’s disease could lead to poor
gastrointestinal and renal outcomes, increase the risk of cancer, and
permit spreading of inflammation to other parts of the body. (Id., p.28,
pp.111:23-112:11.)
SUMMARY OF THE ARGUMENT
Plaintiff’s warning claim is premised on a non-existent duty. In
simplest terms, plaintiff contends defendants are liable for not intruding
on his physician-patient relationship and usurping his physician’s
medical judgment.

Plaintiff was prescribed Lialda off-label to treat

Crohn’s disease. He alleges he developed interstitial nephritis and renal
failure from his Lialda use. Lialda’s label, however, warns of that exact
risk. As a result, plaintiff tried to invent a claim for “failure to provide

22
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IN THE UNITED STATES DISTRICT COURT
FOR THE NORTHERN DISTRICT OF ALABAMA
SOUTHERN DIVISION
MARK BLACKBURN,
Plaintiff,
v.
SHIRE U.S., INC.; SHIRE, LLC; SHIRE
DEVELOPMENT, LLC; SHIRE
PHARMACEUTICAL DEVELOPMENT,
INC. and SHIRE PHARMACEUTICALS
LLC.
Defendants.

)
)
)
)
)
)
)
)
)
)
)
)
)

CASE NO.: 2:16-CV-00963-RDP

JURY TRIAL DEMANDED

FIRST AMENDED COMPLAINT
COMES NOW Plaintiff Mark Blackburn (“Plaintiff” or “Blackburn”) and, with leave of
Court, files his First Amended Complaint (the “Complaint”) against Shire U.S., Inc., (“Shire
U.S.”); Shire LLC (“Shire LLC”); Shire Development, LLC (“Shire Development”); Shire
Pharmaceutical Development, Inc. (“Shire Pharmaceutical”); and Shire Pharmaceuticals LLC
(“Shire Pharmaceuticals”).
A. Parties and Jurisdiction
1.

Plaintiff Blackburn is a citizen of the State of Alabama, residing within this

Northern District in Shelby County, Alabama.
2.

Defendant Shire U.S., Inc. is a corporation incorporated under the laws of the State

of New Jersey, with its principal place of business at 300 Shire Way, Lexington, Massachusetts
02421.
3.

Defendant Shire, LLC is a Kentucky limited liability company with its principal

place of business at 9200 Brookfield Court, Florence, Kentucky 41042.
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LIALDA should be used only if the benefits outweigh the risks. It is
recommended that all patients have an evaluation of renal function prior
to initiation of therapy and periodically while on treatment. (emphasis
added)
18.

The Label in effect in November 2013, when Plaintiff was prescribed LIALDA (the

“2013 Label”), contains the following language at Section 5.1, “Warnings and Precautions”:
Renal impairment, including minimal change nephropathy, acute and
chronic interstitial nephritis, and, rarely, renal failure, has been reported
in patients given products such as LIALDA that contain mesalamine or
are converted to mesalamine.
It is recommended that patients have an evaluation of renal function
prior to initiation of LIALDA therapy and periodically while on therapy.
Exercise caution when using LIALDA in patients with known renal
dysfunction or a history of renal disease.
19.

The emphasized language in the Original Label and the 2013 Label is hereafter

referred to as the “Recommended Periodic Evaluation”. The Original Label and the 2013 Label
are attached hereto as Exhibits A and B, respectively.
20.

The Recommended Periodic Evaluation language in both labels is substantively

identical. The only non-substantive differences are that (a) the Original Label refers to “all
patients” and the 2013 Label refers to “patients” and (b) the Original Label refers to “therapy”
while the 2013 Label refers to “LIALDA therapy”. The respective “recommendations” are, in all
material respects, identical.
21.

Although there have been Label changes between 2007 and 2013, the language of

the Recommended Periodic Evaluation has been unchanged throughout this period.
22.

The Recommended Periodic Evaluation constitutes a defective and unsafe

instruction for safe use of LIALDA after initiation of LIALDA therapy for the reasons alleged in
detail in this Complaint. Specifically, the term “periodic” fails to provide for blood testing of renal

4
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function at intervals necessary to reasonably protect patients from LIALDA’s potential renal
toxicity. “Periodic” is generally used in drug labels to mean either semi-annual or annual testing.
23.

Many physicians interpret and understand “periodic” to mean at the patient’s next

physical examination which may be a year after initiation of LIALDA therapy. “Periodic” as used
in the Label is defective and dangerous because it fails to provide prescribing physicians – typically
gastroenterologists – with adequate and safe instructions as to when patients’ renal function
properly should be evaluated.
24.

The Recommended Periodic Evaluation was unsafe, dangerous and defective at all

times beginning with the Original Label through and including the 2013 Label. Thus, Plaintiff’s
defective Label claim has two separate and distinct aspects.
25.

The appropriate instructions which Shire should have included in the 2007 Label

are described in this Complaint as Proper Interval Testing. Proper Interval Testing means
evaluation of renal function by a simple serum (blood) test of creatinine levels on a monthly basis
for the first three months after initiation of therapy and then on a quarterly basis for at least one
year.
26.

Shire’s failure to include Proper Interval Testing in the instructions for use directly

and proximately resulted in the dangerous failure to properly monitor renal function at appropriate
intervals during the first year after initiation of LIALDA therapy, thereby exposing patients such
as Plaintiff to catastrophic and irreversible kidney injury.
27.

The 2007 Label is directly relevant to Plaintiff’s claim for the simple reason that, if

Shire had included Proper Interval Testing in the Original Label and maintained that instruction
for safe use through and including November 2013 – just as Shire did with the defective
Recommended Periodic Evaluation – Plaintiff’s catastrophic renal injury would not have occurred.

5
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72.

Consistent with the World Article, Corrigan concluded that when diagnosis of renal

toxicity is delayed beyond 18 months from the start of treatment, only one-third of cases show any
recovery of function and this is usually only partial.
73.

Based on these circumstances, Corrigan stated the following Recommendations:
•
•

•

•

74.

Increased awareness amongst prescribers of the potential for
mesalazine to cause late onset nephrotoxicity.
Patients should be informed that there is a 1:100 risk of a reversible
rise in serum creatinine levels with treatment but that the risk of a
clinically significant deterioration in renal function is less than
1:500.
New cases of mesalazine nephrotoxicity should continue to be
reported [to European regulation] to allow more accurate estimation
of the incidence of this serious adverse effect.
Serum creatinine should be estimated prior to commencing
treatment, monthly for the first 3 months, 3-monthly for the next 9
months, 6-monthly thereafter and annually after 5 years of
treatment.

Other Medical Literature Regarding Renal Toxicity Prior to Initial Approval: A

search of the PubMed database of medical literature for articles relating to the renal toxicity of
mesalamine generates a list of 188 articles beginning in the 1980s through 2015. A list of articles
is attached hereto as Exhibit E.
75.

Approximately 120 of these articles are dated prior to the Initial Approval. In the

aggregate, these articles constitute a literal avalanche of documentation regarding the renal toxicity
of mesalamine, in addition to the World and Corrigan Articles. These articles should have further
demonstrated to Shire that the Recommended Periodic Evaluation was unsafe and would fail to
detect and prevent permanent kidney injury in many patients.
76.

Shire’s drug safety and drug regulating units are specifically responsible for

monitoring the safety of LIALDA on a world-wide basis and to fully assess and take appropriate
action based on medical literature such as the World and Corrigan Articles.
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1

IN THE UNITED STATES DISTRICT COURT

2

NORTHERN DISTRICT OF ALABAMA

3

SOUTHERN DIVISION

4
5

CASE NUMBER:

6

MARK BLACKBURN

7

2:16-cv-00963-RDP

PLAINTIFF,

8
9

VS

10
11

SHIRE U.S., INC., et al.,

12

DEFENDANT.

13
14

DEPOSITION OF MARK BLACKBURN:

15
16

It is hereby stipulated and

17

agreed by and between counsel representing

18

the parties that the deposition of MARK

19

BLACKBURN, at the offices of RILEY &

20

JACKSON at 1744 Oxmoor Road, Birmingham,

21

Alabama, on the 8th day of October, 2018,

22

is taken pursuant to the Federal Rules of

23

Civil Procedure and that said deposition

24

may be taken before Janet Arledge, RPR,

25

CRR, Court Reporter and Commissioner for
Alderson Court Reporting

1-800-FOR-DEPO

www.AldersonReporting.com
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Q. Is that Division I?
A. No, it's an NAIA school.
Q. Was it a total scholarship,
meaning they paid for all your costs of
tuition, room and board?
A. No, I believe it was 50 percent.
Q. Did you graduate from the
University of Alabama?
A. No, I graduated from the
University of Southern Mississippi.
Q. At some point you transferred?
A. I was recruited, yes, and I
transferred.
Q. And did Mississippi give you a
full golf scholarship?
A. No, partial scholarship.
Q. When did you graduate from
Southern Mississippi?
A. December 1998.
Q. And did you begin work in the golf
field immediately thereafter?
A. Yes, I actually played, I still
had eligibility. I played the 1999 spring
season, and then I began in the golf field
playing, trying to play professionally and
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drug to ensure that you could take the
drug safely.
The drug company's responsibility
is to provide the information for me to
take a drug safely. Shire did not do that
in this case, their labeling was negligent
that they didn't recommend interval
testing. Once you started taking the drug
every, after 30 days, and then every 30
days for 90 days, and then every 90 days
through the year.
Had that been done, it is my
belief that I would not have stage four
renal disease and I would not be sitting
with you in this room today. That is the
allegations against Shire.
Q. You understand that the Lialda
package insert, the label for Lialda
specifically warns of renal impairment as
a result of taking the drug, fair?
A. Yes.
Q. So when you took Lialda, you took
it with knowledge that it could cause
renal impairment. Is that correct?
A. I was aware with periodic testing
Page 29

teach.
that that was something that could be
2 included, it says in the package, and from
Q. When you say you had eligibility,
3 what tour did you play on in 1999?
3 my conversations with Dr. Ferrante I was
4
4 aware that renal issues could be an issue
A. The Hooters Tour.
5
Q. Did you ever play on the PGA tour? 5 but there would be periodic testing, which
6
6 was described in the white label.
A. Nope.
7
7
Q. So sometime around 2000 you
Q. Okay. So you knew, you knew from
8 started instructing in golf?
8 talking with Dr. Ferrante that you could
9
9 suffer renal injury as a result of taking
A. Yes, I was never fortunate enough
10 to have a full big sponsor so I subsidized
10 Lialda, correct?
11 with instruction.
11
A. I can't recall exactly but I
12
12
Q. You have an under -- strike that.
believe between reading the white label
13
13 and my conversations with Dr. Ferrante,
Do you have an understanding
14 of the allegations that you're making
14 that renal issues were an issue but there
15 against Shire in relationship to its
15 would be periodic testing associated with
16 product, Lialda?
16 that to try and avoid that issue. I can't
17
17 recall the exacts of the conversation, but
A. I believe so.
18
Q. What is your understanding of your 18 that would be the gist of it.
19 allegations against Shire in relation to
19
Q. Yeah, the gist of it is you knew
20 its product, Lialda?
20 renal injury could occur as a result of
21
21 your taking the product, fair?
A. That on the white label that I
22 received when I initially took the drug,
22
A. Yeah, I believe renal damage or
23 there was not sufficient labeling to
23 renal issues is I think is the verbiage I
24 basically recommend or suggest, tell you
24 can remember from the document.
25 that you needed interval testing on the
25
Q. Okay.
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A. I don't remember the document
saying kidney disease and being on a
transplant and having any of that, so.
Q. And you also knew from reading the
brochure and your conversations with Dr.
Ferrante that you were supposed to be
periodically monitored, your renal
function, correct?
A. Yeah, periodic testing.
Q. Okay. And as we sit here today,
we know that your renal function was never
monitored, either before you started
taking Lialda or while you were on the
drug. Is that fair?
MR. WALLER: Object to form.
A. I believe that before I am -- saw
Dr. Ferrante, I had been recommended by my
existing primary care physician, Dr. Craig
Young, I've had a lot of blood work and
panels taken by him so I had completely
normal renal function prior to me seeing
Dr. Ferrante.
Q. The only lab work that's been
produced in this case to us was done by
Dr. Young in March of 2012, and you're,
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do some blood testing, but you know as you
sit here today that that blood testing did
not test your renal function, fair?
A. I'm not sure exactly what that
tested for on the record.
Q. Okay. Well, Dr. Ferrante's
testified that he didn't test your renal
function before putting you on the drug,
you have no reason to dispute that, fair?
A. No.
Q. Okay. And, well, do this for me.
At some point in time you're referred to
Dr. Ferrante, correct?
A. Yes.
Q. And you're referred to Dr.
Ferrante by Dr. Young, correct?
A. Yes.
Q. And that's in the Fall of 2013?
A. I believe so.
Q. Yeah, the records show you saw Dr.
Ferrante for the first time in September
of 2013, okay?
A. Yes.
Q. How did Dr. Young come to refer
you to Dr. Ferrante?
Page 33

you start taking Lialda in November, 2013,
MR. WALLER: Object to form. If
2 you know.
correct?
3
3
A. I believe so.
MR. IPSARO: Objection's fine.
4
4
Q. So the lab work that you're
A. I am, had some gastro symptoms and
5 referring to that showed that you had
5 I believe that I was just -- Dr. Young
6 normal kidney function is the lab work
6 said you need to go see a specialist.
7 that Dr. Young had performed approximately
7
Q. (MR. IPSARO:) So in the Fall of
8 18 months before you started the drug?
8 2013, you had some gastrointestinal
9
9 symptoms that you described to Dr. Young?
A. I believe so.
10
10
Q. Okay. And I just want to make
A. Yes.
11 sure, there wasn't any follow-up lab work
11
Q. Was that in his office or on the
12 done by Dr. Young at the time that he
12 golf course?
13 referred you to Dr. Ferrante in the Fall
13
A. I believe it was when he was in my
14 of 2013. Is that correct?
14 office.
15
15
A. I couldn't be sure.
Q. Your golf instructing office?
16
16
Q. So your testimony is -- well
A. Yes. I can't recall the events,
17 strike that.
17 that's sometime ago, I do not recall the
18
18 exact interaction, but between my
Did you have any lab work or
19 stool samples in the six-month period
19 conversation with Dr. Young, I was
20 prior to your starting Lialda?
20 referred to Dr. Ferrante.
21
21
A. I don't recall exactly. I believe
Q. Do you recall anything
22 Dr. Ferrante, I did some blood work with
22 specifically that you told Dr. Young that
23 him. I can't recall, that's sometime ago.
23 led to his referring you to Dr. Ferrante?
24 I don't recall the events exactly.
24
MR. WALLER: Object to form.
25
25
Q. No, that's fair, Dr. Ferrante did
A. I don't believe so. I don't
Alderson Court Reporting
1-800-FOR-DEPO
www.AldersonReporting.com
1
2

1

Mark Blackburn
10/8/2018
Case 2:16-cv-00963-MHH Document
160-1 AL
Filed 05/01/19 PagePage
61 of6061(234 - 235)
Birmingham,
USCA11 Case: 20-12258 Date Filed: 09/15/2020 Page: 81 of 239
Page 234

1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23

Q. Right. And assess means to
monitor, right?
A. I don't know assess means monitor,
assess could be a one-off. Assess,
monitor -- I think you're using monitor
and assess synonymously and I don't
necessarily think that I would interpret
that that way. So like I said, I'm not a
doctor. I know that from reading the
label and my conversations with Dr.
Ferrante initially, I can say from those
things, I was aware that renal issues
could be, could be a factor, and there
would be periodic testing. I took that to
mean I would go see a doctor, as in when,
if I needed to. And periodically is, you
know, 12, 18, 24 months, whatever. I mean
it's.
MR. IPSARO: Thank you, Mr.
Blackburn.
MR. WALLER: All right.
VIDEOGRAPHER: This concludes the
deposition, going off the record 3:37 P.M.
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CERTIFICATE
STATE OF ALABAMA )
STATE AT LARGE )
I, JANET ARLEDGE, RPR, CRR,
Commissioner in the State of Alabama do
hereby certify that I recorded, by means
of stenotype, the foregoing proceedings at
the time and place stated in the caption
hereof. That later, under my supervision,
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1

IN THE UNITED STATES DISTRICT COURT

2

FOR THE NORTHERN DISTRICT OF ALABAMA

3

SOUTHERN DIVISION

4
5

MARK BLACKBURN,

6

Plaintiff,

7

v.

8

SHIRE US, INC., and SHIRE, LLC,

9
10

2:16-CV-00963-JHE
Defendants.
STIPULATIONS

11
12

IT IS STIPULATED AND AGREED

13

by and between the parties through their

14

respective counsel, that the deposition of

15

******************************************

16

DINO FERRANTE, M.D.

17

******************************************

18

may be taken before Joe Paul Moore,

19

Commissioner, at 200 Clinton Avenue West,

20

Suite 900, Huntsville, Alabama, on May 21st,

21

2018, beginning at 4:00 P.M.

22
23

IT IS FURTHER STIPULATED AND
AGREED that it shall not be necessary for
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any objections to be made by counsel to any
questions, except as to the form or leading
questions, and that counsel for the parties
may make objections and assign grounds at
the time of trial, or at the time said
deposition is offered in evidence, or prior
thereto.
IT IS FURTHER STIPULATED AND
AGREED that notice of filing of the
deposition by the Commissioner is waived.
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and answered. Go ahead.
A No, sir.
(Whereupon, Plaintiff's Exhibit No. 14 was
marked for identification and the same is
attached hereto.)
Q Okay. Doctor, I want to give you
the benefit of seeing what I've marked as
Exhibit 14, which I will represent to you
is a label for Pentasa as marketed in the
United Kingdom, Pentasa, also a mesalamine
drug.
A Right.
Q Are you familiar with the
medication?
A Yes.
Q On page 2 of Exhibit 14 that will
have us under section 4.4 of the label
which is entitled "Special Warnings and
Precautions for use," but on page 2 of my
exhibit, in the second paragraph at the
top, the label tells us "Patients on any
oral formulation of mesalazine --"
m-e-s-a-l-a-z-i-n-e "-- should have renal
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function monitored with serum creatinine
levels measured prior to treatment start,
every three months for the first year, then
six monthly for the next four years, and
annually thereafter." Do you see that
section?
A Yes, I do.
Q That, of course, is different from
the Lialda label. I'm not intending to ask
you an unfair question. I know the Lialda
label didn't say that.
A Right.
Q But my question for you with this
Pentasa label in front of you is if you had
instructions for safe use or warnings and
precautions from Lialda with a testing
regimen identical to what we see in
Exhibit 14, would you have followed the
testing regimen that's in 14?
MR. PECK: Objection to form.
A As stated earlier, we certainly try
to follow any protocols that are -- have
been studied or that are considered
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standard of care.
Q And if the manufacturer is telling
you if you're going to prescribe this
mesalamine, this mesalazine in Europe drug,
monitor serum creatinine every three months
for the first year, would you have done
that?
MR. PECK: Objection to form.
A Sure. Yes.
(Whereupon, Plaintiff's Exhibit No. 15 was
marked for identification and the same is
attached hereto.)
Q Okay. Just one more. I'm not going
to go through all of the products. But
this label I'm marking as Exhibit 15 is the
Octasa label. Are you familiar with that
drug?
A I'm sorry. What?
Q Octasa, another mesalamine product?
A Yeah, I'm not familiar with Octasa.
Q Okay. And, Doctor, I somehow keep
losing track of my exhibit numbers. I'm
sorry. On page 2 of Exhibit 15, there is a
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section 4.4, Special warnings and
precautions for use. Paragraph 2 under
that on the Octasa label says, "It is
recommended that all patients have an
evaluation of their renal function prior to
initiation of Octasa therapy and repeatedly
whilst on therapy. As a guideline,
follow-up tests are recommended 14 days
after commencement of treatment and then
every four weeks for the following 12
weeks," and it goes on. Same question as
before. If the Lialda label had called for
this type of testing protocol, these types
of instructions for safe use, would you
have followed the labelling recommendation
when giving the prescription advice to Mr.
Blackburn?
MR. PECK: Objection to form.
A If known about it, yes, I would have
followed those protocols.
Q Had you prescribed a medication -to put it more artfully, if you had
prescribed a medication for Mr. Blackburn
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that had that type of testing protocol we
just looked at from the Octasa label or the
Pentasa label and Mr. Blackburn said to
you, "Doctor, I cannot do that. I travel
extensively. I simply cannot follow that
testing protocol," what other treatment
options would have been available for you
to explore with Mr. Blackburn?
MR. PECK: Objection to form.
A That's a great question. Again, you
want to tailor your therapy based on the
individual. Most of the treatments for
inflammatory bowel disease require either
oral medications that do require some
monitoring or IV infusion therapies which
require even more intensive type
monitoring. In my opinion, a mesalamine
product for him would still be the -- would
have been my drug of choice because it's
the least invasive of the -- and probably
easiest to administer in someone who would
be traveling.
Q Are there biologicals that are
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available?
A Yeah. Right. So many of our
medications, what we call immunomodulatory
medications or biologics, there's even a
higher standard. Those would not be great,
especially the biologics. They have to
come in for infusions. You have to
literally sit in my office for a few hours,
45 minutes, a few hours, depending on which
one you're getting, to receive those.
Other ones come in injectable forms, but
they have to be refrigerated. Again,
someone who's traveling, you're not going
to do that. And, again, in my opinion, you
always start with the more conservative
treatment, something that's going to have
less side effects, potentially, start with
the more basic medication before you'd ever
build up to a biologic. Those are reserved
for very serious forms of Crohn's disease
or -Q And I've seen in some of the
literature in your field, I think like a
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treatment pyramid for Crohn's disease?
Does that ring a bell?
A Yes, sir.
Q What's the base of that pyramid?
A So right now, the base -- so we call
it bottom up therapy was the old way. The
mesalamines are at the bottom, and then you
start building up to what's called
immunomodulatory drugs, which is like
methotrexate, Imuran, or a couple of those.
And then at the peak of that pyramid would
be the biologic agents like Remicade or
Humira.
Q I want to, hopefully, get close to
wrapping up today with a few basic
questions to make sure there's no confusion
for anybody listening to what you say
later. Does Crohn's disease cause kidney
disease?
MR. PECK: Objection to form.
A In and of itself?
Q In and of itself.
A Not that I'm aware of.
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Q Does Crohn's disease, as far as you
know, cause acute interstitial nephritis?
MR. PECK: Objection to form.
A No.
Q Does Crohn's disease, as far as you
know, cause chronic interstitial nephritis?
MR. PECK: Objection to form.
A No.
Q Am I correct you do not have an
opinion on when Mr. -- well, tell me if I'm
not correct. Do you have an opinion on
when Mr. Blackburn's kidney damage began to
occur?
A No, sir. Unfortunately, he was
already moved by then and -- yes.
Q And no opinion on when his kidney
damage would have been detectable by a
creatinine?
MR. PECK: Objection to form.
A No, sir.
Q I should ask a more artful question.
Do you have an opinion as to when Mr.
Blackburn's kidney injury would have been

BIRMINGHAM REPORTING SERVICE
(205) 326-4444

Case 2:16-cv-00963-MHH Document 162-1 Filed 05/01/19 Page 20 of 35
USCA11 Case: 20-12258 Date Filed: 09/15/2020 Page: 135 of 239

Dino Ferrante

5/21/2018

Pages 77 to 80
Page 77
1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23

first detectable by a lab test?
MR. PECK: Objection to form.
A No, sir.
MR. JACKSON: Harold, do you mind if
we take two or three minutes?
MR. STEPHENS: Sure.
(Whereupon, a break was taken.)
Q Last little thing, Doctor. You told
us what you told us about following the
Pentasa- or Octasa-styled instructions for
safe use or testing protocol. I need to
ask you the next question. If the Lialda
label had included a testing protocol such
as what we saw on the Pentasa label or the
Octasa label, would you have relayed that
information to Mr. Blackburn?
MR. PECK: Objection to form.
A Again, if I would have known about
that, I would have followed those
protocols.
Q Is part of following that telling
the patient?
MR. PECK: Objection to form.
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A Yes.
MR. JACKSON: That's all. Thank
you.
(Whereupon, an off-the-record discussion was
held.)
EXAMINATION BY MR. PECK:
Q What did you do to prepare for your
deposition?
A I just reviewed his records,
basically.
Q Okay. Is this the first time -- go
ahead.
A Sorry. With Harold. I met with
Harold, and we went over the medical
records.
Q Okay. And how long did you meet
with Mr. Stephens?
MR. STEPHENS: I'll let him answer
this, but we're getting pretty close to
attorney/client privilege.
MR. PECK: I don't think how long he
had met is attorney/client privilege.
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A Probably 30 minutes.
Q Was anybody else present?
A No.
Q Have you ever spoken with either Mr.
Jackson or Mr. Waller before?
A No, sir.
Q Have you ever spoken with any other
attorney before representing Mr. Blackburn?
A No, sir.
Q The Exhibits 14 and 15 that you have
there that were presented to you in the
deposition today -A Yes, sir.
Q -- the first time you've ever seen
those documents is when they were presented
to you just now by Mr. Jackson?
A Yes.
Q So you haven't reviewed the entire
Exhibit 14 Pentasa summary of product
characteristics, correct?
A No.
Q And you know that this is from the
UK, correct?
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A Yes.
Q And is it your general sense that
there are differences oftentimes in
labeling between drugs in foreign countries
and drugs in the United States?
MR. JACKSON: Object to the form.
A Yes.
Q You have seen that a number of
times, correct?
A Yes, sir.
Q And the same way with Exhibit 15,
which is the Octasa label. First time
you've seen that, today, correct?
A Yes. Didn't know it existed.
Q Didn't even know Octasa existed?
A No, I don't know what that is.
Right.
Q Okay. And you haven't had a chance
to look through the entire label, correct?
A No, sir.
Q And, you know, again, with Octasa,
it's -- this is a foreign label, correct?
A Correct.
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Q And you're, again, aware that there
is differences between how the FDA
regulates drugs and how European countries
regulate drugs, correct?
MR. JACKSON: Object to the form.
A Yes, sir.
Q And as a matter of fact, one of the
things that you're familiar with is that
there can be differences between how much
various regulatory bodies in other
countries may intrude upon the practice of
medicine, correct?
A Yes.
MR. JACKSON: Object to the form.
Q And it's a very different regulatory
format in other countries. You know that
from being at conferences and that kind of
thing, correct?
MR. JACKSON: Same.
A Yes.
Q And one of the things that you
always do in treating a patient is is you
are relying upon your education and your
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training and your years of practice and
your review of the medical literature in
making determinations about diagnosing and
treating those patients, correct?
A Yes, sir.
Q And that's not something that you
yield to pharmaceutical companies, right?
A No, sir.
Q In fact, pharmaceutical companies
shouldn't be in the business of practicing
medicine. Doctors should be in the
business of practicing medicine. Is that
fair?
A That's fair.
Q Now, let me take you to Exhibit 9
for a moment. Do you have that in front of
you?
A Yes, sir. Okay. Yes.
Q And that's the Prometheus test
report, correct?
A Yes.
Q And do you see down there in the
column marked "Inflammation Results" -- I'm
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on the second page of it.
A Can you point me to that?
Q Oh, sure. It's right here. Do you
see -A Okay. In this row here. Yeah.
Q Yes.
A Okay. Yes.
Q Under the marker "Inflammation
Results."
A Right.
Q And the last one down there, do you
see what -- the SAA?
A Uh-huh.
Q Do you know what that is?
A I do not know what SAA is.
Q Okay. Have you ever heard of a
serum amyloid reading as an inflammatory
marker?
A I am not familiar with that. I know
what amyloid is, but I'm not familiar with
that marker.
Q And amyloids are proteins, correct?
A Correct.
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Q And they can accumulate in various
body organs, correct?
A Correct.
Q And a -- and you shouldn't have -shouldn't have a lot of amyloid proteins,
ideally, correct?
MR. JACKSON: Object to the form.
A Again, I'm not familiar, that
familiar, but I would assume no.
Q Are you aware of the fact that
amyloid proteins are associated with kidney
damage?
MR. JACKSON: Object to the form.
A It can be affected in many organs,
so yes.
Q That wouldn't surprise you?
A No.
Q Okay. And do you see right here on
the inflammation results, do you see the
reading there? Do you read that as 79.9
milligrams per liter?
A That's what it says.
Q Okay. And the reference standard
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visit with you, to either check to see
whether they've had renal function checked
or you do blood work to check yourself. Is
that fair?
A Fair. I check them many -- probably
a couple, three times within that year, but
after about a year is where I'm checking
the -Q Renal function.
A -- renal function currently, yes,
sir.
Q Just to be clear on that, what
you're saying is that you want them back
two or three times during the year to check
to see how the medication is doing, to make
sure you keep in touch with how they're
doing, but it's a yearly on the renal
function, correct?
A Yes, sir. And if I may, once
someone's very stable, they might only come
see me once a year when they're very, very
stable, and then definitely, they would get
it at that point, yes, sir.
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Q Okay. But you would agree with me
that "periodically" can mean other time -time periods other than one year, correct?
A Yes, sir.
Q And that's a matter of clinical
judgment based on your practice, what
you're seeing with the patient, and it can
vary from doctor to doctor, correct?
A Yes.
Q And that would be a matter of
medical judgment as to what it is a
physician like you or somebody else might
define as periodically, correct?
MR. JACKSON: Object to the form.
A Correct.
Q There's no specific definition in
the medical profession of periodically. It
can be two months, it can be four months,
it can be six months, correct?
A Yes.
Q Okay. Now, it says there it is
recommended that patients have an
evaluation of renal function prior to
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initiation of Lialda therapy. You did not
actually do an evaluation of renal function
yourself of Mr. Blackburn prior to starting
him on therapy, correct?
A That's correct.
Q You do not remember -- you didn't -strike that. You didn't look at a record
that showed that he had had a recent
evaluation of renal function prior to
starting him on Lialda, correct?
A That's correct.
Q The most you can remember is that
you had a discussion with Dr. Young where
Dr. Young said he had done some stool tests
that you recall and then he had done some
other blood work, but you don't know what
that blood work was. Fair?
A That's fair.
Q So you don't really know if Dr.
Young did any kind of renal function
testing on Mr. Blackburn at any time in or
around October or November of 2013,
correct?
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A That's correct.
Q Now, if you -- you have been asked
about the change -- strike that. Let me
find where I hid stuff. Let me go back to
13 for a second, if you still have it in
front of you.
A Yes.
Q So at the time you prescribed Lialda
to Mr. Blackburn, you were aware that renal
impairment, including minimal change
nephropathy, acute and chronic interstitial
nephritis, and rarely, renal failure has
been reported in patients given products
such as Lialda that contain mesalamine or
are converted to mesalamine. You knew
that, correct?
A Yes.
Q And you had known that for some time
prior to prescribing Lialda for Mr.
Blackburn, correct?
A Yes.
Q You knew that because that language
had been in labeling for mesalamine
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Q And, again, that decision to do that
is based upon your education and your
training and your experience with the
product, your discussions with colleagues.
Fair?
A Fair.
Q Prior to seeing the language that
you discussed, Exhibit 14 and 15 from the
Pentasa and the Octasa labels about the
monitoring periods -A Uh-huh.
Q -- have you ever seen anything
suggesting those kinds of monitoring
periods before in any document?
A No, sir.
Q You have never, ever, in your
practice in the United States, heard
anybody suggest that those kinds of
monitoring periods that are talked about in
the Pentasa and Octasa labels should be
used by you or other gastroenterologists in
the United States, correct?
A No, sir. I've never seen kidney

Page 110
1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23

problems from these medications, ever, in
the 17-plus years.
Q But you've also never seen, never
heard about that recommendation for those
kinds of monitoring intervals, correct?
A No, sir. I have not seen those,
yes. Sorry.
Q You know what? I probably could
have asked the question better, so.
A That's okay.
Q Now, if, again, hypothetically, this
language in the Octasa or the Pentasa label
had been in the Lialda label, and
hypothetically, you would have said
something to Mr. Blackburn about it, okay,
if we make those assumptions, you would not
have said to him that doing that testing
would mean that he was immune from the risk
of acute interstitial nephritis or chronic
kidney disease, correct?
A Correct.
Q Because the fact that there is a
different testing frequency doesn't mean
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that the risk goes away, correct?
MR. JACKSON: Object to the form.
A That's correct.
Q Okay. You would still have to say
to him in that circumstance, I want to tell
you, though, that if you don't do this
monitoring -- even if you do all this
monitoring, I can't guarantee you that
you're not going to get some -- renal
failure or acute interstitial nephritis.
Fair?
A That's fair.
Q Have you ever seen anywhere in your
practice in literature, meetings, the view
expressed that untreated or undiagnosed
Crohn's disease may lead not only to poor
gastrointestinal outcomes, but also, poor
renal outcomes?
A Definitely from a gastrointestinal
perspective, yes. Without treating it, it
could lead to much more serious problems,
yes, sir.
Q And you do need to treat Crohn's
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disease, correct?
A Absolutely.
Q Because it could lead to a
circumstance down the road where there
could be increased risk of cancer, there
could be inflammation that would spread to
other parts of the body, correct?
A Correct.
Q So it's very important to treat it,
correct?
A Yes, sir.
Q And it was very important to treat
it in Mr. Blackburn, correct?
A Yes.
Q But the part that I was asking about
is have you ever heard that not only the
untreated or undiagnosed Crohn's disease
may lead to poor gastrointestinal outcomes,
but also, poor renal outcomes?
MR. JACKSON: Object to the form.
A Again, I can comment on the
gastrointestinal because that's what I do,
but I do know that Crohn's patients are
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Asacol that's available, correct?
A Correct.
Q Both mesalamine drugs?
A Correct.
MR. PECK: Okay. That's all I have.
Thank you.
THE WITNESS: Okay. Thank you.
MR. JACKSON: Thank you, Doctor.
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CERTIFICATE
State of Alabama
Jefferson County
I hereby certify that the above and
foregoing deposition was taken down by me in
stenotype and the questions and answers
thereto were transcribed by means of
computer-aided transcription, and that the
foregoing represents a true and correct
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DECLARATION OF ALAN V. MCEMBER
I, Alan V. McEmber, declare and state as follows:
I have personal knowledge, including knowledge gained through
corporate sources, of the facts in this declaration and would testify competently
thereto if called as a witness.
2.

I am Head, Therapeutic Area Regulatory Strategy with responsibility

for Shire products.
3.
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dated December 8, 2005, that was included in Shire's December 21, 2005, New Drug
Application ("NDA") submission for Lialda® to the U.S.
Administration ("FDA").
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FDA.
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Ulcerative Colitis Practice Guidelines in Adults:
American College of Gastroenterology, Practice
Parameters Committee



 

Guidelines for clinical practice are aimed to indicate preferred approaches to medical problems as established
by scienti!cally valid research. Double-blind placebo controlled studies are preferable, but compassionate-use
reports and expert review articles are used in a thorough review of the literature conducted through Medline
with the National Library of Medicine. When only data that will not withstand objective scrutiny are available, a
recommendation is identi!ed as a consensus of experts. Guidelines are applicable to all physicians who address the
subject regardless of specialty training or interests and are aimed to indicate the preferable but not necessarily the
only acceptable approach to a speci!c problem. Guidelines are intended to be !exible and must be distinguished
from standards of care, which are in!exible and rarely violated. Given the wide range of speci!cs in any healthcare problem, the physician must always choose the course best suited to the individual patient and the variables
in existence at the moment of decision. Guidelines are developed under the auspices of the American College of
Gastroenterology and its Practice Parameters Committee and approved by the board of trustees. Each has been
intensely reviewed and revised by the Committee, other experts in the !eld, physicians who will use them, and
specialists in the science of decision analysis. The recommendations of each guideline are therefore considered
valid at the time of composition based on the data available. New developments in medical research and practice
pertinent to each guideline will be reviewed at a time established and indicated at publication to assure continued
validity. The recommendations made are based on the level of evidence found. Grade A recommendations imply that
there is consistent level 1 evidence (randomized controlled trials), grade B indicates that the evidence would be level
2 or 3, which are cohort studies or case–control studies. Grade C recommendations are based on level 4 studies,
meaning case series or poor-quality cohort studies, and grade D recommendations are based on level 5 evidence,
meaning expert opinion.
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