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STATEMENT CONCERNING ORAL ARGUMENT

The Appellees rely upon the sound discretion of the Court to determine, after
reviewing all documents and briefs submitted by the parties, if an oral argument would be

beneficial in the disposition of this case.
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COUNTERSTATEMENT OF FACTS

On September 28, 1993, Mary Margaret Gunderson gave birth to Wesley, her
second son with her husband, Ronald Gunderson. The next day, on her doctor’s orders,
she began taking Parlodel for the suppression of postpartum lactation (PPL) unaware of
Appellant’s refusal to honor the Food and Drug Administration’s (FDA) 1989 request to
remove Parlodel from the market. (P1. Exs. 94, 97). On October 5, 1993, Mary suffered a
massive Parlodel-induced seizure resulting in her death. (Tape 9; 02/11/04; 13:49:19).

Parlodel is genenically known as bromocriptine mesylate. Parlodel 1s classified as
an ergot alkaloid denivative. Other members of this class of drugs known as ergots,
include Cafergot, Methergine and LSD. Ergots as a class of drugs have long been
recognized to cause vasoconstriction, which can lead to hypertension' (high blood
pressure), seizures, strokes and death in some but not all patients. In treating some
conditions, certain ergots, such as Methergine, were regularly used by physicians as a
powerful vasoconstrictor to raise blood pressure. (Tape 11; 02/16/04; 11:55:46).

Appellant told the FDA and the medical community Parlodel was different from
other ergots in that it was a vasodilator and would lower blood pressure, but not raise it.
It then relied upon animal studies and a very limited group of patients to support this
conclusion. In reality, certain animal studies confirmed that Parlodel was a
vasoconstrictor like the rest of the ergot family. (Tape 9; 02/12/04; 16:12:04). This
information was withheld by Appellant from the FDA and the medical community.

Prior to its marketing to the general public, drugs are tested on a small number of

patients in what are known as clinical tnals. Parlodel was tested on only 234 post partum

' Hypertension is a medical condition that is universally understood can lead to seizure,
stroke and death.




mothers. In effect, this limited testing gave the FDA little empirical data to base its
decision whether to grant an application for approval.

Appellant anticipated a market for Parlodel claiming it would prevent pain
assoclated with engorgement in those mothers who chose not to breastfeed. In fact, less
than ten percent of mothers will experience pain or engorgement during cessation of
Jactation. (Tape 17; 02/24/04; 9:38:30). For the occasional mother who experienced pain
or discomfort, other non-pharmaceutical means, such as breast binders and simple
analgesics, had adequately controlled the pain or breast engorgement. (Pl. Ex. 87).
Lactation ceases on its own (usually within two weeks) without the use of drugs.” In fact,
since the beginning of time women had undergone the cessation of lactation withom a
drug that acts on the pituitary gland located in the center of the brain. (Tape 11;
02/16/04; 13:38:10).

In the early 1970s, Appellant originally sought to market Parlodel for suppression
of PPL for women who were not going to breastfeed. The FDA rejected this initial
application due to concerns relating to safety of the drug. (P1. Ex. 39).

In 1978, Appellant reapplied to the FDA to market Parlodel, this time for
prevention of amenorrhea/galactorrhea.’ Although the market for
amenorrhea/galactorrhea is much smaller than that for PPL, Appellant knew the initial
approval of any drug is the most difficult to gain. Once an initial approval is achieved,
subscquent requests for additional approved uses are more easily obtained. Therefore, if
Appellant could win approval for amenorrhea/galactorrhea, then it knew it could reapply

for PPL under a less stringent investigation. (P1. Exs. 36-38).

? The typical course of Parlodel for PPL is 14 to 21 days.
* Amenorrhea/ galactorrhea is the abnormal production of breast milk.




After rejecting the initial application for PPL. the FDA approved the initial
application of Parlodel for amenorrhea/galactorrhea. expressly conditioned upon
Appellant performing a study to determine the safety and efficacy of the drug. (Pl. Ex.
36). Appellant designated this as Study 60 and agreed to complete the study in 3 years.
(P1. Ex. 37).

Despite repeated requests by the FDA for the results and although the study had
been completed in the early 1980s, Appellant concealed the results of the study from the
FDA and the medical community until 1996 — two years after the drug was removed from
the market for use for the suppression of PPL. (Pl. Exs. 60, 93, 106). Interestingly,
Appellant failed to make any mention of this study in its brief, probably because, as the
Appellant admitted in an internal memo written in 1994, “Study 60 is a skeleton in our
closet.” (P1. Ex. 105, App. Ex. 1%).

Study 60 was supposed to study the long-term safety and efficacy of Parlodel.
While the study was himited to 100 patients, several of the patients taking Parlodel
experienced episodes of hypertension, which is something Appellant had guaranteed the
FDA and the medical community could not happen on its drug. In fact, at least one of the
patients developed a seizure, again something Appellant had been denying could occur
while taking Parlodel. (Tape 16; 02/20/04; 14:08:42). The fact these hypertensive
episodes and seizure occurred in such a small test group was very problematic for

Appellant. To hide this “skeleton in the closet”, Appellant intentionally omitted some of

* This memo was written by Appellant’s in-house attorneys when required to produce the
study during the Roberts v. Sandoz Pharmaceuticals Corp. litigation, which was tried in
Somerset, Kentucky. Compelled by court order to produce this study, Sandoz claimed
the report and parts of the data had been lost. Sandoz had one of its scientists rewrite the
“study”. (App. Ex. 1; PL. Exs. 100-103; 106).




the patients who experienced these problems when reporting the study. (App. Ex. 1; PL
Exs. 100-103; 106).

Since drugs entering the marketplace are only tested on animals and a small
patient population during clinical trials, the FDA and the medical community rely heavily
on aftermarket surveillance to determine whether there are side effects of the drug.
Appellant was required by law to actively gather information conceming the adverse drug
reactions (ADRs) experienced by patients while taking the drug and fully report those
incidents to the FDA. (Tape 5; 02/06/04; 10:48:00).

ADRs come from many sources, including hospitals and physicians who report
incidents of side effects. Appellant in fact collected tens of thousands of ADRS’ concerning
its drug. Appellant had a legal duty to report the occurrence of the ADRs and its internal
investigations to the FDA. (Tape 5; 02/06/04; 13:24:36). Although Appellant had collected
tens of thousands of ADRs prior to Mary’s death, Appellant failed to comply with this duty.
Thus, Appellant concealed much of the evidence of the dangerous nature of Parlodel from
the FDA and the medical community until the drug was withdrawn from the market in 1994.

By using the ADRs, the drug company, FDA and the medical community can
determine whether the drug does in fact cause side effects not apparent in the lab, animal
testing and clinical trials. In effect, the general market of people receiving the drug
becomes one huge clinical trial. (Tape 5; 02/06/04; 10:48:00).

In 1980, Appellant reapplied to the FDA to market Parlodel for the suppression of

PPL. Having approved Parlodel for amenorrhea/galactorrhea two years earlier, the FDA,

> As part of the process, Appellant’s doctors attempted to classify whether Parlodel in
fact had caused the side effect. On multiple occasions, these scientists determined

Parlodel was responsible for these hypertensive episodes, which they were denying to the
FDA and the public. (Pl. Exs. 19-28).




applying lesser scrutiny, allowed Appellant to market Parlodel for PPL. (Pl. Ex. 36).

Almost immediately after the drug went on the market for use in the post partum
peniod, the Appellant received reports of women who, while taking Parlodel, experienced
side effects including headaches, hypertension, subarachnoid hemorrhage, convulsion,
seizure, stroke, and death.® Appellant hid much of the evidence of Parlodel’s dangerous
nature from the FDA. the medical community and the consumer. (Tape 5; 02/05/04;
17:10:46; P1. Exs. 14 (App. Ex. 2), 19-28, 42, 46, 75 (App. Ex. 3)).

By May 1981, despite the drug being on the market for a very short period of
time, the FDA observed a high incidence of women taking Parlodel for PPL experienced
seizures. The FDA expressed concern and requested Appellant explain these seizures.
(Pl. Exs. 17, 40).

Appellant had its scientists review the information regarding these ADRs to
determine whether Parlodel was responsible for the reported side effects.  Appellant
researched the reports known to the FDA’, collected medical records, reviewed the
testing data, discussed the side effects with the patients’ physicians and discussed the
situation between the scientists on the Parlodel project. Following this collective study of
Appellant’s scientists, they found the reported cases of seizures “WERE PROBABLY
RELATED TO EPISODES OF HYPERTENSION, WHICH WE KNOW CAN

OCCUR UNDER PARLODEL IN SUCH PATIENTS.” Emphasis added. (P1. Ex. 43,

% Several such examples of adverse events known to Appellant and where Appellant had
internally determine seizure or other serious event was caused by Parlodel were not
reported to the FDA until after Mary’s death. (Pl. Ex 19-28, App. Ex. 4) While
Appellant internally determined the association between the seizures and the drug
was possible, it did not share this conclusion with the FDA or the medical
community.

7 Although Appellant was aware there were additional ADRs that the FDA did not have,
1t only reported its conclusions reached on the ADRs known to the FDA.




App. Ex. 4). Despite this internal understanding of the relationship between Parlodel and
hypertension and seizure, Appellant concealed its internal knowledge from the FDA and
continued to argue the drug was not responsible for the hypertension and seizures.® (PL
Ex. 59).

By 1983. with increasing numbers of serious adverse events, the FDA intervened,
concluding there was reasonable evidence of an association of a serious risk for women
taking Parlodel PPL. The FDA found “while the individual cases may be inconclusive, in
the aggregate they are compelling” (evidence of an association between the drug and
adverse events such as seizures, stroke, and death). (PL. Ex. 53). The FDA requested
Appellant change its waming to properly inform physicians of this risk. Appellant
refused. (P1. Exs. 50-52).

To overcome physicians’ skepticism regarding the safety of Parlodel, Appellant
instituted an aggressive advertising campaign designed to have obstetricians prescribe
Parlodel to all mothers who chose not to breastfeed, regardless of medical need.’ Its

sales force was extensively trained in ways to make sure all mothers would get the drug,

* In 1982, for example, a physician reported two of his patients became extremely
hypertensive after taking the drug for PPL. After stopping the drug their blood pressure
normalized. When he gave the drug again, one of the patients again became very
hypertensive. Appellant’s internal memos document that its scientists concluded the drug
was responsible for this hypertension, yet it told both the FDA and this physician that the
drug was not responsible for the events. (App. Ex. 4; PL. Exs. 41, 42, 44, 46, 47).

? In 1988, the FDA convened an advisory committee to review the then available
scientific and clinical data on Parlodel. Although the epidemiology study had not been
concluded, the committee still questioned Parlodel’s safety and found Parlodel should not
be used routinely for PPL. (P1. Ex. 87). Appellant feigned agreement Parlodel should be
used only in exceptional circumstances, i.e., mothers delivering a stillborn, and denied to
the FDA that it was making the drug available for routine use. However, this was another
lie because Appellant was aggressively marketing Parlodel and ordering its sales force to
press for the inclusion of Parlodel on doctors’ routine and standing orders for ALL non
breastfeeding mothers. (PI. Exs. 125, 126, 127, 128 (App. Ex. 5), 129, 134).




including an arrangement to have the drug placed on the standing orders'? of physicians
so all non-breastfeeding mothers would receive the drug. (P1. Exs. 109-112, 116, 119).

The scientific data and clinical experience continued to mount against the safety and
efficacy of Parlodel for the prevention of PPL. In the latter part of 1984, the FDA became
suspicious Appellant was “sanitizing” the ADR reports to the FDA by either withholding
evidence from the FDA or incorrectly or inaccurately reporting the ADRs. (Pl. Ex. 55).
Members of the FDA informed Appellant they considered Parlodel inappropriate for
suppression of lactation. Further, the FDA ordered Appellant to give full reporting of all
adverse events, including specific information on several of the reported ADRs. (Pl. Ex. 56,
61). Predictably, Appellant’s response to this order was to deny it had any information and
blamed the lack of information on the physician, something the physician denied. (Prince
Depo. pgs. 34, 56).

By 1986, with additional evidence Parlodel was responsible for seizures, strokes,
heart attacks and death to mothers, the FDA continued to press Appellant for information
and decided to convene an advisory committee to independently study Parlodel.'' (Pl
Exs. 87, 91).

To block continued FDA investigation and avoid an advisory panel, Appellant
promised to perform an epidemiological study'? to determine whether Parlodel was causing

seizures and strokes. (Pl. Ex. 87). Appellant declined to use the researcher proposed by

" Dr. Armstrong, Mary’s doctor, testified Parlodel had been placed on his standing
orders early in his career. It was through this use of standing orders that Mary received
Parlodel in 1993. (Armstrong Depo. pg. 20).

""" An advisory committee, composed of doctors and scientists from the disciphines that
would naturally be involved in the issues discussed, makes recommendations to the FDA
on the safety and efficacy of the drug.

"2 An epidemiological study compares people exposed to a drug to people not exposed to the
same drug to determine whether the drug causes adverse effects.





































































































































