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LYNCH, Chief Judge. This is an appeal fromverdicts of

over $140 million, reached by both a jury and a court, conpensati ng
Kai ser, a nmajor health plan provider and insurer, for the injury
Kai ser suffered by its paynent for four categories of off-I|abe

Neurontin prescriptions which had been induced by a fraudul ent
schenme by Pfizer, the manufacturer of Neurontin. These verdicts
foll owed a settl enment that Warner-Lanbert, a subdivision of Pfizer,
had reached in a crimnal case brought by the United States, in
whi ch Warner-Lanbert pled guilty to two counts and agreed to pay a
$240 million crimnal fine concerning the off-Iabel marketing of
Neurontin; Pfizer agreed to pay an additional $190 million in civil
fines. This is one of several rel ated appeal s regardi ng Neuronti n,
which result in separate opinions, of which this is the lead. W
affirmthe verdicts for Kaiser.

l.

On February 1, 2005, Kaiser Foundation Health Pl an, Inc.
and Kai ser Foundation Hospitals (together, "Kaiser"), Aetna, Inc.
("Aetna"), and The Guardian Life Insurance Conpany of America
("GQuardian") filed a coordinated conplaint in the US. D strict
Court in Massachusetts against Pfizer, Inc. and Wrner-Lanbert
Conpany (together, "Pfizer"), asserting injury fromthe fraudul ent
mar keting of Neurontin for off-Ilabel wuses. The coordi nated
plaintiffs asserted violations of, inter alia, the Racketeer

I nfl uenced and Corrupt Oganizations Act ("RICO'), 18 U S C
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8§ 1962, and the California Unfair Conpetition Law ("UCL"), Cal Bus.
& Prof. Code 8§ 17200. Utimately, Kaiser prevailed, but Aetna and
Guardian's clains were dismssed on summary judgnent, and Aetna's
dism ssal is the subject of a separate appeal.

In a related case in which we issue a separate opinion,
Har den Manufacturing Corporation ("Harden") filed a class action
conplaint on May 14, 2004, in the sane court, against Pfizer and
Par ke- Davi s (as a division of Warner-Lanbert) on behalf of a broad
purported cl ass consisting of "[a]ll entities throughout the United
States and its territories who, for purposes other than resale,
pur chased, rei nbursed and/ or paid for Neurontin for indications not
approved by the FDA ('the C ass') during the period fromJanuary 1,
1994 through the present ('the Cass Period )." Harden asserted
claims under RICO as well as state-law clainms for common |aw
fraud, violation of consuner protection statutes, and unjust
enri chment.

Both the class conplaint and the coordinated conpl ai nt
were part of a larger nmultidistrict litigation ("MDL") concerning
t he marketing and sal e of Neurontin, which was consolidated in the
District of Massachusetts in Novenber 2004. In each case, the
def endants noved for summary judgnent. On January 8, 2010, on
defendants' notion the district court dismssed the clains of
Guardian and Aetna; the court denied summary judgnent as to

Kai ser's cl ai ns. See In re Neurontin Mtg. & Sales Practices
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Litig. (Neurontin Coordinated SJ), 677 F. Supp. 2d 479 (D. Mass.

2010). On Decenber 10, 2010, the court granted summary judgnment
against all of the Harden purported class plaintiffs except two,

whose clains are not relevant to this appeal. See In re Neurontin

MKtg. & Sales Practices Litig. (Neurontin Cass SJ), 754 F. Supp.

2d 293, 311 & n.4 (D. Mass. 2010).

Begi nni ng on February 22, 2010, the district court held
a jury trial on Kaiser's RICO clains against the defendants. On
March 25, 2010, after a five-week trial, the jury concluded that
"Kai ser prove[d] that Pfizer violated RICO with respect to its
pronotion of Neurontin for" bipolar di sorder, m graine, neuropathic
pain,! and dosages exceeding 1800 ng per day, and that these

"violation[s] of RICOcause[d] Kaiser injury." See Inre Neurontin

Mktg. & Sales Practices Litig. (Kaiser Findings), No. 04-cv-10739-

PBS, 2011 W. 3852254, at *1 (D. Mass. Aug. 31, 2011). The jury
awar ded Kai ser danages in the anount of $47,363,092, which the
court trebled to $142,089, 276. Id. The jury also rendered an
advi sory verdict in favor of Kaiser onits state UCL claim finding
that Pfizer had engaged in fraudul ent business acts or practices

whi ch caused Kaiser damages with respect to bipolar disorder,

! Neuropathic pain is pain caused by danage to the nerves, as
opposed to noci ceptive pain, which is pain caused by aninjury. 1In
re Neurontin Mktg. & Sales Practices Litig. (Kaiser Findings), No.
04-cv-10739-PBS, 2011 W 3852254, at *38, *1 n.1 (D. Mass. Aug.
31, 2011).
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m graine, neuropathic pain, and doses over 1800 ng, but no
ltability with respect to nociceptive pain.

On Novenber 3, 2010, the district court found in Kaiser's
favor on its clains under the UCL, issuing extensive findings of

fact and conclusions of |aw In re Neurontin Mtg. & Sales

Practices Litig., 748 F. Supp. 2d 34 (D. Mass. 2010), anended and

super seded by Kai ser Fi ndi ngs, 2011 W. 3852254. The district court

ordered defendants to pay $95,286,518 in restitution, Kaiser
Fi ndi ngs, 2011 W. 3852254, at *2, but because this figure refl ected
t he sane damage cl ai ns enconpassed by the jury verdi ct on Kaiser's
RICO claim the court did not add it to the jury award, id. at *60
n.25. On February 22, 2011, the court entered judgnent in favor of
Kai ser on its RICO and UCL cl ainms, and on July 27, 2011, the court
denied Pfizer's notion for a newtrial or, in the alternative, to
alter or anend judgnent.

On Sept enber 20, 2011, Pfizer filed a notice of appeal as
to the court's entry of judgnent in favor of Kaiser onits Rl CO and
UCL clainms, and as to the court's denial of Pfizer's notion for a
new trial. This opinion concerns only that appeal.

.

We review de novo defendants' contention that Kaiser's

RI CO and UCL clains failed as a matter of |aw, taking the evidence

in the Iight nost favorable to the verdict. Tuli v. Brigham &

Wnen's Hosp., 656 F.3d 33, 38 (1st Cir. 2011). \Were defendants
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chal l enge the district court's findings of fact, we review these
findings for clear error. Fed. R Cv. P. 52(a)(6). W begin by
setting out the district court's findings of fact and the jury's
concl usi ons.

A The Defendants' Fraudul ent Marketing Canpai gn

Par ke-Davis, an operating division of Wrner-Lanbert
Conpany, devel oped Neurontin? during the 1980s and early 1990s as

an anti-epileptic drug. Kaiser Findings, 2011 W 3852254, at *5.

To secure approval fromthe Food and Drug Adm nistration ("FDA")
for a drug for a particular indication, a drug manufacturer nust
submt two favorable double-blind random zed controlled trials
("DBRCTs"). 1d. On Decenber 30, 1993, the FDA approved Neurontin
as an adjunctive therapy in the treatnent of partial seizures in
adults with epil epsy, setting the maxi numdose at 1800 ng/day. 1d.
The FDA found that certain patients taking Neurontin experienced
depressive side effects, and the FDA i ssued a warni ng to physici ans
in January 2008 to "[b]e aware of the possibility of the energence
or worseni ng of depression, suicidality, or any unusual changes in
behavior” resulting fromthe use of anti-epileptic drugs including
Neurontin. |1d. (alterationin original) (internal quotation marks
omtted). In 1996, Parke-Davis applied to the FDA for approval of

Neurontin as a nonotherapy for the treatnent of seizures, and

2 Neurontin's generic name is gabapentin. Kai ser Fi ndi ngs,
2011 W 3852254, at *5.
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sought an increase in Neurontin's effective dose range and maxi num
recommended dose; the FDA rejected this application. 1d. at *6.
Pfizer acquired Warner-Lanbert in 2000. 1d. at *5. In
2001, Pfizer filed an application with the FDA seeki ng approval of
Neurontin for the broad indication of neuropathic pain; after
receiving negative feedback from the FDA and non-FDA experts,
Pfizer wwthdrew its application. 1d. at *10. The FDA did approve
Neurontin for the treatnment of post-herpetic neuralgia ("PHN'), a
type of neuropathic pain associated with shingles, in 2002. |Id.
In 1994, Parke-Davis had estimated that Neurontin would
generate $500 million in profits over the duration of its patent.
Id. at *6. In order to increase Neurontin's earning potential
Par ke- Davi s began in 1995 to devel op strategi es to narket Neurontin
for off-label conditions -- that is, conditions not included on the
official I|abel approved by the FDA. Ild. As Parke-Davis was

i npl enenting these strategies, Pfizer acquired Warner-Lanbert, and

so, Parke-Davis. 1d. at *5. These nmarketing strategies apparently
wor ked; in the year 2003, Neurontin sal es exceeded $2 billion. |d.
at *6. Pfizer's Neurontin team estimated that only about ten

percent of Neurontin prescriptions that year were for the FDA-
approved on-| abel uses for epilepsy or PHN, and that nore than a
third of prescriptions were for the off-1abel uses of neuropathic

pai n, m graine or headache, or bipolar disorder.



Both the jury and the district court found that Parke-
Davi s, Warner-Lanbert, and Pfizer had "engaged in the fraudul ent
mar keti ng of Neurontin" for the treatnent of bipolar disorder
beginning in July 1998, id. at *17; for the treatnent of
neur opat hi ¢ pain, beginning in Novenmber 1997, id. at *23; for the
treatment of mgraines, beginning in April 1999, id. at *25; and
for doses greater than 1800 ng/ day, begi nning i n Novenber 1997, id.
at *28.% This fraudul ent marketing included, but was not linted
to, three strategies, each of which included subconmponents: (1)
direct marketing (or "detailing"”) to doctors, which m srepresented
Neurontin's effectiveness for off-1|abel indications; (2) sponsoring
m sl eading informational supplenents and continuing nedical
education ("CMVE") pr ogr ans; and (3 suppressing negative
i nformati on about Neurontin while publishing articles in nedical
journals that reported positive information about Neurontin's off-
| abel effectiveness. See id. at *12, *17, *18, *25, *28.

The defendants' fraudulent marketing canpaign also
targeted third-party payors ("TPPs"), including Kaiser, a non-

profit healthcare provider which is also one of the |argest health

mai nt enance organi zations ("HM3s") in the United States. 1d. at
*2. As to these targets, additional nechanisns were used to
i nfl uence both formulary deci sions and prescribing decisions. In

3 The court and the jury found that Kai ser had not proven that
Pfizer fraudul ently marketed Neurontin for noci ceptive pain. Kaiser
Fi ndi ngs, 2011 W. 3852254, at *26.
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1994, in a neno discussing the pronotion of Neurontin as an anti -
convul sant, Parke-Davis's marketing teamlisted Kai ser as second on
its list of "Top 10 HMOs Targeted for Neurontin." 1d. at *11. |In
2004, Pfizer devel oped an "QOperating Plan" for marketing a nunber
of drugs, including Neurontin, to Kaiser; tellingly, the plan
feat ured, as a strategy, "devel op[i ng] relationships wth

[ deci si onmakers affiliated with Kaiser] who are not considered

whistle blowers.” 1d. (enphasis added) (internal quotation nmarks

omtted). Pfizer also enployed physicians associated with Kaiser
to serve on speakers' bureaus and publish m sl eading articles about
Neurontin. Id.

B. Kai ser's Managenent of Neurontin on Its Fornul ari es

Kai ser is conposed of two separate corporations: the
Kai ser Foundati on Heal th Pl an, which owns si x regi onal heal th pl ans
and directly provides nedical coverage to beneficiaries in
California and Hawaii, providing nedical insurance to about 8.6
mllion nmenbers; and Kaiser Foundation Hospitals, which operates
health care facilities and pharnaci es. Id. at *2. The Kai ser
Foundation Health Plan and its subsidiaries do not enploy
physi ci ans t hensel ves, but have excl usive contractual relationships
wi th regional Permanente Medical Goups ("PMx"). 1d. at *3.

Each PMG has its own Pharnmacy and Therapeutics ("P & T")
Commttee which manages each PMss formulary, or [list of

medi cations that treating physicians may prescribe. Id.
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Representatives fromboth entities sit onthe P& T Cormittees and
participate in fornulary managenent. Kaiser Foundation Hospitals
has a Drug Information Service ("DIS") that researches and
communi cates informati on about drugs, including nonographs about
new drugs or new drug uses, to physicians and P & T Conm ttees.
Id. DS nonographs sunmmarize available evidence -- including
publicly avail abl e evidence and unpublished information obtained
from pharmaceuti cal manufacturers -- on drug safety and efficacy,
and P & T Commttees rely heavily on these nonographs in making
formul ary decisions. |1d.

PMG formul aries may list drugs (1) without restrictions;
(2) withrestrictions limting prescribingto a particular group of
physi cians; or (3) with guidelines for appropriate prescribing.
Id. at *4. Kaiser will pay for off-fornulary prescriptions and no
prior authorizationis required for any prescription. Nonethel ess,
an i nternal Kaiser study found that 95%of prescriptions witten by
PMG physicians comply with fornmularies. 1d.

After the FDA approved Neurontin for epilepsy in 1993,
the P & T Commttee of each regional PM5 added Neurontin to its
formulary, with one regional PMG-- Hawaii -- not addi ng Neurontin
to its formulary until 2000. Id. The Southern California PMG
initially restricted prescribing of Neurontin to neurologists. 1d.
In Septenber of 1997, however, its P & T Committee permtted

anest hesiologists to prescribe Neurontin for reflex synpathetic
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dystrophy, a particular pain syndronme. 1d. In June of 1999, the
Comm ttee renoved prescribing restrictions on Neurontin and added
gui delines reserving its use for neuropathic pain pati ents who were
unresponsive to or intolerant of other treatnents. 1d. Then, in
Septenber of 1999, the P & T Conmittee renoved all remaining
formulary restrictions on Neurontin. 1d. at *5. Prescriptions of
Neurontin increased dramatically thereafter. |1d. at *31

The district court found that "Kaiser relied on Pfizer's
m srepresentations and om ssions during the devel opnment of drug
nmonogr aphs in both June and Septenber 1999," id. at *29, and that

Pfizer's msrepresentations "directly affected decisions about

Neurontin's placenment on fornulary wi thout restrictions,” id. at
*30.
C. Physi ci ans' Prescribing Behavior as to Neurontin

The jury and court found that the prescribing of
Neurontin had in fact been causally affected by the fraudul ent
mar keting schene, which included the sponsorship of CME events
attended by physicians and direct marketing to physicians. 1d. at
*12. Defendants stress that no physician in this case, or in the
Neurontin MDL as a whole, testified that he or she prescribed
Neurontin because of defendants' fraudul ent off-Iabel marketing.
Id. at *32. But Kaiser presented other evidence as to causation,

and evidence as to why such individual testinony was unreliable.
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The primary evidence was the expert testinony of Dr.
Meredith Rosenthal, who holds a Ph.D. in health economcs from
Harvard University and is a professor at the Harvard School of
Public Health. Id. Dr. Rosenthal "use[d] aggregate data and
statistical approaches to link patterns in pronotional spending[?]
to patterns in prescribing for the drug.” 1d. (internal quotation
mark omtted). Her regression analysis found a causal connection
bet ween the fraudul ent marketing and the quantity of prescriptions
witten for off-label indications. She also testified as to why
Pfizer's proposed physici an- by-physi ci an anal ysi s of causati on was
not a scientifically valid approach to causati on.

Dr. Rosenthal wused "gold standard" national data on
Neurontin prescriptions, and enployed the assunptions that (1)
"Kai ser's patient popul ati on and physician distributionare simlar
to the national mx," and (2) "pronotional spending on off-Iabel

mar keting was the sane as the pronotional spending on fraudul ent

of f-1abel marketing." 1d. at *32-33. The district court found
both assunptions to be reasonable. 1d. at *32-33.

As is customary for such experts, Dr. Rosenthal testified
that she "assumed that the allegations in the conplaint are true"

for purposes of conducting her analysis, but offered no viewas to

4 Dr. Rosenthal's pronotional spending data included "spending
on detailing of doctors, advertisenents in professional journals,
and the retail value of sanples.” Kai ser Findings, 2011 W
3852254, at *32 n.19.
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whet her or not there had been a fraudul ent marketing schene. She
further explained that her assignment was only to calculate the
per cent age of prescriptions caused by Pfizer's fraudul ent of f-1 abel
mar keti ng and not to convert that percentage i nto a danages nunber
for Kaiser, which was the task of another expert wtness, Dr.
Raynond Hartman, Ph. D.

Dr . Rosent hal explained the difference Dbetween
correl ation and causation and stated that her anal ysis established
causation by perform ng a regression analysis on sales information
agai nst pronotional spending on detailing, professional journal
advertising, and the retail value of sanples, while controlling for
ot her vari abl es. Her analysis excluded the many off-| abel
prescriptions by physicians who received legitimate on-Iabel
pronoti on. She concluded that the "percentage[s] of Neurontin
prescriptions that were caused by Pfizer's fraudul ent marketing of
Neurontin" were, by off-label indication, as follows: 99.4% of
prescriptions for bipolar disorder; 70% of prescriptions for
neur opat hi ¢ pain; 27.9%of prescriptions for mgraine; and 37. 5% of
prescriptions for doses over 1800 ng/day. I1d. at *33. Thus, three
out of ten Neurontin prescriptions witten by neurol ogists for
m grai ne woul d not have been witten or filled but for the all eged
m sconduct . As for Neurontin prescriptions witten Dby
psychiatrists for bipolar disorder between Novenber 1995 and

Decenber 2004, 99.4% woul d not have been witten had there been no
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fraud. Dr. Rosenthal testified that it was her opinion "to a
reasonabl e degree of scientific certainty that these cal cul ations
are the best way to estimate the nunber of prescriptions and the
share of prescriptions that were affected by the alleged
m sconduct . "®

Turning to Pfizer's insistence that only doctor-by-doct or
evi dence coul d prove causation, Dr. Rosenthal testified as to the
wel | -recogni zed unreliability in the field of healthcare econom cs
of asking doctors individually whether they were influenced by the
many met hods of off-|abel marketing. She said that self-reporting
from physicians about patterns of practice that my be
controversi al shows bot h consci ous rel uctance and unconsci ous bi as,
which lead them to deny being influenced. As a result, it is
preferable "[t] o exam ne objectively the causal associ ati on between
pronotion and sales using . . . econonetric nodels.” Dr. Rosenthal
utilized the standard practice of using "aggregate data and .
statistical approaches to |link patterns in pronotional spending to
patterns in prescribing for the drug." Dr. Rosenthal testified
that it was "neither standard nor appropriate to | ook physician by
physi ci an. "

I n oppositionto Dr. Rosenthal's expert testinony, Pfizer

i ntroduced the expert testinony of Dr. Mchael C Keeley, Ph.D.

> These calculations applied to Kaiser as well as to other
payors across the country.
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who testified as to alleged flaws in Dr. Rosenthal's nethodol ogy.
Dr. Keeley testified that when he re-ran Dr. Rosenthal's regression
analysis wth different assunptions, he did not find a
statistically significant relationship between Pfizer's pronotion
of Neurontin and prescriptions of Neurontin. Dr. Keeley did not
present his own causation or damages nodel, however. The court
rejected Dr. Keeley's criticisns and accepted Dr. Rosenthal's
calculations. [d. at *58.

The court al so found that subsidiary evidence tended to
show a causal |ink. For exanple, PM5 physicians attended
conferences where Neurontin was pronoted for off-|abel uses, and
after one such conference, in May 1999, new starts of Neurontin
i ncreased by 62% 1d. at *30.

D. Crim nal Proceedi ngs and Rel at ed Proceedi ngs Agai nst the
Def endants Concerni ng Neurontin

Dr. David Franklin was enployed as a nedical |iaison at
Par ke- Davi s for about five nonths in 1996; on August 13, 1996, he
filed a sealed qui tam action agai nst Parke-Davis under the Fal se

Clains Act ("FCA"), 31 U.S.C 88 3729-3733. United States ex rel.

Franklin v. Parke-Davis, Div. of Warner-Lanbert Co., 147 F. Supp.

2d 39, 43-44, 46 (D. Mass. 2001). Franklin alleged that Parke-
Davi s engaged in a fraudul ent schenme to pronote of f-1abel uses of
Neurontin, and that this canpaign caused false clains to be
submtted to the Veterans Admnistration and to the federal

government for Medicaid reinbursenent. 1d. at 43. Franklin's suit
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remai ned under seal for nore than three years, as the governnent
consi dered whether to intervene, and was then unseal ed on Decenber
21, 1999, with the governnent participating only as an am cus
curi ae. Id. at 46. On June 16, 2004, Franklin, Parke-Davis,
Pfizer, and the United States entered into a stipulation of
di sm ssal, wunder which Franklin received a relator's share of
$24, 640, 000.

On May 13, 2004, the U S. Departnent of Justice filed a
crimnal information chargi ng Warner-Lanbert withillegal off-Iabel

pronoti on of Neurontin. Kaiser Findings, 2011 W. 3852254, at *11.

Pfizer caused Warner-Lanbert to plead guilty to two felony counts
of marketing Neurontin for unapproved uses, w th Wrner-Lanbert
"expressly and unequi vocally admt[ting]" that it pronoted the sale
and use of Neurontin for neuropathic pain, bipolar disorder, and

mgraine. 1d. To be clear, this plea did not admt to fraudul ent

marketing. \Warner-Lanbert agreed to pay a $240 million crim nal
fine, and Pfizer paid $190 mllion in additional civil fines. |1d.
News of this action, plea, and settlenment caused Kaiser to take
certain steps, as described bel ow

E. Kai ser's Actions To Reduce Neurontin Prescriptions

Neurontin prescriptions witten by PMs physicians
increased dramatically after Septenber 1999 (the fraudul ent
mar ket i ng canpai gn began in 1997). This notable increase | ed sone

Kai ser regions to "exam ne their nenbers' use of Neurontin" and
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make efforts to limt it. 1d. at *31. By the spring of 2002, the
Northern California PMc had barred Pfizer drug representatives from
detailing its physicians regarding Neurontin, and the sanme PMG s
Drug Uilization Goup ("DRUG') began a canpaign to pronote only
t he appropriate use of Neurontin, which ot her regi onal PM> j oi ned.
Id.

In |ate 2002, Kaiser |earned about Franklin's qui tam
action and escalated its efforts to limt prescribing of Neurontin
for neuropathic pain, bipolar disorder, mgraine, and nociceptive
pai n. Id. Kaiser shared materials about Neurontin produced by
DRUG and the Southern California PM5s Drug Utilization Action Team
("DUAT") with all regional PMss. The district court found that
t hough Neurontin use continued to increase nationally, Kaiser's
efforts to limt its use "result[ed] in a 33-34% decrease in new
starts of Neurontin." |1d.

The P & T Commttees did not renove Neurontin fromtheir
formul aries or inpose restrictions on its use after |earning about
the allegations of defendants' fraudulent off-|abel marketing of
Neurontin. Favorable information about using Neurontin to treat
neuropathic pain remained on Kaiser's website until the eve of
trial. 1d. at *30. The district court found, however, that Kaiser
enpl oyees did not know about the full scope of defendants' fraud.
Rat her, they learned of the full scope of the fraud through (1)

di scovery in this suit, and (2) the publication, in Novenber of
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2009, of an article in the New England Journal of Medicine

reporting defendants' use of scholarly publications to dissem nate

m sl eadi ng i nformati on about Neurontin. 1d. at *31, *7 & n. 4.
F. | njury and Danmages Sust ai ned by Kai ser Due t o Def endant s’
Fr aud

The court and the jury found that Kaiser had suffered
both injury and quantifiable danages as a result of defendants
actions.

After reviewing the evidence at trial -- including the
results of DBRCTs and other clinical trials, anecdotal accounts of
clinical success, regulatory approval in other countries, and
expert opinions, id. at *34-45 -- the district court found that
"there is no reliable scientific evidence that Neurontin is
effective for bipolar disorder, mgraine, or at high doses,” and
that although there was evidence that Neurontin was effective in
treating sone kinds of neuropathic pain, "there is no reliable
scientific evidence to support a broad indication of neuropathic
pain," id. at *34. The court al so found that "PMG physicians woul d
have al nost certainly prescribed alternative nmedication to their
patients had they not prescribed Neurontin." 1d. at *33.

In addition to Dr. Rosenthal's expert testinony on
causation and injury, Kaiser presented testinony by a second

expert, Dr. Hartman, who provided evidence as to the danages
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incurred by Kaiser. His analysis used a list® of alternative drugs
that "were nore appropriate for each off-label indication than
Neurontin" in order to determne the average cost of the
alternative nedications that would have been prescribed in the
absence of defendants' fraud. |d. Dr. Hartman then nultiplied the
quantity of affected prescriptions (as determ ned by Dr. Rosent hal)
by the average excess cost of each Neurontin prescription as
compared to alternative nedications. Id. He concluded that
Kai ser's danmages from defendants' fraud total ed $62, 457,082, with
Kai ser sustaining the followng damges from fraud-induced
prescriptions for each off-label indication: $17,822,6647 for
bi pol ar di sorder; $39, 774,623 for neuropathic pain; $1, 260, 464 for
m grai ne; and $3, 599, 348 for doses over 1800 ng/day. 1d. at *34.
In fact, the total awarded by the jury was |l ess than this sum

Dr. Keel ey, Pfizer's expert, testifiedthat Dr. Hartman's
calculations were flawed because he did not have data that
permtted himto determ ne which alternative drugs woul d have been
prescribed in place of Neurontin. Dr. Keeley did not present his
own estimte of Kaiser's damages, however

Pfizer argued to the jury that Neurontin was effective
for the off-1abel uses at issue, and that as aresult, (1) Pfizer's

pronoti onal canpaign involved no msrepresentations about

® This |ist had been devel oped by the chairperson of Kaiser's
DIS, Dr. Marta M|l ares. Kaiser Findings, 2011 W. 3852254, at *33.

-20-



Neurontin's ef fectiveness; (2) even i f Pfizer made
m srepresentations, Kaiser doctors prescribed Neurontin for off-
| abel uses because it was effective in their clinical experience,
not because of Pfizer's msrepresentations; and (3) because
Kai ser's damages theory was based on Neurontin's conplete
i neffectiveness for off-label uses, Kaiser's damages cal cul ati ons
were invalid if Neurontin was sonetines effective for these uses.

The jury rejected Pfizer's argunments and awar ded Kai ser $47, 363, 092
i n damages, which the court trebled to $142,089,276. 1d. at *1.

Pfizer argued to the district court that since doctors
consider "nultiple sources, types, and levels of scientific
evi dence" in nmaking treatnent decisions, and the effectiveness of
a drug is a patient-specific inquiry, the court should not confine
its analysis of Neurontin's effectiveness for off-label uses to
whet her DBRCTs denonstrated efficacy. Kaiser responded that DBRCTs
were the "gold-standard for determning efficacy” and that
"[l]ower-tier evidence is insufficient, especially in place of
exi sting DBRCTs."

Pfizer further argued to the court that because Neurontin
was not "conpletely and categorically ineffective" for off-1|abe
uses, Pfizer had not m sled Kaiser about Neurontin's efficacy and
Kai ser had not proved that it suffered economc injury. Pfizer
al so argued that Dr. Rosenthal's and Dr. Hartman's testinony was

fl awed and hence not probative of causation or damages. The court
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rejected Pfizer's argunents and accepted Dr. Rosenthal's and Dr.
Hartman's cal culations as the basis for its own damages award of
$95, 286,518. 1d. at *58-60.

[T,

Pfizer seeks to vacate the court and jury findings of
l[itability and damages on a nunber of theories. It argues that
Kaiser's clains fail as a matter of law, that the evidence was
insufficient, and that there were trial errors. At the heart of
the appeal is the claimthat, as a matter of |aw, Kaiser cannot
nmeet the RICO or UCL causation requirenments, and so Pfizer was
entitled to a directed verdict. On appeal, Pfizer does not
chal l enge the conclusions of the jury and district court that it
engaged in a fraudul ent schene with respect to its pronotion of
Neurontin for off-label uses.’

A. Rl CO Causati on

The civil damages provision of RICO provides that "[a]ny
person injured in his business or property by reason of a violation

of section 1962 of this chapter may sue therefor . . . and shal

" As noted, Pfizer argued to the jury and the district court
that Neurontin was effective for off-label uses and that Pfizer
therefore made no material msrepresentations. It does not make
this argunent on appeal. Instead, it argues on appeal only that
Neurontin's effectiveness neans Kaiser did not prove that it
suffered economc i njury frompaying for off-1abel prescriptions of
Neurontin. Pfizer does state on appeal, in passing, that Kaiser
"present ed no evidence of fraudul ent detailing (sales calls) to PMG
doctors,” but it does not squarely challenge the district court's
contrary finding and, in any event, makes this argunment only to
attack the "fit" of Kaiser's expert testinony.
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recover threefold the damages he sustains and the cost of the suit,
i ncluding a reasonable attorney's fee." 18 U S.C. 8§ 1964(c). 1In
rel evant part, section 1962 prohibits "any person enployed by or
associated with any enterprise engaged in, or the activities of
whi ch affect, interstate or foreign comerce" from"conduct[ing] or
participat[ing], directly or indirectly, in the conduct of such
enterprise's affairs through a pattern of racketeering activity."

Id. 8 1962(c). A "racketeering activity" can consist of a wde
range of predicate offenses, including, as alleged in this case,
mail and wire fraud, see id. 8 1961(1), and a "pattern" of such
activity requires at |least two racketeering acts, id. 8 1961(5).

Qur RICO causation analysis is controlled by the Suprene

Court's decisions in Holnes v. Securities |nvestor Protection

Corp., 503 U S. 258 (1992), and its progeny.® See Anza v. |deal
Steel Supply Corp., 547 U.S. 451 (2006); Bridge v. Phoeni x Bond &

|ndem Co., 128 S. C. 2131 (2008); Hem Gp., LLCv. Gty of New

York, 130 S. C. 983 (2010). In Hol nes, the Suprene Court held
that the civil R CO provision's "by reason of" |anguage contains
both but-for causation and proxi mate causation requirenents. 503
U S at 268. In our view, these are two quite distinct questions.

Her e, the harm to Kaiser plainly was foreseeable, and

foreseeability is needed for, but does not end the inquiry as to,

8 The parties apply the same analysis on the proxinmate
causation questions to both Kaiser's RICOclaimand its UCL claim
so we proceed on the assunption that this approach is correct.
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proxi mat e causati on. The proximate causation question in this
appeal concerns whether the chain of events between Pfizer's
m srepresentati ons and Kai ser's paynent for the prescriptionsis so
attenuated that, for legal and policy reasons, Kaiser's claimfor
recovery should be denied. The but-for causation question, in
contrast, is whether, absent Pfizer's fraud, Kai ser woul d have paid
for fewer off-label Neurontin prescriptions.

Pfizer's primary argunent is that, as a matter of |aw,
there is no proxi mate causation in this case because there are too
many steps in the causal chain connecting its m srepresentations to
the injury to Kaiser, particularly because that injury rests on the
actions of independent actors -- the prescribing doctors. As to
but-for causation, Pfizer argues that its evidence at trial
"falsified" Kaiser's theories of causation, and that sonme of the
evidence Kaiser presented to prove but-for causation was
i nadm ssi ble. W take these argunents in sequence.

B. Pr oxi mat e Causati on

In Hol nmes, the Suprene Court upheld entry of summary
j udgment for the defendant on RICO clains brought by a plaintiff
who was subrogated to the rights of others, based on the
plaintiff's failure to neet the proxi mate cause requirement. |1d.
at 262-64, 271-74. The Holnes plaintiff alleged that the defendant
had engaged in an enterprise to manipulate the prices of certain

stocks, id. at 261, and conplained that this conduct caused the
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plaintiff to have to pay the clains of custoners of two broker-
deal ers that had becone insol vent once the fraud was reveal ed, see
id. at 262-63. The Court determned that, even if this plaintiff
were allowed to stand in the shoes of a better-situated plaintiff
(nanmely, the custoners), the link was too renote between the
al | eged stock mani pul ati on schene and the harmto the custoners,
because that harmwas itself contingent on the harmsuffered by the
br oker - deal ers who had purchased t he mani pul ated stock. See id. at
271. The only connection between the Rl CO conduct and the clai ned
harm was the broker-dealers' insolvency. 1d.

The Hol nes Court stated that, "[a]t bottom the notion of
proxi mat e cause reflects 'ideas of what justice demands, or of what
is admnistratively possible and convenient.'" 1d. at 268 (quoting

W Keeton, et al., Prosser & Keeton on Law of Torts 8 41, at 264

(5th ed. 1984)). As aresult, the Court explained, it was "us[ing]
"proxi mate cause' to | abel generically the judicial tools used to
limt a person's responsibility for the consequences of that
person's own acts." 1d.

Because of "the infinite variety of clains that nmay
arise" in which a court nust analyze proximte causation, it is
"virtually inpossible to announce a black-letter rule that wll
dictate the result in every case." Id. at 272 n.20 (quoting

Associ ated Gen. Contractors of Cal., Inc. v. Cal. State Council of

Carpenters, 459 U S. 519, 536 (1983)) (internal quotation marks
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omtted). Instead, the Court set out certain principles, derived
fromthe common | aw and fromi nterpretati ons of anal ogous st at utes,
to govern the proxi mate cause inquiry under Rl CO

The Court noted that RICOs civil provision drew its
| anguage directly fromthe d ayton and Sherman Acts, which had for
decades been interpreted as incorporating proxinmate cause

requirenents. |d. at 267-68; see Associ ated Gen. Contractors, 459

U S at 531-34. Inthe antitrust context, the Court had identified
a nunber of factors that bear on the proximte cause question,
i ncluding whether the injury was of the sort that the statutes

sought to redress, Associated Gen. Contractors, 459 U S. at 538;

the "directness or indirectness of the asserted injury,"” including
whet her the "links" in the "chain of causation" were clear or were
only "vaguely defined," id. at 540; the identity of the "i medi ate
victins" of the antitrust conduct, id. at 541; whether the injuries
conpl ai ned of may have been caused by "i ndependent factors," id. at
542; and whether the plaintiffs were part of "an identifiable class
of persons whose self-interest would normally notivate them to
vindicate the public interest in antitrust enforcenent,"” id.

The Hol mes Court used various phrases to define what it
takes to neet RICO s proxi mate cause standard, such as "sone direct
relation between the injury asserted and the injurious conduct
all eged,"” 503 U S. at 268, and whether "the link is too renote"

bet ween the conduct and the harmsuffered, i1d. at 271. The Court
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noted that the proximate cause analysis at common |aw often
included such a "demand for sonme direct relation"; that is,
proxi mate cause would be lacking if, as in Holnes, the plaintiff
"conpl ained of harm flowing nerely from the msfortunes visited
upon a third person by the defendant's acts.” 1d. at 268. Later,

in Anza v. ldeal Steel Supply Corp., 547 U S. 451, the Court

simlarly found proximte cause |acking where the RI CO conduct
all eged had directly harnmed a party other than the plaintiff and
the plaintiff's alleged injury was only a collateral result of the
direct harm In that case, the defendant's schene to underpay
sal es taxes had directly injured the state by depriving it of tax
revenue, whereas the plaintiff's alleged harm related to the
conpetitive effects of the defendant chargi ng | ower prices w thout
sales tax. See id. at 458.

| mportantly, the Holnmes Court also provided three
functional factors with which to assess whether proxi mate cause
exists under RICO. First, the Court noted concerns about proof,
reasoning that "the less direct aninjury is, the nore difficult it
becones to ascertain the amount of a plaintiff's danmages
attributable to the violation, as distinct fromother, independent,
factors." 503 U.S. at 269. Second were concerns about
admnistrability and the avoidance of nmultiple recoveries:
"[ Rlecogni zing clains of the indirectly injured would force courts

to adopt conplicated rules apportioning damages anong plaintiffs
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removed at different levels of injury fromthe violative acts, to
obviate the risk of nultiple recoveries.” 1d. Third, the Court
focused on the societal interest in deterring illegal conduct and
whet her that interest would be served in a particul ar case: "[T] he
need to grapple with [the previous two] problens [may be] sinply
unjustified by the general interest in deterring injurious conduct,
since directly injured victins can generally be counted on to
vindicate the | aw as private attorneys general, w thout any of the
probl ens attendant upon suits by plaintiffsinjured norerenotely.”

Id. at 269-70.

Hol nres nmakes it clear that both the directness concern
and the three functional factors are part of the proxi mate cause
inquiry. See id. at 271-74. | ndeed, the Court warned that its
"use of the term 'direct' should nerely be understood as a
reference to the proximte-cause enquiry that is informed by the
concerns” of justice and admnistrability. 1d. at 272 n.20; see
id. at 268. Holnmes and its successor, Anza, both found a | ack of
proxi mat e cause when exam ni ng the attenuated rel ati onshi p bet ween
the plaintiffs and the direct victimor victins of the alleged
fraud.

In Bridge v. Phoenix Bond & Indemity Co., 128 S. C

2131, the Court considered the RICOcl ai nB of such direct victins.

It also relatedly addressed the question of whether first-party
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reliance on a defendant's msrepresentations is required under
RI CO, and answered that question "no."?®

In Bridge, the plaintiffs all eged that the defendants had
engaged in a schene to nmake msrepresentations to county tax
authorities in order to win nore bids at tax lien auctions than
they would have been able to wn absent the fraud. See id. at
2135-36. The plaintiffs were other bidders at the auctions whose
bids had tied with defendants' bids, and whose clained injury was
the deprivation of their fair share of winning bids. [d. at 2136.

A unani mous Court held that first-party reliance is not
an el enent of proximate cause in a private Rl CO cl ai mpredi cated on
mai | fraud. 1d. at 2134. Thus, even where the plaintiffs did not
receive the m srepresentations at i ssue -- the county was the party
that had relied on the m srepresentations -- the plaintiffs had

sufficiently all eged proxi mate causati on under RICO 1d. at 2138,

° W disagree with Pfizer's argunent that "attenpting to prove
non-party doctors' reliance through i nferences fromaggregate sal es
data invokes the 'fraud on the market' doctrine." The
fraud-on-the-market doctrine, utilizedinsecuritieslaw "relieves
the plaintiff of the burden of proving individualized reliance on
a defendant's misstatenent, by permtting a rebuttabl e presunption
that the plaintiff relied on the "integrity of the market price'
which reflected that m sstatenent.” |In re PolyMedi ca Corp. Sec.
Litig., 432 F.3d 1, 7 (1st Cir. 2005) (discussing Basic Inc. v.
Levinson, 485 U. S. 224 (1988)). Wile reliance "is an essentia
el emrent of the 8 10(b) private cause of action,” Angen Inc. V.
Conn. Retirenent Plans & Trust Funds, s. a. _, 2013 W
691001, at *4 (2013) (internal quotation marks omtted),
first-party reliance is not an elenent of a private RICO claim
predicated on mail fraud, Bridge, 128 S. C. at 2134, so the
anal ogy is inapt.
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2143-44. Here, like the defendants in Bridge, Pfizer argues that
its supposed m srepresentati ons went to prescribing doctors, and so
the causal link to Kaiser nust have been broken. Even putting
asi de the evidence of Pfizer's direct communications to Kaiser, we
think Bridge forecloses this argunent. The Bridge Court rejected
the attenpt to inpose a direct reliance requirenment on top of the
statutory | anguage providing a private right of action under RICQO
finding no support for it in the coomon law. See id. at 2139-41.
We |ikew se find none here.

Bri dge al so supports the conclusion that Kai ser neets the
proxi mat e cause requirenent for several additional reasons. First,
Bridge held that the plaintiffs there "clearly were injured by
[ def endants'] schene," as they |ost valuable property they woul d
not otherw se have lost. 1d. at 2139. |In so holding, the Court
anal ogi zed to a busi ness bei ng harnmed by m srepresentati ons nmade by
arival to its suppliers and conpetitors but not to the business
itself. See id. The Court rejected the argunment that no Rl CO
injury could exist in such circunstances. In doing so, it
comented on the fact that a business so injured would be "the
primary and intended victin{] of the schenme to defraud." 1d.
Here, Kaiser was likewse a "primary and intended victinf] of

[Pfizer's] schene to defraud."' Its injury was a "foreseeabl e and

1 I'n using this | anguage, we do not suggest that a defendant
can escape RICO liability to a foreseeably and actually injured
plaintiff by saying it did not "intend" such a result. Pfizer
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nat ural consequence" of Pfizer's schene, id. at 2144 -- a schene
that was designed to fraudulently inflate the nunber of Neurontin
prescriptions for which TPPs paid. The evidence that Pfizer had
specifically targeted Kaiser for Neurontin sales in general
supports the conclusion that Kaiser's injury was a natural
consequence of Pfizer's fraudul ent schene, but such evidence was
not required, given the nmechani sns by which Pfizer's marketing pl an
operated. As Judge Posner stated in the Bridge case, after remand:
"The doctrine of proximate cause . . . protects the ability of
primary victinms of wongful conduct to obtain conpensation .

BCS Servs., Inc. v. Heartwood 88, LLC, 637 F.3d 750, 756 (7th CGr

2011). Here Kaiser was a primary victim

Further, the Bridge Court saw no risk of nmultiple
recoveries or other policy reasons to limt recovery. See 128 S.
Ct. at 2144 (citing Hol nes, 530 U.S. 258; Anza, 547 U.S. 451). Nor
didit see a "nore imedi ate victim. . . better situated to sue.”
Id. So too here: none of the three functional problens that the
Hol nes test is nmeant to avoid are present in this case. To the
contrary, the functional interests in justice and adm nistrability
work in Kaiser's favor. Because Kaiser was both the natural and
foreseeable victim of the fraud and the intended victim of the
fraud, there is no risk of duplicative recovery. See id. Neither

the individual physicians, nor the DS nenbers, nor the P & T

coul d not plausibly make such a claimhere in any event.
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Comm ttee nenbers -- the parties to whom Pfizer directly made its
m srepresentations -- ever paid anything toward a Neurontin
prescription, so there is no risk of multiple recoveries due to a

suit by another of those actors.!* See Holnmes, 503 U.S. at 269.

Kaiser is also in the best position to enforce the |aw because
Kai ser is the party that directly suffered economc injury from
Pfizer's scheme. See id. at 269-70. And, as we explain bel ow
Kai ser was able to present sufficient evidence to ascertain the
amount of its danmages attributable to Pfizer's conduct. See id. at
269.

In our view, Kaiser has net both the direct relationship
and functional tests articulated in Holnes and its progeny. e
reject Pfizer's core defense that there are too many steps in the
causal chain between its m srepresentations and Kaiser's alleged
injury to neet the proxi mate cause "direct relation" requirenent as
a matter of law. Pfizer characterizes this causal relationship as
involving at least four steps: Pfizer comunicating tainted
informati on about Neurontin to Kaiser's DI'S, the DI'S producing

nmonographs that rely on the m srepresentations; those nonographs

1 There are, of course, other potential victins of Pfizer's
schenme, such as uninsured individuals who paid for their own
prescriptions. But any such injury would be different in kind from
Kaiser's injury and could not be considered "nultiple" in that
respect. At oral argunent, Pfizer raised the possibility that
prem um payers mght also sue as victins of Pfizer's schene, but
t he question of whether any injury to such payers was proximately
caused by this schenme is not before us in this case.
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influencing the PM3 in their fornulary decisions; and the
prescri bi ng physici ans (who exerci se i ndependent nedi cal judgnent)
acting wwthin the fornulary to issue the prescriptions. W think
this characterization m sconstrues the way in which the Court has
framed the direct relation test. Mor eover, the adoption of
Pfizer's viewwoul d undercut the core proxi mate causation principle
of all ow ng conpensation for those who are directly injured, whose
injury was plainly foreseeable and was in fact foreseen, and who

were the intended victins of a defendant's w ongful conduct. '?

2 The Suprene Court's recent decision in Hem_ Goup, LLC v.
Cty of New York, 130 S. C. 983, does not, as Pfizer argues, |ead
to acontrary conclusion. As aninitial matter, that case produced
a 4-1-3 decision with no mgjority on the proxi mate cause questi on.
See id. at 995 (G nsburg, J., concurring in part and concurring in
the judgnment) (providing fifth vote to overturn the deci sion bel ow,
"[w]ithout subscribing to the broader range of the Court's
proxi mate cause analysis"). But in any event, the factua
situation here is easily distinguished.

In Hem G oup, the defendant's all eged RI CO conduct was using
the mails to violate the federal Jenkins Act, which requires out-
of -state cigarette vendors to report custoner information to the
custonmers' states of residence. See id. at 987 (plurality
opinion). Thus, if the defendant's schene could even be said to
have a foreseen or intended victim it was New York State (to whom
Hem G oup owed the Jenkins Act reports), not the plaintiff New
York City. Cf. id. at 990 (identifying the state as a "better
situated" plaintiff).

Further, Hem G oup raised a policy problemnot at issue here:
in that case, allowing the city to bring what was essentially a
Jenkins Act claim under the rubric of RICO would have risked
"turning RICOinto a tax collection statute.” 1d. at 993 n.2; see
id. at 995 (G nsburg, J., concurring in part and concurring in the
judgnent) (stating that Justice G nsburg would have rejected the
city's claimbecause it was an attenpt to nmake an "end-run" around
the scope of the Jenkins Act). Kai ser's case involves no such
unusual policy risk. |f anything, the risk cuts in the other
direction: accepting Pfizer's argunent on proxinmate cause as a
matter of |aw would effectively preclude TPPs from bringing suit
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In fact, the causal chain in this case is anything but
attenuated. Pfizer has al ways known that, because of the structure
of the Anmerican health care system physicians would not be the
ones paying for the drugs they prescribed. Pfizer's fraudul ent
mar keting plan, meant to increase its revenues and profits, only
becanme successful once Pfizer received paynents for the additional
Neurontin prescriptions it induced. Those paynents canme from
Kai ser and other TPPs. See Bridge, 128 S. (. at 2144 (noting that
ot her auction bidders, not the county officials who imediately
relied on defendants' m srepresentations, were the i ntended victins
of defendants' RICO conduct); BCS Servs., 637 F.3d at 756. Kai ser
sought only econom c recovery inthis case, and its economc injury
occurred when it paid for fraudulently induced Neurontin

prescriptions.®

under RICO as the primary victins of fraudulent off-|abel drug
mar keti ng, and fromrecovering for their economc injuries. That
could nean that no viable plaintiffs would renain to "vindicate the
| aw as private attorneys general." Holnes, 503 U S. at 269-70.
G ven the high costs inposed by fraud in our health care system
and Kaiser's status as a primary victim this result would not be
in the service of either justice or accountability.

3 Wiile first-party reliance was not needed, the evidence as
to Kaiser's reliance on Pfizer's msrepresentations was
particularly strong, and it came directly from Pfizer itself.
Pfizer had specifically identified Kai ser as a potential target for
i ncreased Neurontin sales and had devel oped a five-point plan for
pronoting Neurontin to Kaiser. That plan included maki ng contact
with menmbers of the DIS and the P & T Committees. Kaiser Findings,
2011 W 3852254, at *11. This strategy shows that Pfizer did not
view the various arnms within Kaiser as "third and even fourth
parties,” Hem Gp., 130 S. C. at 992 (plurality opinion); rather,
it viewed the Kaiser organization as a single entity to which
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Wth respect to the nechanisns by which Pfizer marketed
Neurontin to PMs doctors through detailing and educational
progranms, Pfizer fraudulently marketed to physicians with the
intent that those physicians would wite prescriptions paid for by
Kai ser. The fraudul ent schene worked as i ntended, inducing a huge
increase in Neurontin prescriptions for off-|abel uses. Pfizer now
argues that because doctors exercise independent nedical judgnment
in making decisions about prescriptions, the actions of these
doctors are independent intervening causes. But Pfizer's schene
relied on the expectation that physicians would base their
prescribing decisions in part on Pfizer's fraudul ent marketing.
The fact that sonme physicians nmay have considered factors other
than Pfizer's detailing materials in making their prescribing
deci si ons does not add such attenuation to the causal chain as to
el i m nate proxi mate cause. Rather than showi ng a | ack of proxinate
causation, this argunment presents a question of proof regarding the
total nunber of prescriptions that were attributable to Pfizer's
actions. This is a damages question. Cf. Anza, 547 U S. at 466
(Thomas, J., concurring in part and dissenting in part) ("Proximte
cause and certainty of damges, while both related to the

plaintiff's responsibility to prove that the amount of damages he

Pfizer could pitch Neurontin in order to create effects that woul d
reach prescribing physicians.

- 35-



seeks is fairly attributable to the defendant, are distinct
requi renents for recovery in tort.").

The doctrine of proxinmate cause, as Judge Posner has
noted, "does its work" in situations where

too many unexpected things had to happen
between the defendant's wongdoing and the
plaintiff's injury, in order for the injury to
occur -- so many unexpected things that the
def endant coul dn't have foreseen the effect of
his wongdoing and therefore couldn't have
been i nfluenced, in deciding how nuch care to
enploy in the activity that produced the
wongful act, by the prospect of inflicting
such an injury as occurred.

BCS Servs., 637 F.3d at 754. That is not the situation here

Hol ding Pfizer liable will have an effect in deterring wongfu

conduct . And the effect of that wongful conduct was clear in
foresight, not hindsight. See id. at 755. Uphol ding the finding
of proximate cause here will "protect[] the ability of primry
victims of wongful conduct to obtain conpensation; sinplif[y]
litigation; recognize[] the limtations of deterrence . . . and
elimnate[] sone actual or possible but probably m nor causes as
grounds of legal liability." Id. at 756. The district court
correctly concluded that Kaiser net the proximate causation
requirenent.

C. But - For Causati on

Kai ser i ntroduced several categories of evidence at tri al
whi ch cl early denonstrated but-for causation. It produced evi dence

t hat (1) its enpl oyees directly relied on Pfizer's
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m srepresentations in preparing nonographs and fornul ari es, which,
in turn, influenced doctors' prescribing decisions; and (2)
Pfizer's fraudulent off-label narketing directed to physicians
caused PMS doctors to i ssue nore Neurontin prescriptions than they
woul d have absent such marketing. The latter type of evidence cane
fromDr. Rosenthal's report! as well as i nferences fromot her data.

Pfizer has argued both that the direct reliance evidence was
insufficient and that Dr. Rosenthal's aggregate evidence was
i nadm ssi ble and insufficient. Pfizer's insufficiency clains rest
on the argunent that certain evidence, introduced at trial and
considered by the jury and district court, "falsified" Kaiser's
theories of causation. W reject both of Pfizer's argunents.

1. But - For Rel i ance Evi dence

Kai ser presented anpl e evidence of the ways in which its

reliance on Pfizer's m srepresentations regardi ng the effectiveness

14 Kai ser has argued that the district court did not actually
use the Rosenthal report as evidence of causation, but rather used
it only to quantify damages. The district court's findings are not
clear on this point. GConpare Kaiser Findings, 2011 W. 3852254, at
*32 ("To neet its burden of proving causation, plaintiffs offered

the testinony of Professor Meredith Rosenthal . . . ."), with id.
at *54 (describing causation question as "what m srepresentations
and onmissions Kaiser and DS relied on[,] . . . whether that
reliance caused Kaiser to suffer injury[, and] . . . whether or not

PMG physi ci ans woul d have nonet hel ess prescri bed Neurontinto their
patients if DI S had not published nonographs recommendi ng Neurontin
or if the P& T Conmittees had added gui delines or restrictions to
Neurontin's fornmulary status"). The jury charge on causation and
damages di d not nmention the aggregate evi dence one way or anot her.
W will proceed on the understanding that the aggregate evidence
both went to causation and set the basis for damages.
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of Neurontin for the four relevant off-|abel uses nmet the but-for
causation requirenment. Kaiser received Pfizer's m srepresentations
through Pfizer's contacts wth Kaiser's DS, which dissem nated

information throughout the Kaiser organization. See Kai ser

Fi ndi ngs, 2011 W. 3852254, at *3-4. The DIS also relied on
publicly available information about Neurontin, id. at *3, which,
because of Pfizer's publication strategy, omtted inportant
i nformati on about negative study results, see id. at *7-8. A
reasonabl e factfinder could readily conclude that m sinformation
received by the DIS would be wdely dissem nated, utilized, and
relied upon throughout the Kaiser organization to cause but-for
injury.

Kai ser specifically presented evidence that the DS
shared with all regions at |east two nonographs that recommended
Neurontin for bipolar disorder and that recommended renoval of any
formulary restrictions on Neurontin. See id. at *28-29. These
nmonogr aphs were conpiled w thout Pfizer having disclosed certain
adverse material information. 1d. "In making fornulary deci sions,
P&T Committees rely heavily on DI'S s nonographs,” id. at *3, and
PMG physicians conply with the fornmulary at a 95 percent rate, i1d.
at *4.

There was al so evi dence that PMG physi ci ans recei ved and
acted upon Pfizer's msrepresentations, both through information

sent through the DIS and information provided to them at Pfizer-
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sponsored events. For one, when DI S answer ed physi ci ans' questions
throughits inquiry service, DiSrelied on half-truths comuni cat ed
to it by Pfizer. See id. at *29. Second, after PMG physicians
attended a nedi cal education conference in May 1999, new Neurontin
prescriptions increased by 62 percent. ld. at *30. And
significantly, when Kai ser conducted t he DRUG and DUAT canpai gns to
reduce Neurontin usage after the negative information about
Neurontin came to light, new prescriptions of Neurontin fell by
about 33 percent. At the sane tinme, such prescriptions continued
torise nationally. |1d. at *31.

Fromthis evidence, the district court concluded that

[t]he publication strategies and the other

conmuni cations between Pfizer and Kaiser

directly affected decisions about Neurontin's

pl acenent on fornulary w thout restrictions.

In addition, the direct conmunications to PMG

physi ci ans caused Kaiser injury because it

reinbursed for Neurontin rather than |ess

costly alternatives. Because Kaiser has a 95%

conpliance rate with its forrmulary, formulary

restrictions necessarily affect the nunber of

prescriptions witten for any given drug. I

find that Kaiser was injured as a result of

its reliance on Pfizer's i ntentiona

m srepresentati ons and om ssi ons.
Id. at *30. This finding was not clearly erroneous. Further, a
reasonabl e jury could have reached the sanme concl usi on.

Pfizer argues that Kaiser's DRUG and DUAT canpaigns to
reduce prescriptions of Neurontin were not evidence of but-for
causation because they were notivated by the desire to contain

costs, not by concerns about Neurontin's efficacy for off-I|abe
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uses. Pfizer also argues that once evidence of the DRUG and DUAT
canpaigns is properly discounted, there is no evidence that the
Kai ser PMGs took steps to restrict Neurontin on their formularies,
which "falsifies" Kaiser's causal theory of direct reliance.
Pfizer did present evidence that Kaiser continued to
permt and even reconmend the prescription of Neurontin for certain
of f-1abel uses after it becane aware of Pfizer's fraud, as well as
evidence that Kaiser's efforts to limt Neurontin prescriptions
were driven in part by its cost. But Kai ser presented evidence
that it did not learn the full scope of Pfizer's fraud until

November 2009, Kai ser Findings, 2011 W. 3852254, at *31, and that

its efforts to limt Neurontin prescriptions were notivated by
concerns about its efficacy for off-label uses. It was within the
factfinder's province to weigh this evidence. Pfizer's evidence
did not, as a matter of law or of evidence, "falsify" Kaiser's
theory of reliance upon Pfizer's m srepresentations.

2. Regr essi on Anal ysi s Aggreqgate Evi dence

Pfizer relies heavily on its argunent that the aggregate
statistical evidence presented by Dr. Rosenthal was also
insufficient to show causation (or injury) as a matter of |aw, and
was i nadm ssible as well.

a. Admi ssibility of Rosenthal Testinpny

We review a district court's ruling on the adm ssibility

of an expert witness's testinony for abuse of discretion. 1In re
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Pharm | ndus. Average Wwolesale Price Litig. (AW), 582 F.3d 156,

198 (1st Cr. 2009). Under Daubert v. Merrell Dow Pharmaceuti cal s,

Inc., 509 U.S. 579 (1993), expert testinony nust have a "reasoning
or met hodol ogy" that is "scientifically valid," id. at 592-93, and
t hat net hodol ogy nust al so have a "valid scientific connection to
the pertinent inquiry" -- that is, a proper "fit" with the facts of
the case, id. at 591-92. Adm ssibility does not turn on a
determ nation by the trial court of "which of several conpeting
scientific theories has the best provenance,” nor does it turn on
convincing the trial court that the proffered expert is correct.

MIward v. Acuity Specialty Prods. Gp., Inc., 639 F.3d 11, 15 (1st

Cr. 2011) (quoting Ruiz-Troche v. Pepsi Cola of P.R Bottling Co.,

161 F.3d 77, 85 (1st Cir. 1998)) (internal quotation mark omtted).

It is clear that Dr. Rosenthal's evidence net several
requi renents of Federal Rule of Evidence 702. Dr. Rosenthal is a
witness with the requisite "know edge, skill, experience, training,
or education," Fed. R Evid. 702, and her opinion woul d assist the
trier of fact to understand the evidence or to determne a fact in
issue, Fed. R Evid. 702(a). Yet Pfizer argues that Dr.
Rosent hal ' s testi nony shoul d have been excl uded, attacking both the
met hodol ogy and the "fit" of the Rosenthal report.

As to the nmethodol ogy, regression analysis is a well
recogni zed and scientifically valid approach to wunderstanding

statistical data, and courts have long permtted parties to use

-41-



statistical data to establish causal relationships. See, e.qg.

War ds Cove Packing Co., Inc. v. Atonio, 490 U. S. 642, 657-58 (1989)

(holding that under Title VII of the GCvil R ghts Act of 1964,
"specific causation” is shown and a "prima facie case" is
"establish[ed]" when plaintiff identifies a specific enploynent

practice linked to a statistical disparity); Watson v. Fort Wrth

Bank & Trust, 487 U. S. 977, 994 (1988) (opinion of O Connor, J.)

(explaining that, to establish a prima facie case under Title VII,
"[o]nce the enploynent practice at issue has been identified,
causation mnust be proved; that is, the plaintiff nust offer
statistical evidence of a kind and degree sufficient to show that
the practice in question has caused the excl usi on of applicants for
j obs or pronotions because of their nenbership in a protected

group"”); Duren v. Mssouri, 439 U.S. 357, 366-67 (1979) (permtting

petitioner to establish prima facie violation of fair cross-section
requi renent of Sixth and Fourteenth Armendnents by using "statistics
and ot her evidence" to showthat "the underrepresentati on of wonen,
generally and on his venire, was due to their systematic excl usion

in the jury-selection process"); Tines-Picayune Pub. Co. v. United

States, 345 U. S. 594, 621 (1953) (in antitrust case, looking to
"econom c statistics” to determne whether "denonstrably

del eterious effects on conpetition may be inferred"); In re H gh

Fructose Corn Syrup Antitrust Litig., 295 F.3d 651, 660-61 (7th

Cr. 2002) (permtting use of regression anal ysis to show causati on
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in antitrust case); Conwod Co., L.P. v. U.S. Tobacco Co., 290 F. 3d

768, 794 (6th GCr. 2002) (finding regression analysis "to be
adm ssi ble on the issue of causation” in antitrust case (enphasis

omtted) (quoting Jahn v. Equine Servs., PSC 233 F.3d 382, 390

(6th Cr. 2000))).

Pfizer argues that Dr . Rosenthal's analysis is
nonet hel ess unreliable in this instance because it did not account
for other factors that may have | ed a doctor to prescribe Neurontin
for off-1abel use, particularly because the nodel did not include
a "time trend."* Pfizer also argues that the nethodol ogy nust be
unsound because the data contradict the results of Dr. Rosenthal's
regression inthree ways: (1) gabapentin prescriptions continuedto
grow after OCctober 2004, when narketing spending plumeted as
Neurontin |ost patent protection; (2) the nodel inproperly
controlled for a spike in pronotional spending in 2003, when
Neurontin prescriptions remained relatively flat; and (3) the nodel
attributed 85% of Neurontin prescriptions for nociceptive pain to
al | eged fraudul ent marketing, but the factfinders found that there
was no fraudul ent marketing for that indication.

The district court acted well within its discretion in

concluding that Dr. Rosenthal's methods net the scientific validity

> Dr. Rosenthal described a "tinme trend" as a variable that
is "introduced to capture sone congl onerati on of vari abl es believed
to have a pattern over tine . . . . [I]t's a hypothetical based on
the idea that there are sonme things [other than pronotional
spendi ng] over tinme that drive sales.”
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standard under Rule 702. "So long as an expert's scientific
testinony rests upon 'good grounds, based on what is known,' it
shoul d be tested by the adversarial process, rather than excluded
for fear that jurors will not be able to handle the scientific
conplexities." MIlward, 639 F.3d at 15 (citation omtted) (quoting
Daubert, 509 U.S. at 590). Pfizer's own expert witness admtted
t hat peer-revi ewed, published studies do not always contain tinme
trends. Moreover, Dr. Rosenthal expl ai ned her reason for declining
to use a tinme trend: because the case involved only a single drug
(as opposed to other studies involving nultiple drugs), the tine
trend would I'i kel y be a confoundi ng vari abl e, because its incl usion
woul d produce results showi ng that pronotional spending had no
statistically significant effect on prescriptions -- a conclusion
t hat woul d not conport wth basic econom cs. |ndeed, Pfizer's own
docunents and testinony show that it expected and believed that
of f -1 abel marketing of Neurontin would increase off-1|abe
prescriptions, and that its marketing had that result. The choice
not to use a tinme trend did not nmake Dr. Rosenthal's nethodol ogy
unrel i abl e.

Pfizer's objections regarding data that allegedly
contradict the reliability of the nodel also do not show that the
district court abused its discretion. These objections presented
a question for the jury. The post-Cctober 2004 increase in

gabapentin prescriptions does not render the regression analysis
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i nadm ssi ble. Indeed, the increase can be explained by the fact
that gabapentin becane a generic drug at that tinme, and the
generic's lower price would be expected to increase gabapentin
sal es even though marketing efforts for Neurontin had ceased. This
change in circunstances does not negate the causal relationship
bet ween mar keti ng and prescriptions that the nodel reveal ed for the
pre- Oct ober 2004 peri od.

Ther e was al so not hi ng net hodol ogi cal | y suspect about Dr.
Rosenthal's controlling for a spike in pronotional spending in
2003, because that spike was likely the result of "strategic
interaction"” between the marketing efforts for Neurontin and for
Pfizer's launch of a new anti-epileptic drug, Lyrica. As Dr.
Rosent hal explained, this was the nost plausible reason why
pronoti onal spendi ng for Neurontin woul d i ncrease even as it neared
the end of its patent life.

Finally, Pfizer's argunment about the 85% figure for

noci ceptive pain msunderstands the structure of the nodel. I n
conducting her analysis, Dr. Rosenthal assunmed -- at the
plaintiffs' direction -- that all off-label marketing was

fraudul ent,!® then anal yzed the rel ati onshi p between nmarketi ng and
prescriptions. Such an approach to proving injury from an
underlying assunption of unlawful behavior (to be proven to the

fact-finder) is well accepted in the antitrust context from which

' Her anal ysis excluded the marketing for on-|abel uses.

-45-



RICO has drawn nmany of its causation principles. See, e.qg.,

Associ ated Gen. Contractors, 459 U S. at 528, 535-46 (noting that

appel late court had "properly assuned" that defendant's all eged
conduct "mght violate the antitrust laws," id. at 528, then going
on to separately evaluate whether plaintiff had sufficiently
all eged antitrust injury). Utimately, Pfizer's attacks on Dr.
Rosent hal ' s net hodol ogy were all grist for the trier of fact; they
warranted "test[ing] by the adversarial process, rather than
exclu[sion]." Mlward, 639 F.3d at 15.

As to the "fit" between Dr. Rosenthal's nodel and the
facts at issue in the case, Pfizer objects that: (1) Dr. Rosent hal
did not analyze the effect of the distorted studies or educati onal
events on prescriptions, but rather the effect of pronotional
spending on prescriptions; (2) she did not analyze the effect of
formul ary expansi on on t he nunber of prescriptions witten; (3) the
anal ysis used national drug utilization data, as opposed to drug
utilization data of Kaiser; (4) the analysis assunes all off-1| abel
mar keti ng expendi tures for Neurontin were for fraudul ent marketing;
and (5) the diagnostic codes used to determ ne what condition the
drug was prescribed for indicate a patient's primary condition, so
Neurontin could have been prescribed for an on-|abel use, but
appear to be off-label. The basic thrust of Pfizer's argunent is

that Dr. Rosenthal's analysis does not provide insight into the
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gquantity of prescriptions witten as a result of Pfizer's alleged
fraudul ent marketing.

None of these argunents denonstrate that the district
court abused its discretion under the "fit" criterionin admtting
Dr. Rosenthal's testinony. The use of pronotional spending as a
vari abl e was a reasonable "fit" to represent Pfizer's fraud because
Pfizer targeted its pronotional activities toward PMG physici ans
and toward Kaiser itself, and the noney it spent on pronotion
helped to inplenent its fraudulent publication strategy. See

Kai ser Fi ndi ngs, 2011 W. 3852254, at *11-28. The analysis did not

require Kaiser to quantify the "publication strategy" as distinct
fromother pronotional activities in order to effectively nodel the
causal relationship. In fact, if publications and CME events did
exert an effect independent of detailing (for instance, an effect
on decisions about the fornulary), the nodel would have

underesti mated the inpact of the fraud.

Next, the use of national drug data was reasonabl e, and
the district court did not abuse its discretion in so holding. See
id. at *32. Dr. Rosenthal used data that was prepared by
i ndependent consul ting conpanies, and this type of data is used by
Pfizer itself inits own strategic planning and marketing efforts.
Kai ser did not independently keep track of the usage for which each
prescription was witten, so Dr. Rosenthal used what she consi dered

the best alternative, derived from national databases that the
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district court described as the "gold standard."” 1d. Pfizer does
not challenge the district court's determnation that it was
reasonabl e to assune that Kai ser's patient popul ati on and physi ci an
distribution are simlar to the national m x. See id. The
district court also permssibly found a "fit" in Dr. Rosenthal's
use of the databases' diagnostic codes (particularly with respect
to bipolar disorder) to determ ne the percentage of prescriptions
witten for each indication. | ndeed, Pfizer's own estimte was
t hat bipolar disorder accounted for 14.7 percent of Neurontin
prescriptions, which is "quite close" to Dr. Rosenthal's estinmate
of 16 percent. See id. at *32 n.20.

Finally, that Dr. Rosenthal's report assuned all of
Pfizer's off-1abel marketing was fraudulent marketing is not a
basis to find that the district court erred in admtting the
report. Pfizer is incorrect that this assunption neans that Dr.
Rosent hal was "assunf{ing] the very concl usi on she was attenpting to
prove." Dr. Rosenthal's analysis sought to determ ne whether
Pfizer's marketing had a causal effect on prescribing behaviors,
not whether the marketing was in fact fraudulent. Pfizer's
obj ection does not go to the question of whether Dr. Rosenthal's
regression had a cl ose enough "fit" to satisfy Daubert; rather, it

IS a question of damages.
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b. Suffici ency of Agqgreqgate Evidence

Having found that Dr. Rosenthal's testinony was
adm ssible, we turn to Pfizer's argunent that it was insufficient
evidence to support the jury's and district court's findings of
causation. W reject the argunent, while pointing out that her
testinony was not the only evidence of but-for causation.

Pfizer insists that Dr. Rosenthal's testinony cannot be

credited because it does not take into account the patient-

specific, idiosyncratic decisions of individual ©prescribing
physi ci ans. Thus, according to Pfizer, the report was legally
i nsufficient proof of causation. |Indeed, Pfizer purports to find

support for its position in the district court's rulings entering

summary j udgnent agai nst Aetna and Harden. See Neurontin Cass SJ,

754 F. Supp. 2d at 310-11; Neurontin Coordinated SJ, 677 F. Supp.

2d at 485, 494-95.

A tort plaintiff need not "prove a series of negatives;
he doesn't have to 'offer evidence which positively exclude[s]
every ot her possible cause of the accident.'" BCS Servs., 637 F. 3d

at 757 (alteration in original) (quoting Carlson v. Chishol m More

Hoi st Corp., 281 F.2d 766, 770 (2d Cr. 1960) (Friendly, J.)).

"Once a plaintiff presents evidence that he suffered the sort of
injury that would be the expected consequence of the defendant's
wrongful conduct,” the burden shifts to the defendant to rebut this

causal i nference. |d. at 758.
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Pfizer's argunent is a repetition of its assertion that
there is an interveni ng cause -- individual physicians' independent
medi cal judgnent -- which precludes a finding of causati on based on
aggregat e evi dence. But "the burden of proving an 'intervening
cause' -- sonething which snaps the 'causal chain' (that 1is,
operates as a 'superseding cause,' wping out the defendant's
liability) that connects the wongful act to the defendant's injury
-- is on the defendant."” 1d. at 757 (citation omtted). Pfizer
did offer the testinony of doctors who said that their decisions to
prescri be Neurontin were not influenced by Pfizer's fraudul ent
mar keting, and the jury and district court, wthin their powers,
rejected the argunent.

Pfizer also argues that its testinony from doctors who
stated that they prescribed Neurontin for off-Ilabel uses wthout
relying on Pfizer's msrepresentations "falsified" Kaiser's
statistical analysis. Not so. The existence of some doctors who
purportedly were not influenced by Pfizer's msinformation would
not defeat the inference that this m sinformation had a significant
i nfl uence on prescribing decisions which injured Kaiser. Indeed,
Dr. Rosenthal noted the scientific invalidity of 1looking to
physi ci an- by- physi ci an accounts of their prescribing decisions.
Wei ghi ng the individual testinony presented by Pfizer against the
aggregat e evi dence presented by Kai ser was a task for the jury and

district court.
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Pfizer next argues that the Rosenthal report nerely
denonstrated "correlation" and not "causation." But if Pfizer's
information could not be expected to affect a single doctor's
deci si onmaki ng, the conpany's choice to undertake the marketing
canpaign would be inexplicable. C. id. at 758 ("The object of
[the defendants'] conspiracies was to obtain liens that would
otherwise go to [the plaintiffs and other] bidders -- there could
be no ot her reason for wanting to pack the roomin violation of the
County's rule. . . . How likely is it that [plaintiffs] lost no
bids to bidders who had 13 arms in the room but should have had
only three?").

More generally, Pfizer argues that Kaiser's use of

aggregat e evidence i s precluded by the decisions of other courts in

phar maceutical marketing RI CO fraud cases. Pfizer relies on a
series of cases that it argues have rejected evidence Iike
Kaiser's. See, e.d., In re Schering Plough Corp. Intron/Tenodar

Consuner C ass Action, 678 F.3d 235 (3d Cr. 2012); Ironworkers

Local Union 68 v. AstraZeneca Pharm, LP, 634 F.3d 1352 (11th Cr.

2011); UFCW Local 1776 v. Eli Lilly & Co., 620 F.3d 121 (2d Cr.

2010); Se. Laborers Health & Wl fare Fund v. Bayer Corp., 655 F.

Supp. 2d 1270 (S.D. Fla. 2009). But we disagree with Pfizer's
characterization of these cases and find themeither supportive of

our result or inapposite. W see no split in authority.
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In particular, Pfizer |leans heavily on the Second

Circuit's decision in UFCWLocal 1776 v. Eli Lilly & Co., 620 F. 3d

121, which reversed a district court's certification of a class of
TPP plaintiffs who clained that Eli Lilly's fraudul ent marketing of
Zyprexa caused themto pay an inflated price for that drug and to
pay for prescriptions that woul d not have ot herwi se been witten.
Id. at 123, 137. To begin, the district court in Eli Lilly granted
class certification on the fornmer (excess pricing) claim and the
Second Circuit reversed on that basis. See id. at 133. By
contrast, the clainmed injury to Kai ser resenbles the |l atter (excess
quantity) theory. The Second Circuit found a lack of but-for
causation only on the excess pricing theory, because doctors do not
generally consider the price of a drug when they nmake prescribing
deci si ons. Id. at 133-34. On the other hand, doctors would
certainly consider information about the efficacy of a drug when
deci di ng whether to prescribe it for their patients.

As to the excess quantity theory, the Second Circuit
described the plaintiffs' aggregate evidence of causation as
involving only an extrapolation fromthe fact that the nunber of
of f-1abel prescriptions for Zyprexa fell after Ei Lilly's fraud
becanme known. See id. at 135. This does not cone close to
resenbling Dr. Rosenthal's evidence, whi ch exam ned cont enpor aneous
data that reflected what was actually happening with regard to

spending and prescriptions while Pfizer's fraud was ongoing.
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Finally, the Second Crcuit specifically noted that, "while [the
excess quantity] theory cannot support class certification, it is
not clear that the theory is not viable with respect to individua
clainms by some TPPs." |d. at 136. Kaiser's case, of course, is
just such an individual claimby a TPP.

The ot her cases on  which Pfizer relies are
di sti ngui shabl e. The Eleventh Circuit, addressing alleged
f raudul ent marketing clainms involving the drug Seroquel,
specifically declined to decide the case on causation grounds.

| ronworkers, 634 F.3d at 1359-60. I nstead, that court held that

the TPP plaintiffs had failed to show econom c injury because the
prescriptions at issue were nerely |less cost-effective than the
al ternatives, rather than being "nedically unnecessary or

i nappropriate."? | ronworkers, 634 F.3d at 1360. Kai ser, in

contrast, staked much of its case on proving that Neurontin was
ineffective for the pronoted of f-1abel uses, and the district court

so found. See Kaiser Findings, 2011 W. 3852254, at *34-45.

The Third Crcuit addressed the causati on question as a
matter of Article Ill standing rather than R CO doctrine. 1n re

Scheri ng Pl ough, 678 F.3d at 246. |t also did not address the use

7 The El eventh Circuit al so decided that the TPPs had assuned
the risk of paying for all prescriptions of covered drugs, even
those induced by fraud, through the process of setting and
col l ecting prem uns. | ronwor kers, 634 F.3d at 1364. W t hout
commenting on such a theory, we note that neither party in this
litigation has raised it.
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of aggregate evidence at all, finding nerely that the TPP plaintiff
i n that case had not connected t he pharmaceutical conpany's all eged
fraudul ent marketing schenme as to two drugs to the TPP' s paynent
for a third drug owned by the sanme conpany. |d. at 247-48. The
Ninth Crcuit, in an unpublished decision, did not nention

aggregate evidence. United Food & Commercial Wrkers Cent. Pa. &

Reg'l Health & Welfare Fund v. Angen, Inc., 400 F. App'x 255, 257-

58 (9th CGir. 2010).1®

Courts' treatnent of aggregate evidence is not as Pfizer
represents. Earlier we cited to the use of such aggregate evi dence
t o show causati on under several causes of action. W see no reason
to reach a different conclusion for the specific subset of RICO
cl ai rs based on fraudul ent marketi ng.

V.

At trial, Pfizer argued that it had not commtted fraud
because Neurontin was effective for the off-label uses at issue.
The jury and court rejected the argunent, and on appeal Pfizer does

not contest the finding of fraud. Nonet hel ess, it wuses the

8 Further, sone courts appear to have confl ated the proxi mate
and but-for causation inquiries in evaluating aggregate evidence
and the role of doctors' nedical judgnents. See, e.g., Se.
Laborers, 655 F. Supp. 2d at 1280-81 (stating that court was
perform ng proxi mate cause i nquiry, but proceeding to anal yze but -
for cause question of whet her doctors woul d have prescribed drug at
issue in the absence of msrepresentations). And to the extent
that sone district courts may have endorsed Pfizer's position that
aggregate evidence is legally insufficient to prove but-for
causation, we disagree, at least on the facts of this case.
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guestion of Neurontin's effectiveness to argue that Kaiser failed
to prove that it suffered economc injury. Pfizer contends that
because Neurontin was actually effective for the off-|abel uses at
i ssue, Kaiser suffered no economc injury from paying for
prescriptions for these uses. Pfizer clains that the court applied
an erroneous burden of proof and an erroneous nedical standard in
making its findings as to Neurontin's effectiveness. W disagree.

Pfizer asserts that the district court erroneously
shifted the burden of proof to it when the court allowed Kaiser to
prove its economc injury by showing that "there is no reliable
scientific evidence that Neurontinis effective"” for the conditions

at issue, Kaiser Findings, 2011 W 3852254, at *34, rather than

requiring Kaiser to show that Neurontin was actually ineffective

for these conditions in all cases.?® See, e.q., In re Schering

19 Pfizer al so advances a sonmewhat confusi ng argunent about the
| ack of jury instructions on efficacy. Because we decide that, for
t he purpose of proving injury, Kaiser adequately proved Neurontin's
inefficacy for the relevant indications, we need not determ ne
exactly what standard the jury nmay have used.

20 pPfjzer also argues, briefly, that Kaiser presented another
theory of injury: that cheaper, alternative drugs could have been
used even if Neurontin was effective. Pfizer asserts that this
theory has been rejected by nunerous courts, citing, for exanple,
| ronworkers, 634 F.3d at 1360; and Dist. 1199P Health & Wl fare
Plan v. Janssen, L.P., 784 F. Supp. 2d 508, 520 (D.N.J. 2011).
Kai ser does not explicitly defend the cheaper alternative drug
theory in any detail, devoting only one footnote in its brief to
the theory and relying on only one case, Desiano v. Wrner-Lanbert
Co., 326 F.3d 339 (2d Cr. 2003), without delving into the trial
evidence. Because neither party has properly briefed the issue,
and because we can dispose of the damages question on the fully
briefed effectiveness theory instead, we do not pass on the
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Pl ough Cor p. | nt ron/ Tenodar Consumer C ass Acti on, No.

2:06-cv-5774, 2010 W. 2346624, at *4 (D.N.J. June 9, 2010) ("[A]
| ack of data or evidence affirmatively proving that a Subject Drug
was effective in treating a condition [is] not the sane as the
actual ineffectiveness of the Subject Drug.").

The district court did not place the burden on Pfizer to
show that Neurontin was effective. Kai ser produced expert
W t nesses and evi dence showi ng that Neurontin was no nore effective
than placebo for the indications at issue -- i.e., that it was

i neffective. See Kai ser Findings, 2011 W 3852254, at *35-45

(review ng such evidence). Pfizer then produced its own evi dence
to attenpt to rebut Kaiser's evidence.

Pfizer's second argunent asserts that the district court
rested its concl usion on the FDA approval standard -- two positive
DBRCTs showing efficacy -- to determ ne whether Neurontin was
effective, and that this neant the court's conclusion was fatally
flawed. Pfizer argues that the proper standard was the standard
governing the practice of nedicine, not the standard for FDA
approval .?* In clinical practice, Pfizer argues, FDA-type trials
are not dispositive; instead, physicians rely on their own

experience, other doctors' positive clinical experiences, and ot her

"cheaper alternatives" theory.

21 W& acknowl edge the brief of amcus curiae Pharnaceutica
Research and Manufacturers of Anerica on this issue.
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evidence. Relatedly, Pfizer argues that Kaiser's use of "negative"
studies to show ineffectiveness was not |l egally sufficient because
such studies do not "establish the drug's inefficacy for treating
the condition in all other patients and circunstances."”

Kai ser responds that the district court did not frane the
issue of ineffectiveness only in terns of DBRCTs, but rather
considered a nunber of different types of evidence, including
clinical trials that did not neet the DBRCT requirenents and
reports of clinical judgnents such as case studies. The court was
aware of Pfizer's critique of DBRCTs; it was also aware that, due
to the placebo effect, sonme patients would report inprovenents
regardl ess of whether the drug was scientifically effective for
their conditions, mnmaking non-DBRCT evidence |ess probative of
ef fecti veness. Kai ser argues that the court properly chose the
wei ght to give each type of nedical evidence. Kaiser's is the nore
accurate description of the record. W conclude that the totality
of the evidence supported the district court's ultimate concl usion
that Kaiser net its burden of showng that Neurontin was
ineffective for the four off-|abel indications.

Random zed controlled studies |ike DBRCTs are wdely
accepted as "ideally suited" for show ng causation and as a "good
measure of the treatnment effect.” D. Kaye & D. Freedman, Reference

GQuide on Statistics, in Federal Judicial Center, Reference Manual

on Scientific Evidence 211, 218, 220 (3d ed. 2011). Were, as
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here, nunerous DBRCTs indicate that a drug is ineffective, that
provi des powerful scientific evidence of inefficacy, particularly
as conpared to anecdotal experiences, which can be tainted by the
pl acebo effect. As one witness in this trial testified, "the
default position [in medical decisionnmaking] is that a drug is
ineffective unless it's proven otherwi se."” Experinents start wth
a null hypothesis that the drug is no nore effective than pl acebo.

In this case, DBRCTs repeatedly showed that there was not enough
evidence to reject the null hypothesis for the indications at

i ssue. See Kai ser Findings, 2011 W. 3852254, at *35-45. Pfizer's

cl ai med evi dence of Neurontin's efficacy cane froml ess convi nci ng
sour ces.

Thus, the totality of the evidence strongly supports a
concl usion that Neurontin was not effective for the four off-Iabel
conditions as to which the district court and jury found liability.
W need not address what the standard for efficacy would be if
there were no DBRCTs in existence, or if the results of DBRCTs were
equi vocal, or if there were a different m x of DBRCT and non- DBRCT
evi dence.

V.

Because Kaiser net both causation requirenments wth
legally sufficient evidence and proved that it suffered economc
injury from Pfizer's fraudul ent schene, we nove to the separate

chal | enges to the anbunt of danages awarded. "On that phase of the
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case the plaintiff has a nore relaxed burden of proof ,
especially if as in this case the defendants' conduct has nade it
difficult for the plaintiff to prove the precise extent of his

damages."” BCS Servs., 637 F.3d at 759; see also Therno El ectron

Corp. v. Schiavone Constr. Co., 958 F.2d 1158, 1166 (1st Gr.

1992). Under such circunstances, danages do not need to be proven
"W th mathematical certainty, provided an award has a rationa

basis in the evidence." Therno Electron, 958 F.2d at 1166 (quoting

Jay Edwards, Inc. v. New Eng. Toyota Distrib., Inc., 708 F.2d 814,

819 (1st Cir. 1983)) (internal quotation mark omtted); see
Rest atenment (Second) of Torts 8 912 cnt. a. "OQtherwi se 'the nore
grievous the wong done, the less likelihood there would be of a

recovery.'" BCS Servs., 637 F.3d at 759 (quoting Bigelow v. RKO

Radi o Pictures, Inc., 327 U S 251, 265 (1946)).

Pfizer argues that the district court erred in its
cal cul ation of damages, primarily because Dr. Hartman used a |i st
of alternatives to Neurontin created by Dr. MIlares (the chairman
of the DIS) but no expert testified that the drugs on the |list were
at | east as effective or as well tolerated as Neurontin. Mreover,
Pfizer argues, there was no evidence that PM5 doctors woul d have
prescri bed those |ower-cost alternative drugs but for Pfizer's
conduct; indeed, those doctors nmay have prescribed nore expensive
drugs instead of Neurontin. Pfizer clainms that these assunptions

made the estimation of damages too specul ative. See lrvine v.
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Murad Skin Research Labs, Inc., 194 F. 3d 313, 320 (1st Cir. 1999).

Qur review of the district court's admssion of Dr. Hartman's
testinmony is for abuse of discretion, AW, 582 F.3d at 197, and
t here was none here.

The burden of proof as to damages is | ower than that for
causation, and the factfinder is afforded a greater deal of freedom
to estimate damages where the defendant, as here, has created the

ri sk of uncertainty. See Ocean Spray Cranberries, Inc. v. Pepsi Co,

Inc., 160 F.3d 58, 63 (1st G r. 1998). The dammges inquiry does
not allow a defendant to benefit fromthe scope of its wongdoi ng;
this is why "[e]ven 'speculation has its place in estimating
damages, and doubts should be resol ved agai nst the w ongdoer."'"

BCS Servs., 637 F.3d at 759 (quoting Md-Am Tablewares, Inc. v.

Mogi Trading Co., 100 F.3d 1353, 1365 (7th G r. 1996)).

The district court did not err in accepting Dr. Hartman's
met hodol ogy for cal cul ati ng damages. I n fact, Pfizer never offered
an alternative: it did not provide its own |list of substitute
drugs, nor did it offer testinony about the Kaiser list's exclusion
of lanotrigine (the only drug Pfizer nanmes on appeal as inproperly
excl uded) .

VI .

Pfizer raises two other issues on appeal, concerning the

district court's denial of Pfizer's notion to transfer venue before

trial and its denial of Pfizer's notion for a new trial.
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A. Denial of Pfizer's Motion to Transfer Venue

The coordinated plaintiffs filed their conplaint in the
Massachusetts district court on February 1, 2005. Mre than four
years | ater, on Decenber 4, 2009, Pfizer filed a notion to transfer
venue to California pursuant to 28 U S. C. 8§ 1404.

Pfizer's nmotion followed nore than two nonths of
di scussi ons anong the coordinated plaintiffs, the defendants, and
the Massachusetts district court regarding the possibility of
holding a bellwether trial as to one TPP's clains against the
def endant s. The court stated on Septenber 18, 2009, that it
favored holding a trial on Kaiser's clains, a view joined by
plaintiffs on October 2, 2009.22 Defendants opposed, saying that
any bellwether trial should not be on Kaiser's clainms because
"Kaiser is the nost atypical of the nanmed TPPs." During none of
these discussions did Pfizer suggest that venue should be
transferred to California.

On Novenber 12, 2009, the district court ordered that
"[t]he trial in the action brought by coordinated plaintiff Kaiser
W ll begin [before it] on February 22, 2010." About a nonth | ater,
Pfizer noved to transfer venue pursuant to 28 U S. C § 1404,
arguing for the first time that transfer was favored by (1)

Kai ser's residence in California, (2) California' s greater interest

22 \WWhi |l e the coordinated plaintiffs represented that they woul d
prefer to all proceed to trial at one tine, they agreed that if the
court weretoinitially hold only one trial, it should be Kaiser's.
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in the litigation, (3) the greater famliarity of California
federal courts with the California UCL, and (4) the conveni ence of
W t nesses. The district court, with years of experience in the
case, denied this notion, explaining that (1) Kaiser did not w sh
to transfer venue; (2) transfer would result in considerable del ay
as any transferee judge famliarized herself with the case; and (3)
def endants would not be prejudiced, since they had access to
vi deot aped deposition testinobny of non-party wtnesses. Kai ser
Fi ndi ngs, 2011 W 3852254, at *11 n.6.

On appeal, Pfizer argues that this was error because it
violated the ML transfer requirenents pursuant to 28 U S C

8§ 1407(a) and the rule of Lexecon Inc. v. M| berg Wiss Bershad

Hynes & Lerach, 523 U. S. 26 (1998), and because it was an abuse of

di scretion, in any event, under 28 U S.C. § 1404.

Pfizer is wong on the |aw Section 1407(a) provides
that an action "transferred to any district for coordinated or
consolidated pretrial proceedings . . . shall be remanded by the
panel at or before the conclusion of such pretrial proceedings to
the district fromwhich it was transferred unless it shall have
been previously termnated.” The Court held in Lexecon that a
district court conducting such pretrial proceedings could not
"invoke 8 1404(a) to assign a transferred case to itself for
trial." 523 U S. at 28. The coordinated plaintiffs filed their

conplaint in the District of Massachusetts; it was not transferred
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to this district for pretrial proceedings, and so 8 1407(a) and
Lexecon do not govern here.
There was no abuse of discretion as to § 1404. See Coady

v. Ashcraft & Cerel, 223 F.3d 1, 11 (1st Cr. 2000). Kai ser

opposed defendants' notion to transfer, and coordinated plaintiffs
Aetna and CGuardian were domciled in New York and Connecticut,
respectively. The Massachusetts district court had considerable
experience with conplex clainms against defendants arising out of
t he fraudul ent marketing of Neurontin, and coordi nated plaintiffs’
clainms were national in scope, not localized to California.

B. Denial of Pfizer's Mtion for New Trial Based on

Pur portedl y New Evi dence Regardi ng t he Cochr ane Revi ew of
Neur opat hi c Pain

There was no abuse of discretionin the district court's
deni al of defendants' March 22, 2011 notion for new trial. At
trial, Pfizer had presented expert testinony that Neurontin was
effective for the broad treat nent of neuropathic pain, whichrelied
in part on a 2005 review by the Cochrane Collaboration, an
i ndependent organization, that concluded that adequate evidence
supported Neurontin's efficacy for neuropathic pain. Kai ser
Fi ndi ngs, 2011 W. 3852254, at *42. The district court discounted
this testinony because the 2005 Cochrane Review was based on
i nconplete information, given defendants' suppression of negative
i nformati on about Neurontin's efficacy for the broad treatnent of

neuropathic pain. 1d. at *42-43.
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In 2011, the Cochrane Coll aboration published another
reviewof the effects of gabapentin in treating chronic neuropathic
pai n. This revised review was "updated with the inclusion of
unpubl i shed information nade available through Ilitigation" and
concl uded that "[g]abapentin provides pain relief of a high |evel
in about a third of people who take [it] for painful neuropathic
pain."

The district court denied defendants' notion for a new
trial, explaining that a credi ble neta-analysis fromthe Cochrane
Col | aboration based on the entirety of the scientific evidence
concerning Neurontin's use in treating broad neuropathic pain was
unavail abl e to defendants at the tine of trial only because "Pfi zer
itself did not provide the Cochrane Goup with all available
studies prior tothe trial because it fraudul ently suppressed t hese
studies.” That reason was sufficient.

VI,

The judgnent of the district court is affirned.
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