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IN THE UNITED STATES DISTRICT COURT
FOR THE DISTRICT OF SOUTH CAROLINA
CHARLESTON DIVISION

IN RE: LIPITOR (ATORVASTATIN
CALCIUM) MARKETING, SALES
PRACTICES AND PRODUCTS
LIABILITY LITIGATION

MDL No. 2:14-mn-02502-RMG

CASE MANAGEMENT ORDER NO. 68

This Order relates to all cases.

N N N N N N N N N N

This matter is before the Court on PfizeMotion to Exclude Plaintiffs’ Expert
Testimony on the Issue of General Causation. .(R&t 972). For the reasons stated below, the
motion is GRANTED IN PART AND DENIED IN PART.

|. Background

In this MDL, Plaintiffs allege that Lipitotaused their Type 2 diabetes. “[I]n order to
carry the burden of proving a plaintiff's injuryas caused by exposureaspecified substance,”
a plaintiff must demonstratgeneral and specific causatiodellers v. NexTech Ne., LL&33 F.
App’x 192, 196 (4th Cir. 2013)ert. denied134 S. Ct. 911 (2014yccord Westberry v.
Gislaved Gummi ABL78 F.3d 257, 263 (4th Cir. 1999). “General causation is whether a
substance is capable of causing a partiagajary or condition inthe general population and
specific causation is whether a substance@aa particular individual’s injury.Norris v.

Baxter Healthcare Corp397 F.3d 878, 881 (10th Cir. 2005Plaintiff[s] must first
demonstrate general causation because witigngral causation, there can be no specific
causation.”ld. Here, if Lipitor is notapable of causing diabetesfallows that it is not the

cause of diabetes particular plaintiffs.
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A. Epidemiological Method for Establishing General Causation

Epidemiology provides “the primary genkyaaccepted methodology for demonstrating
a causal relation beten a chemical compound and a set of symptoms or dise&see’

Meridia Products Liab. Litig.328 F. Supp. 2d 791, 800 (N.D. Ohio 20@4)d, 447 F.3d 861
(6th Cir. 2006) Siharath v. Sandoz Pharm. Corft31 F. Supp. 2d 1347, 1356 (N.D. Ga. 2001),
aff'd sub nom. Rider v. Sandoz Pharm. Cpo§95 F.3d 1194 (11th Cir. 200@pnde v. Velsicol
Chem. Corp 804 F. Supp. 972, 1025-26 (S.D. Ohio 199#)d, 24 F.3d 809, 814 (6th
Cir.1994).

It is well established in case law and undispuby the parties that epidemiologists use a
two-part process for determining causatigbkt. No. 972 at 27-28; Dkt. No. 1053 at 18)g.,
Ambrosini v. Labarraquel01 F.3d 129, 136 (D.C. Cir. 199@);re Fosamax Products Liab
Litig., 645 F. Supp. 2d 164, 187 (S.D.N.Y. 20@0ies v. Wyeth, In¢c500 F. Supp. 2d 1048,
1053 (S.D. Ill. 2007). First, epidemiologicalidtes must establish an association between
exposure to a drug and a diseasekt(No. 1053 at 12; Dkt. No. 972 at 2@)g., Ambrosinil01
F.3d at 136McMunn v. Babcock & Wilcox Power Generation Grp., IiNo. CIV.A. 10-143,
2013 WL 3487560, at *15 (W.OPa. July 12, 2013)n re Fosamax645 F. Supp. 2d at 187;
Beckwith v. Matrixx Initiatives, Inc467 F. Supp. 2d 1316, 1327 (M.D. Ala.200&){do v.
Sandoz Pharm. Corp244 F. Supp. 2d 434, 461 (W.D. Pa.2008§ alsdreference Manual on

Scientific Evidence (RMSE)66 (3d ed. 2011) (“[T]he firgjuestion an epidemiologist

! In initial briefing, Plaintiffs describe the iglgmiological method for proving causation as “The
Scientific Method for Establishing Causatior{Dkt. No. 1053 at 13). However, they now argue
that some of their experts use other rekabkthods. “Epidemiological studies are not
necessarily required to proeausation, as long as the methadyi employed by the expert in
reaching his or her conclusion is soun&énedi v. McNeil-P.P.C., Ind6 F.3d 1378, 1384

(4th Cir.1995). To the extetftat Plaintiffs’ experts use other methods, they are addressed
further below. However, it igseful to review the primary method for establishing general
causation.
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addresses is whether an assimmexists between exposurethe agent and disease.”). An
association exists between exposure to a drug and a disease when the two “occur together more
frequently than one would expect by chance.” RMSE at&&&rd In re Fosama»645 F.

Supp. 2d at 187accordDkt. No. 1053 at 13). In other was, an association exists when

people exposed to the drug have a higher imcid®f the disease and the difference is not

simply due to chance. Two common waysdwaluating whether a difference between those
exposed to a drug and those not exposed coulddwared simply by chance is to calculate a
p-value and to calculate therdidence interval for the relagwisk ratio. RSME at 576, 580.

A p-value “represents the prdbkty that an observed pitisve association could result
from random error even if no assakon were in fact presentld. at 576. “To minimize false
positives, epidemiologists use a convention thafttvalue must fall below some selected level

... for the results of the study to be statisiycsignificant” and, thus, éablish an association.

Id. The most common significance level in science is l@5at 577. Thus, generally, a study’s
authors will only find that an association exists lwa drug and a disease if the p-value is less
than .05.

A second common way to evaluate whether aenked difference is due to chance is to
calculate the confidence intenfal the relative risk ratio. RSMEt 580. The relative risk ratio
is the risk of disease among people exposelealrug divided by thegk of the disease among
those not exposed to the drug. BElat 627. For instance, ifehisk of developing diabetes
while on Lipitor is 6% and thask of developing diabetes noh Lipitor (i.e., in a placebo
group) is 4%, then the relativeski of developing diabetes faipitor is 6/4 or 1.5. A relative
risk of 1.0 indicates no difference between the gnaups; the risk in the two groups is the same

(e.g., 5% divided by 5% or 20% divided by 209 relative risk raticabove 1 indicates an
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increased risk in the exposed group, and a relaBkeratio less than onadicates a decreased
risk in the exposed group.

A confidence interval is essentially a “margif error” for the estimated relative risk
ratio. In re Bextra & Celebrex Mktgales Practices & Prod. Liab. Litig524 F. Supp. 2d 1166,
1174 (N.D. Cal. 2007). Itis the “rga of possible values” for thetaal relative risk ratio, given
the data and pre-selected level of confider®RMSE at 580. “So, for example, if a given study
showed a relative risk of 1.40 (a 40 percent irmedaisk of adverse evis), but the 95 percent
confidence interval is .8 to 1.9, we would say thatare 95 percent confident that the true value,
that is, the actual relativisk, is between .8 and 1.91h re Bextra & Celebrex524 F. Supp. 2d
at 1174. “Because the confidence interval includsslts which do not show any increased risk,
and indeed, show a decreased risk, thatiisclaides values less than0, we would say the
study does not demonstrate a ‘statety significant’ increased ris&f an adverse outcome.”

Id.

Randomized, double-blind, clinicalals are the “gold standard” for determining whether
an association existsd. at 555; §ee alsd&ingh Rep., Dkt. No. 972-6 at 6-7.) However, the
Reference Manual on Scientific Evidence recognilaasobservational stlies can be sufficient
to establish an associatidrSee idat 217-18 (“Observational stuedi can establish that one
factor is associated with anothbut work is needed to bridge the gap between association and

causation.”); ¢ee als&Singh Rep., Dkt. No. 972-6 at 7 (“Absent such placebo-controlled trials to

2Observational studies “providmod evidence” where (1tlhe association iseen in studies
with different designs, on different kinds aftgects, and done by different research groups,” (2)
“[t]he association holds whegffects of confounding variéds are taken into account by
appropriate methods,” and (3) “[tlieeis a plausible explanationrfthe effect of the independent
variable.” RMSE at 221.

For definitions and descriptions of ramai@aed control trials and various types of
observational studies, see RMSE at 220-222, 555-565.

4
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address this question, we rely on meta-anabyfsiandomized controlled trials to determine
causation. Observational studies atemised in this setting.”)).

“Once an association has bdennd between exposure to agent and development of a
disease, researchers consider whether the assnciefiects a true causfect relationship.”
RMSE at 597; (Dkt. No. 1053 a#); (Dkt. No. 972 at 28gccord Ambrosini1l01 F.3d at 136
McMunn 2013 WL 3487560, at *15. In assessing caasaepidemiologists “first look for
alternative explanations for tlassociations, such as biasconfounding factors,” and then apply
the Bradford Hill factors to determine whetheramsociation reflects a truly causal relationship.
RMSE at 598-600see also, e.g., In re Zoloft (Sertraline Hydrochloride) Products Liab..Litig
26 F. Supp. 3d 449, 454-55 (E.D. Pa. 201€dpn. denied2015 WL 314149 (E.D. Pa. Jan. 23,
2015);McMunn 2013 WL 3487560, at *1550ldqg 244 F. Supp. 2d at 46l7 re Neurontin
Mktg., Sales Practices, & Products Liab. Liti§12 F. Supp. 2d 116, 132 (D. Mass. 2009)g
Fosamax 645 F. Supp. 2d at 187. These factordBrstrength of th association, (2)
replication of the findings, (3) specificity ofdlassociation, (4) temponadlationship, (5) dose-
response relationship (aka biolagligradient), (6) biological pusibility, (7) consistency with
other knowledge (aka cohereno@), consideration of alternatvexplanations, and (9) cessation
of exposure. RMSE at 600|n re Zoloft 26 F. Supp. 3d at 454-55.

Whether an established association is daasamatter of scientific judgment, and
scientists approfately employing this method “may o to different judgments” about
whether a causal inference is appropridtilward v. Acuity Speaity Products Grp., In¢ 639

F.3d 11, 18 (1st Cir. 2011); RMSE at 222, 588 alsdiRMSE at 552 (“Assessing whether an

*The Reference Manual lists slightly differégtiideline” factors than Sir Bradford Hill's
original factors.CompareRSME at 60@vith Sir Austin Bradford Hill, The Environment and
Disease: Association or Causatiof8,Proc. Royal Soc’y Med. 295, 295-300 (196&yrilable
at Dkt. No. 972-32. However, tHactors are largely the same.

5
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association is causal requires an understarafitige strengths and weaknesses of the study’s
design and implementation, as well as a judgrabotut how the study findings fit with other
scientific knowledge.”). Howevethe authors of the RefermManual on Scientific Evidence
“emphasize that [the Bradford Hill factors] are employed aifftigr a study finds an association
to determine whether that association reflectrue causal relationship.” RSME at 598-99
(emphasis in originalsee also, e.gMathews v. Novartis Pharm. CorfNp. 3:12-CV-314,
2013 WL 5780415, at *27 (S.D. Ohio Oct. 25, 2013)r{less there is a statistically significant
association between the drug and the diseasd&rddford-Hill analysis to determine causation
is inapplicable.”);wWagoner v. Exxon Mobil Cor@813 F. Supp. 2d 771, 803 (E.D. La. 2011)
(“[T]he set of criteria known as the BradfdHll criteria has been widely acknowledged as
providing an appropriate framewnk for assessing whether a causal relationship underlies a
statistically significant associatidretween an agent and a disease.”).
B. The Court’s Ruling Regarding Dosage

Lipitor is prescribed in four differe doses: 10 mg, 20 mg, 40 mg, and 80°mg.
Plaintiffs’ general causation expgihitially “opine[d] that Liptor can cause diabetes, without
specifying the precise dose at which thigeffoegins.” (Dkt. No. 1159 at 26). If a study
suggested an increased risk of diabetes, therex“ascribe[d] the sk to all doses.” K.g., Dkt.
No. 972 at 269.) The Court, however, was comegras to whether Plaintiffs’ experts had
sufficient facts and data to supptheir causation opinions at doses of Lipitor, and even
whether the experts would be willing to offer@pinion at low doses, given the available data.
See In re Seroquel Products Liab. LitidNo. 6:06-MD-1769-ORI[22D, 2009 WL 3806434, at

*18 (M.D. Fla. June 18, 2009) (Expert offering a sation opinion “declined to even speculate”

* At times, Plaintiffs have referred to tleedoses as “therapeutic” doses of Lipitor.

6
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about doses of 12.5 and 25 milligrams “becausehstd not seen any studies evaluating doses
that low.”); In re Bextra & Celebrex Mgt Sales Practices & Prod. Liab. Litigc24 F. Supp. 2d
1166, 1175-76 (N.D. Cal. 2007) (“It is unsurprising timetst of plaintiffs’ experts agree that the
available evidence at 200 mg/d is inadequaterove causation,” where there were no
randomized controlled trials, meta-analyseglagervational studies that found an association
between Celebrex 200 mg/d and a risk of heaathtbr stroke.). The Plaintiffs’ experts agreed,
and some even emphatically argued, that thex®a dose-response relationship, meaning that
any risk of diabetes is higherlagher doses of Lipitor. SeePlIs. Br., Dkt. No. 1159 at 26
(arguing their “expertdid find a dose-response relationshf{pinphasis in original)). And the
data with regard to 80 mg of Lipitor was startlifferent from the data with regard to 10 mg of
Lipitor.

Starting with randomized controlled triagspost hoc analysif data from the
randomized clinical trial SPARCL tnd a statistically sigficant increase in #risk of diabetes
for patients randomized to 80 mg of Lipitorrses those on placebo, (Dkt. No. 972-29 at 2), and
a post hoc analysis of the randomized clinidal TNT that found a sttistically significant
increased risk of diabetes for patients randomiae®D mg of Lipitor vesus those on 10 mg of

Lipitor, (Dkt. No. 1449-2 at 7; Dkt. No. 1159-10)In contrast ASCOT, the only randomized

> Another post hoc analysis of TNT found tha risk difference between 80 mg and 10 mg was
not statistically ginificant. (Dkt. No. 972-29 at 2.) €hlifference between the two studies was
the definition of diabetes used. The defomtused by the Waters study, which did not find a
statistically significant difference, was “morestigctive . . . than standard criteria” for

diagnosing diabetes. (Dkt. No. 1449-2 at 6-FThe Court makes no value judgments with regard
to relative benefits or limitations of the Preissl &daters studies, but only notes that at least one
of them had a statisadly significant finding. See In re Avandia Mktg., Sales Practices &
Products Liab. Litig, No. 2007-MD-1871, 2011 WL 13576, at *9 (E.D. Pa. Jan. 4, 2011)
(“Although [the expert] did cite to studies in whittle results were not sistically significant,

his conclusions did not rest tlmose studies alone; rathereyhwere used to bolster the
conclusions he drew from stedi in which the findings wematistically significant.”).

7
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controlled clinical trial with dabetes as a pre-specified endpeompared 10 mg of Lipitor to
placebo and foundo statistically significant difference tveeen the two groups with regard to

the incidence of new-onset diabetes. (Dkt. 8it2-26 at 6). In ASCOT, 2.4% of the placebo
group developed diabetes, compared to 3.0% of the Lipitor group. (Dkt. No. 972-26 at 6). The
study authors stated that “the difference[] [JMa@sed on a small number[] of events and are
probably the result of chance variationld.(at 7-8).

Turning to observational studies, Cedegog@015) found a statically significant
increased risk of diabetes in patients takingrizPor 40 mg of Lipitor versus placebo, but found
no such association at 10 mglapitor. (Dkt. No. 1159-1 at 4, 6). The difference in the
incidence of new-onset diabetes at 10 mgipitor versus the mid-doses (20 mg & 40 mg) of

Lipitor in Cederberg is quite telling:

In this graph, labelled “Risk by dose of atorvastatin,” the

=]
i

grey line is the incidence olew-onset diabetes in the no-
0.25+

statin treatment group, thettkd line is the incidence of

0.20

new-onset diabetes in the 10 mg/day group, and the black

0.15

0.10

line is the incidence of digles in the mid-dose group of

0.05

20 mg & 40 mg/day. (Dkt. No. 1159-1 at 6). This graph

Cumulative hazard for incident type 2 diabetes Q.

o
|

o 22 % 4@ 7 s % ®  ghows why the Reference Mahoa Scientific Evidence
Follow-up time (months)
warns that “a risk estimate from a study timolved a greater exposurenist applicable to an
individual exposed to a lowe&lose.” RMSE at 613 n.196.
The Carter (2013) observatial study found a statistidglsignificant association

between diabetes and moderate and high dosessta group that inabded 20 mg, 40 mg, and

80 mg of Lipitor, compared to low dose statiwhich included 10 mg of Lipitor. (Dkt. No.
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1159-15 at 5). This study may support a causatpnion at higher doses bfpitor but not at
10 mg; the study specifically findbkat the risk, if any, from lowedose statins, including Lipitor
10 mg, is meaningfully different from the risk at higher dose statins.

Another observational study, Celv(2012), found a statisticalgignificant increase in
diabetes risk for those on liipr versus placebo, but did not break down data by dose or disclose
the doses taken by participants. (Dkt. No. 1159-8).aGiven Plaintiffs experts’ testimony that
the effect of Lipitor is dose-dependent, thigdy may support a causatiopinion at the highest
dose of Lipitor but not at lowemes. Any observed effect mighe the result of high doses of
Lipitor in the study.SeeRMSE at 613 n.196 (“[A] risk estimate from a study that involved a
greater exposure is not applitebo an individual exposed tolower dose.”). The only meta-
analysis in the record that looksthe effect of Lipitor by dse, Navarese (2013), did not find a
statistically significanassociation at 80 mgr 10 mg of Lipitor® (Dkt. No. 972-48 at 6, 7).

Finally, a study conducted by Dr. Quon ansl ¢nlleagues regarding the metabolic
effects of Lipitor found statisticlyl significant increases in inBa sensitivity and HbA1C at 20
mg, 40 mg, and 80 mg of Lipitor, but not at 10 m@Dkt. No. 1159-17 at 6, Figures 2, 3).
Plaintiffs’ experts readily admit #t these endpoints are not eqléva with new-onset diabetes.
(See, e.g Dkt. No. 1440-6 at 40 (insulin resistance aaalid surrogate for Type Il diabetes),
at 40-41 (a person can have high levels of ing@sistance without having Type Il diabetéd);
at 42 (“Insulin resistance doesn’'tltgou anything about glycaemia.’ig. at 184 (a patient can

display hyperglycemia “without frank diabetes”nd the Court agredkat these metabolic

® This meta-analysis looked at a noen of clinical trials involung statins, but only two of these
trials involved data for 10 mg of LipitoASCOT and TNT. (Dkt. No. 972-48 at 4).

"The study found no increases in blood glucoseddeateany dosage. (Dkt. No. 1159-17 at 4).
As explained below, other studies do not famy association betwedmese metabolic effects
and Lipitor.
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studies cannot substitute foudies showing an associationtween the drug and the disease
Plaintiffs allege was caused by the drug—diabetéswever, they are still relevant to the
second step of an epidemiological causatipimion; for example, Dr. Singh considers this
information with regard to the biological pkhility Bradford Hill factor. The Cederberg
observational study also found a statelly significant increase imsulin sensitivity and insulin
secretion for patients on 20 mg or 40 mg ofitlop (Dkt. No. 1159-1 at 8). For 10 mg of
Lipitor, the study found a statistically significatifference in insulin sensitivity versus placebo
but not in insulin secretion.ld).

In sum, several studies show a statisticsiynificant associain between exposure to
higher doses of Lipitor (20 mg0 mg, or 80 mg daily) and new-@tsliabetes. But Plaintiffs
cannot point to a single study that shows an@ason between 10 mg of Lipitor and new-onset
diabetes. (Dkt. No 1460 at 27). All three studaespecifically consider 10 mg—a clinical trial
(ASCOT), an observational study (Cederbeagd a meta-analysis (Navarese)—all find no
statistically significant difference in the incriee of new-onset diabetes between 10 mg of
Lipitor and placebo. (Dkt. No. 1460 at 11he Koh (2010) study on metabolic effects
similarly found some effects at higher desut not low doses of Lipitor.

After a review of this data and a detailediegv and discussion @he relevant case law,
the Court held that “at least wte the experts agree that thisra dose-response relationship and
where there is evidence that an association mgeioholds at low doses, dose certainly matters,
and Plaintiffs must have expert testimony that Lipitor causes,capisble of causing, diabetes at
particular dosages.” (CMO 49, Dkt. No. 11971.4). None of Plaintis’ experts had provided
such opinions. However, over Defendantifestious objection, the Court reopened discovery

and allowed Plaintiffs’ expert® submit supplemental reportddaessing whether Lipitor causes

10
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diabetes at particular dosagekl.)( Those supplemental reportssbdeen issued, the experts’
depositions have been taken again, the paraegs submitted supplemental briefing to the Court
on whether these opinions should be excludedruRdi 702, additional oral argument has been
held, and Pfizer's motion to exclude PlaintiféXpert testimony on general causation is ripe for
this Court’s review.

Il. Legal Standard

Under Rule 104(a) and 702, “the trial judgeast ensure thahg and all scientific
testimony or evidence admitted is motly relevant, but reliable.Daubert v. Merrell Dow
Pharm., Inc, 509 U.S. 579, 589 (1993). Thus, the trialtanust ensure that (1) “the testimony
is the product of reliable pringdies and methods,” that (2) “tleepert has reliably applied the
principles and methods to thacts of the case,” and (3) thaethestimony is based on sufficient
facts or data.” Fed. R. Evid. 7@)( (c), (d). “This entails preliminary assessment of whether
the reasoning or methodology underlying tiagtimony is scientifically valid,Daubert,509
U.S. at 592-93, and whether the expert haghfally appl[ied] the methodology to facts.”
Roche v. Lincoln Prop. Col75 F. App’x 597, 602 (4th Cir. 2006).

Factors to be considered include “whethéreoory or technique . . . can be (and has been)

M

tested,” “whether the theory technique has been subjecteghémr review and publication,” the
“known or potential rate of error,” the “existee and maintenance of standards controlling the
technique’s operation,” anglhether the theory or techniqueshgarnered “general acceptance.”
Daubert,509 U.S. at 593-94ccord United States v. Hassai2 F.3d 104, 130 (4th Cir. 2014).
However, these factors are neither definitive nor exhaudiiviéged States v. Fultb91 F. App’x

226, 227 (4th Cir. 2015%ert. denied135 S. Ct. 2370 (2015), and “merely illustrate[] the types

of factors that willbear on the inquiry."Hassan 742 F.3d at 130. Courts have also considered

11
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whether the “expert developed his opiniexpressly for the purposes of testifyingyehling v.
Sandoz Pharm. Corpl62 F.3d 1158 (4th Cir. 1998), ordligh “research they have conducted
independent of the litigationPaubert v. Merrell Dow Pharm., Inc43 F.3d 1311, 1317 (9th
Cir. 1995) (on remand), and whether experts H&aiked to meaningfully account for . . .
literature at odds witkheir testimony.”McEwen v. Baltimore Washington Med. Ctr..|r04 F.
App’x 789, 791-92 (4th Cir. 2010).

Rule 702 also requires courts “to verify teapert testimony is ‘based on sufficient facts
or data.” E.E.O.C. v. Freeman78 F.3d 463, 472 (4th Cir. 2015) (quoting Fed. R. Evid.
702(b)). Thus, “trial judges may evaluate tizga offered to support an expert’s bottom-line
opinions to determine if that data provideg@uaiate support to mark the expert’s testimony as
reliable.” Id. The court may exclude an opinion if “thesesimply too great an analytical gap
between the data and the opinion offeréd.” “The proponent of the [expert] testimony must
establish its admissibility by preponderance of proofCooper v. Smith & Nephew, 1n@59
F.3d 194, 199 (4th Cir. 2001).

The Court is mindful that thBaubertinquiry involves “two guiding, and sometimes
competing, principles.'Westberry v. Gislaved Gummi AB/8 F.3d 257, 261 (4th Cir. 1999).
“On the one hand . . . Rule 702 was intendedbterdilize the introduction of relevant expert
evidence,’id., and “the trial court’s role as a gatekeeper is not intended to serve as a replacement
for the adversary systemlUnited States v. Stanley33 F. App’x 325, 327 (4th Cir. 2013ert.
denied 134 S. Ct. 1002 (2014). On the other, “[b]ecaargeert witnesses have the potential to
be both powerful and quite misleading, it is ¢alithat the district court conduct a careful

analysis into the reliability ahe expert’s proposed opinionUnited States v. Fultb91 F.

12
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App’x 226, 227 (4th Cir. 2015%ert. denied135 S. Ct. 2370 (20159ccord Westberryl78
F.3d at 261.
[ll. Dr. Singh

Dr. Singh is an epidemiologist and an Asaint Professor of Medne at Johns Hopkins
University® (Dkt. No. 972-6 at 3-4, 43). Heedthe standard epidemiological method
described above to reach his cosans in his initial report. SeeDkt. No. 972-6). Dr. Singh
performed a systematic literatusearch, where he (1) determinadyriori, characteristics of
studies that he would includer consideration; (2) searched the databases PUBMED and
CLINICAL TRIALS for a specifiediime frame using the search terms “statins” and “diabetes”;
and (3) reviewed each study that met his pre-gee€atfiteria. (Dkt. No. 972-6 at 8-9, 10). Dr.
Singh discussed the resulting studies, conductedn meta-analysis, and noted that multiple
studies found a statistically significant assaorabetween statins and incident diabetdd. 4t
10-26, 28-30). After finding that “statins are asatex with diabetes sikase development,” Dr.
Singh then turned to the question of causatitd. at 34). He applied the Bradford Hill factors,
considered alternative hypostess and limitations, and conclutdéhat, “within a reasonable
degree of medical and scientifiertainty that statsas a class, including atorvastatin, are
causally linked with type 2 diabetes.ld(at 34-42, 42).

Pfizer attacks Dr. Singh’s methodology, glteg he did not properly consider the
progression of the diabetes disease process, impyageored the small size of the alleged risk,
did not appropriately addressohagical plausibility, and dighot appropriately adjust for
confounding factors. (Dkt. No. 972 at 13, 17,30-31-32, 34, 49). The Court denies Pfizer's

motion based on these grounds. The applicati@dradford Hill is a well-recognized method

8 Defendant does not object to Dr. Singh’sldications as an epidemiologist.

13
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for determining causatioknight v. Kirby Inland Marine, In¢ 363 F. Supp. 2d 859, 863 (N.D.
Miss. 2005), and Dr. Singh did consider and wdigthogical plausibility and the size of the
association at issue. (Dkt. No. 972-6 at 36, 39)at Pfizer's experts may disagree about the
biological plausibility piece or weigh the smaltsiof the association differently than Dr. Singh
is a matter of scientific judgment and a matte cross-examination, not exclusion of Dr.
Singh’s testimony.

Pfizer also argues that D®Bingh lacks sufficient factsid data to support his causation
opinion at doses less than 80 mg. (Dkt. No. &729-52). Dr. Singh tafied that “there’s a
dose responsiveness,” and that “dlearly possible that [a] drug har effect at higher dose, but
no effect at lower dose.” (Singh Depo. at 70; Dkb. 972-3 at 162). However, he did not look
at the effect of different dosagetLipitor, and if a study showed an increased risk of diabetes,
he simply “ascribe[d] the risk to all doseqDkt. No. 972-3 at 269). Ascribing the risk of high
doses of a drug to low doses is improper, paldity where there idose responsivenesSee
RMSE at 613 n.196 (“[A] risk estimate fronstudy that involved a gater exposure is not
applicable to an individual exped to a lower dose.”). As exghed above, the Court held that
in the context of this case, experts had twjote opinions with regartb specific doses and
allowed Dr. Singh to serve a supplemental reff@t addressed whether Lipitor could cause
diabetes at various dosages. (CMO 49, Dkt. 1197). The Court now turns to whether Dr.
Singh has sufficient facts and dabesupport his opinions at vatis dosages and to Dr. Singh’s
methodology in his supplemental report.

A. 80 mg
Dr. Singh’s 80 mg opiniois supported by SPARCL/Waters (statistically significant

increase in new-onset diabetes in Lipitor 80gnoup vs. placebo), TNT t@istically significant
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increase in new-onset diabetes in Lipitom8@ group versus Lipitor 10 mg group according to
Preiss study but not statisticallignificant increase according Wéaters study), Waters (2013)
(pooled post hoc analysis of TNT and IDEAInding a statistically significant increase in
diabetes in Lipitor 80 mg group vs. comparggither 10 mg or simvastatin)), Carter
observational study (statisticalbygnificant increased risk of meonset diabetes in high and
moderate dose statin users compared todose statin users), Catlerg observational study
(which, according to Dr. Singh, provides evidenceéiofogical plausibility), Koh (2010) article
(which, according to Dr. Singh, “suggest[s] thatulin resistance may be one possible biological
mechanism for atorvastatin to cause diabetesi)l the NDA data and safety updates (which,
according to Dr. Singh, “suggest clinically sigoént increase in blood glucose elevation” and
“establishes coherence betn this data and the epidemiologtudies”). (Dkt. No. 1449-2 at
26-27, 31-32).

The Court finds that Dr. 8gh’s opinion that Lipitor at 80mg/day can cause diabetes
supported by sufficient facts and data and adbissinder Rule 702. Firsstudies have found a
statistically significant increase in the riskddébetes in patients taking 80 mg of Lipitor,
satisfying the first step of the epidemiologli method for determining causation. Second, Dr.
Singh applied the Bradford Hill factors and, basadis scientific judgment, determined that 80
mg of Lipitor is causally relateid Type 2 diabetes. That Pfiz#isagrees with the opinion is no
reason to exclude it. It is ntite Court’s role to determirnehether Dr. Singh is correct, only
whether his opinion is based on suféici facts and data and reliable.

B. 10 mg
Dr. Singh states that his opami that 10 mg of Lipitor is cale of causing diabetes is

based on (1) ASCOT, (2) data from SPARCL &M, (3) the Clinical Safety Updates from
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1999 and 2001, (4) Koh (2010), and (5) the fact tjgulatory labels do not distinguish
between various does of atorvdastand diabetes.” (Dkt. Nd.449-2 at 28-31, 32-33). None of
this evidence establishes an assommbietween 10 mg of Lipitor and diabetes.

Dr. Singh states that basen ASCOT alone, “one can neither confirm nor deny that
atorvastatin 10 mg is associatetihaa significantly increased risif type 2 diabetes.” (Dkt. No.
1449-2 at 32). He testifies that there are possible reasons thraSCOT did not find a
statistically significant ssociation: “One is obviously low poweilhe other is no risk exists. |
mean, you know, let’'s not forget that. | meamttis also possible.(Dkt. No. 1440-5 at 190).
When asked how he knew the finding in ASCOT was due to low power, rather than the due to
the fact that no association exjdis. Singh testified, “don’t know that . . . | am not saying that,
you know, | know that is true. | mean, both posisies, that's why myreport states that, you
know, only there is a direction of effect.(ld.)

With regard to SPARCL and TNT, Dr. Singbnducted an indirect treatment comparison
of Lipitor 10 mg, Lipitor 80 gy, and placebo to determine anuasstied indirect estimate of a
hazard ratio for Lipitor 10 mg versus place (Dkt. No. 1449-2 at 28-29). He found an
estimated hazard ratio of 1.25 that was not sizdity significant (conidence interval of 0.93-

1.66). (d. at 29). Thus, this finding, like thaf ASCOT, Cederberg, and Navarfsmiggests

°Dr. Singh testifies that because we simply dokmatw whether there is a risk at 10 mg or not
according to ASCOT, the study does not “exonerate” Lipitor 10 mg and prove that it is “safe.”
(Dkt. No. 1440-5 at 190). Whileute, “[i]t is important to red&. . . that the burden is on

Plaintiffs to show that well-conducted epidemigical studies do show aasistically significant
relationship . . . . It is ndbefendant’s burden to show tlaek of such relationship.'Siharath v.
Sandoz Pharm. Corpl31 F. Supp. 2d 1347, 1358 (N.D. Ga. 20aff)d sub nom. Rider v.
Sandoz Pharm. Corp295 F.3d 1194 (11th Cir. 2002).

9Dr. Singh did not mention Cederberg onsleese, both of which found no statistically
significant association at 10 mg,time 10 mg section of his repoit his report, he states that
“[tlhere are no observational studithat directly report on the rigi diabetes associated with
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that either these studies are mofficiently powered to deteatdifference in the 10 mg group, or
that “no risk exists.”(Dkt. No. 1440-5 at 190).

Dr. Singh relies on the Clinical Safety Updasad the Koh study only for his analysis as
to biological plausibility, one of the Bradford Hill factors; he does not rely on them to establish
an association between 10 mg of Lipiéod diabetes. (Dkt. No. 1440-5 at 328-329).

With regard to the FDA label, the dsidn by the FDA to require warnings on a drug
label, standing alone, does rsoiffice to establish causatibhln re Neurontin Mktg., Sales
Practices, & Products Liab. Litig612 F. Supp. 2d 116, 137 (D. Mass. 2009). As the Neurontin
court explained,

It is widely recognized that, wheavaluating pharmaceutical drugs, the FDA
often uses a different standard tharoartdoes to evaluate evidence of causation
in a products liability action. Entrustedtlvthe responsibility of protecting the
public from dangerous drugs, the FDA reglylaelies on a risk-utility analysis,
balancing the possible harm against thedbieial uses of a drug. Understandably,
the agency may choose tor‘@n the side of cautionRider, 295 F.3d at 1201,

and take regulatory action such agseg a product label or removing a drug
from the marketplace “upon a lesser shaywf harm to the public than the
preponderance-of-the-evidence or more-likan-not standard used to assess tort
liability.” McClain v. Metabolife Int’l, Ing 401 F.3d 1233, 1250 (11th Cir. 2005)
(quotingGlastetter v. Novartis Pharm. Car®252 F.3d 986, 991 (8th Cir. 2001)).
In fact, FDA regulations jmvide that the agency casue an Alert or warning

label even before causation isadgished, (Hr'g Tr. 128-9, June 19, 2008
(Blume)), and the agency has, in a regguidance documerdtated that it has
“begun taking a more comprehensive approach to making information on

atorvastatin 10 mg.” (Dkt. & 1449-2 at 29). However, in deposition, he admits this is
“erroneous” because Cederberg, an observationdy stlid directly report othe risk of diabetes
associated with Lipitor 10 mg and found noistatally significant assaation. (Dkt. No. 1440-
5 at 245).

" The Court also notes that the FDA did najuiee a warning that pitor or statins caused
diabetes but that “[ijncreasesibAlc and fasting serum glucose levels have been reported with
HMG-Co-A reductase inhibitorgcluding Lipitor.” (Dkt. No. 970-28 at 7.). While increased
blood glucose levels are related to diabetes,rexpeng an increase in glucose levels is not
synonymous with developing diabeteSeé, e.g Dkt. No. 1440-6 at 18& patient can display
hyperglycemia “without frank diabetes”)).
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potential drug risks available to the piakearlier.” (FDA Amicus Br. 2) (quoting

Guidance: Drug Safety Information—FDAC®mmunication to the Public (March

2007)). This earlier disclosure allowsedithcare professiorsabnd patients [to]

... consider the information when makingctsions about medical treatment” even

when there may be “uncertainties in the dalé.’at 3. As such, the decision by

the FDA to require warnings on a drug label, without more, does not suffice to

establish causation.

In re Neurontin 612 F. Supp. 2d at 136-37.

Plaintiffs argue that while none of thisi@ence alone might be sufficient for a causation
opinion, that taken together, there is “smoked ghat behind the smoke, “there is, after all a
fire.” (Dkt. No. 1395 at 4). To be sure, itgessible for the entirety of the evidence to support
an opinion even when individual pieces of eviceare not sufficient in isolation, but it is also
possible that multiple pieces of insufficiestidence add up to insufficient evidence. For
example, the Supreme Court upheld é&xclusion of expert testimony @eneral Electric Co. v.
Joiner,where the experts relied on, among other thifgs epidemiological studies. 522 U.S.
136, 145 (1997). In one of these studies, thikas of the study were unwilling to state that
exposure had caused the diseaseantther, the results were naatsttically significant, and in
the other two, clear confoundifgctors were presentd. at 145-46. The Supreme Court held
that the district court concluded “that there [)w@mply too great an analytical gap between the
data and the opinion proffered fichthat the district court “didot abuse its discretion in so
doing.” Id. at 146. Despite having four studieattarguably provided “smoke” for the
plaintiff's theory, the SupreenCourt found that the expertginions were “connected to
existing data only by thipse dixitof the expert.”Id.

The critical guide for the Court in determmgiwhether the evidence, taken as a whole, is

sufficient to support an opinion urrd@ule 702 is whether it woulde sufficient in the relevant

field or is sufficient under the appliedethodology. After all, the object Bfaubertis to ensure
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that an expert “employs in the courtroom the séawel of intellectual rigor that characterizes
the practice of an expert in the relevant fiel&imho Tire Co. v. Carmichaeb26 U.S. 137,
152 (1999).

Thus, the question before this Court is whethes evidence is sufficient for a causation
opinion under the epidemiological/Bradford Hill thed. In other words, has Dr. Singh “reliably
applied” the Bradford Hill method to reach a sation opinion at 10 mg. The Court finds that
he has not. It is undisputed byetparties that Step 1 of tmsethodology is to look at whether
an association exists, whether two variables totogether more fguently than one would
expect by chance.” RMSE at 566. Whaleausation opinion need not be based on
epidemiological studie®enedi v. McNeil-P.P.C., Inc66 F.3d 1378, 1384 (4th Cir.1995), it is
well established that the Bradford Hill method used by epidemiolatpstsrequire that an
association be established through studiigls statistically significant result. See, e.g.,
Mathews v. Novartis Pharm. CorfNp. 3:12-CV-314, 2013 WL 5780415, at *27 (S.D. Ohio
Oct. 25, 2013) (“Unless there is a statisticallynificant associatiobetween the drug and the
disease, the Bradford-Hill analysisdetermine causation is inapplicable M¢Munn 2013 WL
3487560, at *15 (“Step one looks to whether thee statistically gjnificant association
between a substance and a spedifsease. . . . If no assawim between the exposure and the
disease is supported by the scieatfiterature, there is no basio find a causal relationship
exists and the analysshould end there.”Frischhertz v. SmithKline Beecham Cgiido.

CIV.A. 10-2125, 2012 WL 6697124, at *3 (E.D. Lae® 21, 2012) (“The Bradford-Hill criteria

can only be applied after a statisticallgrsficant association Issbeen identified.”)YWagoner

2 Milward v. Acuity Specialty Products Grp., In639 F.3d 11 (1st Cir. 2011), on which
Plaintiffs rely, is no exceptionThere, the expert “noted theppidemiological studies have found
a statistically significant increased indence of AML in benzene-exposed workarsd have
identified a dose-response relationshipd” at 19 (emphasis added).
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813 F. Supp. 2d at 803 (“[T]he set of criteria knaagrthe Bradford Hill criteria has been widely
acknowledged as providing an appropriate fraor&vior assessing whether a causal relationship
underlies a statistically significant association between an agent and a diséase Fpsamax
645 F. Supp. 2d at 188 (“Several courts that haveideresl the question haweld that it is not
proper methodology for an epidemiologist to apply Bradford Hill factors without data from
controlled studies showy an association.”5oldqg 244 F. Supp. 2d at 461 (“[A]pplication of the
Bradford Hill criteria depends first upon an association by epidemiology between a disease and
an exposure to an agent. The asson must rule out chance.”).

Courts exclude expert testimony that attenbpistart at step two, applying the Bradford
Hill criteria without adequate evidenoéan association. For exampleDann v. Sandoz
Pharm. Corp, 275 F. Supp. 2d 672 (M.D.N.C. 2008)ere was no epidemiological study
demonstrating an association between the drdgdd and stroke, but Plaintiff argued that her
expert could apply the Bradford Hillitzria without such a study and survidaubert The
court excluded the expert’s Bradford Hill testimydinding that according to scientific literature,
the Reference Manual, and case law, Bradfordislilsed to evaluate “whether an association
shown by a study establishes causatidd.”at 679. Thus, withowt study establishing an
association, the court found Plaintiff's expert had “not demonstthaeedtilization of a reliable
scientific methodology.”ld.; see also In re Bausch & Lomb, Inc. Contact Lens Sol. Products
Liab. Litig., No. CIV A 2:06MN77777DCN, 2009 WR750462, at *12 (D.S.C. Aug. 26, 2009)
(holding tests that suggedsiological plausibilitywere “insufficient todemonstrate causation, and
unreliable undebaubert absent evidence establishing an association between MoistureLoc and
non-Fusarium infections”Perry v. Novartis Pharm. Corp64 F. Supp. 2d 452, 468 (E.D. Pa.

2008) (“[N]Jon-existence of good data does not alieoypert witnesses to speculate or base their
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conclusions on inadequate sugpay science. In cases whare adequate study shows the link
between a substance and a disease, expertaestivill generally be inadrasible, even if there
are hints in the data thabme link might exist.”).

Other courts have reached the same conclusion:

[T]he Court concludes that the Bradfetill criteria weredeveloped for the

purposes of determining whether, wheraasociation between an exposure and a

disease has already been demonstratedasisatiation is caakor not. Review

of the criteria themselves, as set forth in the seminal remarks of Dr. Bradford-Hill,

shows that an epidemiologic foundatioraiprerequisite foapplication of his

criteria. “The Bradford-Hill criteria stawith an association demonstrated by

epidemiology and then apply such criteagathe temporal sequence of events, the

strength of the association, the consisteof the observed association, the dose-
response relationship, and the biologic plallisy of the observed association.”

In re Breast Implant Litig 11 F. Supp. 2d at 1233 n. 5. Accordingly, because

plaintiff's experts haveot demonstrated arsfatistically-significant

epidemiologic study showing an increasestt of postpartum stroke in women

using Parlodel, application of the Bradford-Hill criteria is unwarranted.

Soldo v. Sandoz Pharm. Car@44 F. Supp. 2d 434, 569 (W.D. Pa. 2088g also Frischhertz

v. SmithKline Beecham CorpNo. CIV.A. 10-2125, 2012 WL 6697124, at *3 (E.D. La. Dec. 21,
2012) (“Because there is no data showing an@ation between Paxil and limb defects, no
association existed for Dr. Goldstein to apply Bradford-Hill criteria. Hence, Dr. Goldstein’s
general causation opinion is not reliable.”).

In the Zoloft MDL, Plaintiffs’ general causatiorxpert relied on multiple studies that
showed a positive association but were not statitisajnificant. The court noted that “in the
field of epidemiology, the generally acceptedimogl for determining whether a substance is a
potential teratogen is to lod&r statistically significant ssociations between medication
exposure and a pattern of birth defects, which are consistent and replicated across

epidemiological studies, and to thapply the Bradford Hill criteria.”In re Zoloft (Sertraline

Hydrochloride) Products Liab. Litig26 F. Supp. 3d 449, 455 (E.D. Pa. 2014). The court stated
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that while epidemiology is not a novel form of scientific expertise gttpert’s “reliance on
trends in non-statistidgl significant data to draw conclusis@about teratogenicity, rather than
on replicated statistitig significant findings,is a novel methodology.’ld. at 456 (emphasis in
original). The court concluded that “Dr. Bedtdhas failed to demonstrate that her reliance on
non-statistically significant findingis accepted within her scidgfit community,” and the court
excluded her opinionld. at 457;see also Rosen v. Ciba—Geigy Coif8 F.3d 316, 319 (7th Cir.
1996) (“The courtroom is not the place for sanguesswork, even of the inspired sort. Law
lags science; it does not lead it.”).

Similarly here, Plaintiffs have failed ttemonstrate that Dr. Singh’s reliance on non-
statistically significant “trends” is accepted irs field, that non-statistadly significant findings
have served as the basis for any epidemiolggisiusation opinion in peer-reviewed literature,
or that standards exist for controlling thehrique’s operation (e.g.,aftrend” opinions only
allowed for certain p-values or for small confidence intervals?). Tbasbertfactors all
suggest a lack of reliability. Ewn more to the point, Dr. Singhniself, testifies that a lack of
statistical significance means that either a studylbaspower” or “no riskexists,” and that he
“does not know” which of theggossibilities is the case. (DKYo. 1440-5 at 190). Thus, his
own testimony demonstrates that studies witlstatistical significance are insufficient to
support a causation opinion.

Under these circumstances, the Court fitidg Dr. Singh’s 10 mg opinion is not based

on sufficient facts and data and that he didrebably apply the epidemiological/Bradford Hill
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method, which requires at the outset a statibfisggnificant associatin before applying the
Bradford Hill factors to make a judgment abautether the observed association is catfsal.
C. 20 mg and 40 mg

Given the data described above, the €thought that it might be possible for an
epidemiologist to determine that Lipitor 8@y and Lipitor 40 mg were capable of causing
diabetes, even if there was not sufficient evidence for an opinion about Lipitor 10 mg. Unlike
Lipitor 10 mg, at least one study, Cederberg, foand a statisticallgignificant association
between Lipitor 20 mg and 40 mg and di&setAlso unlike 10 mg, the Koh study found
statistically significant increases in insulimsgivity and HbA1C at 20 mg, 40 mg, and 80 mg.
(Dkt. No. 1159-17 at 6, Figures 2, 3). Howe\Rr, Singh testifies thdte cannot reach an
opinion about whether 20 mg and 40 mg of Liptauses diabetes without the conclusion that
10 mg of Lipitor causes diabetes. (Dkt. No. 14441-31). His opinion tt Lipitor 20 mg and
Lipitor 40 mg causes diabetes is an inferencetan the fact that Lipitor 10 mg and Lipitor
80mg causes diabetes: “[iJt is difficult imagine how atorvastatin 10 mg and 80 mg can
increase the risk of diabeteghout similar risk seen with ateastatin 20 mg and 40 mg.” (Dkt.
No. 1449-2 at 34).

The Court initially thoughbr. Singh’s opinion might be based on a mistake of fact.
When asked what studies produce a statistisadigificant finding that Lipitor 20 mg or Lipitor

40 mg increases the risk of Type 2 diabetes drgh responded, “Nonedespite the fact that

3Even if Dr. Singh’s Lipitor 10 mg causation ojin were not excluded under Rule 702, it may
not be sufficient evidence for 10 mg Pi@ifs to survive summary judgmengee Wheelahan v.
G D Searle & Cq 814 F.2d 655 (table), 1987 WL 267679 at *3 (4th Cir. 1987) (“The court
cannot properly draw any consions about the increased risken that increase is not
statistically significant. Dr. Daling’s epidenhagical evidence therefore was insufficient to
support a verdict in favasf the plaintiffs.”).
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Cederberg made such a finding. (Dkt. No. 1440-5 as&®;also idat 110 (incorrectly
testifying that Lpitor 10 mg was the reference grotfpid. at 245 (same); Dkt. No. 1449-2 at 27
(incorrectly reporting that “lovdose atorvastatin” was the refecergroup)). However, at oral
argument, Plaintiffs’ counsel repeatedly asdubee Court that Dr. Singh’s statement in his
deposition was referring to the fact thatatinical trials reported a statistically significant
finding with regard to 20 mgra 40 mg of Lipitor. (Dkt. No. 1460 at 21-23). Plaintiffs’ counsel
stated that Dr. Singh understaihat Cederberg, an observa@bstudy, found a statistically
significant association at Lipit?0 mg and Lipitor 40 mg.Id. at 22). However, counsel
insisted that, notwithstandingishknowledge, Dr. Singh did not Y& sufficient data concerning
Lipitor 20 mg or Lipitor 40 mg to form an opon regarding whether those doses are capable of
causing diabetes unless he cadly on his opinion that Lipitot0 mg caused diabetes. (Dkt.
No. 1384 at 6; Dkt. No. 1460 at 23). BecatiseCourt has disallowed Dr. Singh’s causation
opinion for Lipitor 10 mg, for the reasons &atth above, Dr. Singh, by his own testimony, is
unable to offer a causation opinion regardingitior 20 mg or Lipitor 40 mg.
[V. Dr. Quon

Dr. Quon is an endocrinolagiand diabetes expert. Has a Ph.D. in Biomedical
Engineering and an M.D. (Dkt. No. 972-42 at Ble has previously worked at the NIH and as a
professor at the University daryland School of Medicine.ld. at 2, 3; Dkt. No. 1440-6 at 88-
89). The “overarching goal” of Dr. Quon’s resgalis to understand molecular mechanisms of
insulin action, insulin restance, and endothelial dyaction as they related to diabetes, obesity

and their cardiovascular complicai®” (Dkt. No. 972-42 at 4).

4 The reference group in Cederberg was the naiiggroup. (Dkt. No. 1159-1 at 5). The high
dose and low dose groups were not directly compar®ee generallyDkt. No. 1159-1).
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A. Dr. Quon’s Qualifications in Epidemiology

Dr. Quon, however, is not an experejpidemiology, (Dkt. No. 1440-6 at 17), and his
deposition highlights the fact that he is unfamiliar with basic principles of the field. For
example, Dr. Quon testifies that Cederberg dinical trial and iterventional study, not an
observational study.ld. at 163-64). Dr. Singh testifies tHat. Quon is incorrect on this point,
that Cederberg is an observational study, andnh&tvould be out othis business” if he
thought otherwis&® (Dkt. No. 1440-5 at 48-49). As another example, Dr. Quon has never heard
of the phrase “confounding by indican.” (Dkt. No. 1440-6 at 258)Dr. Singh testifies that
confounding by indication “is a well-recognized issue that epidemiologists . . . take into account
when evaluating observational datdat the phrase is “very common” in the field, and that
epidemiologists always address confounding by indication “to the extent possible,” though most
observational studies “cannot elimiaat.” (Dkt. No. 1440-5 at 61).

Dr. Quon also testifies that glinical trials,the patient’s own baseline is a “more
important and better control” tharptacebo group. (Dkt. No. 1440-6 at 25&g also idat 209-
10 (“[T]he patient’s own baseline, and the patietually is, in some sense, his own control,
which is a better control that placeboif),; at 225 (“[T]he most releant comparison is not to
placebo, but to the patient’s own biase.”)). He testifies that with regard tolinical trials, “I
agree that the lack of a placebaot as strong as having a plboelus the baseline, but having
the baseline alone without the plaoab already quite strong.”ld. at 210). Thus, even though

he acknowledges that the riskddibetes goes up with agéd.(at 216-17), Dr. Quon seems to

>Dr. Quon also appears to believe Cederberg casdpaipitor usergo their baseline as well as
to a non-Lipitor group, which is incoce (Dkt. No. 1440-6 at 251-52).
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interpret any increase in diabetes amongd-tpgor group as an increase that mustchasedy
Lipitor.

For example, one of the tables in the safe&} data showed the percentage of patients
that had elevated glucose (> 1.25 normal) englacebo group and in the group taking 40 mg of
Lipitor.*® (Id. at 224). Despite the factahthe 40 mg Lipitor group had@wer percentage of
patients with elevated glucose than the gdacgroup, Dr. Quon still testified that one could
conclude from this table that 40 mg of Lipitead an adverse effect on blood glucose because
“[t]here are two patients, 1.5 mpent who had hyperglycemia asesult of taking Atorvastatin.
That’s when compared to themselvedd. @t 225). In his attempo interpret this data, he
clearly misses the concept that some people in the Lipitor group will develop diabetes regardless
of whether they take Lipitor or not.

Dr. Singh testifies that while Dr. Quon‘igery strong on his . . . science in terms of
insulin resistance,” he has “obvious weaknesseleagn, like when you compare baselines to . .
. end of study outcomes.” (Dkt. No. 1440-5 at 2B). Singh testifies tht when a researcher
compares outcomes to a group’s baseline (ratlaerahcontrol group), he is not accounting for
the fact that “baseline valuase correlated with terminal values” or for “secular change over
time” (i.e., that some changes, like the develephof diabetes, will ocewover time even in the
absence of an intervention)ld(at 294 see also idat 23-24). Dr. Singh stifies that comparing
outcomes to baseline “is done a lot” in theamanistic studies like @ performed by Dr. Koh
and Dr. Quon but “it is a real problem” in epidemiologid. @t 294-95). Dr. Sigh testifies that
Dr. Quon has good studies on diabetes and ingegistance, “[bJut I'm not sure he is the

strongest person | would go to if | wantedget an epidemiology perspectiveld.(at 23).

® The table presumably also included otheredo$ut this depositiciestimony is focused on
Lipitor 40 mg versus placebo.
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B. Dr. Quon’s Methodology

Given that Dr. Quon is not an epidemiologists unsurprising that he does not use the
epidemiological/Bradford Hill mébd to determine whether Lipitor causes diabetes. However,
neither of his reports states what methodologishesing or attempting to use to reach his
conclusions, and the method is not obvious from the face of the ref@eDkt. No. 972-42;

Dkt. No. 1449-1). Plaintiffs asgethat Dr. Quon is using the thed of a literature review.
(Dkt. No. 1460 at 38-39). Assuming conductingt@réture review, without more, is a valid
methodology!’ it “must still be performed appropriatelyDoe v. Ortho-Clinical Diagnostics,
Inc., 440 F. Supp. 2d 465, 472 (M.D.N.C. 2006).

A reliable literature review “uses formal search methods to allow a researcher to obtain a
neutral ‘snapshot’ of the existing research on a particular questiome’ Zimmer Nexgen Knee
Implant Products Liab. Litig No. 11 C 5468, 2015 WL 5050214, at *3 (N.D. Ill. Aug. 25,

2015). Thus, as in Dr. Singh’s report, such a review “begins with a formal, transparent, and
reproducible search for studies thdtieess a proposed research questidd. (internal quotes
omitted). Plaintiffs provided examples of peer-reviewed articles that employed the literature
review methodology, and, in these examples, aatbonducted such a formal search to allow

the authors to obtain a complete view of the literature, rather than cherry-picking articles based
on the authors’ biasesSée, e.g Dkt. No. 1441-2 at 20 (“A systematic literature search of
MEDLINE, EMBASE and CochranEENTRAL was conducted . . .")l. at 30 (“[W]e reviewed

articles published in the Scielo and Pubrdathbases, which assed or described the

17 See Konrick v. Exxon Mobil CarfNo. CV 14-524, 2016 WL 439361, at *13 (E.D. La. Feb. 4,
2016) (“Dr. Waters’ report provides no indicatithat Dr. Waters applied the Bradford Hill
criteria or any other acceptetethodology to the applicable litdure. Without any explanation

of Dr. Waters’ methodology or application of heabtical methods to thigerature, the report
does not provide a reliabledia for Dr. Waters’ opinion.”).
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association between the usestdtins and the risk of abetes up to June 2015.i; at 37
(“Medline and Embase were systematically skad to identify releva literature . . .”)jd. at 47
(“Medline, Embase, and the Cochrane Central &egbf Controlled Trials were searched for
randomized controlled endpoint trials of statoonducted from 1966 to 2012 . . . *); Dkt. No.
1441-3 at 28 (“[L]iterature watrieved from searches cdbmputerized databases, hand
searches, and authoritagitexts employing the key words . . .iJl. at 35 (“A search of pertinent
RCTs conducted from November 1994 tadber 2012 was performed by 2 independent
investigators covering the MEDLINE, Cochra@ogle Scholar, and Embase databases as well
as abstracts and presentations from major cardiolaasmeetings using the search string. . . .”);
id. at 51 (“A literature search was performesing MEDLINE from 2000 to October 2013 . .

.")). Dr. Quon also acknowledged that thighe proper methodology ferliterature review.
(SeeDkt. No. 1440-6 at 156 (“[W]e review the totaliby the literature. That's the point of the
review article.”)).

However, Dr. Quon’s reports did not review thatality of the literature,” and Plaintiffs
have made no showing whatsoever that he performed any search to obtain relevant literature,
rather than cherry-picking stuadi that supported his conclusidn. his initial report, Dr. Quon
discussed observational studies Culver, Gprkdacedo, and Carter, the NDA trials, SPARCL,
TNT/Waters, IDEAL, and his ownwstlies on the metabolic effectsgifitins. (Dkt. No. 972-42).
However, neither he nor Plaiffis explain how he came to choose and consider only these
particular studies. ASCOT and Navaresem like obvious omissions, though without any
stated methodology, there is no way to tell whethey should properly be excluded from his

consideration or not.

28



2:14-mn-02502-RMG  Date Filed 03/30/16 Entry Number 1469 Page 29 of 40

In Dr. Quon’s supplemental report, he diseshis own studies on the metabolic effects
of statins, clinical data from Pfizer’'s Safétypdates, SPARCL, TNT, IBAL, Preiss, Carter, and
Cederberg. (Dkt. No. 1449-1). Again, Dr. Qumovides no indication as to how he chose
studies for inclusion. The difference in.[Quon’s methodology when conducting a literature
review for publication and when preparing kestimony in this casis quite telling.

In Dr. Quon’s 2011 literature review about thetabolic risks of statins, Dr. Quon cites
nine studies that eluate the effect of Lipitoon insulin sensitivity in humart§. (Dkt. No. 1383-
20; Dkt. No. 1440-6 at 153). Of those nine studies, four fouaid ipitor actuallyimproved
insulin sensitivity, four found thadtipitor had no effect on insulisensitivity (including a paper
co-authored by Dr. Quon in 2005), and only stly, the study by Dr. Quon and Dr. Koh
published in 2010, found that Lipitdecreased insulin sensitivityDkt. No. 1440-6 at 154). In
his peer-reviewed published litémge review, Dr. Quon describedl of these stdies and made
the following statements about insulin sensitivity and atorvastatin after a complete review of the
literature:

It is not clear why atorvastatin hbeneficial metabolic actions in some
studies but not others.
The effects of atorvastatin may tiéferent between patients with and

without metabolic syndrome and diabetéwever, when we compared effects

of atorvastatin on metabolic parameterpatients with ad without metabolic

syndrome and diabetes, therer&vao significant differences.

(Dkt. No. 1441-3 at 11-12).
Despite Plaintiffs claims that Dr. Quon employed the same methodology in this 2011

literature review as he doesthms litigation, Dr. Quon did natite or discuss the metabolic

studies that contrad his litigation opinion in his reportin his deposition, Dr. Quon stated that

18 plaintiffs cited this literatte review as an example oftmethodology he used to reach his
opinions in this case(Dkt. No. 1441-3 at 9).
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he did not discuss these studies in his expgrt because he “thought they were insignificant
and flawed,” (Dkt. No. 1440-6 at 141), or thoutjihiere are probably alternative explanations
for their data.” Id. at 146;see also idat 151, 159).

In his peer-reviewed, publishéterature review, Dr. Quon waad to show that “there’s
a range of opinions in the Ir@ture and that this is a coowersial area,” (Dkt. No. 1440-6 at
141-42), and he was “trying to put thistire context of the twole literature.” Id. at 143). He
testifies that “the point” of a literature reviewts“review the totality of the literature.”ld. at
156). But in his expert report in this casegwlihe is purportedly using the same methodology,
Dr. Quon testified that he only provided “vijhae] thought were the relevant piecesq. at
144), and “didn’t put anything into [his] supplemdraapert report that g didn’'t believe.” [d.
at 146). He went on to stat&o | only wrote things thatbelieve. And | don't believe these
studies.*® (Id.)

Dr. Quon had a similar explanation for natlirding the results of his own studies, which
showed that Lipitor had ndfect on blood glucose levels:

Q. Is there any particular reasohywou didn’t mention in your expert report
that your study showed no diffel@nin mean blood glucose levels?

A. Because it's not relevant. Whatwhat's relevant is that you're causing
insulin resistance, and insulin resince is a known risk factor for
diabetes.

Q. So if a medication shows no increasélood sugar levels compared to

baseline, you would conclude thaatls not relevant to determining
whether or not the drug can incredie risk of Type Il diabetes?

19 When pressed to admit that eight of the rinalies cited in his 2011 literature review found
no adverse effects on insulinnsdivity regardless of the dose of Lipitor used, Dr. Quon
responded, “That’s what they concluded, and thpeigect illustration ofvhy meta-analysis is
often bullshit. So if you jusiveraged all these [studies], ydiwwome to the wrong conclusion.”
(Dkt. No. 14409-6 at 155).
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A. No. I'm—’'m pointing out all the factors ttat are in favor of this drug
causing diabetesand in this particulastudy it happens to center around
insulin resistance. If glucose alsomwep, that would be another factor. . .
(Dkt. No. 1446-6 at 111-12). Thus, if a study skdwncreased blood glucose, he would include
it because that is “in favor of this drug causihgbetes,” but because blood glucose did not go
up in the study, he excluded it from considerati@cause that piece of evidence was not “in
favor of this drug causing diabete8.”Such cherry-picking of daia unreliable and “fails to
satisfy the scientific method afhubert” Barber v. United Airlines, In¢c17 F. App’x 433,
437 (7th Cir. 2001)accordFail-Safe, L.L.C. v. A.O. Smith Cor@44 F. Supp. 2d 870, 889
(E.D. Wis. 2010) (“[I]t is ready apparent that Dr. Keegan bllit ‘cherry picked’ the data he
wanted to use, providing the court with anotsteong reason to conclude that the witness
utilized an unreliable methodology.'lj) re Bextra & CelebreMktg. Sales Practices & Prod.
Liab. Litig., 524 F. Supp. 2d 1166, 1176 (N.D. Cal. 20@%cluding expert testimony where
expert “reaches his opinion bydt identifying his conclusion . . . and then cherry-picking
observational studies that suppor bonclusion and rejecting arioring the great weight of the
evidence that contradicts his conclusion”).
Similarly, failing to adequately account foontrary evidence is not reliable or
scientifically sound.See McEwen v. Baltimore Washington Med. Ctr., #@4 F. App’x 789,
791-92 (4th Cir. 2010) (upholding exclusionexipert testimony where experts “failed to

meaningfully account for . . . literagiat odds with their testimony”)n re Zoloft (Sertraline

Hydrochloride) Products Liab. Litig26 F. Supp. 3d 449, 460-61 (E.D. Pa. 2014) (“The Court

2Dr. Quon similarly cherry picks ¢tk from the NDA data and Safetjpdates, ignoring data that
does not support his opinionSéeDkt. No. 1440-6 at 239 (“I didnihclude [that table] because
it wasn’'t helpful.”);id. at 229 (“I can’t explain it.It could be data entrgrror. There’s all sorts

of things.”);id. at 240 (“I think it'sa chance finding.”)id. at 241 (“I think these are just random,
chance findings, again . . . . at 242 (“Again, it's a chandending, with low numbers of
patients, that doesn’t mean much.”)).
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finds that the expert repgotepared by Dr. Bérard does sieely discuss studies most
supportive of her conclusions . . . and fails tooat adequately for contrary evidence, and that
this methodology is not reliabte scientifically sound.”)reconsideration deniedNo. 12-MD-
2342, 2015 WL 314149 (E.D. Pa. Jan. 23, 204&¢; also Burst v. Shell Oil CdNo. CIV.A. 14-
109, 2015 WL 3755953, at *16 (E.D. La. June 16, 2@&%gluding expert testimony where,
among other things, the expert “didt present a meaningful anas/s which he reconciled this
conflicting group of studies” but limply provides a literature wew, at times supplemented by
his own commentary and states a conclusiorFjrthermore, it iglear from Dr. Quon’s
deposition testimony that he has not “employ[edhia courtroom the same level of intellectual
rigor that characterizes the practiceanfexpert in the relevant field Kumho Tire Co. v.
Carmichae) 526 U.S. 137, 152 (1999).

Plaintiffs argue that Dr. Quosi'cherry-picking of data was caused by the Court’s order in
CMO 49. GeeDkt. No. 1395 at 27; Dkt. No. 1460 at 39-40). This argument is meritless. After
oral argument on general causation, the Court oddmaiditional briefing and held additional oral
argument on whether experts had offered sufficient evidence to stipgiodpinions that
Lipitor causes diabetes at all doses. (DktsNid49, 1206). The Court ultimately held that, at
least in this context, doseddinatter, and the experts hadstgport their causation opinions at
various doses, which none of Plaintiffs’ expdrasl done. (Dkt. No. 1197)At oral argument,
Defendant adamantly argued that Plaintiffs shawtdget another bite #te apple. Expert
discovery was over. Defendant argued that it\masa surprise” that dee mattered in the case,
that Plaintiffs had made a strgie decision to ignore it, and thidte exclusion of experts on this
basis happened “every day.” (Dkt. No. 12064t19). Over Defendant’s strenuous objections,

the Court reopened discoverydthow Plaintiffs’ experts tserve supplemental reports
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addressing dosage. (Dkt. Nos. 1197, 1206). Hoxyéwve Court agreed not to allow Plaintiffs
“an entire Daubert do over.” (Dkt. No. 1206 a).4The Court limited the experts to data and
studies cited in the experts’ipr reports or cited to the Cdun the parties’ supplemental
briefing. (Dkt. No. 1197 at 12). The Court madeaclthat “[w]e’re not reshuffling the deck and
starting over again,” but that jperts could rely on anythingeii previously relied on and
disclosed. (Dkt. No. 1206 at 55). Plaintiffs agghat this limitation by the Court prevented Dr.
Quon from performing a systemaliterature review and resulted he cherry-picked studies in
his supplemental reportSéeDkt. No. 1395 at 27; Dkt. No. 1460 at 39-40).

Plaintiffs’ argument falls flat for severaasons. First, no such limitation existed for the
experts’ initial reports. Dr. Quon had fuléfree reign to conduct a systematic search of
relevant literature in prepag his first report, as Dr. Singh did, yet he did not do so. These
studies that Dr. Quon felt he stunclude in his peer-revieed, published literature review
appear nowhere in his first reporSeeDkt. No. 972-42). Second, the argument of counsel is
contrary to Dr. Quon’s own testimony. Dr. Quostiied that he only icluded studies that he
“thought were relevant” and thae “believed,” and only included data “in favor of this drug
causing diabetes.” (Dkt.d\ 1440-6 at 144, 146, 111). He never once mentioned CMO 49 as a
reason for not including studies or data that i@hc¢ted his opinion. Third, the record included
contradictory data that DQuon could have included in his supplemental report under CMO 49,
but he failed to do so. For example, whenwassing his own studies, loaly cherry-picked the
data that supported his conclusion (data regarding insulin sensitivity) and excluded data from
consideration that did not support his cosan (data showing no change in blood glucose

levels). (Dkt. No. 1440-6 at 110-12). Therefathe Court finds this argument meritless.
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The Court finds that Dr. Quon has not reliabpplied the “literature review” method to
the facts of this case and has not employed time $avel of intellectuarigor in reaching his
conclusions in this case as characterizes laistioe in the field. Thus, the Court excludes Dr.
Quon’s causation opinions under Rule 762.

V. Dr. Roberts

As an initial matter, Dr. Roberts’ supplental report fails to comply with CMO 49.
The Court was clear that it wast reopening discovery to allogxperts have a complete “do
over” or to “add justification’for their original reports. (CMO 49, Dkt. No. 1197 at 11). Rather
the Court allowed supplemental reports for the poirpose of addressing whether Lipitor causes
diabetes at particular dosage levels, and odddrat “[flor each dosage level on which the expert
opines, the report must set for the facts and datddhm the basis of the expert’s opinion(s).”
(Id.) Dr. Roberts does not do this. Instead,dibeusses particular published studies and then
simply states at the end that “[i]t is my pn Lipitor can cause diabetes mellitus (DM) in
dosages across the range ohig), 20 mg, 40 mg, and 80 mg(Dkt. No. 1449-3). There is no
analysis whatsoever, much less a meaningfutlaable analysis, of whieér particular dosages
are capable of causing diabeteSed id). In particular, she does ndiscuss at all whether an
association between particular dgss of Lipitor and diabetesavexists. The Court explained
extensively in CMO 49, and above, why a caéiosaopinion without regard to dosage is
unreliable.

Dr. Roberts’ other methodological flaws only compound her reliability problem. In her
first report, Dr. Roberts doemt state what, if any, nteddology she used to reach her

conclusions. (Dkt. No. 1247-15). In her suppletakreport, she stateékat “the scientific

%L This ruling does not prevent Dr. Quon frorstifying about his owstudies and research
regarding the metabolidfects of statins.
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evidence regarding the relationship between aspatia . . . and the delopment of diabetes
appear to satisfy the BradttbHill criteria for causation.”(Dkt. No. 1449-3 at 13).
Whether Dr. Roberts possesses the requisitergsgéo provide an epidemiological opinion
based on the Bradford Hill criteria is questionable. She readily admits that she is not an expert in
epidemiology?? (Dkt. No. 1440-7 at 54). She cannagdify the limitations of different types
of epidemiological studies and is not even dblgive a basic defition of some types of
epidemiological studies, suas a cross-sectional studysegDkt. No. 1440-7 at 53-54). She
believes that observational stusligrovide better evidence theandomized control trials, (Dkt.
No. 972-9 at 111), which is contrary teettvidely accepted view in epidemiolog@eeRMSE at
555; Gee alsdSingh Rep., Dkt. No. 972-6 at 6-7). é&sthoes not know the term “confounding by
indication,” how to adjust for it, oeven whether it calbe adjusted for in observational studies or
is even a problem in randomized controlled trials. &t 54, 55, 164). By contrast, Dr. Singh
testifies that confounding by inditan “is a well-recognized issue that epidemiologists . . . take
into account when evaluating observational ddtegt the phrase is “very common” in the field,
and that epidemiologists always addremsfounding by indication “téhe extent possible,”
though most observational studies “cannot eliminate it.” (Dkt. No. 1440-5 at 61). Without this
basic knowledge regarding epidenaigical studies, it is hard to see how Dr. Roberts can reliably
apply the Bradford Hill methodSeeRMSE at 552 (“Assessing whether an association is causal
requires an understanding of the strengiid weaknesses of the study’s design and
implementation.”).

Furthermore, Dr. Roberts appears to coafassociation and causation. When asked

whether observational studies adtiell us about associatidiut cannot prove causation,” Dr.

#2Dr. Roberts is a cardiologist.
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Roberts testified, “l don’t know.” (Dkt. No. 1440af 154). Dr. Robertster testifies that “if
you have studies that consistently show an agsaicia. . one can be fairlgertain, as certain as
one can ever be in science, that statiause the assocmtithat's seen.” Id. at 156). She
reaches the same conclusion (that an agsacis sufficient for causation) later in her
deposition, testifying that “I thk there is clear-cut evidence tipetople who take Lipitor have
an increased risk of diabetes . . . And the iogtion, therefore, is thaipitor caused it.” [d. at
24-25). She also testifies that the difference betwan increased risk of diabetes and causation
is only a “semantic difference.”ld; at 25).

However, it is accepted by all parties in tbése and well established in case law that an
association is insuffieint to prove causatidfi. See, e.g., United States v. Valené@0 F.3d
389, 425 (5th Cir. 2010) (“Evidence of mere etation, even a strongprrelation, is often
spurious and misleading when masqueradedwsatavidence, because it does not adequately
account for other contributory variables Peters v. AstraZeneca |.P24 F. App’x 503, 507
(7th Cir. 2007) (“[A] correlation @ne is not evidence of causationNprris v. Baxter
Healthcare Corp 397 F.3d 878, 885 (10th Cir. 2005) (“A correlation does not equal
causation.”). More importantly, it is the vgpyemise of the methodology Dr. Roberts purports
to use; the entire purpose of the Bradford féitltors is to provide a framework or methodology
for determining whether a particular associat®ooausal. Dr. Roberts cannot reliably apply the
Bradford Hill methodology if she misunderstands its basic premise.

In her deposition, Dr. Roberts seeminglygiorr what methodology she employed to reach

her opinions. When asked what methodologyeshployed to reach her causation opinion, Dr.

#Dr. Roberts also seemed to accept this fattuasin her first deposition, testifying that
“increasing the risk and being a cause” are ‘$yostonymous,” and was seemingly only willing to
state that Lipitor increased thakiof diabetes, rather thanusang it. (Dkt. No. 972-9 at 84).
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Roberts stated, “l read the aféis. And | don't really understd the question. | don't—I didn’t
use any—I don’t know what you mean by what moet did | use to analyze them.” (Dkt. No.
1440-7 at 20-21). Dr. Roberts never mentiotiedBradford Hill factors when asked this
guestion, the methodology hepuat purports to use.See id.. When asked whether she “set
forth any criteria or methodology that [she] woukk” as she looked at the various evidence and
data, she responded, “No.Td(at 24).

Regardless of whether Dr. Roberts used tralfard Hill method othe literature review
method that Plaintiffs’ claim Dr. Quon used, thethod was not reliably applied. Both require a
systematic literature search, as Dr. Singh didisgrfirst report, and as explained above. While
Dr. Roberts stated that she “reviewed the mediieahture that hadrey bearing on the question
of dosage of Lipitor and increased risk of diabeted also epidemiologstudies that showed an
increased risk of diabetes in people who tstieéins compared to non-users of statins,” Dr.
Roberts had no explanation for how she identiiech studies for heoasideration. (Dkt. No.
1440-7 at 19). She did not conduct any kind ofdeaand it appeared twt even occur to her
to conduct a search for relevant articles:

Q. Did you do research seeking all thieciées that were available related to
the doses of statins between 10 milligrams and 80 milligrams?

A. | don’t understand the question.

Q. Yes. Did you do any type of medicaarch for articles on the risk of
diabetes associated with or not asseciatith the variousloses of Lipitor?

A. Do you mean like a Google search?
Q. Google search or a med, medical online search.
A. No. | mean, | try to stay pretty comgant with the medical literature so . .

.. With regard to cardiogy, so | pretty much knew what articles had come out.
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Q. So you didn’t specifically go out and search for additional articles that you

may not be aware of related to the vas doses of stasmand the risk of

diabetes?

A. Not that I recall.
(Id. at 19-20). As with Dr. Quon, ASCOT is a ghgyiomission for Dr. Roberts’ first report. It is
not a valid methodology for Dr. Rerts to simply pick the acles that she happened to
remember or that supported her views, distiiss with a little coiomentary, and state an
opinion. Because Dr. Roberts haal methodology for determining \@hstudies to consider and
which to disregard, apparently just choosingse that she rememberedfound supportive of
her opinion, because she fails to adequately acdounontrary evidence, because she confuses
association and causation, because she laelepildemiological expertise to evaluate
epidemiological studies in an Bradford Hill analysis, and because she fails to provide any
analysis at all as to whethearticular dosages are capable of causing diabetes, the Court
excludes Dr. Roberts’ causation apims as unreliable under Rule 702.

VI. Dr. Gale

Dr. Gale is a retired professor of diabetic medicine. (Dkt. No. 972-12 at 3). In Dr. Gale’s
initial report, he discusses seakobservational studigslinical trials, and meta-analysesl. (at
16-18), and offers the opinion that “[a]torvastatioreases the risk of diabetes in a sustained
dose-dependent mannerid.(at 4). While Dr. Gale did not state a particular methodology in his
initial report, he testifig in deposition that he first looked“athether there was an association
between statin use and diabetes,” and then he looked for “evidence of a causative association,”
considering “the clinical triadvidence,” “the observationalusty evidence,” and looking “for

some of the evidence to supportrefute a biological basis for sl an effect.” (Dkt. No. 972-1

at 36). In deciding what evidea to consider, Dr. Gale did nmdnduct a systematic review of
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the literature, instead h@it [his] reliance on meta-analyses using powerful methodology.”
(Dkt. No. 972-1 at 217).

Dr. Gale did not submit a supplementglaod in response to CMO 49 or otherwise
provide opinions regarding whethearticular doses dfipitor cause diabetes. In his deposition,
Dr. Gale was asked whether it was his opinion, ieegonable degree of stidic certainty, that
10 mg of Lipitor increases the risk of type 2 diabetes. Dr. Gale did not provide such an opinion
but responded that “a study adequately designddgawered to exclude that possibility has not
been performed.” Id. at 253). Dr. Gale never considered thata by dose or whether particular
doses of Lipitor could cause diabetekl. &t 55).

The Court finds that for the reasons state@MO 49 and stated above, Dr. Gale’s
opinion, which ascribes the risk observed at any db&eitor or statin toall doses of Lipitor,
unreliable. Therefore, the Court exdes his causation mpon under Rule 702.

VII. Conclusion

For the reasons stated aboRézer’'s Motion to Exclude Rintiffs’ Expert Testimony on
the Issue of General Causation, (Dkt. B@2), is GRANTED IN PRT AND DENIED IN
PART. The causation opinions of Dr. Quon, Dobierts, and Dr. Gale are excluded under Rule
702. Dr. Singh’s causation opinion with regard.@mg of Lipitor isexcluded under Rule 702,
and, based on his own testimony, he is unabtéfew a causation opion regarding Lipitor 20
mg or Lipitor 40 mg. The motion BENIED as to Dr. Singh’s Lipitor 80 mg causation opinion.
Pfizer's motion to strike Dr. Robertsupplemental report, (Dkt. No. 1271)D&NIED AS
MOOT .
I

I
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AND IT IS SO ORDERED.

Richard Mark Gerge
‘ United States District Court Judge
March 32 2016
Charleston, South Carolina
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