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Litigation Seeking Access to Data FromOngoing

Clinical Trials

A Threat to Clinical Research
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F
unded by the National Institute of Neurological Disorders

andStroke (NINDS)andcoordinatedbyYaleUniversity, the

InsulinResistance InterventionafterStroke (IRIS) trial (clini-

caltrials.gov Identifier: NCT00091949) is a randomized, double-

blind, clinical study to test the effectiveness of pioglitazone (Actos;

Takeda Pharmaceuticals) for secondary prevention of ischemic

stroke. Pioglitazone is a thiazolidinedione; the medication is ap-

proved by the US Food and Drug Administration (FDA) as an ad-

junct to diet and exercise for improvement of glycemic control in

adults with type 2 diabetes mellitus. After the IRIS trial began in

2004, 2 epidemiologic studies described a possible increased risk

for bladder cancer among patients with diabetes who were using

pioglitazone.1-3 Product liability litigation followed.

InOctober2012, theplaintiff inoneof the liability lawsuits,4Sara

J.Kincaid, serveda subpoena,5or court-authorized request, onYale

University for IRIS documents, including unblinded adverse event

reports of incident bladder cancer. Kincaid was not a participant in

the IRIS trial. In response,Yaleprovidednearly5000pagesofdocu-

mentsbutnot theunblinded reports. The IRIS trialwasongoing, and

premature disclosure of unblinded data would have violated the

studyprotocol andFDAresearchguidelines,6whichpermitunblind-

ing only to protect the safety of a participant. Kincaid’s legal team

never questioned the safety of the IRIS trial, and all parties to the

litigationunderstood that an independentdata andsafetymonitor-

ing board (DSMB) wasmonitoring the safety of participants.

In February 2013, Yale University filed an objection to the re-

quest for unblindeddata inConnecticut Superior Court. In Septem-

ber2013, JudgeRobertE.YoungofConnecticut SuperiorCourt5de-

nied Kincaid’s request. The judge concluded that the likely damage

to the study that would have been caused by the disclosure of the

informationwasgreater than thepossiblebenefit to theplaintiff. Al-

though Yale’s litigationwas successful, the case is a troubling dem-

onstration of the potential for plaintiffs’ attorneys and other out-

side parties to disrupt clinical research. Moreover, the case raised

important issues about research integrity, academic freedom, and

the role of researchers in court.

Harms of Disclosing Interim Data
From a Clinical Trial

When unblinded interim data from a clinical trial are released in re-

sponse to a subpoena, only the recipient typically stands to ben-

efit. The challenge to a researcherwho receives a subpoena, there-

fore, is to gauge if this benefit outweighs the potential harms to

everyone else involved, including researchers, research partici-

pants, and the public. In the Yale case,5 the plaintiff asserted that

shewas entitled to the unblinded IRIS adverse event data because

it might help her establish a link between pioglitazone and bladder

cancer. If data from IRISwere not definitive on their own, her attor-

neys argued, theymightbe supportedbydata fromolder studies7-9

to achieve greater statistical power. Serving the subpoena was, in

fact, a gamble for the plaintiff because the IRIS data could have

helped or hurt her case, depending on the number of participants

withbladder cancer in each treatmentgroup.Only an imbalance to-

ward cancer in the pioglitazone group could have helped her case,

but a largeor statistically significant imbalancebetweengroupswas

unlikely because the DSMBwasmonitoring these data closely.

The disclosure of interim results of ongoing clinical trials in le-

gal proceedings is problematic. First, public release of interim data

deprives researchers of theopportunity tooffer the initial interpre-

tation of their findings. They cannot specify strengths, weak-

nesses, or meaning in the context of existing knowledge. Instead,

the initial interpretation is provided by litigants who reach conclu-

sions that are based on immature data andwhomay lack the scien-

tific perspective required for a dispassionate appraisal of the

evidence.10 Second, public release effectively bypasses peer re-

view,which isessential for thecredibilityof the researchprocessand

to ensure that data are appropriately vetted, analyzed, and inter-

preted before dissemination.11 Third, because major medical jour-

nalsmaynot consider forpublication research thathasalreadybeen

publicized, public releasemaydisqualify research fromevenunder-

going peer review. Fourth, public release of immature datamay al-
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ter the behavior of research participants and investigators and

interfere with the conduct of a clinical trial. Trial participants may

stop using the study drug or stop adhering to the protocol in

other ways because of unfounded inferences about the safety or

efficacy of the medication. Investigators may alter their efforts to

enroll new participants or change how they counsel those already

enrolled. Finally, dissemination of unblinded findings could

undermine the extensive review of data and emerging trends by

the DSMB. Public interpretation of less comprehensive data by

persons with insufficient experience or conflicts of interest could

compromise a board’s objectivity and pressure it to change a pro-

tocol or stop a study.

The disclosure of interim data could also be harmful if it

resulted in the identification of research participants, their treat-

ment assignments, or the release of other protected health infor-

mation. Even with careful redaction, data selection and editing,

trial data that are under intense legal scrutiny may inadvertently

reveal clues to the identities of individuals. One potential conse-

quence is surveillance bias (ie, differential detecting, reporting, or

adjudicating outcome events between treatment groups).

Another is breaches of confidentiality; such breaches are never

acceptable and courts have been willing to quash subpoenas that

involve this risk.12

Public Interests in the Confidentiality of Interim
Clinical Trial Data

Data fromclinical trials arearguablyapublic good,particularlywhen

thegovernment fundsatrial.Why, then,shouldthedatabekept from

plaintiffs in court and from the public who might argue that se-

crecy (eg,maintaining theblind) is rarely in thepublic interest?There

are several reasons. When a trial is ongoing, maintaining the blind

of treatment assignment is at the heart of the scientific process.

Keepingdata confidential is justifiedby thepublic’s considerable in-

terest inclinical research that is conductedproperlyandscience that

may advancemedical care. Thus, theNINDSdeputy directorwrote

to the court in Connecticut to support Yale’s objection to the Kin-

caid subpoena13 and stated that breaking the blind “would violate

the public interest in securing sound and unbiased data in publicly-

funded scientific research.”13A clinical trial that fails because of de-

viationandpoorexecution, hewrote, exposes studyparticipants to

avoidable risk and inconvenience.13

Related Court Cases

Although the Yale case5 involved a subpoena, data from federally

funded trials have also been sought through the Freedom of Infor-

mation Act (FOIA). In 1980, however, the US Supreme Court side-

stepped the issue of access to government data when it held that

investigators for theUniversityGroupDiabetesProgram,whichwas

funded by the National Institutes of Health (NIH), were not re-

quired to turn over data under the FOIA because the records re-

sided with the investigators and were not “agency records.”14

Federal andstate courtshaveusually upheld the interestsof re-

searchers in freedom of inquiry, including the testing of hypoth-

eses according to the studyprotocol andpublication of a first inter-

pretation of results. InDowChemical Co vs Allen, for example, Dow

Chemical sought rawdata from theUniversity ofWisconsin regard-

inganongoinganimal toxiceffects study.10,12Theuniversitywas test-

ing2dosesofachemical,whichDowChemicaldistributedasanher-

bicide, to determine if the chemical should continue to be publicly

available.12,15Dowsought the interimdata after the Environmental

Protection Agency attempted to stop production of the chemical,

partly basedon theemergingdata fromtheWisconsin study.A fed-

eral court recognized that the release of interim data could jeopar-

dize the success of the study, burdening both the researchers and

the taxpayers who funded the research. The court also noted the

concern “which invariably accompanies governmentally autho-

rized intrusions into the intellectual life of the university.”10(p1278)

Starting in 2004, theWomen’s Health Initiative (WHI) investi-

gators sought judicial relief from several subpoenas issued by Wy-

eth Pharmaceuticals.16 After a 2002 report from the WHI

investigators17 showed an increased risk of breast cancer and vas-

cular events amongpostmenopausalwomenassigned to combina-

tion treatment with medroxyprogesterone and estrogen (Prem-

pro), Wyeth faced product liability litigation. The company argued

that it needed the trial database anddocuments toprepare its legal

defense. The investigators did notwant to release trial information

until theypublishedadditional reports. In addition, somewomen in

the hormone trial were also enrolled in 2 ongoing WHI trials of di-

etary modification and calcium supplementation18; the investiga-

tors argued that information about the randomization assign-

mentsassociatedwiththeongoingtrials forcoregisteredparticipants

shouldnotbereleaseduntil the researchwascompleted (GarnetAn-

derson,WHI Clinical Coordinating Center, personal e-mail and tele-

phone communication betweenMay 5, 2014, and June 3, 2014). In

apartial victory for the investigators, theUSDistrictCourt in theEast-

ern District of Arkansas ruled that the investigators were not re-

quired to disclose the diet and calcium treatment assignments for

women who were coregistered in the ongoing trials, but that they

couldnotdelay releaseofhormone treatmentassignmentsand trial

data collected for all patients enrolled in the previously published

hormonetherapy trials (with theexceptionofpersonal identifiers).19

Lessons From the Court Cases

The Kincaid,5 Dow Chemical,10 and Prempro16 cases are examples

of the general rule that courtsmaygrant reliefwhen subpoenas are

overbroad, involve trade secrets or other confidential information,

or when compliance with the subpoenas would create an undue

burden.11,15,20 Courts have recognized time, expense, lost aca-

demic opportunity, confidentiality, and infringement on academic

freedomasreasons tosidewith investigators inconsideringwhether

to grant subpoenas that include requests for researchdata.12,15The

court in the Prempro case,16 however, declared a tight limit on the

withholdingof data; it essentially required theWHI investigators to

release almost all data on the completed hormone trials after pub-

licationof themain results butbeforemany secondarypaperswere

published. Proponents of open science hold that greater availabil-

ity of data encourages accurate reporting and improved surveil-

lance of treatment safety, among other benefits.21 Investigators,

however, may hold diverse opinions on how soon data should be

shared after themain results are published.

Clinical Review& Education Special Communication Some Legal Discovery a Threat to Clinical Research

E2 JAMA Internal Medicine Published online July 21, 2014 jamainternalmedicine.com

Copyright 2014 American Medical Association. All rights reserved.

Downloaded From: http://archinte.jamanetwork.com/ by Margaret Luzzi on 07/22/2014



Copyright 2014 American Medical Association. All rights reserved.

The Ruling in Kincaid vs Yale University5

Although clinical research data are subject to subpoena,12 to our

knowledge, the subpoenas served on Yale5 and the WHI

investigators16 are the only 2 subpoenas to involve ongoing NIH-

fundedclinical trials. The subpoena servedonYale is apparently the

first to win a reprieve in a state court. In ruling in favor of Yale, the

Connecticut Superior Court judge cited the risks of premature un-

blinding and the specific concerns of the NINDS before concluding

that “the riskof jeopardizing the integrityof thestudyoutweighs the

potential benefit to the plaintiff.”5(p8) His ruling was influenced by

comments fromKincaid’s lawyers suggesting thatanyprotectiveor-

der (ie, anorder limitinghowpartieshandleanddisclosedata)would

probably be difficult to follow and that dissemination of the un-

blindeddatawas likely.Thefederalcourt that ruled intheDowChemi-

cal case10 expressed similar concerns.

Conclusions

In conclusion, clinical investigators should consider each specific re-

quest for clinical data on its merits. However, they should vigor-

ously contest requests that may undermine the interests of re-

searchparticipants, thepublic,or thebroaderacademicandresearch

enterprise. Despite Yale’s success, subpoenas and related litigation

that seek access to data from ongoing clinical trials will remain a

threat to clinical research.
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