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Lessons from Latham & Watkins’ Representation of Pacira
Pharmaceuticals In Ground-Breaking Settlement with FDA

FDA rescinds warning letter and admits to incorrect interpretation of drug’s labelling. What
can the life sciences industry learn?

On December 15, 2015, Pacira Pharmaceuticals, Inc. (Pacira) announced that the US Food & Drug
Administration (FDA) had withdrawn its accusations, made in the form of a Warning Letter to Pacira
(Warning Letter), that the company had engaged in unlawful off-label promotion of its non-opioid pain
drug (EXPAREL®) by promoting the drug for uses other than the two that were specifically studied in the
company’s pivotal clinical trials. As part of the groundbreaking resolution, which followed a novel legal
challenge developed by the regulatory team at Latham & Watkins working closely with Pacira, FDA
rescinded the Warning Letter and publicly renounced the regulatory position on which it was based.

In this Client Alert, Latham & Watkins reflects on Pacira’s legal case and lessons for the life sciences
industry.

FDA'’s Allegations of Off-Label Promotion

FDA approved EXPAREL on October 28, 2011, for “administration into the surgical site to produce
postsurgical analgesia.” The approval was based on two pivotal Phase 3 studies that evaluated the safety
and effectiveness of EXPAREL for producing postsurgical analgesia — one following hemorrhoidectomy
surgeries and the other following bunionectomy surgeries. The “Clinical Studies” section of the approved
Prescribing Information described these two trials, along with the statement that “EXPAREL has not been
demonstrated to be safe and effective in other procedures.” However, the “Indications and Usage” section
stated generally that EXPAREL was “indicated for administration into the surgical site to produce
postsurgical analgesia” without any limitation to bunionectomy and hemorrhoidectomy procedures.
Moreover, while the “Dosage and Administration” section of the labelling contained specific dosage
information for bunionectomy and hemorrhoidectomy surgeries, it also stated that “[t{jhe recommended
dose of EXPAREL is based on the surgical site and the volume required to cover the area.” Consistent
with the broad indication, Pacira marketed EXPAREL following approval for postsurgical analgesia via
administration into the site of various surgical procedures.

Nearly three years after EXPAREL’s approval, and without any prior notice, Pacira received a Warning
Letter from FDA on September 22, 2014 which alleged that the company’s promotion of EXPAREL for
use in procedures other than bunionectomy and hemorrhoidectomy constituted unlawful off-label
promotion. Specifically, the Warning Letter objected to Pacira’s distribution of administration guides that
described individual physicians’ experiences administering EXPAREL into the sites of laparoscopic
cholecystectomy and open colectomy procedures, as well as other similar materials that described the
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use of EXPAREL in knee arthoplasty, gastric sleeve, open hysterectomy, lumbar interbody fusion,
abdominoplasty and other surgical procedures. The Warning Letter also characterized Pacira’s
advertising claims that EXPAREL provides pain control that lasts for up to 72 hours as misleading and
overstating the drug’s efficacy.

Pacira objected to FDA'’s construction of the scope of EXPAREL'’s approval in its initial response to the
Warning Letter. However, in the interest of resolving the issue quickly, Pacira agreed to cease distributing
the promotional materials at issue and to distribute corrective messages to address the issues discussed
in the Warning Letter. As a result, Pacira ran a number of corrective advertisements and issued a Dear
Healthcare Provider Letter to customers stating that EXPAREL'’s approval “was based on studies of
bunionectomy and hemorrhoidectomy, and the drug has not been demonstrated to be safe and effective
for any other specific type of surgery.”

Latham & Watkins Advises Pacira on Its Challenge to the Warning Letter

In early 2015, Pacira engaged Latham & Watkins after submitting its initial Warning Letter response and
corrective actions to FDA. Mere months later, Pacira received a subpoena from the US Attorney’s Office
for the District of New Jersey requesting a broad range of documents pertaining to marketing and
promotional practices related to EXPAREL.

In its role as outside counsel, Latham & Watkins worked with Pacira to develop a comprehensive legal
strategy to challenge FDA'’s pre-enforcement actions and to defend Pacira’s promotion of EXPAREL for
postsurgical analgesia when administered into any surgical site. As part of that strategy, The team
constructed the novel legal theory that FDA had violated the Administrative Procedure Act (APA) by
attempting to revise the broad scope of EXPAREL’s original approval through threats of enforcement.
Specifically, the team argued that FDA'’s actions exceeded the authority that Congress granted the
agency under the Federal Food, Drug, and Cosmetics Act (FDCA) and FDA’s own implementing
regulations. This argument focused on the fact that FDA’s allegations of off-label promotion ignored the
broadly stated indication in the “Indications and Usage” section of the EXPAREL Prescribing Information
and, instead, relied solely on a selective reading of portions of the “Dosage and Administration” and
“Clinical Studies” sections. The team asserted that FDA’s attempt to narrow the approved indication
through these other sections of the labelling violated the FDCA and FDA'’s regulations, and represented
an unlawful, retroactive revision of the drug’s original broad approval.

To support this argument, the team reconstructed the written record from EXPAREL'’s clinical
development, FDA review and approval — including meeting minutes, emails and written notes — and
interviewed key participants to show FDA intended to approve EXPAREL with the broad indication for
use. The team also reviewed Pacira’s post-approval correspondence with FDA, including communications
related to Pacira’s promotional materials, pediatric investigations and other development programs, to
show FDA had retroactively narrowed the broad indication the agency had originally granted. The team
then systematically analyzed the FDCA text and legislative history, as well as FDA'’s regulations,
preambles to proposed and final rules, guidance documents, and approval and enforcement precedent, to
demonstrate that the new construction of the EXPAREL approval FDA advanced in the Warning Letter
unlawfully narrowed the approved indication by ignoring the broad language in the “Indications and
Usage” section of the approved Prescribing Information, and relying instead on language in other sections
of the Prescribing Information.

Latham & Watkins asserted these legal arguments against FDA on Pacira’s behalf in a 33-page legal

white paper, and threatened FDA with a lawsuit under the APA and the First and Fifth Amendments to the
United States Constitution if the agency refused to agree to an amicable resolution. Receiving no
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constructive response from FDA, Pacira escalated its legal arguments to Federal Court by filing a
Complaint and Motion for Preliminary Injunction through litigation counsel from Ropes & Gray, working
with Latham & Watkins and Lowenstein Sandler. The three-count Complaint against the United States,
FDA, and the US Department of Health and Human Services asserted the novel APA claim, as well as
the Due Process and First Amendment claims, threatened in the white paper.

Pacira Settles Federal Litigation Upon FDA Concession on EXPAREL Label

Shortly after Pacira filed its lawsuit, the parties initiated settlement discussions. The resulting settlement,
announced on December 15, 2015," was a resounding victory for the company. As part of the agreement,
FDA publicly announced it had rescinded the Warning Letter issued as a result of FDA’s erroneous
construction of the EXPAREL labelling.? The announcement also conceded Pacira’s APA claim, by
confirming that FDA had determined that the indication for EXPAREL approved on October 28, 2011 was
never limited to bunionectomy and hemorrhoidectomy procedures, but had always broadly encompassed
all surgical sites. FDA also approved a labelling supplement for EXPAREL,® which the agency announced
was intended to clarify that EXPAREL’s indication was never limited to bunionectomy and
hemorrhoidectomy procedures, and which revised the description of the duration of EXPAREL'’s effect to
provide needed clarity.

Notably, the revised labelling does not contain the sentence, previously found in the “Clinical Studies”
section, that “EXPAREL has not been demonstrated to be safe and effective in other procedures [other
than bunionectomy and hemorrhoidectomy].” The revised labelling also clarifies that the specific dosing
information for bunionectomy and hemorrhoidectomy surgeries in the “Dosage and Administration”
section are “examples” for use “[a]s general guidance in selecting the proper dosing for the planned
surgical site” and specifies that the recommended dose of EXPAREL is based on a number of factors,
including the size of the surgical site, the volume required to cover the area, and the individual patient
factors that may impact safety.

Lessons From the Pacira Settlement

This settlement not only represents a precedent-setting victory for Pacira and its mission to provide non-
opioid options for pain control, but also provides a few key lessons for industry:

1. FDA Is Accountable for Its Construction of Authorizing Statutes

FDA can only act within the bounds that Congress authorizes through statute. While courts will defer to
the agency’s construction of an ambiguous statutory authorization, they can — and will — strike down
agency action that exceeds statutory authority. This concept underlies every action FDA takes, and (as
here) targeting FDA's statutory authority can serve as an effective way to challenge unlawful FDA actions.

2. Warning Letters Are Not Unassailable

The immediate impact of receiving an FDA Warning Letter (including potential impacts on share value,
shareholder litigation and publicity), combined with the ambiguity surrounding the avenues available to
Warning Letter recipients to bring legal challenges, tend to incentivize quick concession to FDA’s Warning
Letter assertions. While concession may be in a company’s best interest in some instances, the Pacira
settlement is a reminder that Warning Letters can be successfully challenged with a sound regulatory
strategy and perseverance.

Warning Letter recipients should carefully consider responses, and clearly and unequivocally state

objections to FDA's positions, even if the recipient ultimately decides in the interest of resolution to
implement FDA'’s requested changes. Though FDA’s complete rescission of the Pacira Warning Letter is
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historic — we are aware of only two other cases of FDA rescinding warning letters in the agency’s history
— the strength of the administrative record can be a critical factor in determining the ultimate outcome.
Accordingly, Warning Letter recipients should carefully consider what arguments to assert in their
Warning Letter correspondence, with an eye toward creating the best possible record. Moreover, if the
recipient legitimately disagrees with FDA'’s allegations of violation, it may be beneficial as part of the
overall strategy to push aggressively to meet directly with the agency before the agency moves forward
with additional enforcement activities using a faulty violation theory.

3. Watch for Changes to FDA’s Enforcement of Off-Label Promotion

The life sciences trade press has been predicting a sea change in the way FDA enforces off-label
promotion for some time, because of intensifying scrutiny of the agency’s current compliance with the
First Amendment. FDA’s concessions regarding the lawfulness of Pacira’s promotion of specific uses
within a broad indication may offer some insight into how FDA will balance First Amendment requirements
with the agency’s enforcement mandate under the FDCA going forward. We expect more changes in
FDA'’s enforcement of off-label promotion in the coming year. Indeed, the 2016 priorities for the Center for
Drug Evaluation and Research include as a “front burner priority” to “re-evaluate FDA'’s regulation of drug
advertising and promotion in light of current jurisprudence around the 1% Amendment.”

Latham & Watkins Team

The Latham & Watkins FDA regulatory team was led by Partner and Global Co-Chair of the Healthcare &
Life Sciences Practice John Manthei, counsel Rebecca Brandt and associate Morgan Rettig. The white
collar litigation team is led by Managing Partner of Latham & Watkins’ Washington, D.C. office Alice
Fisher, and Partner Benjamin Naftalis. Partner and Global Co-Chair of the Healthcare & Life Sciences
Practice Daniel Meron, and associates Benjamin Snyder and Scott Gallisdorfer, contributed to the First
Amendment theories in the FDA white paper.

If you have questions about this Client Alert, please contact one of the authors listed below or the Latham
lawyer with whom you normally consult:

John R. Manthei
john.manthei@lw.com
+1.202.637.2211
Washington, D.C.

Alice S. Fisher
alice.fisher@lw.com
+1.202.637.2232
Washington, D.C.

Benjamin A. Naftalis
benjamin.naftalis@lw.com
+1.212.906.1713

New York

Rebecca N. Brandt
rebecca.brandt@lw.com
+1.713.546.7425
Houston
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Client Alert is published by Latham & Watkins as a news reporting service to clients and other friends.
The information contained in this publication should not be construed as legal advice. Should further
analysis or explanation of the subject matter be required, please contact the lawyer with whom you
normally consult. The invitation to contact is not a solicitation for legal work under the laws of any
jurisdiction in which Latham lawyers are not authorized to practice. A complete list of Latham’s Client
Alerts can be found at www.lw.com. If you wish to update your contact details or customize the
information you receive from Latham & Watkins, visit http://events.lw.com/reaction/subscriptionpage.html
to subscribe to the firm’s global client mailings program.

Endnotes

News Release, “Pacira Pharmaceuticals Announces Favorable Resolution With U.S. Food and Drug Administration, Which
Reaffirms the Broad Indication for EXPAREL®” (Dec. 15, 2015), http://investor.pacira.com/phoenix.zhtml?c=220759&p=irol-
newsArticle&ID=2122491.

Letter from Janet Woodcock, Director, Center for Drug Evaluation and Research, FDA, to David Stack, Chief Executive Officer
and Chairman, Pacira Pharmaceuticals, Inc. (Dec. 14, 2015), available at
http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/enforcementactivitiesbyfda/warninglettersandnot
iceofviolationletterstopharmaceuticalcompanies/ucm477250.pdf.

Prescribing Information, EXPAREL (Bupivacaine Liposome Injectable Suspension),
http://www.accessdata.fda.gov/drugsatfda_docs/label/2015/022496s019Ibl.pdf.

4 J. Woodcock, “CDER 2016 Priorities,” available at
http://www.fda.gov/downloads/AboutF DA/CentersOffices/OfficeofMedicalProductsandTobacco/CDER/UCM477299.pdf.

Latham & Watkins January 5, 2016 | Number 1912 | Page 5


https://www.lw.com/people/morgan-rettig
mailto:morgan.rettig@lw.com
https://www.lw.com/thoughtLeadership/aseracare-key-case-for-fca-defendants
https://www.lw.com/thoughtLeadership/LW-new-medicare-payments-clinical-tests
https://www.lw.com/thoughtLeadership/lw-statistical-sampling-false-claims-act
https://www.lw.com/thoughtLeadership/life-sciences-industry-FCPA-enforcement
http://www.lw.com/
http://events.lw.com/reaction/subscriptionpage.html


<<

  /ASCII85EncodePages false

  /AllowPSXObjects false

  /AllowTransparency false

  /AlwaysEmbed [

    true

  ]

  /AntiAliasColorImages false

  /AntiAliasGrayImages false

  /AntiAliasMonoImages false

  /AutoFilterColorImages true

  /AutoFilterGrayImages true

  /AutoPositionEPSFiles true

  /AutoRotatePages /All

  /Binding /Left

  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)

  /CalGrayProfile (Dot Gain 20%)

  /CalRGBProfile (sRGB IEC61966-2.1)

  /CannotEmbedFontPolicy /Warning

  /CheckCompliance [

    /None

  ]

  /ColorACSImageDict <<

    /HSamples [

      1

      1

      1

      1

    ]

    /QFactor 0.15000

    /VSamples [

      1

      1

      1

      1

    ]

  >>

  /ColorConversionStrategy /LeaveColorUnchanged

  /ColorImageAutoFilterStrategy /JPEG

  /ColorImageDepth -1

  /ColorImageDict <<

    /HSamples [

      1

      1

      1

      1

    ]

    /QFactor 0.15000

    /VSamples [

      1

      1

      1

      1

    ]

  >>

  /ColorImageDownsampleThreshold 1.50000

  /ColorImageDownsampleType /Bicubic

  /ColorImageFilter /DCTEncode

  /ColorImageMinDownsampleDepth 1

  /ColorImageMinResolution 300

  /ColorImageMinResolutionPolicy /OK

  /ColorImageResolution 300

  /ColorSettingsFile ()

  /CompatibilityLevel 1.4

  /CompressObjects /Tags

  /CompressPages true

  /ConvertImagesToIndexed true

  /CreateJDFFile false

  /CreateJobTicket false

  /CropColorImages false

  /CropGrayImages false

  /CropMonoImages false

  /DSCReportingLevel 0

  /DefaultRenderingIntent /Default

  /Description <<

    /ENU ([Based on '[High Quality Print]'] Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)

  >>

  /DetectBlends true

  /DetectCurves 0

  /DoThumbnails false

  /DownsampleColorImages true

  /DownsampleGrayImages true

  /DownsampleMonoImages true

  /EmbedAllFonts true

  /EmbedJobOptions true

  /EmbedOpenType false

  /EmitDSCWarnings false

  /EncodeColorImages true

  /EncodeGrayImages true

  /EncodeMonoImages true

  /EndPage -1

  /GrayACSImageDict <<

    /HSamples [

      1

      1

      1

      1

    ]

    /QFactor 0.15000

    /VSamples [

      1

      1

      1

      1

    ]

  >>

  /GrayImageAutoFilterStrategy /JPEG

  /GrayImageDepth -1

  /GrayImageDict <<

    /HSamples [

      1

      1

      1

      1

    ]

    /QFactor 0.15000

    /VSamples [

      1

      1

      1

      1

    ]

  >>

  /GrayImageDownsampleThreshold 1.50000

  /GrayImageDownsampleType /Bicubic

  /GrayImageFilter /DCTEncode

  /GrayImageMinDownsampleDepth 2

  /GrayImageMinResolution 300

  /GrayImageMinResolutionPolicy /OK

  /GrayImageResolution 300

  /ImageMemory 1048576

  /JPEG2000ColorACSImageDict <<

    /Quality 30

    /TileHeight 256

    /TileWidth 256

  >>

  /JPEG2000ColorImageDict <<

    /Quality 30

    /TileHeight 256

    /TileWidth 256

  >>

  /JPEG2000GrayACSImageDict <<

    /Quality 30

    /TileHeight 256

    /TileWidth 256

  >>

  /JPEG2000GrayImageDict <<

    /Quality 30

    /TileHeight 256

    /TileWidth 256

  >>

  /LockDistillerParams false

  /MaxSubsetPct 100

  /MonoImageDepth -1

  /MonoImageDict <<

    /K -1

  >>

  /MonoImageDownsampleThreshold 1.50000

  /MonoImageDownsampleType /Bicubic

  /MonoImageFilter /CCITTFaxEncode

  /MonoImageMinResolution 1200

  /MonoImageMinResolutionPolicy /OK

  /MonoImageResolution 1200

  /Namespace [

    (Adobe)

    (Common)

    (1.0)

  ]

  /NeverEmbed [

    true

  ]

  /OPM 1

  /Optimize true

  /OtherNamespaces [

    <<

      /AsReaderSpreads false

      /CropImagesToFrames true

      /ErrorControl /WarnAndContinue

      /FlattenerIgnoreSpreadOverrides false

      /IncludeGuidesGrids false

      /IncludeNonPrinting false

      /IncludeSlug false

      /Namespace [

        (Adobe)

        (InDesign)

        (4.0)

      ]

      /OmitPlacedBitmaps false

      /OmitPlacedEPS false

      /OmitPlacedPDF false

      /SimulateOverprint /Legacy

    >>

    <<

      /AddBleedMarks false

      /AddColorBars false

      /AddCropMarks false

      /AddPageInfo false

      /AddRegMarks false

      /BleedOffset [

        0

        0

        0

        0

      ]

      /ConvertColors /NoConversion

      /DestinationProfileName ()

      /DestinationProfileSelector /NA

      /Downsample16BitImages true

      /FlattenerPreset <<

        /PresetSelector /MediumResolution

      >>

      /FormElements false

      /GenerateStructure true

      /IncludeBookmarks true

      /IncludeHyperlinks true

      /IncludeInteractive false

      /IncludeLayers false

      /IncludeProfiles true

      /MarksOffset 6

      /MarksWeight 0.25000

      /MultimediaHandling /UseObjectSettings

      /Namespace [

        (Adobe)

        (CreativeSuite)

        (2.0)

      ]

      /PDFXOutputIntentProfileSelector /NA

      /PageMarksFile /RomanDefault

      /PreserveEditing true

      /UntaggedCMYKHandling /LeaveUntagged

      /UntaggedRGBHandling /LeaveUntagged

      /UseDocumentBleed false

    >>

    <<

      /AllowImageBreaks true

      /AllowTableBreaks true

      /ExpandPage false

      /HonorBaseURL true

      /HonorRolloverEffect false

      /IgnoreHTMLPageBreaks false

      /IncludeHeaderFooter false

      /MarginOffset [

        0

        0

        0

        0

      ]

      /MetadataAuthor ()

      /MetadataKeywords ()

      /MetadataSubject ()

      /MetadataTitle ()

      /MetricPageSize [

        0

        0

      ]

      /MetricUnit /inch

      /MobileCompatible 0

      /Namespace [

        (Adobe)

        (GoLive)

        (8.0)

      ]

      /OpenZoomToHTMLFontSize false

      /PageOrientation /Portrait

      /RemoveBackground false

      /ShrinkContent true

      /TreatColorsAs /MainMonitorColors

      /UseEmbeddedProfiles false

      /UseHTMLTitleAsMetadata true

    >>

  ]

  /PDFX1aCheck false

  /PDFX3Check false

  /PDFXBleedBoxToTrimBoxOffset [

    0

    0

    0

    0

  ]

  /PDFXCompliantPDFOnly false

  /PDFXNoTrimBoxError true

  /PDFXOutputCondition ()

  /PDFXOutputConditionIdentifier ()

  /PDFXOutputIntentProfile ()

  /PDFXRegistryName ()

  /PDFXSetBleedBoxToMediaBox true

  /PDFXTrapped /False

  /PDFXTrimBoxToMediaBoxOffset [

    0

    0

    0

    0

  ]

  /ParseDSCComments true

  /ParseDSCCommentsForDocInfo true

  /ParseICCProfilesInComments true

  /PassThroughJPEGImages true

  /PreserveCopyPage true

  /PreserveDICMYKValues true

  /PreserveEPSInfo true

  /PreserveFlatness false

  /PreserveHalftoneInfo false

  /PreserveOPIComments false

  /PreserveOverprintSettings true

  /StartPage 1

  /SubsetFonts true

  /TransferFunctionInfo /Apply

  /UCRandBGInfo /Preserve

  /UsePrologue false

  /sRGBProfile (sRGB IEC61966-2.1)

>> setdistillerparams

<<

  /HWResolution [2400 2400]

  /PageSize [612.000 792.000]

>> setpagedevice



