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Ropes & Gray Advises Pacira Pharmaceuticals in Reaching
Landmark Settlement Agreement with FDA

A cross-disciplinary team of Ropes & Gray attornagigised Pacira Pharmaceuticals on its Decembgettiément
agreement with FDA. On behalf of Pacira, Ropes &yGrad filed suit against FDA in September 201haU.S
District Court for the Southern District of New Yomlleging that the agency had violated Pacir&'stland Fifth
Amendment rights, as well as the Administrativededure Act, in issuing a Warning Letter in 2014 thad
accused Pacira of engaging in off-label marketihnEXPAREL®, the company’s flagship drug. In its complaint and
motion for a preliminary injunction, Pacira conteddhat the marketing claims cited by FDA in therkag Letter
were “on-label,” rather than “off-label” as allegbyg the agency; additionally, Pacira argued thane¥ its speech
were deemed off-label, the speech was truthfulram@misleading and thus deserving of First Amendmen
protection. The pharmaceutical industry has beoviing the litigation closely as an indication hals approach
of combining administrative and constitutional iaimight fare in the wake of recent favorable Fisiendment
decisions relating to pharmaceutical manufactumae’keting.

By teaming its veteran appellate and governmerdreament litigators up with its expert FDA regulgtattorneys,
Ropes & Gray helped Pacira win a resounding victoithe case. As described below, under the teffritseo
settlement agreement, FDA took the unprecedenggdodtwithdrawing its Warning Letter, confirmingathPacira’s
promotional claims for EXPAREL were in fact on-lab&dditionally, to clarify ambiguities that gavese to the
Warning Letter, FDA agreed to approve significawisions to the EXPAREL label.

Background on Litigation

On September 8, 2015, Pacira filed a lawsuit ag&D# seeking to gain clarity about the scope oPBREL's
approval and to exercise its rights to communitatiful and non-misleading information. The lawgoilowed the
company’s previously unsuccessful attempts to en§&A in a dialogue regarding allegations made b in the
2014 Warning Letter. Although FDA had approved EXAEA in 2011 for “administration into the surgicéksto
produce postsurgical analgesia,” the Warning Letlleiged that Pacira could not promote EXPARELUse in
surgeries other than bunionectomy and hemorrhad®ggtthe two sites studied in Pacira’s pivotalickhtrials.
The Warning Letter also asserted that Pacira cooddnake claims about EXPAREL'’s duration of effeetiess
over 72 hours, even though that was the primarpe@ntiof one of the drug’s pivotal trials.

Three prominent experts submitted declarationsatipg Pacira’s lawsuit. Dr. Larry Goldkind, a foemhigh-
ranking FDA official, described how the Warning tiegtwas inconsistent with both FDA’'s 2011 apprasfal
EXPAREL and the agency'’s long-standing policy aratcpces relating to approval of analgesic drugsemo
generally. Dr. Lee-Jen Wei, a tenured professdmastatistics at Harvard, explained that one of EREL'’s pivotal
trials demonstrated a significant treatment effecEXPAREL compared to placebo for up to 72 hoéwsd Dr.
Alex Cahana, a specialist in pain medication, deedrthe substantial public health benefits of camitating
information about non-opioid pain drugs such as EREL.

Highlights of Settlement Agreement

The settlement confirms, as Pacira had maintaimedighout, that EXPAREL is, and has at all timesridroadly
approved to provide postsurgical analgesia andRheira did not violate the law by marketing EXP ARfBr use in
surgical sites beyond the two sites studied ipiitetal clinical trials. The key features of thetleenent are as
follows:
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First, in an unprecedented move, FDA rescinded the \Wgriaetter and issued a new letter to Pacira exiplgithe
reasons for the withdrawal (the=5cission letté). The rescission letter, signed by Janet WoodgcBatector of the
Center for Drug Evaluation and Research, acknovaddgat the EXPAREL label as initially approvedeated
ambiguity with respect to the scope of the appramdétation” and that upon further review, FDA caurded that
the Warning Letter was based on a misreading oEXRRAREL label. The rescission letter also concetiatithe
plain language of the Indications and Usage sedtidhe EXPAREL label, as well as the pivotal daitrials
submitted to FDA, made clear that EXPAREL is appbfor postsurgical analgesia in surgical sitesegaly, and
that the approval is not limited to bunionectomyg &@emorrhoidectomy procedures.

Second, FDA approved aignificant revision to the EXPAREL labtd address certain ambiguities in the EXPAREL
label that gave rise to the Warning Letter. In igatar, the new label makes clear that EXPAREIndicated for use
in surgical sites generally, not just the two sgeslied in EXPAREL'’s pivotal trials. Additionallyhe revised

Dosing and Administration section provides genguadlance on selecting the proper EXPAREL dosetfer t
planned surgical site and indicates that the dasiimgmation from the two pivotal trials providesaenples from
which practitioners may extrapolate for administrain other surgical sites. The label also del&taguage
characterizing the duration of effect of EXPARELaine of the pivotal studies and replaces it withcae balanced
explanation of the data regarding effectiveness.

Doug Hallward-Driemeieof Ropes & Gray LLP, attorney for Pacira, stat®de have long argued that the FDA
Warning Letter to Pacira was issued in error bee#usas based on FDA's misinterpretation of thpraped
indication for EXPAREL and the clinical evidencepporting the drug’s approval. We are pleased thabagency
took the extraordinary steps of withdrawing the Wag Letter and revising the EXPAREL label, bothadfich
fully vindicate our client and its lawful and appr@ate promotional practices.”

The Ropes & Gray cross-practice team representegdincludedippellate & Supreme CoysartnerDoug
Hallward-Driemeier FDA regulatorypartnerJoy Liu; government enforcemepartnerJoan McPhed=DA
regulatorycounseKellie Combs business & securities litigation coungaktin Florencebusiness & securities
litigation associatdulian Helisekand litigation associatésmerson SieglandJohn Dey If you have questions
about the Pacira settlement, please consult witattorneys listed above or your usual Ropes & @dhysor.
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