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UNITED STATES DISTRICT COURT
FOR THE DISTRICT OF COLUMBIA

BOEHRINGER INGELHEIM PHARMA
GMBH & CO. KG, et al,
Plaintiffs

V. Civil Action No. 15-656(CKK)
UNITED STATES FOOD AND DRUG
ADMINISTRATION, et al,

Defendants

MEMORANDUM OPINION
(July 6, 2016)

In this challenge to an action of the United States Food and Drug Administration
(“FDA") under the Administrative Procedure Act, the underlyaggs are complex, the related
science even more so. But the legal idsefere this Court is relatively narrothelegal
sufficiency of the FDAS interpretation of thatatutory reference tdhe date an application was
initially submitted for such [approved] drug produahd the agencg implenentation of that
interpretationt Before theCourtarePlaintiffs [23] Motion for Summary Judgment, and
Defendants’ [26Motion to Dismiss, or in the Alternative Cresfotion for Summary Judgment.
Plaintiffs argue that the FD# action violated the relevant statutory provisions, that the action
violated the agency own regulations, and the FDA acted arbitrarily and capriciously because
this action was inconsistent with prior agency praciimfendants respond that the agency’s
interpretation of the relevant statutory language is due deference, thatrpeeiatison of that
languagevas reasonable, that its action in this case was consistent with its regudatiche

statutory language, and thiadid not act arbitrarilyor capriciously.

LIn practical terms, what is at stake is approximately 62 additional days o teate
extension.
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Upon consideration of the pleadingthe relevant legal authorities, and the record for
purposes of this motion, the CoOGRANTS Defendantd26] Motion for Summary Judgment,
DENIES Plaintifs’ [23] Motion for Summary Judgment, and DENIES MOOT Defendants’
[26] Motion to Dismiss® The Court concludes the agensyinterpretation of the statutory
language is due deference in Gleevronframework, that the interpretatiosreasonabldhat
the agency reasonably applied that interpretation, and that the agency atitiambitrarily or
capriciously. The Court also concludes that Plaintiffs have identified nolegarshortcomings
with the agencys application of that interpretation this caseThis case is dismissed in its

entirety.

I. BACKGROUND

A. Statutory and Regulatory Framework

Under the Food, Drug, and Cosmetic Act, approval of the Food and Drug Administration
(“FDA”) is required before a new drug candstributed in interstatcommerceSee
AstraZeneca LP v. Apotex, In633 F.3d 1042, 1045 (Fed. Cir. 2010) (citing 21 U.S.C. 8§ 355(a)).

“To obtain approval for a new drug, an applicant may file a New Drug Applicatidimat..

2 The Court’s consideration has focused on the following documents:

e PIs.’ Mot. for Summary JudgmelitPIs.’ Mot.”), ECF No0.23;

e Defs.’ Mot. to Dismiss, or in the Alt. Croddot. for Summary Judgment and Opp’n to
Pls.” Mot. (“Defs.” Mot.”), ECF No.26;

e PIs.’ Comb. Opin to Defs’ Mot. & Reply (“PIs.” Oppn”), ECF No. 28 and
e Defs! Reply in Support of their Mot:'Defs. Reply’), ECF No. 30.
The Court refers throughout this Memorandum Opinion only to materials in the redasied ve

of the Joint Appendix. In an exercise of its discretion, the Court finds that holdingguraieart
in this action would not be of assistance in rendering a decBash CvR 7(f).

3 TheCourtconcludes that it is best to resolve the issues presantisd the framework of the
crossmotions for summary judgment on the full record before the Court rather than onithe bas
of Defendantsmotion to dismiss, presented in the alternato/égs motion for summary

judgment.



includes examples of the proposed label for the drug and clinical data demonstrating that
drug is safe and effective for uséd’ (citing 21 U.S.C. 855(b)(1)(A), (b)(1)(F))The statute
requires that certaimformationalcomponent$e included iran application:

Such person shall submit to the Secretary as a part of the application (A) full
reports of investigations which have been made to show whether or not such drug
is safe for use and whether such drug is effective in use; (B) a full list of the
articles used as components of such drug; (C) a full statement of the composition
of such drug; (D) a full description of the methods used in, and the facilities and
controls used for, the manufacture, processing, and packing of such drug; (E) such
samples of such drug and of the articles used as compdhergsf as the

Secretary may require; (F) specimens of the labeling proposed to be used for such
drug, and (G) any assessments required under section 355c of this title.

21 U.S.C. § 355(b)(1).

To compensate patent holderstiane lostregarding the use of their patents while a drug
is undergoing FDA review, Congrelsasprovided for certain extensions of patent duration
associatd with the FDA approval process. Congress promulgated these provisions in 1984
through what are often described askiachWaxman Amendments or the Haté¥axman Act.
SeeDrug Price Competition and Patent Term Restoration Act of 1984, Pub. L. 98-417, 98 Stat.
1585 (1984)The HatchwWaxman Amendments provide for an extension of a patéstn to
account for a portion ohe timeconsumed by regulatory review before the FI3Ae idUnder
the statute, théregulatory review periddfor a new drug such as the one whose approval is at
the center of this case consists of

(i) the period beginning on the date an exemption under subsection (i) of section

505 or subsection (d) of section 507 became effective for the approved product

and ending on the date an application was initially submitted for such drug
product under section 351, 505, or 507, and

(i) the period beginning on the date the application was initially submitted for the
approved product under section 351, subsection (b) of section 505, or section 507
and ending on the date such application was approved under such section.



35 U.S.C. § 156(@))(B); see Astra v. Lehmail F.3d 1578, 1579 (Fed. Cir. 1995). Only drug
products submitted under section 505, codified at 21 U.S.C. 8§ 355, are relevant to thrs case. |
other words, the first phase of theegulatory review periotlwhich is commonlyeferred taas
the testing pase, ends when “an application was initially submitted for such drug prpthect”
second phase of theggulatory review periotl known as the approval phase, begins on this
same date and ends when the application is approved. For the reasons explaméatlib only
the proper calculation of thenitially submitted daté—and thus the boundary between the
testing and the approval phase$at is at issue in this case.

Subject to other exceptions not relevant here, the patent term extension ts éqifaf
the length of the testing perigisthe entirelength of the approval perio8ee35 U.S.C.
8 156(c) (explaining that the extension equals the regulatory review period wdhdaion for
half of the length of the period under section 156(g)(1)(B)(i), the testing period applicabis
case)' Under regulations promulgated by thHeAregarding the determination of a patent term
extension, an applications‘initially submitted on the date it contains sufficient information to
allow FDA to commence review of the applicatio?dl C.F.R. § 60.22Plaintiffs agree that this
definition is consistenvith Congresss intent in passing the Hatdlaxman Amendments. $£1
Mot. at 4.

To receive a patent term extension, a patent holder must submit a timely apptizatio

the Director of the United States Patent and Trademark Office. 35 U.S.C. § 1p&@h(dlso

4 To understand how this formula is applied, take an example of a regulatory review period of

100 days. If the period is evenly divided with 50 days in a testing phase and 50 days in the
approval phase, the patent term extension would be 75 days: half of the 50 testing days (25 days)
plus 50 approval days. Similarly, a testing phase of 52 days and an approval phase of 48 days
yields a patent term extension of 74 days: half of 52 days (26 days) plus 48 approval days. In
other words, for each day shifted from the approval phase to the testing phase nthempate
extension is reduced Ihalf a day.



Astra, 71 F.3d at 1580~or drugs such as the one at issue in this case, the Director of the Patent

and Trademark Office refers the application to the Secretary of Health and HanraeSwho

“determinel[s] the applicable regulatory review period.” 35 U.S.T5&d)(2)(A)).The Secretary

of Health and Human Services has the sole authority to determine the lengtmegfulatory

review period and, concomitantly, the patent term extenéistng, 73 F.3d at 1581The

Secretary of Health and Human Services must then communicate this inforradhierPatent

and Trademark Office85 U.S.C. 8156(d)(2)(A).Under the applicable regulations, these

responsibilities of the Secretary of Health and Human Services aratdelég the FDASee21

C.F.R. 8 60.20; Patent Term Restoration Regulations, 53 Fed. Reg. 7,298, 7,298 (Mar. 7, 1988).
After the FDA determines the regulatory review period, it publishes that detéomiima

the Federal Register. 21 C.F.R. § 60.20(c). “Any person may request a revisioreguiatory

review period determination within 60 days after its initial publication in the Heldegaster.”

Id. 8 60.24(a). The FDA then considers such a request and makes a definitive determination of

the regulatoy review period.

B. Factual Background

Plaintiff Boehringeiholds all rights in U.S. Patent No. 6,087,38Me '380 patent”),
which covers the active ingredient in Pradaxa. On August 6, 2003, the FDA granted Boehringer
an exemption under 21 U.S.C385(i) © begin clinical trials on Pradax@eeAR 5404;see also
Determination of Regulatory Review Period for Purposes of Patentdixtei?PRADAXA, 77
Fed. Reg. 26,289, 26,289 (May 3, 2012). There is no dispute that this date—August 6, 2003—
marks the beginning of thtesting phase in this case.

On August 17, 2009, the FDA officials participated in a meeting with represestafive

Boehringer regarding the development of Pradaxa. AR 38&€ain proposed drugs are eligible



for priority review by the FDAR. AR 8192. For drugs under priority review, the agency sets a
target of approving a drug within six months rather than within 10 months. AR 8192. At the
August 2009 meetinddoehringer indicad that it intended to request priority review for the
drug in development. AR 5637. In response, the FDA representatives indicated that they
“believe[d] it likely’ the application for Pradaxa would receive priority review if Boehringer
requested ondd. The FDA further indicated that itability to complete [its] review within six
months is critically dependent on the quality of your applicdtiwh.The agency further
indicated that[i]jn order for us to complete our review of your [New Drug Application] in a
timely fashion, we request that you submit each module as you complédekinally, the
agency indicated thdt,a]t the time the last module of tiigew Drug Application]is received,
the decision will be made regarding a priority review, #redreview clock will start.Id.

In the aftermath of that meeting, Boehringer submitted portions of its applicatians
rolling basis throughouhe Fall 0f2009, as agreed, with the first submission on September 17,
AR 5645-46; the second and third submissions on September 30, AR 5682-83, 5685-86; the
fourth submission on October 13, AR 5699-5700; the fifth on October 27, AR 5705-06; the sixth
on November 4 and November 9, AR 5707;@11-12; the seventh on November 13, AR
5716-17; the ninth on November 30, AR 5735-46; and the tenth on December 8, AR 5752-53. On

December 15, 2009, Boehringer submitted its eleventh submission. AR 5770. In the letter

®> SeeAR 8192 (“Products regulated by [the Center for Biologics Evaluation and Research] are
eligible for priority review if they provide a significant improvement in thetgade

effectiveness of the treatment, diagnosis, or prevention of a serioustordiééaing diseasé);

see also Abigail Alliance for Better Access to Dev. Drugs v. von Eschedi8ach.3d 695, 699

n.4 (D.C. Cir. 2007f* The FDA categorizes some new drugs, including nearly all cancer drugs,
as'priority drugs and seeks to accelerate theamailability.”).

® It appears that the seventh submission was mistakenly labeled as theesidtimg intwo
submissions labeled sixth, and that the eighth was mistakenly labeled as the séesath. T
differences are immaterial to the issues presented in this case.
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accompanying the eleventh submission, Boehringer representéfdjtiatsubmission provides
the final documents to complete the original new drug application for dabigagsalatet(NDA
22512) for the prevention of stroke and systemic embolism in patients with atriktidm.”
AR 5769. Through that letter, Boehringer also recqedgstiority desigrationfor its application
Id. On January 5, 2010, the FDA sent Boehringer a letter in response, acknowledging that it had
received the application denominated as NDA 22-512 on December 15, 2009, and that the
application was dated December 15, 200&R 5794-96.That letter noted that[u]nless we
notify you within 60 days of the receipt date that the application is not sufficientlyletamo
permit a substantive review, we will file the application on February 13, 2010 in accendéh
21 CFR 314.10H).8 AR 5694.

On February 12, 2010, the agency sent Boehringer a falfpletter stating that[ a]fter
a preliminary review, we find that your application is not sufficiently comptepetmit a
substantive review AR 5961 (emphasis added]herefore, the agency refused to file the
application.d. (citing 21 C.F.R. 314.101(d)). The agency explained why it deemed the

application insufficient as follows:

" Contrary to Plaintif position, the Court does not read degyal significance into the fact that
the agencyg letter noted that the application that was received on December 15, 2009, eudas dat
that same day.

8 The relevant regulations provide as follows:

Within 60 days after FDA receives an application, the agency will determine
whether theapplication may be filed. The filing of an application means that FDA
has made a threshold determination that the application is sufficiently certplet
permit a substantive review.

21 C.F.R. § 314.101(a)(1) (2009). If the agency doesrediise to filé the application, the
“date of filing will be the date 60 days after the date FDA received the applitatgion.
§ 314.101(a)(2).



In support of the proposed indication, you conducted a single phase 3 trial titled
“Randmized Evaluation of Long term anticoagulant therapy comparing the
efficacy and safety of two blinded doses of dabigatran etexilate with open label
warfarin for the prevention of stroke and systemic embolism in patients with non-
valvular atrial fibrillation: prospective, multeentre, parallegroup, non-

inferiority trial (RELY).” The primary objective of REY was to demonstrate

the efficacy and safety of dabigatran etexilate in subjects wittvalvalar atrial
fibrillation for the prevention of stroke and systemic embolism.

We note that you claim an overall data error rate of 0.1% or less for primary
outcome data and 0.25% or less for all other data. However, we found data errors
in five out of six subjects in our initial analysis of your INR.xpt dateese errors

are described in Tables 1 and 2. These errors include transcription errors,
transposition errors, and auditing errors.

[Data tables omitted]

We note that you closed site 6; therefore, we do not comment on problems evident
in the data from thatite.

We recognize that that there may be occasional inaccuracies in a large trial
database; however, the frequency of errors in the data sets impedes our ability to
perform an adequate review, and undermines our confidence in your data.

In recognition of the importance of this priority application, we proposed a rolling
review. We will, of course, continue our review of parts of your application that

are complete and reviewable, such as the chemistry and pharmacology toxicology
sections. In addition, thdiical reviewers will work with you to evaluate further

data integrity issues and to provide comment on your plans to respond to these
issues. Please note that the above comments are only a partial listing of
deficiencies, and that there may be additiatediciencies with your submission

that are not included in this letter.

AR 5961-62. The letter also noted that the agency would refund 75% of the total user fee
associated with the application. AR 596mhally, the letter informed Boehringer of its atyilto
seek review of the agerigy refusal to filé decision.ld.

After the“refusal to filé decision, Boehringer and the FDA continued to exchange
emails regarding the materials that had already been submitted. AR 5970-71, 5982-83. In

addition, agencyapresentatives met wioehringer representatives regarding steps for moving



forwardon February 18, 201@R 598486. The internal meeting notes from that meeting
summarized the shortcomings with Boehringeapplication as follows:
Preliminary review revealed a number of errors in the blood transfusion dataset
and the INR dataset. These errors included transcription errors, tramspositi
errors, and auditing errors. Though the Agency recognizes that that there will be
some errors ithe datasets of large trials, the errors found by relatively

unsophisticated means in clinically important datasets during preliminagmevi
called into question the overall quality of those datasets

AR 5985(emphasis addedJhe agency and company reggatatives discusséieissues with

the data and the other materials submitted and set out a roadmap to resolveulesAls
5985-5986. Boehringer did not seek to have the agency file its December 15, 2009, application
over protestSee?21 C.F.R. § 314.101(a)(B)If, following the informal conference, the applicant
requests that FDA file the application (with or without amendments to corredtficeencies),

the agency will file the application over protest, notify the applicant in writing, and review it

as filed”). Accordingly, Boehringer accepted the refund of 75% ofiting) feesthat it had paid

for the earlier filingsSeeAR 5624-5632, 5962.

Following the Felruary, 2010, meeting between Boehringer and the agency, Boahringe
provided additional materials on February 19, 2010, which had been requested by the agency.
AR 5988-90(“Reference is made to the communication from the Division to the Sponsor on
February 16, 2010 requesting the 85 case report forms (CRFs) frdv Biat have been
identified in review of the transfusion page ... . This submission provides the 7 adddas®a
report forms] that have not been previously submitted@liat same day, by a separate
submission, Boehringer provided additional information that responded to the agemmiest
for information in light of the deficiencies in the materials previously suethAR 59986000
(“Reference is made to the communication from the Division to the Sponsor on February 16,

2010 requesting documentation ohatwould trigger the investigator to complete thelRE



[case report form] 122. The medical reviewer has requested detailgraling what the
investigators were told and how they were told to fill this out. Additionally, it wasestgd that
this documentation be provided for all the outcome evgn@ne week later, on February 26,
2010, Boehringeprovided additional materiakgain responding to deficiencies ina@rlier
submissionsAR 599899 (“Reference is made to the February 23, 2010 telepbomversation
from Sharon Gershon (Division of Scientific Investigations) identifying Site 00Rtrick
Simpson, M.D. and Site 0351 — Initially Melvin Tonkon, M.D. replaced by Charles Morcos,
M.D. as for cause inspections and requesting the following documents to be provided on 2 CDs
per site for the inspectors. This submission provides the documents as outlined in the table
below”). A month later, Boehringer provided yet another set of materials responding to the
agencys “requesting additionahformation to assist in the medical reviewR 6069.

More than two months after theefusal to filé decision, Boehringer provided another
submission on April 19, 2010, and representedttistsubmission provides the final
documents to the completeetoriginal new drug applicatidrior the drug in question. AR 6082
(emphasis added§ee also id(“Included in this submission are [case report forms] (CRFs),
narratives, updated CRF datasets, analysis datasets, PK/PD datasets, S&sgmgeview
ard executable SAS programs with a data Reviewer's Guide (provided in the Module 5.3.5.1
tabulations folder) to rereate the efficacy analysis datageBoehringer explained how the
new submitted informatioresolved deficienciegreviously identified byhe agency regarding
the materials that had been submitted through December 15,3R 6082-83 (We have
completed the additional data quality checks agreed to during the February 18, 2010 meeting
with the Agency. To the extent possible, the deficies noted during the initial FDA review and

those identified by the quality checks have been corrected. Basedwoalyses of the update
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data, the primary efficacy and safety conclusions of RE-LY remain unchanged.”)iri§eehr

once again requested pity designation fotheapplicationsubmitted on April 19, 201@&s it

had done with respect to the application materials submitted on December 15, 2009. AR 6083.
Several days in advance of the April 19, 2010, filing, Boehringer paid the filling féeafor
application. AR 5629 (Letter dated April 13, 2010, including check with filing fee).

Boehringer continued to provide additional materials after the April 19, 2010,
submission, including materials submitted on April 20, 28 and 30; May 3-7, 10, 13-14, 17, 21,
24, and 26-28; and June 1, 2010. AR 6247. On June 3, 2010, the agency sent a letter to
Boehringer indicating that the application as “originally submitted on December 15,009 a
resubmitted on April 12010,”together with the materials submittedApril, May, and June of
that year, wassufficiently complete to permit a substantive reviel.} seeAR 6248.

Therefore, the agency considered the application filed 60 days after the applid received
(April 19, 2010).Id. The agencylsodetermined that the review classification for the application
was"priority,” as requested by Boehringer, and it set a goal of completing the approval process
by October 19, 201®ee d. Boehringer continued to provide additional material amending the
application through October 19, 2010. AR 8149. On October 19, 2010, the application, as
amended, was approved by the FDA. AR 8148-49.

On December 10, 2010, Boehringer applied for a patent term extension of patent '380 in
connectiorwith the FDA review and appval of Pradaxa. AR 5001-5012. Boehringer sought an
extension of 1,469 daysir-light of its claimof a2,322¢day testing phaséeginning on August
7, 2003, and ending on December 15, 2009, and its claim of a 308-day approval phase, beginning
on December 15, 2009, and ending on October 19, 20 ®%1115113. The FDA determined

that the regulatory review period was 2,633 days—2,449 days during the testing phase
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(beginning on August 6, 2003, and ending on April 19, 2010), and 184 days in the approval
phase (beginning on April 19, 2010, and ending on October 19, 2010). AR 5250. In thee FDA’
letter to the Patent and Trademark Office notifying it of the length of théategureview
period, the FDA explained why it determined that April 19, 2010, was thdaldtes transition
from the testingphaseo the approval phase:

The applicant claims December 15, 2009, as the date the new drug application

(NDA) for PRADAXA (NDA 22-512) was initially submitted. However, FDA

records indicate that NDA 2212, received December 15, 2009, was incomplete.

FDA refused to file this application and notified the applicant of this fatttbgr

dated Februaly 12, 2010. The completed NDA was then submitted on April 19,
2010, which is considered to be the NOA initially submitiate.

AR 5250. This determination was published in the Federal Register as required éydaihe
FDA presented therthe same explanatiargarding the lengths of the testing and approval
phasesSee77 Fed. Reg. at 26,290.

Under the applicable regulatory provision, “[a]ny person may request a revision of the
regulatory review period determination within 60 days after its initial publicatidme Federal
Register.”21 C.F.R. 8 60.24(a). Boehringer did so on June 27, 268@aesting that date
dividing the testing and approval phases be shifted earlier to December 15, 2009, tinet date
first claimed it had submitted all materials necessary for FDA reA&\6255-5273see also
AR 5769. The FDA denied Boehringsrequeswith a lengthy explanation of why it determined
thatthe beginning of the approval phagasApril 19, 2010.SeeAR 5524-5532.

Boehringer brings this civil action challenging the FDA'’s determination ofetipelaitory
review period. Specifically, Boehringer continues to argue, as it didimitied patent term
extension request, that the approval phase ought to be considered to begin on December 15,

2009, rather than on April 19, 2010, and that the agsremyntrary conclusion is legally flawed.
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II. LE GAL STANDARD

Under Rule 56(a) of the Federal Rules of Civil Proced{itghe court shall grant
summary judgment if the movant shows that there is no genuine dispute as to any faeciteria
and the movant is entitled to judgment as a matter of ldawever, “when a p&y seeks review
of agency action under the APA [before a district court], the district jutigassan appellate
tribunal. The' entire caseon review is a question of la&wAm. Bioscience, Inc. v. Thomps@69
F.3d 1077, 1083 (D.C. Cir. 2001). Accordin, “the standard set forth in Rule 56][ ] does not
apply because of the limited role of a court in reviewing the administrative recBtdnmary
judgment is [ ] the mechanism for deciding whether as a matter of law the agenoysactio
supported by thadministrative record and is otherwise consistent with the APA standard of
review.” Southeast Conference v. VilsaéB4 F. Supp. 2d 135, 142 (D.D.C. 2010).

The APA"sets forth the full extent of judicial authority to review executive agency
action for pocedural correctnessFCC v. Fox Television Stations, In656 U.S. 502, 513
(2009). It requires courts to “hold unlawful and set aside agency action, findings, and
conclusions that arg‘arbitrary, capricious, an abuse of discretion, or otherwise not in
accordance with law5 U.S.C. 8§ 706(2)(A). This is a narrow standard of review as courts
defer to the agenty expertisé.Ctr. for Food Safety v. Salaze898 F. Supp. 2d 130, 138
(D.D.C. 2012) (quotind/iotor Vehicle Mfrs. Ass of U.S., Inc. v. State Farm Mut. Auto. Ins. Co.,
463 U.S. 29, 43 (1983)). An agency is requiredexeimine the relevant data and articulate a
satisfactory explanation for its action including a rational connectioreleetihe facts found and
the choice madeMotor Vehicle Mifs. Asén, 463 U.S. at 43 (internal quotation omitted).
“Moreover, an agency cannot ‘fail[ ] to consider an important aspect of the ptailéffer] |

an explanation for its decision that runs counter to the evitdbatmre it’ Dist. Hosp. Partners,
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L.P. v. Burwel] 786 F.3d 46, 57 (D.C. Cir. 2015) (quotikgptor Vehicle Mfrs. Ass, 463 U.S. at
43). The reviewing courti$ not to substitute its judgment for that of the agéndly.
Nevertheless, a decision that is not fully explained may be upifiglte“agency’s path may
reasonably be discernedbwman Transp., Inc. v. Arkansas—Best Freight Sys.,4h8..S.

281, 286 (1974).

[ll . DISCUSSION

Plaintiffs argue that the FDA determination of the patent term extensigpecifically
the agenclg determinatiorof the date of the beginning of the approval phasertradicts the
terms of the statute, violates the ageésoyvn regulations, anid inconsistent with the agensy’
own past treatment of similarly situated applicaltsesponse, Defendardggue that the
agencys action is consistent with the statute, consistent with its regulations, r@sistent with
its past treatment of other applications. Wekpect to the statute, Defendsantgue that, under
the familiar twestepChevronanalysis, the statute is ambiguous and that Defendants’
determination was based on a reasonable interpretation of the Sthwuteourt agrees with
Defendantsvith respecta each issue presented.

Before proceeding to evaluate the patteguments on the several issues presented to
the Court, the Court emphasizes the fundamental principles of this Courtis chagency
actions such as the one at issue in this casewaluate Plaintiffs claim that theagencys
determination is iconsistent with the language of the Food, Drug, and Cosmetic Act, as
amendedthe Court applies the framework establishe@lirevron U.S.A., Inc. v. NRD@67
U.S. 837 (1984). The Court first askstether Congress has directly spoken to the precise
guestion at issue, in which case we must give effect to the unambiguously expresdexf int

Congress. Deppenbrook v. Pension Benefit Guar. Gofp8 F.3d 166, 172 (D.C. Cir. 2015)
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(citation omitted):If the statute is silent or ambiguous with respect to the specific issue,
however, we move to the second step and defer to the agency's interpretation as Ilsng as it i
based on a permissible construction ofgtaute.”ld. “To trigger deferencé,an agency must
show that Congress hasdelegated authority to the agency generally to make rules carrying the
force of law” and that ‘the agency interpretation claiming deference was promulgated in the
exercise bthat authority.” Fogo De Chao (Holdings) Inc. v. U.S. Dep’t of Homeland,S&&
F.3d 1127, 1136 (D.C. Cir. 2014) (quotibgited States v. Mead Corm33 U.S. 218, 226-27
(2001)). Moreover, Wth respect to the ageneyinterpretation of its own refations,it is a
fundamental principle of administrative law that the Court reviews the agematerpretation
of its own regulations withsubstantial deferenc¢eallowing that interpretation to control unless
‘plainly erroneous or inconsistent with the regulatidorl).S. Postal Serv. v. Postal Regulatory
Commn, 785 F.3d 740, 750 (D.C. Cir. 2015) (quotifigomas Jefferson University v. Shalala,
512 U.S. 504, 512, 514 (1994)).

Ultimately, he question before the Court is narrow: whetheatfencys deermination
of the date on which the approval phase begins is lawful under the Food, Drug, and Cosmetic
Act, as amended, not whether Congress has chosbeststatutory scheme or whether the
agency has implemented that scheme throughdhbtset of reglations.SeeArk Initiative v.
Tidwell, 816 F.3d 119, 126-27 (D.C. Cir. 20X6The question before us is of a type ubiquitous
to administrative law: Whether the Colorado rule is permissible under fedgraldawhether
we believe as a matter of enviroemal policy it is the best rule, or even a good)niVith that

in mind, the Courturns first to thequestion of consistency with the stattdaesed by Plaintiffs.
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A. Consistency with the Statute

As noted above, Plaintiffs first argue that the agency’s determinaitibe start date of
the approval phase of the FD¥Aegulatory review period is inconsistent with the staithe.
Courtaddresses that argumehtough the framework @@hevrons twosteps and, ultimately,

concludes that the agensydetermination is consistent with the statute

a. Chevron Step One

“Under step one, the court must determine ‘whether Congress has directly spolken to th
precise question at issue W. Minnesota Mun. Power Agency v. Fed. Energy Regulatory
Commn, 806 F.3d 588, 591 (D.C. Cir. 2015) (quoti@gevron 467 U.S. at 842). “If so, then the
court and the agency must ‘give effect to the unambiguously expressed intent ofs€0nige
(quotingChevron 467 U.S. at 842-43). “In addressing a question of statutory interpretation, the
court begins with the teXtld. As presented abovihe statute delineates ttegpproval phaseof
the regulatory review period as follows

the period beginning on the date the applicati@s initially submitted for the

approved product under [21 U.S.C. § 355] and ending on the date such application

was approved under such section.

35 U.S.C. 8156(g)(1)(B)(ii).In addition section 355 requires the following components for an
application

(A) full reports of investigations which have been made to show whether or not
such drug is safe for use and whether such drug is effective in use;

(B) a full list of the articles used as components of such drug;
(C) a full statement of the compositiohsuch drug;

(D) a full description of the methods used in, and the facilities and controls used
for, the manufacture, processing, and packing of such drug;

(E) such samples of such drug and of the articles used as components thereof as
the Secretary nyarequire;
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(F) specimens of the labeling proposed to be used for such drug, and
(G) any assessments required under section 355c of this title.
21 U.S.C. 8 355(b)(1) (paragraph breaks added).

Plaintiffs argue that thehrase‘the date an application wastially submitted is
unambiguous. Defendantsspond that the phraseaisbiguous because the statute does not
specify exactly what must Bsubmitted to satisfy that requirementh& Court agrees with
DefendantsPlaintiffs emphasize the us# the word ftnitially” in thephrase‘initially
submitted,”suggesting talismanic importantethe use of that wor@ut the fact that the statute
refers to thenitial submission—as opposed ttager or final submission—does not resolve the
guestion ahand. Notwithstanding Plaintiffarguments to the contrary, the Court concludes that
the statute simply does not speaiitat must be submittethitially to satisfy the statutory
requirementsit is clear thathe application must include several componengsiumerated
immediately aboveSee21 U.S.C. 855(b)(1). But it is not clear from the statutory language
whatmust actually be submitted to qualifyhat is, the statute is ambiguous as to whether a
deficient application qualifies as an applicattbat wa “initially submitted or whether
materials submittedchust be sufficient for substantive reviaworder to qualifyasan application
that was'initially submitted’

Plaintiffs suggest itheirreply, for the firstime, that ‘the applicaris intent isvhat
matters.”Pls.” Reply at 6. But surely the language of the statute doasnaobbiguouslynean
that the applicarg intent governsgencys determination as to vether sufficient information
has been submitted in ordersatisfy the statute requirenens. Nor does the legislative history
to which Plaintifs refer unambiguously indicate that such subjective intent is the proper standard
for determining whether the statutory requirements had been sat&fed (citing AR 5562).

And itis difficult to imagine, absemhore explicitdirection from Congress, that te&atutory
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language means that Congress intended for the ageanay in turn this Courtte embark into
an inquiry into an applicarg’subjedve state of mind in order to apply the statutory
requiremerd in the first instance

In short, the Court is presented with a classic case of statutory ambidpatgtatute
stateghatthe approvaphasebegins orfthe date the application was initially sulited for the
approved product.” 35 U.S.C.1%6(g)(1)(B)(ii). The statute further enumerates certain
components that must be included in the applicaee21 U.S.C. § 355(b)(1). But the statute
includes no more detaill.remains ambiguous, therefpees toexactly what materials must be
submitted in order to satistheserequiremerg and whether the application must be sufficient
for substantive review in ordés be consideretinitially submitted” Having fully considered
the partiesarguments regarding the statute, the Court concludes that, as the agency argues,
Congress has not spoken to the question at issue. Therefore, the Court proceeds tthanalyze

statutory provisions und€hevronStep Two?

b. Chevron StepTwo

UnderChevronStep Two, the question for the Courtvehfether the agenty answer is
based on a permissible construction of the stat@tegvron 467 U.S. at 843.

“Chevrondeference is appropriatehen it appears that Congress delegated authority to
the agency genally to make rules carrying the force of law, and that the agency interpretati
claiming deference was promulgated in the exercise of that auttioNtglyo Found. for Med.

Educ. & Research v. United Stat&62 U.S. 44, 57 (2011) (quotimdead Corp.533 U.S. at

° This Court’s conclusion that the statutory provision is ambiguous is bolstered byitierdef
the United States Court Appeals for the Federal Circuit regarding a distinct but analogous
patent term extension provision\ityeth Holdings Corp. v. Sebelji@3 F.3d 1291, 1298 (Fed.
Cir. 2010).
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226-27). ‘An interpretation is permissible if it is'eeasonale explanation of how an agensy’
interpretation serves the statw®bjectives.” Council for Urological Interests v. Burwell'90
F.3d 212, 219 (D.C. Cir. 2015) (citifgprthpoint Tech., Ltd. v. FC@12 F.3d 145, 151 (D.C.
Cir. 2005)).

Under regulations promulgated by the FDA, for the purpose of determining a patent term
extension, an application “is initially submitted on the diatentains sufficient information to
allow FDA b commence review of the applicatioRl C.F.R. § 60.22 (emphasis added). In other
words, the application is not considereditially submitted if the materials provided by the
applicant are insufficient for the commencement of the FExAIbstantive reew. Notably,

Plaintiffs agree that this definition is consistent with Congresgent in passing the Hatch
Waxman Amendments. | Mot. at 4. Accordingly, the Court concludes that, insofar that there is
any contrary suggestion by Plaintiffgat the rgulatory language is inconsistent with the

statutés text or purpose, such an argumenv@ved as a result éflaintiffs’ explicit concession

to the contrary.

Moreover, even absent any waiver or forfeiture by Plaintiffs, the agemtgrpretation
of the statutory language, as stated in the regulatiearsants deference and is reasonable. As a
regulation duly promulgated with notice and comment there is no dispute such an iierpret
is the sort of agency pronouncement that warrants defei@marly, this interpretation is
plainly reasonable. The agency determined that, in order to qualifiyitielly submitted’, an
application must have sufficient information to allow the agency to comnaesiglestantive
review. This is sensible. The purpostthe agencys review process is for the agency to be able
to review the application to determine whether the proposed produdesatis several

complexstatutory criteriaAny application that would not allow the FDA to begisubstantive
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review wauld not fulfill the purpose of theubstantiveeview processTherefore, it is proper not
to consider any sudieficientapplication to have beeinitially submitted

Furthermore, the agensyapproach minimizes the risk of applicants strategicaihgfil
applications before they are fullgady for review for the express purpose of obtaining longer
patentterm extensions. Plaintdfprotest that no reasonable applicant would submit a
purposefully deficient application in order to obtain a longgent term extension. However, the
Court concludes that it is reasonable for the agendight of its long experience in
administering this complex statute,arrive ata contraryassessmerand to conclude thahere
is arisk of partiesfiling applicationgprematurely for strategic reasoMoreover, @en if
Plaintiffs were correct that strategic filing behavior is unlikely or infrequent, it is nedote for
the agency to interpret the statutory framework to encourage applicaatetolly ersurethat
their applications are complete and ready for substantive review prior to sugnmem. For
that reason as well, it is reasonable for the agency to comasidgplication to beitiitially
submitted only when the application is ready for stagtive reviewln short, the FDAS
interpretation of the statutory requirements is reasonable.

The Court also concludes that the agesdyiplementation of the statutory scheme, as
interpreted through the agensyegulations, is reasonable as well. Asnétial matter, the Court
notes thathe Court reviews the agens/‘ interpretation of its own regulations witbubstantial
deferenceé,allowing that interpretation to control unléggainly erroneous or inconsistent with
the regulation.” U.S. Postal ServZ85 F.3d at 750 (citation omitted)he agency here
determined that the materiasbmitted on December 15, 2009, were not sufficient to permit the
agency to commence its substantive review. It is true that the agencysbegaaview shortly

thereafter in order to determine whether the application was sufficiently denpleegin its
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substantive reviewseeAR 5794-96 (letter acknowledging receipt of application and indicating
that the agency would assess the materials stdzhiit ordeto determine whether the
application was sufficiently complete for the substantive reteelegin). The agency
determinedhat the mere assessment of the application for completeness is not tantamount to the
agencys substantive review of thepplication and the Court concludes that tdeterminations
reasonablelndeed, a contrary conclusion would vitiate the standard promulgated through the
agencys regulations. That is, evardeficient applicatioomustbe assessed to determine its
competeness. How else could the agency determine that it was deficient in orderrtothréo
applicant of the deficiency and of the necessity of submitting additional n&ter@der to

move forward in the review process? In other words, such an initial review doesstitute

the “commencementdf the agencys substantiveeview andhe fact of such reviewoes not
mean that the agency had received an application that was sufficient to permit the
commencement afs substantiveeview.

In this case, the agency determined that the application as delivered on Dretg&mbe
2009—when the applicant claimed it was complete—was woefully defidiratagency later
summarized the deficiency as follows:

Preliminary review revealed a number of errors in the blood transfusion dataset

and the INR dataset. These errors included transcription errors, trammspositi

errors, and auditing errors. Though the Agency recognizes that that there will be

some errors ithe datasets of large trials, the errors found by relatively

unsophisticated means in clinically important datasets during preliminagwevi
called into question the overall quality of those datasets

AR 5985(emphasis addedJhe Court need not review amagain the lengghset of reasonthat
justified the agency refusal to file the apgation as of December 15, 2009, reproduced in full
above because it is clear that the issues were not simply minor issues that caeddlied as

the substantive review process proceeded. As the agency noted, the errors discallededt
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guestion the overall quaji of these datasetdd. Plaintiffs’ attempt to whitewash these data
guality issuessee, e.g.Pls’ Mot. at 6,PIs.’ Reply at 8cannot hide theerious and significant
deficiencieghatthe agency found with theaterials submitted.

Notably, Boehringedid not exercise its right to haits December 15, 2009, application
filed over protestSee21 C.F.R. § 314.101(a)(8)If, following the informal conference, the
applicant requests that FDA file the application (with or without amendmentsrézicthe
deficiencies), the agency will file the application over protestnotify the applicant in writing,
and review it as filed). Instead, it accepted the refund of 75% of the filing fees that it had paid
for its earlier filings,seeAR 5624-5632, 5962, and proceeded to provide, incrementally, the
additional information required by the agemayrder toremedy the deficiencies the
submissions to that point. Boehringer provided several supplementary submissions with
additional information before stating, with its April 19, 2010, submisthiat{[t]his submission
provides the final documents to complete the original new drug application for dabigat
etexilate (NDA 22512) for the prevention of stroke and systemic embolism in patients with
atrial fibrillation.” AR 5769;seeAR 5988-90 (first February 19, 2010, submission); AR 5998-
6000 (second February 19, 2010, submission); AR 5998-99 (February 26, 2010, submission); AR
6069-70 (March 30, 2010, submission). Boehringer only then paid the filing fee on April 13,
2010, shortly in advance of the April 19, 2010, submission. AR 362Zhort, afterlie agency
identified various deficiencies with the submissions provided through December 15, 2G89, it w
necessary for Boehringer to submitbstantiahewdata and other materiaéforeeven
Boehringeiitself claimed that it had provided the documents necessary to “coiniiete

applicdion. It was therefore reasonable for the agency to conclude that the application was
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sufficient to permit a substantive revienly asof the April 19, 2010, submission and rastof
the Decemberl5, 2009 submission

In any eventthe determination of whether a submission is sufficient to permit the
agencys statutorilymandatedubstantiveeviewis preciselythe sort of issue that warrants
agency deferencét is not for thisCourt to seconduess theletermination of the expesgency
that the data was insufficient fire agencys subject matter expeitis begin their substantive
review of the productTherefore, the Court defers to the agensagterpretation of its regulans
and its implementation of those regulations in this case, and it concluddsethgencys
determinations were reasonable in that lightaving considered all of partiesrguments, the
Court concludes that none of Plaintifaguments to the contrary are persuasive, and the Court
finds no need to address them any furtAén short, the agency’s implementation of the

statutory and regulatory sahe in this case was reasonabile.

B. Consistency with the Agencys Regulations

Plainiff salso argue that the agensyaction was inconsient with its own regulations,
specifically with the requirement that the approval phase bégmthe date [the application]
contains sufficient information to allow FDA to commence review of the apjpica21 C.F.R.
8 60.22.This argument largely parallels the part@guments regarding consistency with the

statute. Indeed, because it was necessary @idamonto analyze the question of statutory

10 plaintiffs emphasize that the date an applicatictingially submitted mug bedifferent from
the filing date SeePls.” Mot. at4 (discussing legislative historyBut pursuant to the agensy’
determination, the date of initial submission is different than the filing dagefoFmer was
April 19, 2010, whereas the filing datesdeemed to bdune 19, 2010.

11 Although this case does not pertain to the same precise provision as the atheredisi the
Federal Circuit inVyeth this Court’s conclusion that tié@A’s determination is reasonable is
consistentvith and bolstered by the Federal Circsiisimilar conclusion ithat caseSeeWyeth
603 F.3d at 1300.
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consistency through the lens of the agescgguations, the analysis presented above resolves
this argument as well in Defendarsvor. As explained above, the Court is bound to defer to

the agencyg interpretation of its own regulation this case given thale interpretatioms

neither plainly eoneous nor inconsistent with the statute. Accordingly, for the reasons stated at
length above regarding consistency with the statute, the Court concludes thatsagency’
determinationis consistent with its regulationas well Specifically, the Court cohades that it

was reasonabler the agency to determine that the materials provided to the agency as of
December 15, 2009, did not “contain(] sufficient information to allow FDA tornence review

of the application’because they were fatally deficientdamould not allow a full substantive
review of the proposed produdtor that reason, the Court rejects Plaintéigument regarding

consistent with the agensyown regulationsas well.

C. Consistent Treatment with Other Applicants

Finally, Plaintiffs arguethat theagencys determination was arbitrary and capricious
because it was inconsistent with a single determination regarding a patenttersioexdating
from 1985.As an initial matterit is far from clear that anputative consistency in comparison to
asingledetermination dating from over 30 years ago would be enough, standing on its own, to
mark the agencg Pradaxa determination as arbitrary and capriclawmy event the agency
has shown-and Plaintifs have not rebuttedthat the agencg determination in this case is
consistent with numerous similar determinations made in other Gesf3efs.” Mot. at 27-28
(citing other determinationshn addition the agency has persuasively explained the differences
between this case and the 1985 Tonocard Tablet case, which is the sole case olaintifth P
rely for this argumentThe Court is persuaded by the differences highlighted by the agaey.

id. at 28-30. Ultimately, the question comes down to whether, iniedsidual case, the
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applicant has provided sufficient information for the agency to commence its siviestaview.
As noted above, this question is particularly appropriate for deferemreetqert agencylhe
expert agency is weluited to determine whether,arparticular set of circumstancéise data
providedby an applicanis sufficientfor the agenc)s substantiveeview to commence
Fundamental principles of administrative law indicate that it is not for thist @osubstitute its
view for that of tle agency. This Court’s review is therefore appropriately limited to whether
the basis of the record before the Court, the agemigtermination is arbitrary and capricious.
Having reviewed the record and all of the parties’ arguments, the Courtdesithathe
agencys determinationvas notarbitrary and capricious

* * *

In short, this is théype of case for which deference to the expert agenpwriscularly
appropriateThe Court concludes that the relevantugtary provisions are ambiguoubat the
agencys interpretation warrants defererargdis reasonable, and that the ageésapplicationof
that interpretation in this case is reasonalime of the Plaintiffs’ arguments to the contrary—
rangingfrom their linguistic arguments ttheir reliance orsnippets of legislative histoty their
comparisorwith a single case from more than three decades-age persuasivéccordingly,
the Court concludes thtte agencyg determination of the patent term extension for Pradaxa

survives ths Courts deferential review under the Administrative Procedure Act.

IV. CONCLUSION
For the foregoing reasortbe Court GRANTS Defendasit[26] Motion for Summary
Judgment an®ENIES Plaintiffs [23] Motion for Summary Judgment. The Court alBBNIES

Defendants’[26] Motion to Dismissas MOOT This case is dismissed in its entirety.
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An appropriate Order accompanies this Memorandum Opinion.

Dated:July 6, 2016
Is/

COLLEEN KOLLAR-KOTELLY
United States District Judge
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