IN THE UNITED STATES DISTRICT COURT
FOR THE SOUTHERN DISTRICT OF FLORIDA

AMGEN INC. and AMGEN
MANUFACTURING LIMITED,

Plaintiff, Case No.
V.
APOTEX INC. and APOTEX CORP.,

Defendant.

COMPLAINT FOR PATENT INFRINGEMENT

Plaintiffs Amgen Inc. and Amgen Manufacturing L¢chgether, “Amgen”) for its
Complaint against Defendants Apotex Inc. and Ap&exp. (together, “Apotex”) allege as
follows:

THE PARTIES

1. Amgen Inc. is a corporation existing under the lafvehe State of Delaware, with
its principal place of business at One Amgen Celdtere, Thousand Oaks, California 91320.
Amgen Inc. discovers, develops, manufactures, alislianovative therapeutic products based
on advances in molecular biology, recombinant DEéhnhology, and chemistry.

2. Amgen Manufacturing Limited (“AML”) is a corporatiexisting under the laws
of Bermuda with its principal place of businesgumcos, Puerto Rico. AML manufactures and
sells biologic medicines for treating particulasehses in humans.

3. Apotex Inc. is a corporation existing under thedaat Canada, with its principal
place of business at 150 Signet Drive, Toronto a@mtM9L 1T9, Canada. Upon information
and belief, acting in concert with Defendant ApoGxxp., Apotex Inc. is in the business of

developing, manufacturing, and marketing biophaeutical products that are distributed and



sold throughout the United States and in the Stbkdorida. See Amgen Inc. & Amgen Mfg. Ltd.
v. Apotex Inc. & Apotex CorpNo. 0:15-cv-61631-JIC (consolidated with No.®v-62081-
JIC), D.E. 47 at 2, 5 (S.D. Fla. Oct. 23, 2015).

4. Apotex Corp. is a corporation existing under theslaf Delaware, with its
principle place of business at 2400 North Comme&akway, Suite 400, Weston, Florida
33326. Upon information and belief, acting in cemnavith Defendant Apotex Inc., Apotex
Corp. is in the business of developing, manufaotyrand marketing biopharmaceutical products
that are distributed and sold throughout the Unf&ates and in the State of Florida. Upon
information and belief, Apotex Corp. is also theitdd States agent for Apotex Inc. for purposes
including, but not limited to, filing regulatory Bmissions to and corresponding with the U.S.
Food and Drug Administration (“FDA”)SeeNo. 0:15-cv-61631-JIC, D.E. 47 at 2 (S.D. Fla.
Oct. 23, 2015).

5. Upon information and belief, Apotex Corp. is a whi@wned affiliate of Apotex
Inc. Upon information and belief, Apotex Corp.saat the direction of, under the control of, and
for the direct benefit of Apotex Inc. and is cotied and/or dominated by Apotex Inc.

NATURE OF THE ACTION

6. This is an action for patent infringement involvibgited States Patent
No. 9,856,287 (“the '287 Patent”), attached heest&xhibit 1, arising under the patent laws of
the United States, Title 35, United States Codguding 35 U.S.C. § 271(e)(2)(C)(i), which was
enacted in 2010 as part of the Biologics Price Gatitipn and Innovation Act of 2009 (“the
BPCIA”), Pub. L. No. 111-148, 88 7001-7003, 124tStd9, 804-21 (2010) (amendingter

alia, 35 U.S.C. § 271 and 42 U.S.C. § 262).



BACKGROUND

A. Amgen’s Innovative NEUPOGEN® and NEULASTA® Products

7. Amgen is one of the world’s leading biopharmaceuttompanies and is
dedicated to using discoveries in human biologynvent, develop, manufacture, and sell new
therapeutic products for the benefit of patientf$esing from serious illnesses. Developing a
new therapeutic product from scratch is extremgpeasive: studies estimate the cost of
obtaining FDA approval of a new biologic producthaire than $2.5 billionSeeDiMasi J.A. et
al., Innovation in the pharmaceutical industry: Nestimmates of R&D costs, 47 J. Health Econ.
20, 25-26 (2016), attached hereto as Exhibit 2walrd that end, Amgen has invested billions of
dollars into its research and development efforts.

8. In 1991, after conducting extensive clinical triated submitting the results of
those trials to FDA to prove that NEUPOGEN safe, pure, and potent, Amgen first received
FDA approval for NEUPOGERIto decrease the incidence of infection, as maeieby febrile
neutropenia, in patients with nonmyeloid malignasakeceiving myelosuppressive anticancer
drugs associated with a significant incidence @ése neutropenia with fever. The FDA later
approved several additional indications for theapeutic use of NEUPOGENIncluding the
treatment of patients with severe chronic neutr@pgratients with acute myeloid leukemia
receiving induction or consolidation chemothergpatients receiving bone marrow transplant,
and patients undergoing peripheral blood progewdircollection and therapy.

9. Neutropenia is a deficiency in neutrophils, a ctadiwhich makes the individual
highly susceptible to infection. Neutrophils ane most abundant type of white blood cell and
form a vital part of the human immune system. Nspenia can result from a number of causes;

it is a common side effect of chemotherapeutic sluged to treat certain forms of cancer.



10.  The active ingredient in NEUPOGENS filgrastim, a recombinantly expressed,
175-amino acid form of a protein known as humamglacyte-colony stimulating factor or “G-
CSF.” NEUPOGENR is also known as recombinant methionyl human deanyte-colony
stimulating factor. NEUPOGENworks by binding to specific receptors on the acefof
certain types of cells to stimulate the productdémeutrophils. NEUPOGERNthus counteracts
neutropenia.

11.  In 2002, Amgen received FDA approval for NEULAST.AAs it did for
NEUPOGEN, Amgen conducted extensive clinical trials andnsitited the results of those
trials to FDA to prove that NEULASTAis safe, pure, and potent. NEULASY/S also
indicated to decrease the incidence of infectismnanifested by febrile neutropenia, in patients
with non-myeloid malignancies receiving myelosuggiee anticancer drugs associated with a
significant incidence of severe neutropenia witrefe

12.  The active ingredient in NEULASTRAIs pegfilgrastim, a form of the G-CSF
protein conjugated to a 20 kD monomethoxypolyethglglycol (*m-PEG” or simply, “PEG”).
NEULASTA® counteracts neutropenia by the same mechanisttiohaas NEUPOGER!
NEULASTA?®, by virtue of the conjugated PEG moiety, has gésrserum half-life than
NEUPOGEN and therefore requires less frequent administrat@mpared to NEUPOGEN

13.  NEUPOGEN and NEULASTA represent major advances in cancer treatment
by protecting chemotherapy patients from the hareffects of neutropenia and by thus
facilitating more effective chemotherapy regimes.

B. The BPCIA and the Prior Actions

14.  Under the traditional pathway for FDA approval,ianovator must demonstrate

that its biologic drug is safe, pure, and poteratlgh clinical trials.See42 U.S.C. § 262(a).



The BPCIA created an abbreviated pathway for tipga@l of biosimilar versions of approved
biologic drugs. 42 U.S.C. 8§ 262(k). The abbreadgpathway (also known as “the subsection
(k) pathway”) allows a biosimilar applicant (or tsection (k) applicant”) to rely on the prior
licensure and approval status of an innovativeogichl product (a “reference product”) that the
biosimilar purports to copy. Under the subsec{igrnpathway, the biosimilar applicant may rely
on its reference product’s data rather than dematisg that the biosimilar product is safe, pure,
and potent, as the reference product sponsor (“Réi&when it filed its Biologics License
Application (“BLA”) under the traditional 42 U.S.@.262(a) pathway.

15. The BPCIA provides for the subsection (k) applicamtl the RPS to engage in a
series of information exchanges and good-faith hiegons between parties prior to the filing of
a patent infringement lawsuit, as set forth in 43.Q. 8 262{(2)-()(5). This process
culminates in an “immediate patent infringementaactpursuant to 42 U.S.C. § 26X6).

16. Additionally, under 42 U.S.C. 8§ 282(7), if a patent is issued to, or exclusively
licensed by, the RPS after the date that the RBddad the list to the subsection (k) applicant
under 42 U.S.C. 8§ 262(3)(A), and the RPS reasonably believes thattduke issuance of
such a patent, a claim of patent infringement coedbonably be asserted by the RPS if a person
not licensed by the RPS engaged in the makinggusiifering to sell, selling, or importing into
the United States of the biological product thahe subject of the subsection (k) application,
not later than 30 days after such issuance ordioghthe RPS shall provide to the subsection (k)
applicant a supplement to the list provided byRIRS under 42 U.S.C. 8§ 26&B)(A) that
includes such patent. Not later than 30 days afteh supplement is provided, the subsection
(k) applicant shall provide a statement to the RP&cordance with 42 U.S.C. § 2628)(B),

and such patent shall be subject to 42 U.S.C. §8p



17. Under 42 U.S.C. 8 26B(8)(A), a subsection (k) applicant must provideice of
commercial marketing to the RPS not later thand®@ before the date of the first commercial
marketing of its biosimilar product.

18.  Here, Amgen is the sponsor of two reference praEUPOGEN and
NEULASTA?® that are approved by FDA for decreasing the inmdeof infection in patients
receiving myelosuppressive anti-cancer drugs (anodimgr indications in the case of
NEUPOGEN). See Amgen Inc. v. Apotex In£l12 F. App'x 985, 986 (Fed. Cir. 2017).

19.  Apotex, seeking the benefits of the subsectiompéthway with Amgen as the
RPS, submitted abbreviated Biologics License Agppion (“aBLA”) No. 761026 (“the Apotex
Pegfilgrastim aBLA"), which FDA accepted on or ab@ecember 16, 2014See Amgerv12 F.
App’x at 986;see alsdNo. 0:15-cv-61631-JIC, D.E. 47 at 3, 10 (S.D. Blat. 23, 2015).
Apotex filed the Apotex Pegfilgrastim aBLA underc8en 351(k) of the Public Health Service
Act to obtain approval to commercially manufactwsg, offer to sell, and sell, and import into
the United States the Apotex Pedfilgrastim Pro@sca biosimilar version of Amgen’s
NEULASTA®. See Amgerv12 F. App’x at 986see alsdNo. 0:15-cv-61631-JIC, D.E. 47 at 10
(S.D. Fla. Oct. 23, 2015). The Apotex PegfilgmasaBLA listed Amgen’s NEULASTA as the
reference productSee Amgerv12 F. App’x at 986see alsdNo. 0:15-cv-61631-JIC, D.E. 47 at
9 (S.D. Fla. Oct. 23, 2015).

20.  Apotex has represented to FDA that its Pegfilgnagtroduct is biosimilar to
Amgen’s NEULASTA’. As such, the Apotex Pegfilgrastim Product shauddk by the same
mechanism of action as NEULASPAor the conditions of use prescribed, recommended,
suggested in NEULAST®s approved label and the route of administratibe,dosage form,

and the strength of the Apotex Pegfilgrastim Prodwe the same as those of Amgen’s



NEULASTA®. See42 U.S.C. § 262(k)(2)(A)(i)see alsdNo. 0:15-cv-61631-JIC, D.E. 47 at 10
(S.D. Fla. Oct. 23, 2015).

21. Inseeking approval for the Apotex PedfilgrastinLAaBinder the subsection (k)
pathway, Apotex is able to rely on the clinicalaltttat Amgen generated for NEULASTA
rather than independently demonstrating that theté&pPedgfilgrastim Product is safe, pure, and
potent, as Amgen was required to do to obtain Fidénkure of NEULASTA under 42 U.S.C.
§ 262(a). See42 U.S.C. § 262(k)Sandoz Inc. v. Amgen Ind37 S. Ct. 1664, 1670 (2017).

22.  Apotex also submitted aBLA No. 761027 (“the Apokelgrastim aBLA"), which
FDA accepted on or about February 13, 2015, sed¢kmdpenefits of the subsection (k) pathway
with Amgen as the RPSSee Amgerv12 F. App’x at 986see alsdNo. 0:15-cv-61631-JIC, D.E.
64 at 3, 9-10 (S.D. Fla. Dec. 1, 2015). Apoteadfithe Apotex Filgrastim aBLA under Section
351(k) of the Public Health Service Act to obtagpeoval to commercially manufacture, use,
offer to sell, and sell within the United Statesd amport into the United States the Apotex
Filgrastim Product, which is a biosimilar of Amge™NEUPOGEN. See Amgerv12 F. App’x
at 986;see alsdNo. 0:15-cv-61631-JIC, D.E. 64 at 9-10 (S.D. FlacD1, 2015). The Apotex
Filgrastim aBLA listed Amgen’s NEUPOGENas the reference producee Amgerv12 F.
App’x at 986;see alsdNo. 0:15-cv-61631-JIC, D.E. 64 at 9 (S.D. Fla. De2015).

23.  Apotex has represented to FDA that its FilgrastnmdBct is biosimilar to
Amgen’s NEUPOGER. As such, the Apotex Filgrastim Product shouldhoy the same
mechanism of action as NEUPOGEr the conditions of use prescribed, recommended,
suggested in NEUPOGE™N approved label and the route of administratibe,dosage form,

and the strength of the Apotex Filgrastim Produetthe same as those of Amgen’s



NEUPOGEN'. See42 U.S.C. § 262(k)(2)(A)())see alsdNo. 0:15-cv-61631-JIC, D.E. 64 at 9—
10 (S.D. Fla. Dec. 1, 2015).

24.  In seeking approval for the Apotex Filgrastim aBuAder the subsection (k)
pathway, Apotex is able to rely on the clinicalaltttat Amgen generated for NEUPOGEN
rather than independently demonstrating that thetéypFilgrastim Product is safe, pure, and
potent, as Amgen was required to do to obtain Fidénsure of NEUPOGERNunder 42 U.S.C.
§ 262(a). Seed2 U.S.C. § 262(k)Sandoz Inc. v. Amgen Ind37 S. Ct. at 1670.

25.  Atfter Apotex filed each of its aBLAs, Apotex and Aen engaged in the
information exchange described in the BPCIA. Irtipalar, under 42 U.S.C. § 26J3),

“Amgen identified [United States Patent No. 8,988 {“the '138 Patent”)] as a patent that the
Apotex-proposed products would infringe, and Apateied by sending Amgen a detailed
statement describing, claim by claim, the factuml kegal basis for its opinion that it did not
infringe. Amgen responded with its contrary, dethview of infringement.”"See Amgerv12

F. App’x at 986-87.

26. Following the information exchange, Amgen filed timamediate patent
infringement suits against Apotex pursuant to 43.0. § 262()(6)—one for each of Apotex’s
aBLAs—arising under 35 U.S.C. 8§ 271(e)(2)(C)(i),({@, (c), and/or (g) in this CourSee id.
see alsdNo. 0:15-cv-61631-JIC, D.E. 1 (S.D. Fla. Aug. 6120 Amgen Inc. & Amgen Mfg. Ltd.
v. Apotex Inc. & Apotex CorpNo. 0:15-cv-62081-JIC, D.E. 1 (S.D. Fla. Oct2@15). Those
lawsuits asserted the '138 Patent. Amgen alsdifteshand asserted U.S. Patent No. 6,162,427
(“the '427 Patent”) and U.S. Patent No. 5,824, 784e('784 Patent”).SeeNo. 0:15-cv-61631-

JIC,D.E. 1at 2 (S.D. Fla. Aug. 6, 2015); No. 0cl562081-JIC, D.E. 1 at 2 (S.D. Fla. Oct. 2,



2015). The Court later entered a Joint StipulatbBismissal of the '427 Patent and the '784
Patent. SeeNo. 0:15-cv-61631-JIC, D.E. 179 (S.D. Fla June2(8,6).

27. Amgen’s two immediate patent infringement suitsiasfaApotex pursuant to 42
U.S.C. 8 264((6) “were consolidated. [This Court] held a bemgal in July 2016, and it issued
findings of fact and conclusions of law [and fifadgment] on September 6, 2016. The [Court]
found that Amgen had failed to prove that Apotgsposed commercial marketing of the two
products, pursuant to [the Apotex aBLAs], wouldimde the 138 patent, either literally or
under the doctrine of equivalentsSee Amgerv12 F. App’x at 987see alsdNo. 0:15-cv-
61631-JIC, D.E. 267 (S.D. Fla. Sep. 6, 2016); Nd5@v-61631-JIC, D.E. 268 (S.D. Fla. Sep.
6, 2016). Amgen appealed the Court’s judgment,taad-ederal Circuit affrmedSee Amgen
712 F. App’x at 987. The Federal Circuit mandatethat case issued on December 12, 2017.
SeeNo. 0:15-cv-61631-JIC (S.D. Fla.), D.E. 292 (Mamjat

C. This Action

1. U.S Patent No. 9,856,287

28. Following the issuance of the Federal Circuit maedar the appeal from the
prior patent infringement actions, the U.S. Patent Trademark Office issued the '287 Patent to
Amgen on January 2, 2018. A true and correct adpilge '287 Patent is attached as Exhibit 1.

29.  Amgen is the owner of all rights, title, and int&raén the '287 Patent.

30. AML holds an exclusive license to the '287 Patent.

31. The 287 Patent is titled “Refolding Proteins Usm&hemically Controlled
Redox State.” The '287 Patent was duly and legafiyed on January 2, 2018 by the United
States Patent and Trademark Office (“USPTQO”). iflentors of the '287 Patent are Joseph

Edward Shultz, Roger Hart, and Ronald Nixon Keéher



32. The '287 Patent covers improved redox chemistretasethodologies for
efficiently refolding cysteine-containing proteiespressed in non-mammalian cells at high
protein concentrations.

33.  Apotex infringes claims of the '287 Patent, inchglifor example, Claim 16.

34. Claim 16 recites:

A method of refolding proteins expressed in a nommalian expression system,
the method comprising:
preparing a solution comprising:
the proteins;
at least one ingredient selected from the grougisting of a
denaturant, an aggregation suppressor and a psitdiiizer;
an amount of oxidant; and
an amount of reductant,
wherein the amounts of the oxidant and the reduetan
related through a thiol-pair ratio and a thiol-gauffer
strength,
wherein the thiol-pair ratio is in the range of@6100, and
wherein the thiol-pair buffer strength maintaine th
solubility of the solution; and
incubating the solution so that at least about 25%e proteins
are properly refolded.

Claim 16 is infringed based at least on the infdromacontained in the publicly available
portions of the Apotex Pegfilgrastim aBLA and Apotélgrastim aBLA.
35. As an initial matter, Apotex uses the same protegsoduce the same filgrastim
used in its Filgrastim Product and Pegfilgrastiradrict:
Filgrastim is manufactured by IPL as a Drug Subsgafor the commercial
product, Filgrastim Drug Product, as well as ai€altIntermediate, as an input
for the pegylated Apo-Filgrastim DS. Both FilgiastCritical Intermediate and
Filgrastim Drug Substance are the same, howevezrdidpg on the final fate of
Filgrastim; these are identified as either FilgrasDrug Substance (used to
manufacture Filgrastim Drug Product) or Filgras@nitical Intermediate (used as
an input to manufacture by pegylation, pegylated-Ajgrastim DS)

Amgen Inc. v. Apotex IndNo. 2017-1010, Non-Confidential Joint AppendixIMd at

Appx5556 n.1, D.E. 42-3 (Fed. Cir. Feb. 7, 201Rafh-Confidential Joint Appendix”).
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36. Each of the elements in at least Claim 16 arefsati;n Apotex’s accused
process. In Apotex’s accused process, Apotex egpeethe filgrastim protein used in its
Pegfilgrastim Product and Filgrastim Product immamammalian expression systein:coli
(bacterial) cells:

Apotex’s filgrastim critical intermediate is a “r@mbinant protein composed of

the mature and unmodified form of human granulocgtieny stimulating factor

(G-CSF). The recombinant protein is expressedsgherichia coli(E.coli) as a

single continuous polypeptide consisting of 175 ramacid residues.” The

filgrastim critical intermediate is used as thertatg material in the “Pegylated

Apo-Filgrastim Drug Substance manufacturing pro¢ess
Id. at Appx7396 n.90 (internal citations omitted).

37. In Apotex’s accused process, Apotex refolds tlgrddtim contained in its

Pegfilgrastim Product and Filgrastim Product usingfolding solution:

Table 5.2.2-33: Refolding — Solution Compesition

Solution Component Quantity
Fefolding Buffar, Argimine base 168002k
pH90=02, Trs base 124000002
Conductivity 175 = 1.5 mS/ecm Sorhital BO+08ks

EDTA disodium dikydrate 11880=002¢

WFI Ph. Ewr. [P USP gs. to 1680 kg
Cystine Solution Cw=tne 13.2+ 362

0.2 N Hydrochlone Acid 440 =4 ml.
Cy=teine Solution Cysteine 253000025

WFI Ph. Ewr  IP, USP 31200032 ml

Tns = Tns (hvdroxymethyD) ammomethane; WFI = Water for Injection; USP: United State Pharmacopoeia

SeeNo. 2017-1010, Non-Confidential Apotex Responsiveetat 8, D.E. 32, (Fed. Cir. Jan. 17,
2017) (“Non-Confidential Apotex Brief”)Non-Confidential Joint Appendix at Appx5906.
38. In Apotex’s accused process, Apotex’s refoldingisoh comprises:
. a protein: at least the filgrastim protese€Non-Confidential Joint Appendiat
Appx5904-5907, Appx7150, Appx7397, Appx7448e alsdNon-Confidential
Apotex Brief at 7-8 (Fed. Cir. 2017));

. at least one ingredient selected from the grougisting of a denaturant, an
aggregation suppressor and a protein stabilizgmiae and sorbitol (Non-

11



Confidential Joint Appendix at Appx5904-5907, App%D; '287 Patent, 3:41-
50);

. an amount of oxidant: cysteine (Non-Confidentiahldppendix at Appx5904—
5907, Appx7150, Appx7397, Appx7448; Non-Confidelntipotex Brief at 7-8;
'287 Patent, 3:51-54);

. an amount of reductant: cystine (Non-ConfidentmhtJAppendix at Appx5904—

5907, Appx7150, Appx7397, Appx7448; Non-Confidelntipotex Brief at 7-8;
'287 Patent, 3:51-54).

39. In Apotex’s accused process, the refolding soluti@t Apotex prepares, the
amounts of oxidant (cysteine) and reductant (cg$tame related through a thiol-pair ratio and a
thiol-pair buffer strength, wherein the thiol-peatio is in the range of 0.001-100 and the thiol-
pair buffer strength maintains the solubility oé tbolution. SeeNon-Confidential Joint
Appendix at Appx5904-5907.

40. In Apotex’s accused process, Apotex incubateseafudding solution so that at
least about 25% of the filgrastim protein it uge#s Pegfilgrastim Product and Filgrastim
Product is properly refolded: the “Expected Rangkthe “Refolding Step Yield” is* 60%.”

Id. at Appx7361.

2. Apotex’s Submissions to FDA of its PegfilgrastirmBLA
and Filgrastim aBLA

41.  Apotex caused the submission of the Apotex Pegsigm aBLA, which FDA
accepted on or about December 16, 2014, for thegserof obtaining FDA approval to engage
in the commercial manufacture, use, or sale oRfhatex Pegfilgrastim Product. Apotex caused
the submission of the Apotex Filgrastim aBLA, whieDA accepted on or about February 13,
2015, for the purpose of obtaining FDA approvaéngage in the commercial manufacture, use,
or sale of the Apotex Filgrastim Product.

42.  This infringement action follows under 35 U.S.Q&L(e)(2)(C)(i), which

provides that “[i]t shall be an act of infringemeatsubmit—with respect to a patent that is

12



identified in the list of patents” described inWZX.C. § 264((3)(A) “an application seeking
approval of a biological product” for the purpogebtaining FDA approval to engage in
commercial manufacture, use, or sale. Under 42QJ).$262()(7), the RPS may supplement
the 42 U.S.C. 8 26B(3)(A) list with a patent issued to the RPS after date the RPS provided
the 42 U.S.C. 8§ 26B(3)(A) list to the subsection (k) applicant.

43. OnJanuary 31, 2018, Amgen supplemented each déthehat Amgen provided
to Apotex under 42 U.S.C. 8§ 26{8)(A) for the Apotex Pedfilgrastim aBLA and thgdtex
Filgrastim aBLA to include the 287 Patent; and Agoprovided Amgen with its statements
under 42 U.S.C. § 262(3)(B) on March 2, 2018 regarding the '287 Patefxtcordingly,
Apotex has committed an act of infringement undet3S.C. 8§ 271(e)(2)(C)(i) with respect to
the '287 Patent as to each of the Apotex PegfitgreaBLA and Apotex Filgrastim aBLA
submissions.

44.  Upon information and belief, Apotex is continuing efforts to obtain FDA
approval to engage in the commercial manufactuge, or sale of each of the Apotex
Pegfilgrastim Product and the Apotex Filgrastimdrct. SeeApobiologix, R&D Overview,
http://www.apobiologix.com/rd/default.asp (lastitesl onAug. 1, 2018) (indicating that the
“Development Progress” of the Apotex Pedfilgras&@mduct (Lapelga™) and the Apotex
Filgrastim Product (“Grastofil™") are currently 1Ed” with “Marketed” as the next step in the
United States). Upon information and belief, Apotbas committed further acts of infringement
with respect to each of the Apotex PedfilgrastiradRict and the Apotex Filgrastim Product
since the '287 Patent issued.

45.  For an act of infringement under 35 U.S.C. § 2{2{e}the Court may grant

injunctive relief and damages or other monetangfel35 U.S.C. § 271(e)(4)(B)-(C).

13



46.  Unless enjoined by this Court, upon information aedef, Apotex will infringe
one or more claims of the '287 Patent under 35C1.8.271(a), (b), (c), and/or (g) by making,
using, offering to sell or selling within the Unit&tates, or importing into the United States the
Apotex Pedfilgrastim Product, which Apotex makesalgyrocess covered by the '287 Patent,
before the expiration of the '287 Patent.

47.  Unless enjoined by this Court, upon information aedef, Apotex will infringe
one or more claims of the '287 Patent under 35C1.8.271(a), (b), (c), and/or (g) by making,
using, offering to sell or selling within the Unit&tates, or importing into the United States the
Apotex Filgrastim Product, which Apotex makes hyracess covered by the '287 Patent, before
the expiration of the '287 Patent.

48.  Apotex’s infringement of the '287 Patent under 3%IC. § 271(a), (b), (c),
and/or (g) is a substantial controversy “of suéfitiimmediacy and reality to warrant the
issuance of a declaratory judgment” under 28 U.8.2201. SeeMedimmune, Inc. v.
Genentech, In¢549 U.S. 118, 127 (2007) (quotiMgd. Cas. Co. v. Pac. Coal & Oil C&312
U.S. 270, 273 (1941)). Upon information and belfgiotex intends to launch each of its
Pegfilgrastim Product and Filgrastim Product up®®ArRpproval. Apotex publicly states that
the next step in the development process for iggilBeastim Product and Filgrastim Product is
to market it. SeeApobiologix, R&D Overview, http://www.apobiologixoen/rd/default.asp (last
visited onAug. 1, 2018).

JURISDICTION AND VENUE

49.  This action arises under the patent laws of theddrstates, Title 35 of the
United States Code, and under the Declaratory Jadg#act of 1934 (28 U.S.C. 88 2201-2202),

Title 28 of the United States Code.

14



50. This Court has subject matter jurisdiction pursuar28 U.S.C. 88 1331 and
1338(a).

51.  Venue is proper in this Court pursuant to 28 U.8%1391(b) and (c), and 28
U.S.C. § 1400(b).

A. Apotex Inc.

52.  Apotex Inc. develops, manufactures, seeks regylaproval for, markets,
distributes, and sells biopharmaceuticals for aat use throughout the United States, including
in the State of FloridaSeeNo. 0:15-cv-61631-JIC, D.E. 47 at 5 (S.D. Fla..Q&, 2015); No.
0:15-cv-61631-JIC, D.E. 64 at 4-5 (S.D. Fla. De@15).

53.  This Court has personal specific jurisdiction o&potex Inc. because Apotex
Inc. has committed, or aided, abetted, contribteghd/or participated in the commission of,
the tortious act of patent infringement that hastteforeseeable harm and injury to Amgen. In
particular, Apotex Inc. collaborates with Apotexr@oto develop, manufacture, seek approval
for, and sell the disputed biosimilar products,ahhwill cause tortious injury to Plaintiffs.

54.  Moreover, upon information and belief, Apotex Ifollowing any FDA approval
of the biosimilar product, will sell the Apotex Higrastim Product and the Apotex Filgrastim
Product that is the subject of the patent infringatclaims in this action in Florida and
throughout the United States.

55.  This Court has personal general jurisdiction ovpo#x Inc. by virtue ofinter
alia, its having conducted business in this Distrietving availed itself of the rights and benefits
of Florida law, and having engaged in substantidl @ntinuing contacts with Florida. Upon

information and belief, Apotex Inc. has regular aodtinuous commercial business dealings
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with representatives, agents, distributors, antboosrs located in Florida and in this District,
including with its subsidiary, Apotex Corp.

56. Upon information and belief, Apotex Inc. exercisesisiderable control over
Apotex Corp. with respect to biosimilar productsl @approves significant decisions of Apotex
Corp., including designating Apotex Corp. as therador Apotex Inc. in connection with
preparing and filing the Apotex aBLAs.

57.  Apotex Inc. submitted to the jurisdiction of this@t in the prior actions between
Amgen and Apotex regarding the Apotex aBLAs. Nd56cv-61631-JIC, D.E. 47 at 5-6 (S.D.
Fla. Oct. 23, 2015); No. 0:15-cv-61631-JIC, D.E.a4—6 (S.D. Fla. Dec. 1, 2015).

58. In addition, Apotex Inc. previously submitted te tlrisdiction of this Court and
previously availed itself of this Court by filingiis in this jurisdiction and/or by asserting
counterclaims in other civil actions initiated mg jurisdiction. See, e.gApotex, Inc. et al v.
Mylan Pharmaceuticals, IncCase No. 12-cv-60704 (S.D. Fla. Apr. 20, 201R)rther, Apotex
Inc.previously admitted that this Court has persamgdiction over both Apotex Corp. and
Apotex Inc. See Alcon v. Apotex Inc. & Apotex CorP.A. No. 1:06-cv-01642, D.E. 23 at 7
(S.D. Ind. Dec. 13, 2006) (“Plaintiffs could hawebght this action in the S.D. Fla. because the
S.D. Fla. has personal jurisdiction over both Dd#aris. Apotex Corp. has a principal place of
business in Weston, Florida, while Apotex Inc. Sanadian corporation that regularly conducts
business in Florida. Thus, venue in the S.D.\ktauld also be proper.”).

59. Inthe alternative, should Apotex Inc. contestgdittion in this forum, this Court
has personal jurisdiction over Apotex Inc. unded.Fe. Civ. P. 4(k)(2) because, on information
and belief, Apotex Inc. “is not subject to jurisidn in any state’s courts of general jurisdiction,

and because “exercising jurisdiction is nevertreteEmsistent with the United States
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Constitution and laws” given that Apotex Inc. hied the Apotex aBLAs in the United States
for a product that it intends to market in the ©gdiStates.

B. Apotex Corp.

60.  This Court has personal jurisdiction over ApotexjCdy virtue of the fact that,
inter alia, Apotex Corp. has a principle place of busineghiwithis judicial district, in Weston,
Florida. SeeNo. 0:15-cv-61631-JIC, D.E. 47 at 6 (S.D. Fla..Q&, 2015); No. 0:15-cv-61631-
JIC, D.E. 64 at 6 (S.D. Fla. Dec. 1, 2015).

61. Apotex Corp. develops, manufactures, seeks regylagproval for, markets,
distributes, and sells biopharmaceuticals for aat use throughout the United States, including
in the State of FloridaSeeNo. 0:15-cv-61631-JIC, D.E. 47 at 6 (S.D. Fla..Q&, 2015); No.
0:15-cv-61631-JIC, D.E. 64 at 6 (S.D. Fla. De2115).

62. This Court has personal specific jurisdiction ofpotex Corp. because Apotex
Corp. has committed, or aided, abetted, contribtdexhd/or participated in the commission of,
the tortious act of patent infringement that hastteforeseeable harm and injury to Amgen. In
particular, on information and belief, Apotex Cocpllaborated with Apotex Inc. to develop,
manufacture, and seek approval for the disputesirhitar products, and on information,
ApoBiologix®, a division of Apotex Corp., will maet the disputed biosimilar products in the
United States, which will cause tortious injuryR@intiffs.

63.  This Court has personal general jurisdiction ovpot&x Corp. by virtue ofnter
alia, its having conducted business in this Distrietving availed itself of the rights and benefits
of Florida law, and having engaged in substantidl @ntinuing contacts with Florida. Upon
information and belief, Apotex Corp. has regulad aontinuous commercial business dealings

with representatives, agents, distributors, antbocusrs located in Florida and in this District.
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64.  Apotex Corp. submitted to the jurisdiction of tkisurt in the prior actions
between Amgen and Apotex regarding the Apotex aBLMe. 0:15-cv-61631-JIC, D.E. 47 at
6—7 (S.D. Fla. Oct. 23, 2015); No. 0:15-cv-6163C;ID.E. 64 at 67 (S.D. Fla. Dec. 1, 2015).

65. In addition, Apotex Corp. has previously submittedhe jurisdiction of this
Court and has previously availed itself of this @day filing suit in this jurisdiction and/or by
asserting counterclaims in other civil actionsiatéd in this jurisdiction.See, e.gApotex, Inc.
et al v. Mylan Pharms., IncNo. 0:12-cv-60704 (S.D. Fla., Apr. 20, 2012).rtRar, Apotex
previously admitted that this Court has personadgliction over both Apotex Corp. and Apotex
Inc. See Alcon v. Apotex Inc. & Apotex Coildo. 1:06-cv-01642, D.E. 23 at 7 (S.D. Ind. Dec.
13, 2006) (“Plaintiffs could have brought this actin the S.D. Fla. because the S.D. Fla. has
personal jurisdiction over both Defendants. Apd@exp. has a principal place of business in
Weston, Florida, while Apotex Inc. is a Canadiarnpooation that regularly conducts business in
Florida. Thus, venue in the S.D. Fla. would aleploper.”).

66. On information and belief, following FDA approvdlthe Apotex Pegfilgrastim
aBLA, Apotex Corp. will sell the Apotex PedfilgrastProduct, which is the subject of the
infringement claims in this action in the Statd=tdrida and throughout the United Stat&ee
Apobiologix, R&D Overview, http://www.apobiologixoen/rd/default.asp (last visited dwug.

1, 2018);Amgen Inc. v. Apotex IndNo. 16-1308, D.E. 25 at 3—4 (Fed. Cir. Dec. 2Z7.5); No.
0:15-cv-61631-JIC, D.E. 55 at 14-15 (S.D. Fla. N&\2016).

67. On information and belief, following FDA approvdlthe Apotex Filgrastim
aBLA, Apotex Corp. will sell the Apotex FilgrastiRroduct, which is the subject of the
infringement claims in this action in the Statd=tdrida and throughout the United Stat&ee

Apobiologix, R&D Overview, http://www.apobiologixoen/rd/default.asp (last visited éwg.
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1, 2018); No. 16-1308, D.E. 25 at 3-4 (Fed. Circ[®2, 2015); No. 0:15-cv-61631-JIC, D.E. 55
at 14-15 (S.D. Fla. Nov. 11, 2016).

FIRST COUNT
(INFRINGEMENT OF THE '287 PATENT (PEGFILGRASTIM))

68. The allegations of paragraphs 1-67 are incorporagedin by reference.

69. On information and belief, by its aBLA submissidag=DA, Apotex seeks FDA
approval under Section 351(k) of the Public He&lénvice Act (42 U.S.C § 262(k)) to engage in
the commercial manufacture and/or sale of the ApBegfilgrastim Product as a biosimilar
version of Amgen’s NEULASTA

70.  On information and belief, Apotex intends to mawtidae, use, sell, offer for sale,
and/or import the Apotex Pegfilgrastim Product ptmthe expiration of the '287 Patent.

71.  The submission of the Apotex Pegfilgrastim aBLAGluding on information and
belief, any amendments thereto, is an act (or attisfringement of one or more claims of
the '287 Patent under 35 U.S.C. § 271(e)(2)(C)(i).

72.  Apotex Corp.’s participation in, contribution taducement of, aiding or abetting
the submission of the Apotex Pegfilgrastim aBLA amdendment(s) thereto constitutes direct,
contributory, or induced infringement of one or mafaims of the '287 Patent under 35 U.S.C.
8§ 271(e)(2)(C)(i).

73.  On information and belief, the manufacture, uste, sHfer for sale, and/or
importation of the Apotex Pegfilgrastim Productlwilfringe one or more claims of the '287
Patent.

74.  Amgen will be irreparably harmed if Apotex is naj@ned from infringing or

actively inducing or contributing to infringemerftane or more claims of the '287 Patent.

19



Amgen is entitled to injunctive relief under 35 UCS§ 271(e)(4)(B) preventing Apotex from
any further infringement. Amgen does not have @gegaate remedy at law.
75.  To the extent Apotex commercializes its produabmpto the expiration of
the '287 Patent, Amgen will also be entitled to dges under 35 U.S.C. § 284.
SECOND COUNT

(DECLARATORY JUDGMENT OF INFRINGEMENT
OF THE '287 PATENT (PEGFILGRASTIM))

76.  The allegations of paragraphs 1-75 are incorporageein by reference.

77. On information and belief, Apotex seeks FDA apptavaler Section 351(k) of
the Public Health Service Act (42 U.S.C § 262(k)rtanufacture and sell the Apotex
Pegfilgrastim Product, a biosimilar version of AmgeNEULASTA®.

78.  Upon information and belief, Apotex intends to, avitl, manufacture, use, offer
to sell, or sell within the United States, or imipiato the United States, the Apotex Pegfilgrastim
Product immediately upon FDA licensure of the Apd®egfilgrastim aBLA, which FDA
accepted on or about December 16, 2014. Apotekghubsts the status of its Pegfilgrastim
Product as “Filed,” with “Marketed” as the nextfste

79.  If Apotex manufactures, uses, offers to sell, disseithin the United States, or
imports into the United States, the Apotex Peddisgim Product prior to the expiration of
the '287 Patent, Apotex will infringe one or mofaims of the '287 Patent under 35 U.S.C.

§ 271(a), (b), (c), and/or (Q).

80.  An actual controversy has arisen and now existsdmt the parties concerning
whether the Apotex Pedfilgrastim Product will infye one or more claims of the '287 Patent.

81. Amgen is entitled to a declaratory judgment thao#m will infringe one or more

claims of the '287 Patent by making, using, offgrin sell, or selling within the United States,
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or importing into the United States, the Apotex filg@gstim Product prior to the expiration of
the '287 Patent.

82.  Amgen is entitled to injunctive relief preventingpédtex from making, using,
offering to sell, or selling within the United S¢at or importing into the United States, the
Apotex Pedfilgrastim Product prior to the expiratwof the '287 Patent. Amgen does not have an
adequate remedy at law.

THIRD COUNT
(INFRINGEMENT OF THE '287 PATENT (FILGRASTIM))

83. The allegations of paragraphs 1-82 are incorpora¢eein by reference.

84.  On information and belief, by its aBLA submissiaa$=DA, Apotex seeks FDA
approval under Section 351(k) of the Public He&lénvice Act (42 U.S.C § 262(k)) to engage in
the commercial manufacture and/or sale of the ApBtigrastim Product, a biosimilar version
of Amgen’s NEUPOGER.

85.  On information and belief, Apotex intends to mactdiae, use, sell, offer for sale,
and/or import the Apotex Filgrastim Product priotthe expiration of the '287 Patent.

86. The submission and filing of the Apotex FilgrasaBLA, including on
information and belief, any amendments theretmiaa (or acts) of infringement of one or more
claims of the '287 Patent under 35 U.S.C. § 272§é))(i).

87. Apotex Corp.’s participation in, contribution taducement of, aiding or abetting
the submission of the Apotex Filgrastim aBLA andeaament(s) thereto constitutes direct,
contributory, or induced infringement of one or mafaims of the '287 Patent under 35 U.S.C.
8§ 271(e)(2)(C)(i).

88.  Oninformation and belief, the manufacture, usk, s#fer for sale, and/or

importation of the Apotex Filgrastim Product witifiinge one or more claims of the '287 Patent.
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89.  Amgen will be irreparably harmed if Apotex is nofj@ned from infringing or
actively inducing or contributing to infringemerftane or more claims of the '287 Patent.
Amgen is entitled to injunctive relief under 35 UCS§ 271(e)(4)(B) preventing Apotex from
any further infringement. Amgen does not have @gegaate remedy at law.

90. To the extent Apotex commercializes its produabipto the expiration of
the '287 Patent, Amgen will also be entitled to dges under 35 U.S.C. § 284.

FOURTH COUNT

(DECLARATORY JUDGMENT OF INFRINGEMENT
OF THE '287 PATENT (FILGRASTIM))

91. The allegations of paragraphs 1-90 are incorporateein by reference.

92. On information and belief, Apotex seeks FDA apptavaler Section 351(k) of
the Public Health Service Act (42 U.S.C § 262(k)rtanufacture and sell the Apotex Filgrastim
Product, a biosimilar version of Amgen’s NEUPOGEN

93.  Upon information and belief, Apotex intends to, aviti, manufacture, use, offer
to sell, or sell within the United States, or imipioto the United States, the Apotex Filgrastim
Product immediately upon FDA licensure of the Apdidgrastim aBLA, which FDA accepted
on or about February 13, 2015eeNo. 16-1308, D.E. 25 at 3—4 (Fed. Cir. Dec. 22,5)0No.
0:15-cv-61631-JIC, D.E. 55 at 14-15 (S.D. Fla. NIl;. 2016). Apotex publicly lists the status
of its Filgrastim Product as “Filed,” with “Marketéas the next step.

94. If Apotex manufactures, uses, offers to sell, dsseithin the United States, or
imports into the United States, the Apotex Filgrag®roduct prior to the expiration of the '287
Patent, Apotex will infringe one or more claimstloé '287 Patent under 35 U.S.C. § 271(a), (b),
(c), and/or (g).

95.  An actual controversy has arisen and now existsdmt the parties concerning

whether the Apotex Filgrastim Product will infringae or more claims of the '287 Patent.

22



96. Amgen is entitled to a declaratory judgment thao#m will infringe one or more
claims of the '287 Patent by making, using, offgrin sell, or selling within the United States,
or importing into the United States, the ApotexgFalstim Product prior to the expiration of
the '287 Patent.

97.  Amgen is entitled to injunctive relief preventingpdtex from making, using,
offering to sell, or selling within the United S¢at or importing into the United States, the
Apotex Filgrastim Product prior to the expiratioitioe '287 Patent. Amgen does not have an
adequate remedy at law.

PRAYER FOR RELIEF

WHEREFORE, Amgen respectfully requests that thiar€enter judgment in its favor
against Apotex and grant the following relief:

A. a judgment that Apotex has infringed directly, cdmtted to, or induced the
infringement of one or more claims of the '287 Ratender 35 U.S.C. § 271(e)(2)(C)(i) by
submitting to FDA the Apotex Pegfilgrastim aBLA aachendment(s) thereto;

B. a judgment that Apotex has infringed directly, cdmtted to, or induced the
infringement of one or more claims of the '287 Ratender 35 U.S.C. § 271(e)(2)(C)(i) by
submitting to FDA the Apotex Filgrastim aBLA and emiment(s) thereto;

C. a preliminary and/or permanent injunction that ergdApotex, its officers,
partners, agents, servants, employees, attorniélliaies, divisions, subsidiaries, other related
business entities, and those persons in activeecbacparticipation with any of them from
infringing the '287 Patent, or contributing to aducing anyone to do the same, by acts
including the manufacture, use, offer to sell, sdlistribution, or importation of any current or
future versions of a product that infringes, ortise or manufacture of which infringes the 287

Patent;
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D. a judgment declaring that the manufacture, usey adf sell, sale, distribution, or
importation of the products described in the Apdeexgfilgrastim aBLA would constitute
infringement of one or more claims of the '287 Rater inducement of or contribution to such
conduct, by Apotex pursuant to 35 U.S.C. § 27X(8),(c), and/or (Q);

E. a judgment declaring that the manufacture, usey adf sell, sale, distribution, or
importation of the products described in the Apdtdgrastim aBLA would constitute
infringement of one or more claims of the '287 Rater inducement of or contribution to such
conduct, by Apotex pursuant to 35 U.S.C. § 27X(8),(c), and/or (Q);

F. a judgment compelling Apotex to pay to Amgen darsaagequate to compensate
for Apotex’s infringement, in accordance with 355LC. § 284;

G. a declaration that this is an exceptional caseaanaward to Amgen of its
attorneys’ fees and costs pursuant to 35 U.S.@58 @nd

H. such other relief as this Court may deem just angegr.

Dated: August 7, 2018 Bys/ John F. O’Sullivan
John F. O’'Sullivan
Fla. Bar No. 143154
Allen P. Pegg
Fla. Bar No. 597821
HOGAN LOVELLS
600 Brickell Ave., Suite 2700
Miami, FL 33131
Telephone: (305) 459-6500
Facsimile: (305) 459-6550

john.osullivan@hoganlovells.com
allen.pegg@hoganlovells.com

Of Counsel:

Nicholas Groombridge
Jennifer H. Wu
Jennifer Gordon
Jacob T. Whitt
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Stephen A. Maniscalco

Golda Lai

(pro hac vicedo be filed)

PAUL, WEISS, RIFKIND, WHARTON
& GARRISON

1285 Avenue of the Americas

New York, NY 10019

Telephone: (212) 373-3000

Facsimile: (212) 757-3990

ngroombridge @paulweiss.com

jwu@paulweiss.com

jengordon@paulweiss.com

jwhitt@paulweiss.com

smaniscalco@paulweiss.com

glai@paulweiss.com

Wendy A. Whiteford
Kimberlin Morley

Eric Agovino

(pro hac vicedo be filed)
AMGEN INC.

One Amgen Center Drive
Thousand Oaks, CA 91320
Telephone: (805) 447-1000
Facsimile: (805) 447-1010
wendy@amgen.com
kmorley@amgen.com
eagovino@amgen.com

Attorneys for Plaintiffs
Amgen Inc. and Amgen Manufacturing Limited
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