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* UNITED STATES DISTRICT COURY
SOUTHERN DISTRICT OF NEW YORK

Takeda Pharmaceutical Company Limited and
Takeda Pharmaceuticals North America, Inc.,

Plaintiffs,
Y.

- Macleods Pharmaceuticals Limiteci, |
Defendant.

Civil Action No.

COMPLAINT

Plaintiffs, Takeda Pharmaceutical Company Limited (formerly known as Takeda

Chemical Industries, Ltd.) (“TPC”) and Takeda Pharmaceuticals North America, Inc. (“TPNA”)

(collectively, “Takeda” or “Plaintiffs”), by their undersigned counsel, for their Complaint against

defendant Macleods Pharmaceuticals Limited ( “Macleods” or-*“Defendant”), allege as folqus:
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Jurisdiction and Venue

1. This is an action for patent infringement arising under the patent laws of the
United States, Title 35, United States Code and arising under 35 U.S.C. §§ 271(.6)(2),_ 271(b), and -
281-283. Subject matter jurisdiction is proper under 28 U.S.C. §§ 1331 and 1338(a).' Venue 15
proper under 28 U.S.C.r §§ 1391(5)—(0) and 1400(b). Personal jurisﬁiction over the defendant in
. Néw -York is proper under N.Y. CP.LR. § 3;02(a), b;acause it is expected that the defendant will
be doing business, and that its actions will have consequences, in this jurisdiction.
Partics

2. TPC i_s_a Japanese corporation having its corporéte headquarters in Osaka, Japan
and principal p]gce of business in Osaka, Japan. TPNA is a wholly owned U.S. subsidiary of
Takeda American Holdings, Inc., which is a wholly owned U.S. subsidiary of TPC, TPNA has
its corporate headquarters and principal place of business in Deerfield, Hliﬁois and is organized
under the laws of Delaware.

3. TPC is engaged in the business of research, devqloping, manufactfuring and
marketing of a broad spectrum of innovative pharmaceutical products, including ACTOS® which
contains the active ingredient pioglitazone. |

4. On information and belief, Macleods,rlnc. is a company orgénizecl_ and existing

. ‘ﬁnder the laws of India, haviﬂg. its principal place of business at Attanta Arcade, Marol Chirch
Road, Andheri (East), Mumbai, India, 400059.

5. Upon iriformation and belief, Magleéds filed ANDA No. 202467 (the “Macleods
ANDA™) with respect to pio-gli'ta.zone hjrdrochloﬁde téblets, 15 h:lg, 30 mg, and 45 Lﬁg. |

6. Upon -i_nforma_tion and belief, Macleods intends to séll_ generic drugs throughbuf

the United States, including in at least New York.
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7. Upon infofmaﬁon and belief, Macléods jﬁtends to transact business in the
Southern District of New York, at least by mf;kjng and slﬁpping into this Judicial District, 61' by
tsi.ng, offering io sell, or selling, or by causing others to-use, offér to sell, or sell, pharnia;ceutical
products, including those reference& in the Macleods ANDA. . By fl]mg its ANDA and by its
intention to use, offer to sell, sell, or import, or cause others to use, offer to sell, sell, or import',
pha:rmac.eutical products, including those referenced in tﬁe Macleodé ANDA, in the Southern
Diétrict_of New York; Maclebds has comJ.iﬁitted, and unless enjoined, will continue to commit, or
will commit, a tortious act without the State of New York, which Macleods expects or should
reasonably expect fo h;':we consequences in the State of New York, including, but not limited to,

causing Takeda’s sales of ACTOS% 10 its New York customers to suffer significantly.

Thé New Drug Application -
8. TPNA sells pioglitazone-containing drug products under the irade name ACTOS®
in the United States pursuant to the United States Food and Drug Admini‘strajtion’ s approval of a
New Drug Application (“NDA”) held by TPNA (NDA No.. 21-073).
9. ACTOS® is approﬁed for use as an adjunct to diet and exercise to improve

glycemic control in pétients with Type 2 Diabetes (non-insulin-dependent diabetes mellitus).

ACTOS® s indicated for monotherapy. ACTOS®is also indicated for use in combination with a -

sulfonylurea, metfoimiﬁ, or il]SU]].I-l when dict and exercise plus the é.ingle agent does not result in
adeqﬁate glycemic control. _ |

-10..  The approval Jetter for ACTOS®; mth abproved lébeh'ng, was issued by the FDA
on‘July 15,1999. The approval was for both monotherapy and combination therapy, baSed. upon
~ the FDA’_S consideration of clinical stuaies, presented in a single NDA, for both types of

therapies.
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11.  Certain amendments to the approved labeling for ACTOS® have subsequenﬂy

been approved.

" The Patents in Suit

12, United S’Fates Petent No. 5,965,584 (“the ‘584 pa_teﬁt”), entitled “Pharmaceutical
Cof:nposition,” a true aﬁd corect copy of which is appended hereto as Exhibit A, was dﬁly
issued on October 12; 1999 to inventors Hitoshi Tkeda, Takashi Sohda and Hiroyuki Odake and
assigned to plaintiff TPC. The ‘584 patent claims, inter alia, e pharmaceutical composition
comprising pioglitazone [(+:)-5-{ [4-[2-(5—.ethyl—Z~py1idinyl)ethoxy]phenyl]methyl] -2,4-
thiazoiidjnedione], or salts thereof in combination with a biguanide (e.g., metformin} and
methods for treating diabetes which cofnpﬁse adrhjﬂisteﬁng a therapeutically effective an;iount of
piog]itaio_ne or salts _thereof in combination with a biguanide,

13.  Plaintiff TPC has been and still is the owner through assignmeﬁt of the ‘584 .
patent, WMch expiree on June 19, 2016. |

14.  United States Patent No. 6,329,404 (“the ‘404 patent™), entitled “Pharmaceutical
composition,” a true and correct copy of which is appended hereto as Exhibit B, was duly 1ssued_
ont December 11, 2001 to inventors Hitoshi ]keda Takashi Sohda and Hiroyuki Odaka and
assi gned.to plaintiff TPC. ‘The ‘404 patent claims, inter alia, a pharmaceutieal composition :
_comprising pioglitazoneer salts thereof in comeination with an insulin secretion enhancer (e.g.,
a sulfonylurea, such as ghmepmde) and methods for treating diabetes which comprise
administering a therapeutlcally effectlve amount of plogh’[azone or salts thereof in combmatlon
with an insulin secret_ien enhancer.

15.  Plaintiff TPC has been and still is the owner throug]i-assignmen’-[_ of the *404

patent, which expires on June 19, 2016.
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16.  United States Patent No. 6,166,043 (“the ‘043 lﬁatel;t”), entitled “Pharmaceutical
Composiﬁop,;’ a true and correct copy of which is appended heréto as Exhibit C, was duly
issuedpn December 26, 2000 to. iﬁventors Hitoshi Ikeda, Takashi Sohda and }ﬁro;rukj Odaka,
and assigned to plaintiff TPC. The ‘043 patent claims, inter alia, meﬂ;odsrfor reducing the
amount of active components admjﬂisteréd to a diabetic-patient, which comprise administering a
therapeuticaﬂy effective amount of pioglitazoﬁe or salts thereof in combination with a biguaﬁide,
e. g., metformin.

17. . Plaintiff TPC has been and still is the owner through assignment of the ‘043
patent, which expires on June 19, 2016. | |

18, United States Patent No. 6,172,090 (“the ‘090 p'ateﬁt”), entitled “Pharmaceutical
Composition,” a true _aﬁd correct copy of which is appénded hereto as Exhibit D, was duly |
issﬁed on January é, 2001 to inventors Hitoshi Ikeda, Takashi Sohda and Hiroyuki Odaka, and
assigned to plajnﬁﬁ TPC.I The ‘090 patent claims, m .@, methods for reducing the side
effects of active componeﬁts administered to a diabetic patient, which compljse administering a
therapeutically effective amount of pi(-)glitazone or salts thereqf in combination with a biguanide,
¢. g., metformin, as the active components.

19.  Plaintiff TPC has been and still is the owner through a-s.sig.ﬁm_ent of the 090
pateﬁt, lwhich expires on June 19-, 2016. |

20.  United lState's Patent No-. 6,211,205 (“the ‘205 patent™), entitled “Pharmaceutical |
Composition,” a true and correct copy of which is appended ﬁereto as Kxhibit E, was duly
issued on April_' 3, 2001 to inveﬁtors Hitoshi Ikeda, Takashi Sohdalahd Hiroyuki Odaka, and
assig;ned t;) plaintiff TPC. The “205 patent cla:i.ms',. inter alia, methods for feducing the amount of

active components administered to a diabetic patient, which comprises administering a

-5-
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therapeuﬁca]ly effective amount of pioglitazone or salts thereof in g:ombinatiqn with an insulin
secretion enhal-nc‘er (e.g.,a sulfonylurea).

21 Plajpti:&" TPC hés been and still is the owner through assignment of the “205
patent, which expires on June 19, 2016 . _ |

22, Unﬁed States Patent No. 6,271,243 (*the *243 patent”)‘; entitled “Pharimaceutical
Composition,” a true and correct copy of which is appended heretol as Exhibit F, was duly issued
on August 7, 2001 to inventors Hitoshi Ikeda, Takashi Sohda and Hiroyuki Odaka, and assigned
to jaiaintiﬂ‘ TPC The “243 patent claims, inter alia, methods for re&ucing the side .'éffects of -
active components administered to a diabetic patient, which comprises admin.ister.ing a .
therapeuticall‘y eﬁe-ctive amount of pioglitazone or salts thereof in combination with an insulin
preparation. - | |

23.  Plaintiff TPC has been and still is the .owner through assignment of the 243
patent, which expires on June 19, 2016.

| 24, Unitéd Staté:s Patent No. (_5,3 03,640 (“the *640 patent”j, entitled “Pharmaceutical

Composition,” a true and correct copy of which is appended h_erefc_: as Exhibit G, was duly
issued on October 16, 2001 to inventors Hitoshi Tkeda, Takashi Sohda and Hiroyuki bdaka, and
assigned to plaintiff TPC. The ‘640 patent claims, inter alia, methods for réducing the side
_ effects of active components administered to a diabetic patient, which comprises adﬁﬂstering a
tﬁerapeutically effective amount of a pioglitazone or salt thereof in Con-lbination with an in-sulin
secrétiop .enhancer l(g B, sﬁ]fonylurea).

25.  Plaintiff TPC has been and still is the owner through assignment of the ‘640

patent, which expires on August 9, 2016.
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26.  Plaintiff TPC has granted an exclusive license to plamtlff TPNA under the ‘584
patent, the ‘404 ijatent, the ‘043 patént, ther ‘090 pétent, the ‘205 patent, the ‘243 patent, and the
‘640 patent (collectively, the “Takeda Patents”). |

27.  In accordance with its éxclusive Iicenée, plaintiff TPNA sells pioglitazone-
cont@g drug products under ﬁe trade name ACTOS®, among others, in the United States.
Sales of TPNA’s pioglifazone-contajnjng drug prodﬁcts are made pursuant to approval by the
FDA of, amdng others, NDA No. 21.073. |

28, Plaintiff TPC manufactures the ACTOS® drug products sold by TPNA.

29.  Plaintiffs TPC and TPNA will be both substantially and irreparably harmed by
infringement of any of the Takeda Patents. There is no adequdte remedy at law.

COUNT |

(INFRINGEMENT OF THT ‘584 'PATENT UNDER 35 U.S.C. § 271(E)2)A))

30. _.Plaintiffs TPC and TPNA repeat and incorporate ﬁerem by reference thé
allegations contained in each of the foregoing paragraphs.

31. Upoﬁ information and belief, Macleods filed an Abbr.eviated New Drug
Application (“ANDA”) with ﬁe Food and Drug Administration (“FDA”) under 21 U.S.C. §
355() (ANDA No. 202467) seeking approval to market 15 mg, 30 mg, am_i 45 mg tablets
: coinprising pioglitazone as its hydrochloride (“HCI”) salt.

32. By this ANDA filing, Macleods has indicated that it iﬁtends to engage, and. that
there is substantial_likélihood that it will engage, in the commercial manufacture, impo-rtati‘on,
use, offer for sale, andfor.sale, or inducement thereof, of plaintif{s’ patented pioglitazone drug

products imniediately or imminently upon receiving FDA approval to do so. Also by its ANDA
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filing, Macleods has indicated that its drug products containing pioglitazone are bioequivalent to
Takeda’s piog]itazone drué Products. |
33. By its ANDA filing, Maclcods seeks to obtain approval to commercially
manufacture, use, import, offer for sale, and/or _sell, aﬂeged generic equivalents of plaintiffs’
ACTOS® piog].ifazone drug products prior to the expiration date of the ‘584 patent.
| 34. By a letier (the “Notice Letter”) dated April 18, 20_10, Macleods informed TPC
and TPNA that Mgcleods had ﬁlg:d a certification to the FDA, pﬁrsuant to 21 US.C. §
3550)(2)(AY(vii)(IV). Qn or about April 19,2011, NDA holde;r, TPNA, received the Notice
Letter. On or about April 22, 2011, patent owner, TPC, received a duiaﬁéate original of the
Notice‘ Letter. l- | | _
35.  The Notice Lefter, purporting fo be Macleods’s Notice of Certification under 21
US.C. § 355(1)(2)(B)(i1), indicates that Macleods intends to manufacture, use or sell pioglitazoné .
| hydrochloride tablets before the exéiration of the 584 patent. The Notiée Letter states that “in
its opinion and to the best of its knowledge each clalm of [the *584 patent] . . . is invalid and/or
will not be mfrmged by the commercial manufacture, use or sale of the drug product descnbed
by Macleods’ ANDA.” -

36.  Macleods’s filing of ANDA No. 202467 for the purpose of obtaining FDA
approval to engage in the commercial manufacture, use, importatidn, offer for sale and/or sale, or
inducement thereof, of drug products conftaining pioglitazone or salts thereof before the i
expiration of the ‘584 patent is an act of infringement under 35 U.S.C. § 271(e)(2)(A).

7 37. . Macleods’s manufacture, use, importation, éffer for sale,; and/or sale, or
inducem_ént thereof, of i{s propéf;e_d piogltazone drug p’r_bduct_' will induce in;ﬁ-ingement of at-,

least one claim of the ‘584 patent under 35 U.S.C. § 271(e)(2)(A).
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38.  Upon information and belief, Macleods is aware or reasonably should be aware,
of the widespread use of piog]i%tazone 111 combination therapy, and that such use cioes not require
a physician to co-prescribe pidglitazone with a biguanide, ¢.g., metformin. Further, patients
routinely take pioglitazone in combination with additional active compo’nenté, such as
biguanid;:s'. The intended Use of pioglitazone in combination therapy. to treat diabetes would be

' readily apparent to customers of Macléods (e. g, inciudjng, without liinitation, physicians,
pharmacists, pharmacy benefits management companies, h_éalth care providers who es’;abh'sh
drug formularies f-or their insurers and/or patients).

39.  Upon information and belief, Macleods currently manufactures, markets, and/or
sells:. the biguanide, m.etformin.

40.  Upon information and belief, Macleods’s proposed label for its pioglitézone drug
produéts does not restrict the use of those products fo only monotherapy. As is well known to
Ma:i:ods and ifs c':ustoﬁlers, the majority of patients treated with pioglitazong take. it in | |
combinatidn ﬁth another antidiabetic.drug,_namely, such patients obtain treatment with
pioglita_zoné in cbmﬁination with a biguanide such aé metformin, in 'combinétion with an insu]jn
secretion enhancer such as a sﬁlfonyluxea,- and/or in combination with an insulin preparation.
The beneficial effects of sﬁch combination therapy are well known to Macleods and customers of
Macleods. On information and belief, Macleods will be marketing pioglitazone with specific
jﬁtept, and/or with the desire to acﬁyely induce, aid and abet, infringe{tn'ent of tﬁe *584 patent.
Macleods knows or reasonably should know tha’; itsrp_roposed conduct will induce 'm:ﬁ-inéement.

| 41.  Additionally, upon information and belief, Macleods’s proposed label also -
'pr-ovides, o'r wi]l'be required by the FDA to provide, information for patients regarding the co-

administration of, and/or drug interactions between, piogﬁtazone and biguanides, e.g.,

_9_'.




Case 1:11-cv-03109-DLC Document 1  Filed 05/06/11 Page 10 of 51

metformin, and such information will promote the use of pioglitazone in combination with
big’uanidés, eg., metformin. -'Ihe beneficial effects of such co-administration aﬁd/or interaéﬁons
are well known to customers of Macieods. By including this information in its label, Macleods
will be marketing pioglitazone with specific intent, and/or with the desire to actively induce, aid
and abet, infringement of the ‘584 patent. Macleods 'kn'(.)ws or reasonably should know tﬁat its
ﬁfoposed conduct will induce infn'néement. |

42, Upon information and belief, Macleods has planned aﬁd intended to actively
induce others to infringe the ‘584 patent when its ANDA application is- approved and plans and
intends to do so on approval. |

43, Upon information and belief, the acts of ipﬁ-_ingenrlent alleged above are and have
been deliberate and willful, and inlfu]l knowledge of the existence of the 5384 patent.

44,  Unless Macleods is enjorned from infring:ing' and inducing the infringement of the
‘584 patent, plaintiffs will suffer substantial and irreparable injury. i)lajntiffs have no adequate
remédy at law.

COUNT It

(NFRINGEMENT OF THE ‘404 PATENT UNDER 35 U.S.C. § 271(E)2)(A)

45, Plaintiffs TPC and Ti’NA repeat and incorpofate herein by reference the
allegations coﬁtaﬁed in each of the foregoing paragraphs. |

46. The Méc]eods Notiée Lettef also indicates that Macleods int_ends‘to manufacture,
use, or sell pioglitazone hyéirbchloride tabiets before the expiiation of tile ‘404 patent. -_The
" Notice Letter states that ““in its opinion and to the best of its kﬁowl‘edge, each claim of [the ‘404
patent]. . . is invalid aﬁd/br will not be infringed by the_ cominercial manufacture, use or se;le of

the drug product described by Macleods’ ANDA.”

~10-
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47. Macleodé’s ﬁ]ing of ANDA No. 202467 for the purpose of obtaining FDA
approval to engége in the commércial manufacture, use, importatidn, offer for sale and/or sale, ot
inducement thereof, of drug firoducts containing pioglitazone or saits thereof before the
- exi)iraﬁon of the ‘404 patent is an act of mﬁingement under 35 U.S.C'. § 271 (e)(2)(A).

48. 'Macleoc-ls’s manufacture, use, importation, offer for salg, and-lor sale, or
* inducement thereof, of its proposed pioglitazoﬁe drug pfo&ﬁ& will induce infringement of at
least one claim of the ‘404 patent under 35 U.S.C. § 271()(2)(A).

49,  Upon information and belief, Macleods is awa;e or reasonably éhould be aware,
of the widespread use of pioglitazone in combination therapy, and that such use does not require
a physician to co-presc:c';ibe pioglitazone with an insulin secretion enhancer (g.g., & sulfouylurea).r
Further, patients routinely take pioglitazone u1 combination with additional active components,
such as lnsu]m se;cretion enhancers. The inteﬁded use of piog]_itazone- in combination therapy
would be readily apparent to customers of Macleods (&.g., including, without limitation,
| physiciéns, pharmaciss, pharmacy benefits managemént companies, health care providers who
establish drug formullaries for their insurers and/or patienits).

50.  Upon information and belief, Macleods currently manufgctures, markets, and/or
sells ﬁe insulin secretion enhancer,. glimepiride.

51, Upbn'inforz_natiqn ‘and. belief, Macleods;é j)ropos_ed label for its pioglitazone drug.
products does not restrict the use pf tﬁose products to only monotherapy. As is well known to
Macleods and its customers, the majority of patients -treated \ﬁth pioglitazone take it in_ _
combination w1th another antidiabetic @g, namely, such patients obtain treatment with
ploglitazone m cofnbination with a biguanide such as mf;tformin, in combination With an iﬁsul_jn

secretion enhancer such as a sulfonylurea, and/or in combination with an insulin preparation.

<11 -
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The beneficial effects of such combination therapy are wéll known to Macleods and customers of
Macleods. On information and belief, Macleods will be marketing pioglitazone with speéiﬁc : \
intent, and/or with the desire to active_ly induce, aid and abét, infringement of the ‘404 patent.
Macleods knows or reasonably should know that its proposed conduct will induce infringement.

52.  Additionally, upon informaﬁoﬁ and belief, Macleods’s propoéed. labelr also
provides, or will be required by the FDA to provide, information for patients regaiding the co-
administration of, and/or drﬁg 'mteracﬁons between, pioglitazone and insulin secretion enhancers
such as a sulfonylurea and such information will promete the use of pioglita_'zone.in combination
 with iﬁsu].i’n secxeﬂon enhancers such as a sulfonylurea. The beneficial effects of such co-
administration and/or interactions are well known to customers of Macleods. By including this
il]fOl’lI]E—itiOIl in its label, Macledds will be marketing pioglitazone with specific intent, and/or
with the desire to activeiy inauce, aid and abe’(, infringement of the ‘40-4 patent. Macledds
knows or reasonably should know that its proposed conduct wiﬂ induce infringement.

| 53.  Upon information and belief, Maclec;ds has planned and intended to actively

" induce others to infringe the ‘404 ‘patent when its ANDA application is approved and plans and
intends to do so on approval. |

54,  Upon informatio’n and belief, the acts of infringement aﬂeged above are and have
been rde]_i‘eerate and willful, and in fu]l knowledge of the existence of tﬁe ‘404 patex-lt.

57.  Unless Macléods is enjoined from infringing and indﬁcing the _infring_ement ofthe
‘404 patent, plaintiffs will suffér substantial and irreparable injury. i’laintiffs have no adequate

remedy at law.

-12-
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COUNT 11T

(INFRINGEMENT OFr THE METHOD CLAIMS OF THE ‘584 PATENT
UNDER 35 U.S.C. § 271(b))

58.  Plaintiffs TPC and TPNA repeat and incorp’ofate herein by reference the
allegations contained in each of the foregomg pa:agraphs ' |

59.  Upon information and belief, approval of ANDA 202467 is substanha]ly hkely to
result 1.11 the commercial manufacture, use, importation, offer for sale, and/or sale, or mducement
thereof, of a drug product which is mark-eted and sold for use in a method claimed in one or more
claims of the ‘584 patent, il_moediately or imminently upon approval of the ANDA, and prior to
the expirati_oo of the .‘584 patent.

60. Uoon information and belief, Macleods is aware or rcasonably should be aware,
of the widespread use of pioglitazone in the methods of one or more claims of the ‘584 patent
and that use in such methods does not requjr,e a physician to co-prescﬁbe pioglitazone with a
biguanide, g.g., metformin. Further, patients routinely take pio gﬁtazone in combination with ,
add1t10na1 active components such as biguanides for use in methods covercéd by the ‘584 patent.
The intended use of p1oghtazone in combination therapy to treat diabetes would be readily
apparent o a customer of Macleods (e.g., including, without limitation, physicians, pharmaoists,
pharmacy beneﬁ’[s manag-ement companiee, health eare provide_rs who establish diug formulaﬁes
rl for their i_usurers and/or patients).

61. Upon inforrnation and belief, Maeleods’s proposed label for its pioglitazone drug
products does not Iestrict the use of those produets to only monotheraosf. As is well known to
Macleods and its oust01-ner3, the majority of patients freated with pio;ghtazone take it in.
combination w1th another antidiabetic omg, ﬁamely, such poﬁems obtain ﬁeaﬁnent with

7piogl'ita20ne in combination with a biguanide such as metformin, in combination with an insulin

-13 -
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secr;ei:ion enhancer such as a sulfonylurea, and!pr in combination with an insulin prep;a:ration.
The beneficial effects of such combination therapy are well known to Macleods and customers of
Macleods. On iﬁfonnation and belief, Macleods will be marketing pioglitazone with specific
 intent, and/or with the desire to actively induce, aid and abet, infringement of the ‘584 patent.
.Macleods knows or reasonably should know that its proposed conduct will induce infringement. h
62.  Additionally, upon information and belief, Macleods’s proposed label also -
provides, or will be required by the FDA to provide, information for patients regarding the co-
ad_minis’tration of, and/or drug interactions betweén, pioglitazone and biguanides, and such
information will promote the use of pioglitazone in combination with bignanides, ¢.g., |
metformin. The beneficial effects of such co-administration and/or interactions are wgil known
o cpstomers of Macleods. By inchiding this information in its label, Macleods will be
marketing pioglitazone with specific intent, and/or with the desire to actively induce, aid and
abet, infriugemeﬁt of the ‘584 patent. Macleods knows or reasonably should know that its
proposed conduct will induce infringement.
63. .Upon information and belief, ;che acts of in:éri_ngement alleged above are and have
been deliberate and willful. N
64.  Unless Macleods is enjoined .frc;m infringing and inducing infringement of the -
‘584 patent, plaintiffs wili suffer substantial and irreparable injury. Plafntiffs ilave no adeqﬁa'te
remedy at law.
| COUNT 1V

(INFRINGEMENT OF THE .N[ETHOD CLAIMS OF THE ‘404 PATENT
UNDER 35 U.S.C. § 271(b})

65.  Plaintiffs TPC and TPNA repeat and incorporate herein by reference the

aliegatidns contained in each of the foregoing paragraphs.
| 14 - |
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66.  Upon information and belief, approval of ANDA 202467 is subétantially likely to
result in_the commercial manufacture, use; i_mportation, offef for sale, and/or sale, or inducement
thereof, of a &rug product ﬁhiéh is marketed and sold for use in a _method c_lgjmed in the ‘404
patent, iﬁmedjately or imminently upon approval of the ANDA, and prior t.o the expiration of
the ‘404 patent. |

67.  Upon information and belief, Macleods is aware or reasonably shéuld be aware,
of the widespread use of pioglitazone in the methods of one or more claims of the ‘404 patent
and that use in such me_thqd does not require a physician to co-prescribe pioglitazone with an
insulin sebfetion enhancer (e.g., a su]fonyluréa). Further, patients routinely take 'piogiitazone in
combination with additional active components, such as insulin secretion enhancers for use in
methods covered by the ‘404 patent. The intended use of pioglitazone in combinatibﬁ therapy to
treat diabetes would be readily apparent to a custoﬁler of Macleods (e.g., including, without
limitation, physicians, pharmacists, pharmacy benefits management companies, health care
providers who establish drug formularies for their insurers and/or patients).

68.  Upon inforration and bt;,lief, Maclequ’s proposed label for its pioglitazone drug
products does not restrict the use of those prbducts to only monotﬁerapy. As is well known to
Macleods and its customers, the majority of patients treated with pioglitazone take it in
combina;tion with another anti_diabetic drug, namely, such pétien’;s obtain treatment with
pioglitazone in coﬁ:tbination with a biguanide such as metformin, inbombination with an insulin
secretion enhancer such as a suifonylurea, and/or in combination with an insulin preparat-ion.
The beneﬂéial effects of such combination therapf afe well known to Macleods and cpstbmers of

‘Macleo'ds. On information and belief, Macleods will be marketing pioglitazone with specific
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intent, and/or with the desire to actively induce, aid aﬁd abet, infringement of the ‘404 patent.
Macleods knows or reasonably should know that its proposed conduct will induce infringement.

69. -Addiﬁona]ly, upon informatiqn anci belief, Macleods;s p'ro-posed label also
| | provides, or will be quui_red by the FDA to provide, information for patients regarding the co-
administration of, and/or drug interactions bémeen, bioglitazone and insulin secretion enhancers
such as a sulfonylurea and su(-:h information will promote the use of pioglitazone in combination
with an insulin secretion enhancer, such as a sulfonylurea. The beneficial effects of such co;
adﬁajnistration and/or i:nteractions are well known to customers of .Macleods. By including th‘is
i_nfofmation in its label, Macleods will be marketing piogﬁﬁzone w1th 5pecfflc intent, and/or
" with the desire to actively induce, aid and abet, infringement of the ‘404 patent. Macleods
knows or reasonably should know that its proposed conduct will induce infringement.

70.  Upon information and belief, the acts of infring'ell:ae.nt alleged above are and have
been deliberate and wiltful. | |

| 71. - Unless Macleods is enjoined from infringing and inducing infringement of .‘\the
‘404 patent, plaintiffs will suffer- substantial aﬁd irreparable injury. Plaintiffs have no ade(\luatg‘ -
remedy at law. | 7
COUNT VY

([NFRINGEN[ENT OF THE METHOD CLAIMS OF THE ‘043 PATENT
' UNDER 35 U.S.C. § 271(b))

72.  Plaintiffs TPC and TPNA repeat and incorporate herein by reference the
allegations cogtained in each of thé foregoing paragraphs. | |
- 73, Upon information and b_e]jef; approval of ANDA 202467 is substgﬁtially likely to
result in th; commercial manufacture, ﬁse, importat_ioﬁ, off_e:f for sale and/ot salg, or inducement

fhereof, of a drug ﬁroduct which is marketed and sold for use in a method claimed in one or more
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claims of the ‘043 patent, immediately or immiuentl& upon ;pproval of the ANbA, and prior to
the expiration of the *043 patént.

74. Upon in_formation .and belief, Macleods is aware or reasonably shouid bel aware,
of the widespread usé of pioglitazone in the methods of one or more claims of the ‘043 patent .

- and that use in such methods does not require a physician to co-prescnbe ploghtazone with a
b1guamde eg., metformm Further patients routmely take ploghtazone in combination with
additional active components, such as biguanides for use in methods covered by the ‘043 patent.
Thé intended use of pilog]itazone in combination therapy to reduce the amount of active
conﬁponents used in such therapy would be readily apﬁarent to a customer of Macleods (e.g., .
inchuding, without }jmitaﬁon, physicians, pharmacists, phaﬁnacy benefits management

- companies, health care providers who establish drug formularies for their insurers and/or
patients).

75. ﬁpon information and belief, Macleods;s proposed label for its pioglitazone drug
products does not restrict the use of those producfs to only monotherapy. ‘As is well known to
Macleods and its customers, the majority of patients treated w1th pioglitazone take it in
combinatioh with another antidiabetic drug, namely, such patients. obtain treatment with
ploglitazone in combination with a bigﬁam'de such as metformin, m combination with an insulin

,sécretion enhancer such as a sulfonylurea, and/or in combination with an insulin preparation.
The beneficial effects of such cémbination therapy are well kno_wn to Macleods and customers of

Macleods. On information and belief, Macleods will be marketing pioglitazone with specific.

intent, and/or with the desire to actively induce, aid and abet, infringement of the 043 patent.

Macleods knows or reasonably should know that its proposed conduct will induce infringement.

7. |
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76.  Additionally, upon information and belief, Macleods’s proposed label also
| provides, 61 will be required by the FDA to provide, information for patients réga:rding the co-

administration of, and/or drug interactions between, pioglitazone and biguanides, e.g., metformin
and such ]'nformatioﬁ will promote the use of piogﬁtaéone in combination with biguanides, .2.,
metformin, Thé beneficial effects of such co-administration and/or interactions are well known
to custome;rs.) of Macleﬁds. By including this information in its label, Macleods will be
marketing pioglitazone with specific intent, and/or with the desire to acfively induce, aid aﬁd
abet, infringement of the ‘043 patent. Macleods knows or reasonably should know that its
proposed conduct will induce in.ﬁ-ingement.

77.  Upon information and belief, the acts of infringement alleged above are and have
been deliberate and willful.

78.  Unless Macleods is enjoz;ned from mﬁ'mgmg and inducing infringement of the
‘043 patent, plaintiffs will suffer substantial and irreparable injury. Plaintiffs have no adeqﬁz;’;e
remedy at 1§w. |

(INFRINGEMENT OF THI: IV[ETHOD CLAIMS OF THE ‘090 PATENT
UNDER 35 U.S.C. § 271(b))

719, Plaintiff; TPC and TPNA repeat and incorporate herein by reference the
‘allegations contained in each of the foregoing p;'ﬂagraphs.

| 80. _ Upon information and belief, approval of ANDA 2_02467 is substantially eriy to
Iesﬁlt in the commerqialrmanufacﬁlre, use, i_mportatioﬁ, offerr for salé and/or sale of a drug
produ'ct which is marketed -and sold for use in a method claimed in one. or more claims of the.
‘090 pateﬁt, immedia;[ely or i_mmjnf::nﬂy hpon apljrc;val of the ANDA, and prior to the expiration

of the ‘090 patent.
| -18 -
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81.  Upon information and belief, Macleods-is aware or reasonably should be aware,
of the widespread use of pioglitaéone in the methods of one or more claims of fhe ‘090 patent,
and that use in sﬁch methods does not require a phy;ician fo co—prescribe pioglitazone with a
biguénide, e.g., metformin. Further, patients routinely take pioglitazone 111 combination with
additional active compoﬁents, such as biguanides for use in methods covered by the ‘090 paten’t..
The intended use 6f pioglitazone in combination therapy to reduce si&e effects of such thérapy
‘would l;e readily apparent to a customer of Macleods (e.g., including, “rithqut limiftation,
phj-fsicians, pharmacists, pharmacy beneﬁts_ management companies-, health care providers who
establish drug formularies for their insurers and/or patients).
82.  Upon information and belief, Macleods’s proposed label for its pioglitazone drug
' ‘products doeé not restrict the use of those products to only monotherapy. As is well known to
- Macleods and its customers, the majority of patients treated with pioglitazone take it in
combination with another antidiabeti('; drug, namely, such patients obtain treatment with
pioglitazone in combination with a biguanide such as metformin, in combination with an insulin

_ secretion enhancer such as a sulfonylurea, and/or in combination with an insulin preparation.
The beneficial effects of such combination therapy are well known to Macleods and customers of
Maclcods. 'On information and belief, Macleods will bé marketing pioglitazone with specific
mtent, and/or with the desire to actively 'md_uce,.aid and abet, infringement of the ‘090 patent-.
Macleods knows or reasonably should know that its prqposed conduct will induce infringement.

83.  Additionally, upon ﬁfo-rmation and belief, Macleods’s proposed label also

providés, or will be requ_ired by the FDA to prdvide, information for patients regarding the co-
administration of, and/or drug interactions between, pioglitazone and biguanides, é.g., metfqrmin

and such information will promote the use of pi_o-glit_azone in combinatioﬁ with biguanides, e.g.,
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metformin. The beneficial effects of such éo-administrétion and/or inter-actionsrare well known
to customers of Macleods. By including this information in its label, Macleods will be
marketmg pioglitazone with spec:1ﬁc mtent, and/or W1th the desue to actively induce, aid and
abet, infringement of the ‘090 patent. Macleods knows or.reasonably should know that its
proposed conduct will induce inﬁingement. |
84, Upon information. and 'be]ief, the acts of infringement alleged above are and have
been de_liber\até and willful, o |
85.  Unless Maclgods is enjoined from mﬁmgmg and inducing infringement of the
‘090 patent, plaintiffs will suffer substantial and irreparable injury. Plaintiffs have no adequate
remedy at law. |
COUNT VII

(INFRINGEMENT OF THE METHOD CLAIMS OF THE ‘2l05 PATENT
UNDER 35 U.S.C. § 271(b))

“86.  Plaintiffs TPC -and .TPNA repeat and incorporate herein by reference the
allegations contained in each of the foregoing paragraphs. _
87.  Upon information and belief, approval of ANDA 202467 is substantially likely to |
result in the commercial manufacture, use, impo’rtation; offer for sale and/or séle, or inducement
thereof, of a drug product w-hich is marketed and sold.for usc in a method claimed in oné or more B
claims of the ‘205 patent, immediately or imminently upon approv.al of the ANDA, and prior to
the expiration of the ‘205 patent.
88.  Upon informatiqn and belief, Macleods is aware or reﬁsonably should be aware,
of the widespréad use of pioglitazone in the methods of one or more claims of the 205 patent
_and that use in such methods does not require a ;-)hysician to.co-f)re-scﬁ‘.be pioglitazone w1th an

insulin secretion enhancer (e.g., a sulfonylurea). Further, patients routinely take pioglitazone in
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combination with addltlonal active components such as insulin eecreUOn enthancers for use in
methods covered by the ‘205 patent. The intended use of pioglitazone in combmatlon therapy to
. reduce the amount of active components used in such therapy would be readity apparent toa
customer of Macleods (e.g., incluciing, wit_hoﬁt limitation, physicians, pharmacists, pharmacy
benefits eaenagement companies, health cere providers who establish drug formularies for their
insu:e-r-s and/or patients).

. 89, Upon information and bellief, Macleods’s proposed label for its pioglitazone drug
products does not restrict the use of those products to only monotherapy. As is well known to
Macleods and its customers, the maj-ority of patients treated with pioglitazqne take it in
combination with another antidiabetic drug, namely, such patients obtain treatment with
pioglitazone in combination with a biguanide such as metformin, in combination w1th an insulin
secretion enhancer such as a sulfonylurea, and/or in combination with an insulin preparation.

The beneﬁ01a1 effects of such combmauon therapy are well known to Macleods and customers of
Macleods. On information and belief, Macleods Wi]l be marketing pioglitazone with spec:ﬁc
intent, and/or with the desire to actively induce, aid and abet, infringement of the “205 pateﬁt.

| Macleods knows or reasonably should know that its proposed conduct will induce infringement.
90. Additiona]ly, upon information and belief, Macleods’s proposed la‘e_el also

. provides, or will be required by the- FDA to provide, informatioﬁ for ;-patients regarding the eo—
admmlstrat]on of, and/or drug interactions between, pioglitazone and insulin secretion enhancers
such as a sulfonylurea and such information will promote the use of pio ghtazone in combination
with insulin secretion enhancers. The beneficial effe_'ets of such co-administration and/or
interactions are well known to customers of Macleods.- By-including this informaﬁon in ils label,

Macleods will be marketing pioglitazone with specific intent, and/or with the desire to actively
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rim.iuce, aid and ab_ef, infringement of the ‘205 patent. Macleods knows or reasonably should
| know that its l.)roposed conduct will induce infringement. |
91.  Upon information and beiief, the acts of infringement alleged above are and have
b_ef‘:n deliberate and wilkful. |
92.  Unless Macleods is enjoined from infringing and inducing mﬁingerﬁent of the
“205 patent, plaintiffs will suffer substantial émd itreparable injury. Plaintiffs Have no édequate
remedy at law. | |
COUNT Vill

(INFRINGEMENT OF THE METHOD CLAIMS OF THE 243 PATENT
UNDER 35 U.S.C, § 271(b))

A

93.  Plaintiffs TPC and TPNA repeat and incorporate herein by reference the
al]egai_:ioné contained -in each of the foregoing paragraphs;

94, U}ﬁon information and belief, ap%proval of ANDA. 202467 is substantially likely to
result in the commercial mangfacture, use, importation, ofﬁ-arr for sale and/or sale, or inducement

thereof, of a drug product which is marketed and sold for use in 2 methods claimed in one or
more claims of the ‘243 patent, immediately or imminently upon approval of the ANDA, and
?rior to the expiration of the ‘243 patent.

95. - Upon information and belief, Macleods is awaré or reasonably should be aware,
of the wides-ﬁread use of pioglitazone in thé methods of one or more claims of the ‘.243—patent
and that use in, such .L;nethods doés not require a-thSiCiaJ.l‘tQ co-prescribe pioglitazone with an -
| insulin preparation. Fur’ther, }Satients r(;utinely take pioglitazone in combination with additional
active coxﬁponents, such as insulin preparations for use in methods covered by the 243 patent. |
The intended vse of piog]itazbne in combination therapy to treat a diabctic patient to reduce side

effects of active components used in such therapy would be readily apparent to a customer of
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Macleods (e.g., includjng, without limitaﬁoﬁ, physicians, pharmacists, pharmacy benefits
managemenf companies, health care providers who establish drug formularies for their insurers
and/or patients).

96 ~ Upon information and belief, Macleods’s proposed label for its ﬁioglitazone drug
prodﬁcts dées not restrict the use of those products t;o only monotherapy. Asis weli known fo
Macleods and its customers, the _majority of patients treated with pioglitazone take it in
combination with another antidiabetic drug, namely, such patients obtain treatment with
pioglitazone in combination with a biguanide such as metformin, in combjnation with an insulin
secretion enhancer such as a sulfonylurea, and/or m combination with an insulin prepara_tion.
The beneficial effects of such combinatioz_l therapy are welll known to Macleods and customers of
Macleods. On information and belief, Macleods will be marketing pio gli.tazone with specific
intent, and/or with the_ desire to actively induce, aid and abet, infringement of the “243 patent.
Macleods knows or reasonably s-hould know ;'.hét jts proposed conduct will induce infringement.

97.  Additionally, upon information and belief, Macleods’s -proposedlabel_also
p.rovides, or will be required by tﬁe FDA to proﬁde, information for patients regarding the co-
administration of, and/or drug interactiqﬁs between, pioglitazone and_im;u]jn preparations, and
suph information will promote the use of pioglitazone in combination with insulin preparat_ions.
The beneficial effects of such co-administration and/or interﬁctions are well knoﬁn to customers
of Macleods. By including this i:ﬂformaﬁon m its label, Macleods will be marketing pioglitazone
with specific intent, and/or with fhe desiré to actively induce, aid and abét, infringement of the
‘243 patent. Macleods knows or reasonably shoult_i know that its proposed conduct will induce

" infringement.
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98. thon information and belief, the acts of infringement alleged above are and have - |
been deliberate and wﬂ]ﬁ.ﬂ |
99, Unless Macleods is en]omed from infringing and inducing infringement of the
‘243 paient, plam’u.‘Efs will suffer substaniial and irreparable injury. Plaintiffs have no adequate
remedy at law. |
COUNT IX

(INFRINGEMENT OF THE METHOD CLAIMS OF THE ‘640 PATENT
UNDER35 US.C. §271(b)y '

- 100 Plaintiffs TPC and TPNA repeat and incorporate herein by reference t]ae

allegations .contained in each of the foregoing paragraphs.
| 101.  Upon information and belief, approvai of ANDA 202467 is substantially likely to

tesult in the commercial cnanufacture, use, importation, offer for sale and/or sale, or inducement
thereof, of a drug product which is marketed and sold for use in a methods claimed in one or
more clajms of the 640 patent, immediately or imminently upon approval of the ANDA, and
prior to the expiration of the ‘640 patent. | | |

10 | Upon information and belief, Macleods is aware or reasonably should be awaie,
of the widespread use of pioglitazone in the methods of one .or more claims of the ‘640 patents
and that use in such Loethods does not require a physician to co-preser'ibe pioglitazone with an
msulm secretion enhancer (e.g., a sulfoos-(lurea). Further, patients routinely take pioglitazone in
combination with additional actiye _components, such as insulin sceretion enhancers for t1se in
methods covered by the ‘640 patent. The intended use of pioglitazone in combination therapy to
reduce side effects of active components used in such therapy would be readﬂy apparent toa

customer of Macleods (e.g., including, without limitation, physicians, pharmacists, pharmacy
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benefits management companies, healtﬁ care providers who establish dru g formularies fof their
insurers and/or patients). |
_ 103. Upon information and belief, Macleods’s proposed lalﬁell for its pioglitazone drug

products -does not restrict the use of those produéts to oniy monotherapy. As is well known_ to.
Ma-cleods and its customers, the maj ority of patients treated with pioglitazoné take it in
combi.nation with another antidiabetic drug, namely, such patients obtain trcatment with
pio ghtazone n combination with a biguanide such as metformin, in combination with an insulin
secretion enhancer such as a sulfonylurea, and/or treatment in combination ﬁith an msu]m _
preparation. The Beneﬁcial effects of such combination therapy are weﬁ known to Macllec_:d.s and
customers of Macleods. On information and belief, Ma;',le(l)ds will be marketing piog]jtange
with specific intént,_ and/or Wlth the desire to actively induce, aid and abe, inﬁ'ingement.of the

‘640 i)atent. Macleods knows or réasonably should know that its proposed conduct will induce
infringement. | |

| 104. Additionally, upon i;ifonnaﬁoﬁ and belief, Ma_cleods’s proposed ia‘bel also

provides, oi‘ will be required by ther FDA 1o provide, information for patients regarding "the co-
administratioﬁ of, and/or drug interactions between, pioglitazone and insulin secretion enhancers
such as a sulfonylurea and that such information will promote the vse of pioglitazone in
combination with an msulm se.crgti‘oﬁ enhancer. The beneficial effects of such co-administration
and/or interactions are well known to customers of Macleods. By including this J;Dformation in
its label, Macleods will be markefc'mg; piéglitaione with specific intent, and/or with thé desire to .
actively induce, aid and abet, infriugelﬁént of the *640 patent. Macieods knows or reasonably

should know that its proposed cdnduét will induce infringement.
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105.  Upon information aﬁd belief, the acts of infringement alleged above are and have

been deliberate and willful.

106. Unless Macleods is enjoined from infringing and inducing hﬁhgeﬁen’c of the

640 patent, plaintiffs will suffer substantial and irreparable injury. Plaintiffs have no adequate.

remedy at law.

' WHEREFORE, Plaintiffs request the following relief:

(a)

(b)

(c)

@

a declaratory judgment jiur;uant to 28 U.S.C. § 2201 et seq. that making, using,
selling, offering to seﬂ and{or importing Macleods’s drug product for which it
seeks FDA approval or its active ingredient pioglitazone will infringe at least
one claim of one or more of the Takeda Patents; |

a declarétory judgment pursuant to 28 U.S.C. § 2201 et seq. that inducing the
making, using, offering for sale, selling and/or importing of Macleods’s drug
product or its active ingredient pioglitazone, will infringe at least one claim of
one or more of the Takeda Patents; -

a declaratory judgment pursuant to 28 U.S.C. § 2201 et seq. and an order
pursuanf 0 35 U.S.C.-§ 271{(e)(4)(A) providiﬂg that the effective date of any
FDA 'app.roval for Macleods to commercially make, use, sell, offer to sell or
import ‘pioglitazone or any drug produc‘t containing pioglitazone be no earlier

than the date following the expiration date of the last to expire of the Takeda

Patents (as extended, if applicable);

" a permanent injunction restraining and enjoining against any infringement by

defendants, their officers, agents, attorneys, employees, SUCCESSOrS OF assigns, or

those acting in privity or concert with them, of the Takeda Patenté, through the
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s

commercial manufacture, use, sale, offer for sale or importation into the United

States of pioglitazone or any drug product containing pioglitazone, and/or any

inducement of the same;

(e) Attomeys’ fees in this action under 35 U.5.C. § 285;and

§3) Such further and other relief in favbr of Plaintiffs and against Defendants as this

Court may deem jﬁst and proper.

Dated: New York, New York

May § , 2011

Takeda Pharmaceutical Company Limited and
Takeda Pharmaceuticals North America, Inc.

By their attorneys,

")

— 1 E.
Antﬁg}iy TViola
Andre K. Cizmarik

"Zachary W. Silverman

EDWARDS ANGELL PATMER & DODGE LLP
750 Lexington Avenue

New York, NY 10022

(212) 308-4411

David G. Conlin (to be admitted pro hac vice)
Barbara L. Maore (to be admitted pro hac vice)
Kathleen B, Carr (to be admitted pro hac vice)
Adam P. Samansky (to be admitted pro hac vice)
EDWARDS ANGELL PALMER & DODGE LLP
111 Huntington Avenue

Boston, MA 02199-7613

~ (617) 239-0100
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11, Certain amendments to the approved labeling for ACTOS® have subsequently

been approved.

The Patents in Suit

12. United States Patent No. 5,965,584 (“the ‘584 patent™), entitled “Pharmaceutical
Composition,” a true and correct copy of which is appf;nded hereto as Exhibit A, was dﬁiy
issued on October 12, 1999 to inventors Hitoshi Ikeda, Takashi Sohda and Hiroyuki Odaka and
assigned to plaintiff TPC. The ‘584 patent claims, inter alia, a pharmaceutical composition
comprising pioglitazone [(-_l-)-S-[[4~[2-(5Qethyl-Z-pyridinyl)ethoxy]phf;nyl]methyl]-2,4—
thiazolidinedione], or salts thgreof in combination with a biguanide (e.g., metformin) and
methods for treating diabetes which cofnpr-ise adﬁ:linjstering a therapeutically effective amount of
pioglitazqne or salts thereof in combination with a biguanide.

13.  Plaintiff TPC has been and still is the owner through assignmeﬁt of the ‘584
patent, which expires on June 19, 2016.

14, United States Patent No. 6,329,404 (“the ‘404 patent”), entitled “Pharmaceutical
composition,” a true and correct copy of which is appended hereto as Exhibit B, was ciuly issued
on December 11, 2001 to inventors Hitoshi Tkeda, Ta.ka.shi Sohda and Hiroyuki .Odaka, anci
assigned_to plaintiff TPC. The ‘404 patent claims, inter alia, a pharmaceutical composition -
comprising pioglitazo;lé or salts thereof in comﬁination with an insulin secretion enhancer (e.g.,
a sulfonylurea, such as glimepiride) and methods for treating diabetes which comprise
administering a therapeutically effectiye amount of pioglitazone or salts thereof in combination
with an insulin secretion enhancer.

15. Plaintiff T-PC has been and still is the owner through assignment of the ‘404

patent, which expires on June 19, 2016.
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16.  United States Patent No. 6,166,043 (“the ‘043 patent”), entitled “Pharmaceutical
Composition,” a true and correct copy of which is appended hereto as Exhibit C, was duly
issuedron December 26, 2000 to iﬁventors Hitoshi Ikeda, Takashi Sohda and Hhom Odaka,
and assigned to plaintiff TPC. The ‘043 patent claims, inter alia, methods- for reducing the
armount of active components administered to a diabetic patient, which comprise administering a
therapeuticaliy effective amount of pioglitazone or salts thereof in combination with a biguaﬁide,
e. g., metformin.

17.  Plaintiff TPC has been and still is the owner through assignment of the ‘043
patent, which expires on June 19, 2016.

18.  United States Patent No. 6,172,090 (“the ‘090 patent™), entitled “Pharmaceutical
Composition,” a true and correct copy of which is appended hereto as Exhibit D, was duly
issued on January 9, 2001 to inventors Hitoshi Tkeda, Takashi Sohda and Hiroyuki Odaka, and
assigned to plaintiff TPC. The ‘090 patent claims, inter @, methods for reducing the side
effects of active componeﬁts administered to a diabetic patient, which comp{ise administering a
therapeutically effective amount of pic.)glitazone or salts thereof in combination with a biguanide,
e. g., metformin, as the active components.

19.  Plaintiff TPC has been and still is the owner through assigﬁm_ent of the ‘090
pateﬁt, which expires on June 19; 2016.

20.  United States Patent No_. 6,211,205 (“the ‘205 patent”), entitled “Pharrﬁaceutical |
Composition,” a true and correct copy of which is appended ﬁereto as Exhibit E, was duly
issued on April 3, 2001 to inventors Hitoshi Tkeda, Takashi lSohda‘and Hiroyuki Odaka, and
assigned tu-:) plaintiff TPC. The 205 patent clail_ns',r inter alia, methods for reducing the amount of

active components administered to a diabetic patient, which comprises administering a
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therapeutfca]ly effective amount of pioglitazone or salts thereof in combination with an insulin
secretion enhaﬁcer (eg.a sulfonylurea).

21. Plail_ltiff TPC hés been and still is the owner through assignment of the ‘205
patent, which expires on June 19, 2016. |

22. United States Patent No. 6,271,243 (“the 243 patent”), entitled “Pharmaceutical
Composition,” a true and correct copy of which is appended heretd as Exhibit F, was duly issued
on August 7, 2001 to inventors Hitoshi Ikeda, Takashi Sohda and Hiroyuki Odaka, and assigned
to pia'mtiff TPC The 243 patent claiq:ns, inter afia, methods for reducing the side éffects of 7
active components administered to a diabetic patient, which comprises administering a
therapeutically effeﬁtive amount of pioglitazone or salts thercof in combination with an insulin )
preparation. |

23.  Plaintiff TPC has been and still is the ‘owner through assignment of the *243

patent, which expires on June 19, 2016.

| 24, United States Patent No. 6,303,640 (“the 640 patent™), entitled “Pharmaceutical
Composition,” a true and correct copy of which is appended herett_) as Exhibit G, was duly
issued on October 16, 2001 to inventors Hitoshi Ikeda; Takashi Sohda aud. Hiroyuki Odaka, and
assigned to plaintiff TPC. The *640 patent claims, inter alia, methods for Iéducing the s_ide
effects of active components administered to a diabetic patient, which comprises adxﬁi.tﬁstering a
tﬁerapeutically effective amount of a pioglitazone or salt thereof in combination with an in‘suh'n
secretion enhancer '(g.'g., a sﬁlfonylurea).

25.  Plaintiff _TPC has been and still is the owner through assignment of the ‘640

patent, which expires on August 9, 2016.
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26.  Plaintiff TPC has granted an exclusive license to plaintiff TPNA under the ‘584
patent, the ‘404 -patent, the ‘043 patent, the ‘090 patent, the ‘205 patent, the ‘243 patent, and the
‘640 patent (collectively, the “Takeda Patents™).

27.  Inaccordance with its éxclus_ive licenée, plaintiff TPNA sells pioglitazone-
containing drug products under the trade name ACTOS®, among others, in the United States.
Sales of TPNA’s piogli‘iazone—containing drug products are made pursuant to approval by the
FDA of, among others, NDA No. 21-073.. |

28.  Plaintiff TPC manufa;tures the ACTOS® drug products sold by TPNA.

29,  Plaintiffs TPC and TPNA will be both substantiaily and irreparably harmed by
infringement of any of the Takeda Patents. There is no adequate remedy at law.

COUNTI |

(INFRINGEMENT OF TIHE ‘584 PATENT UNDER 35 U.S.C. § 271(E)(2)(A))

30. Plaintiffs TPC and TPNA repeat and incorporate herein by reference the
allegations contained in each of the foregoing paragraphs.

31. Upon- information and bel_ief, Macleods filed an Abbfeviated New Drug
Application (“ANDA”) with the Food and Drug Administration (“FDA”) under 21 U.S.C. §
355() (ANDA No. 202467) seeking approval to market 15 mg, 30 mg, and 45 mg tablets
- comprising ploglitazone as its hydrochloride (“HCI”) salt.

32. By this ANDA filing, Macleods has indicated that it ﬁtends to engage, and that
there is substantial likélihood that it will engage, in the commercial manufacture, impo%taﬁou,
~ use, offer for sale, and/or.sale, or inducement thereof, of plaintiffs’ patented pioglitazone drug

products imrﬁediately or imminently upon receiving FDA approval to do so. Also by its ANDA
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filing, Macleods has indicated that its drug products containing pioglitazone are bioequivalent to
Takeda’s piog]itazone drug Produdts.

33. By its ANDA filing, Macleods seeks to obtain approval to commercially
manufacture, use, import, offer for sale, and/or sell, alleged generic equivalents of plaintifis’
ACTOS® pioglitazone drug products prior to the expiration date of the ‘584 patent.

34. By aletter (the “Notice Letter”) dated April 18, 2010, Macleods informed TPC
and TPNA that Macleods had filed a certification to the FDA, pursvant to 21 U.S.C. §
355(D@)(AYVID)(IV). On or about April 19, 2011, NDA holder, TPNA, received the Notice
Letter. On or about April 22, 2011, paient owner, TPC, received a duplicate original of the
Notice Letier. : |

35.  The Notice Letter, purporting to be Macleods’s Notice of Certification under 21
U.S.C. § 355G)(2)(B)(ii), indicates that Macleods intends to manufacture, use or sell pioglitazoné :
hydrochloride tablets before the exﬁiration of the ‘584 patent.' The Notice Letter states that “in
its opinion and to the best of its knowledge, each claim of tthe ‘584 patent] . . . is invalid and/or
will not be infringed by the commercial ﬁanufacture, use or sale -of the drug product déscribed
by Macleods’ ANDA.”

36.  Macleods’s filing of ANDA No. 202467 for the purpose of obtaining FDA
approval to engage in the commercial manufaciure, use, importation, offer for sale and/or sale, or
inducement thereof, of drug products containing pioglitazone or salts thereof before the
expiration of the ‘584 patent is an act Vo.f infringement under 35 U.S.C. § 271(e)(2)(A).

37. - Macleods’s manufacture, use, importation, offer for sale, and/or séie, or
inducement thereof, of its proposéd pioglitazone drug product will induce iﬂfringement of at-

least one claim of the ‘584 patent under 35 U.S.C. § 271{)(2)(A).

3.
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38.  Upon information and belief, Macleods is aware or reasonably should be aware,
of the widespread use of 'piogli;tazone 111 combination therapy, and that such use does not require
a physician to co-prescribe pioglitazone with a biguanide, e.g., metformin. Further, patients
routinely take pioglitazone in combination with additional active COmponenté, such as
biguanjdgs. The intended Gse of pioglitazone in combination therapy to treat diabetes would be

readily apparent to customers of Macleods (e.g., inciuding, without limitation, physicians,
pharmacists, pharmacy benefits management companies, héalﬂ1 care providers who esfablish
drug formularies flor their insurers and/or patients).

39.  Upon information and belief, Macleods currently manufactures, markets, and/or
sells. the biguanide, Iﬁetformjn.

40.  Upon information and belicf, Macleods’s proposed label for its pioglitazone drug
produéts does not restrict the use of those products to only monotherapy. As is well known to
Ma;)ds and its éustoﬁers, the majority of patients treafed with pioglitazone také itin 7
combination ﬁth another antidiabetic drug, namely, such patients obtain treatment with
pioglitgzon;a in cbm’bination with a biguanide such as metformin, in'combination with an insulin
secretion enhancer such as a sulfonylurea, and/or in combination with an insulin preparation.
The beneficial effects of such combination therapy are well known to Macleods and customers of |
Macleods. On information and belief, Macleods will be marketing pioglitazone with specific _
intent; and/or with the desire to acﬁvely induce, aid and abet, infn'ngement of the *584 patent.
Macleods knows or reasonably should know that its proposed conduct will induce infringernent.

41.  Additionally, upon information and belief, Macleods’s proposed label also |

-prlovides, o-r willrbe required by the FDA to provide, information for patients regarding the co-

administration of, and/or drug interactions between, pioglitazone and biguanides, e.g.,

-9.
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metformin, and such information will promote the use of pioglitazone in combination with
biguanides, ¢.g., metformin. .The beneficial effects of such co-administration and/or interactions
are well known to customers of Macleods. By including this information in its label, Macleods
will be marketing pioglitazone with specific intent, and/or with the desire to actively induce, aid
and abet, infringement of the 584 patent. Macleods knows or reasonably should know that its
I_Jroposed conduct will induce infringement. |

42.  Upon information and belief, Macleods has planned and intended to actively
induce others to infringe the 584 patent when its ANDA application is. approved and plans and
intends to do so on approval.

43,  Upon information and belief, the acts of inﬁ*ingenllént alleged above are and have
been deliberate and willful, and in‘full knowledge of the existence of the ‘584 patent.

44, Unless Macleods is enjoined from infringing' and inducing the infringement of the
‘584 patent, plaintiffs will suffer substantial and irreparable injury. Plaintiffs have no ad.equa.te
rerﬁedy at law.

COUNT 11

(INFRINGEMENT OF THE ‘404 PATENT UNDER 35 U.S.C. § 271(E)(2)(A))

45. Plamtlffs TPC and TPNA repeat and mcorporate herem by reference the -
allegations contamed in each of the foregoing paragfaphs.

46. The Mﬁcleods Notice Letter also indicates that Macleods mtends-to manufacture,
use, or sell pioglitazone hydrochloride tablets before the expiration of the ‘404 patent. ._The
Notice Letter states that ““in its opinion and to the best of its kﬁowl’edge, each claim of [thé ‘404
patent]. . . is invalid and/or will ot be infringed by the commercial manufacture, use or séle of

the drug product described by Macleods’ ANDA.”

.10 -
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47.  Macleods’s filing of ANDA No. 202467 for the purpose of obtajﬁing FDA
approval to engage in the commércial manufacture, use, importation, offer for sale and/or sale, or
inducement thereof, of drug products containing pioglitazone or salts thereof before the

-expiration of the ‘404 patent 1s an act of infringement under 35 U.-S.C'. § 271(6)(2)(A).

48. ‘Macleoas’s manufacture, use, importation, offer {or sale, and/or sale, or
~ inducement thereof, of its proposed pioglitazone drug pro-d‘ucjc will induce infringement of at
least one claim of the ‘404 patent under 35 U.S.C. § 271(e)(2)(A).

49.  Upon information and belief, Macleods is awa;e or reasonably should be aware,
of the widespread use of pioglitazone in combination therapy, and that such use does not require
a physician to co-prescﬁbe pioglitazone with an insulin secretion enhancer (€.g., a sulfonylurea).
Further, patients routinely take pioglitazone m combination with additional active components,
such as iﬁsulin sécretion enhancers. The inteﬁded use of piog]itazone.i.n combination therapy
would be readily apparent to customers of Macleods (¢.g., including, without limitation,
physicians, pharmacists, pharmacy benefits managemént companies, health care providers who
establish drug fonnu-laxies for their insurers and/or patients).

50.  Upon information and belief, Macleods currenily manufactures, markets, and/or
sells the insulin secretion enhancer,. glimepiride.

~ 51. Upon information ‘amdl belief, Macleods’s propos_ed label for its pioglitazone drug
products does not restrict the use of tﬁose products to only monotherapy. As is well known to
Macleods and its customers, the majority of patients ‘treated With pioglitazone take it in- .
combination with another antidiabetic drug, namely, such patients obtain treatment with
pioglitazone m combination with a biguanide such as metformin, in combination with an insulin

secretion enhancer such as a sulfonylurea, and/or in combination with an insulin preparation.

211 -
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The beneficial effects of such combination therapy are well known to Macleods and customers of
Macleods. On information and belief, Macleods will be marketing pioglitazone with specific
intent, and/or with the desire to actively induce, aid and abet, infringement of the ‘404 patent.
Macleods knows or reasonably should know that its proposed conduct will induce infringement.

52.  Additionally, upon information and belief, Macleods’s proposed- label. aléo
provides, or will be required by the FDA to provide, information for patients regarding the co-
administration of, and/or drug interactions between, pioglitazone and insulin secretion enhancers
such as a sulfonylurea and such information will promote the use of pioglitazone in combination
 with iﬁsuli'n secretion enhancers such as a sulfonyturea. The beneficial effects of such co-
administration and/or interactions are well known to customers of Macleods. By including this
iﬂformzation in its label, Macleods will be marketing pioglitazone with specific intent, and/or
with the desire to actively induce, aid and abet, infringement of the ‘404 patent. Macleods
knows or reasonably should know that its proposed conduct will induce infringement.

| 53.  Upon information and belief, Macle(;ds has planned and intended to actively

induce others to infringe the ‘404 patent when its ANDA application is approved and plans and
intends to do so on approval.

54.  Upon informatio‘n and belief, the acts of infringement alleged above are and have

been deliberate and willful, and in full knowledge of the existence of the ‘404 patent.

57.  Unless Macleods is enjoined from infringing and inducing the miringement of the

‘404 patent, plaintiffs will suffer substantial and irreparable injury. Plaintiffs have no adequate

remedy at law.

-12-
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COUNT 11T

(INFRINGEMENT OF THE METHOD CLAIMS OF THE ‘584 PATENT
UNDER 35 U.S.C. § 271(b))

58.  Plaintiffs TPC and TPNA repeat and incorporate herein by reference the
allegations contained in each of the foregomg paragraphé. | ‘

59.  Upon information and bélief, approval of ANDA 202467 is substantially likely to
result m the commercial manufacture, use, importation, offer for sale, and/or sale, c;r inducément
theredf, of a drug product which is markéted and sold for use in a method claimed in one or more
claims of the ‘584 patent, immediately or imminently upon approval of the ANDA, and pﬁor to
the expirati_oﬁ o.f the ‘584 patent.

60.  Upon information and belief, Macleods is aware or reasonably should be aware,
of the widespread use of pioglitazone in the methods of one or more claims of the 534 patent
and that use in such methods does not require a physician to co—prescﬁbe pioglitazone with a
biguanide, e.g., metformin. Further, patients routinely take pioglitazone in combination with _
additional active components, such as biguanides for ﬁse in mgthods covered by the ‘584 patent.
Tﬁe intended use of pioglitazone in combination therapy to treat diabetes would bé readily
apparent 1o a customer of Macleods (e.g., including, without limitation, physicians, phannacists,
pharmacy benefits inanag-tament companies, health care providers who establish drug formularies
for their insurérs and/or patients).

61.  Upon inforrhation and belief, Macleods’s proposed labél for its pioglitazone drug
products does not _réstrict the usé of those prpducts to only monotherapy. Asis well known to
Macleods and its custoﬁers, the majority of patients treated with pioélitazone take it in
combination with another antidiabetic drug, hamely, such paﬁents obtain Heatﬁnent with

pioglitazone in combination with a biguanide such as metformin, in combination with an insulin

-13-
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secrétion enhancer such as a sulfonylurea, and/or in combination with an insulin prepération.
The beneficial effects of such combination therapy are well known to Macleods and customers of
Macleods. On information and belief, Macleods will be marketing pioglitazone with specific
intent, and/or with the desire to actively induce, aid and abet, infringement of the 584 patent.
Macleods knows or reasonably should know that its proposed conduct will induce infringement.

62.  Additionally, upon information and belief, Macleods’s proposed label also
provides, or will be fequired by the FDA to provide, information for patients regarding the co-
administration of, and/or drug interactions betweén, pioglitazone and biguanides, and such
information will promote the use of pioglitazone in combination with biguanides, ¢.g.,
metformin. The beneficial effects of such co-administration and/or interactions are well known
to customers of Macleods. By including this information in its label, Macleods will be
marketing pioglitazone with specific infent, and/or with the desire fo actively induce, aid and
abet, inﬁingemeﬁt of the ‘584 patent. Macleods knows or reasonably should know that its
proposed conduct will induce infringement.

63. .Upon information and belief, the acts of infripgement alleged above are and have
been deliberate and wiltful.

64. Unless Macleods is -enjoined ,ﬁ(.)m infringing and inducing infringement of the
‘584 patent, plaintiffs wili suffer substantial and irreparable injury. Plaintiffs have no adequate
remedy at law.

COUNT IV

(INFRINGEMENT OF THE METHOD CLAIMS OF THE ‘404 PATENT
UNDER 35 U.S.C. § 271(b))

65.  Plaintiffs TPC and TPNA repeat and incorporate herein by reference the

aHegatidns contained in each of the foregoing paragraphs.
- 14 -
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66.  Upon information and belief, approval of ANDA 202467 is subétantially likely to
result inrthe commercial manufacture, use, importation, offef for sale, and/or sale, or inducement
thereof, of a drug product which is marketed and sold for use in a method claimed in the 404
patent, Mediately or imminently upon approval of the ANDA, and prior to the expiration of
the ‘404 patent.

67.  Upon information and belief, Macleods is aware or reasonably shc;uld be aware,
of the widespread use of pioglitazone in the methods of one or more claims of the ‘404 patent
and that use in such methq‘d does not require a physician to co-prescribe pioglitazone with an
insulin se'cr.etion enhancer (e.g., a sulfonyluréa). Further, patients routinely take pioglitazoﬁe in
combination with additional active components, such as insulin secretion enhancers for use in
methods covered by the ‘404 patent. The intended use of pioglitazone in combination therapy to
treat diabetes would be readily apparent to a customer of Macleods (e.g., including, without
limitation, physicians, pharmacists, pharmacy benefits management companies, health care
providers who establish drug formularies for their insurers and/or patients).

68.  Upon information and bélief, Maclequ’s proposed label for its pioglitazone drug
products does not restrict the use of those products to only monotﬁerapy. As is well known io
Macleods and its customers, the majozity of patients treated with pioglitazone take it in
combination with another antidiabetic drug, namely, such _patienf-s obtain treatment with
pioglitazone in combination with a biguanide such as metformin, in combination w1th an insulin
secretion enhancer such as a suifonylurea, and/or in combination with an insulin preparation.
The beneﬁéial effects of such combination therapy are well known to Macleods and customers of.

‘Macleods. On information and belief, Macleods will be marketing pioglitazone with specific

-15-
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intent, and/or with the desire to actively induce, aid and abet, imfringement of the ‘404 patent.
Macleods knows or reasonably should k:npw that its proposed conduct will induce infrihgemept.

69. - Additionally, upon information and belief, NIacleods;s proposed label also
provides, or will be requi;ed by the FDA to provide, information for patients regarding the co-
administration of, and/or drug interactions bétween, i)ioglitazone and insulin secretion enhancers
such as a sulfonylurea and su(.:h information will promote the use of pioglitazone in combination
with an insulin secretion enhancer, such as a sulfonylurea. The beneficial effects of such co-
adﬁﬁni.stration and/or iﬁteractions are well known to customers of ‘Macleods. By including ﬂ];s
information in its label, Macleods will be marketing piog]i.tazone with speciﬁc intent, and/or
with the desire to actively induce, aid and abet, infringement of the ‘404 patent. Macleods
knows or reasonably should know that its proposed conduct will induce infringement.

70.  Upon information and belief, the acts of in_ﬁingéﬁlent alleged above are and have
been deliberate and willful. |

71. - Unless Macleods is enjoined from infringing and inducing infringement of the
*404 patent, plaintiffs will suffer substantial and irreparable injury. Plaintiffs have no adec.luatg" :
remedy at law.

COUNT Y

(IN FRINGEMENT OF THE METHOD CLAIMS OF TIE ‘043 PATENT
' UNDER 35 U.S.C. § 271(b))

72.  Plainufi{s TPC and TPNA repeat and incorporate herein by reference the
allegations contained in each of the foregoing paragraphs.

73.  Upon information and bfelief; approval of ANDA 202467 is substantially likely to
result in the; commercial manufacture, ﬁse, importation, off_er for sale and/or sal_e, or inducement

thereof, of a drug product which is marketed and sold for use in a method claimed in one or more
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claims of the ‘043 patent, immediately or immjnently upen ép'proval of the ANbA, and prior to
- the expiration of the_‘043 patent.

74, | Upon in_formation and belief, Macleods is aware or reasonably should be aware,
of the widespread usé of pioglitazone in the methods of one or more claims of the *043 patent
and that use in such methods does not require a physician to co-prescribe pioglitazone with a
biguanide, e.g., meﬁdﬁﬁn. Further, patients rouﬁnely take pidglita_ione in combination with

additional active components, such as biguanides for use in methods covered by the “043 patent.

The intended use of pi;)glitazone in combination therapy to reduce the amount of active
components used in such therapy would be readily apparent fo a customer of Macleods {e.g.,
including, without limitation, physicians, pharmacists, pharmacy benefits management

| companies, health care providers who establish drug formularies for their insurers and/or
patients).

75. ﬁpon information and belief, Macleods’s proposed label for its pioglitazone drug
products does not restrict the use of those producfs to only monotherapy. As is well known to
Macleods and its customers, the majority of patients treated with pioglitazone take it in
combination with another antidiabetic drug, namely, such patients obtain treatment with
pioglitazone in combination with a bigﬁanide such as metformin, in combination with an insulin
_secretion enhancer such as a sulfonylurea, and/or in combination with an insulin preparation.
The beneficial effects of such cdmbination therapy are well known to Macleods and customers of
Macleods. On information and belief, Macleods will be iarketing pioglitazone with speciﬂc
intent, and/or with the desire to actively induce, aid and abet, infringement of the “043 patent.

Macleods knows or reasonably should know that its proposed conduct will induce infringement.
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76.  Additionally, upon information and belief, Macleods’s proposed label also
7 provides, or will be required by the FDA to provide, information for patients régarding the co-
administration of, and/or diug interactions between, pioglitazone and biguanides, e.g., metformin
and such infonnatioﬁ will promote the use of pioglitazone in combination with biguanides, ¢.g.,
metformin. -'I'hé beneficial effects of such co-administration and/or interactions are well known
io customers of Macleods. By including this information in its label, Macleods will be
marketing pioglitazone with specific intent, and/or with the desire to actively induce, aid and
abet, infringement of the ‘043 patent. Macleods knows or reasonably should know that its
proposed conduct will induce infringement.
77.  Upon information and belief, the acts of infringement alleged above are and have
been deliberate and willful.
78.  Unless Macleods is enjoined from iilﬁ“ingiﬂg and inducing infringement of the
‘043 patent, plaintiffs will suffer substantial and irreparable injury. Plaintiffs have no adequéte
remedy at law. |
COUNT VI _

(INFRINGEMENT OF THE N[ETHOD CLAIMS OF THE ‘090 PATENT
UNDER 35 U.S.C. § 271(b))

79.  Plaintiffs TPC and TPNA repeat and incorporate herein by reference the
allegations contained in each of the foregoing péragraphs.
| 80.  Upon information and belief, approval of ANDA 202467 is substantially 1ikeiy to
result in the cornmercial manufacture, use, importation, offer for sale and/or sale of a drug
prodﬁct which is marketed énd sold for use in a method claimed in one- or more claims of the.
‘090 patent, immedia“tely or imminently upon aplirc;val of the ANDA, and prior to the expiration

of the ‘090 patent.
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81.  Upon information and belief, Macleods is aware or reasonably should be aware,
of the widespread use of piogﬁtaione in the methods of one or more claims of the ‘090 patent,
and that use in éuch methods does not require a physician to co—prescribe pioglitazone with a
biguéniﬁe, e.g., metformin. Further, patients routinely take pioglitazone in combination with
additional active componénts, such as biguanides for use in methods covered by the 090 paten.
The intended use éf pioglitazone in combination therapy to reduce side effects of such therapy
‘would bé readily apparent to a customer of Macleods (e.g., including, withqut limitation,
physicians, pharmacists, pharmacy benefits management companjes., health care providers who
establish drug formularies for their insurers and/or patients).

82.  Upon information and belief, Macleods’s proposed label for its piog]itazbne drug
rproducts does not restrict the use of those products to only monotherapy. Asis well known to
Macleods and its customers, the majority of patients treated with pioglitazone take it in
combination with another antidiabetic drug, namely, such patients obtain freatment with
pioglitazone in combination with a biguanide such as metformin, in combination with an insulin
secretion enhancer such as a sulfonyluréa, and/or in combination with an insulin preparation.
The beneﬂcial effects of such combination therapy are well known to Macleods and customers of
Macleods. On information and belief, Macleods will be marketing ploglitazone with specific
intent, and/or with the desire to actively induce, Iaid and abet, infringement of the ‘090 patent.
Macleods knows or reasonably should know that its prqposed conduct will induce infringement.

§3.  Additionally, upon Mo@ation and beliefl, Macleods’s proposed label also
provides, or will be required by the FDA to prdvide, information for patients regarding the co-

administration of, and/or drug interactions between, pioglitazone and biguanides, e.g., metformin

and such information will promote the use of pioglitazone in combination with biguanides, €.g.,
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metformin. The beneficial effects of such co-administration and/or interractions are well known
to customers of Macleods. By including this information in its label, Macleods will be
marketmg pioglitazone with specific intent, and/or with T_he desire to actively induce, aid and
abet, infringement of the ‘090 patent. Macleods knows or reasonably should know that its
proposed conduct will induce infringement. |

84, Upon information and ;belief, the acts of infringement alleged above are and have
been deliberate and willful. |

85.  Unless Maclgods is enjoined from hlﬁinging and inducing infringement of the
“090 patent, plaintiffs will suffer substantial and irreparable injury. Plaintiffs have no adequate
remedy at law.

COUNT VI

(INFRINGEMENT OF THE METHOD CLAIMS OF THE ‘205 PATENT
UNDER 35 U.S.C. § 271(b))

86, Plaintiffs TPC and VTPNA repeat and incorporate herein by reference the
allegations contained in each of the foregoing paragraphs.

87.  Upon information and belief, approval of ANDA 202467 is substantially likely to
result in the commercial manufacture, use, importation, offer for sale and/or sale, or inducement
thereof, of a drug product win'ch is marketed and sold for use in a method claimed in oné or more ‘
claims of the ‘205 patent, immediately or imminently upon approval of the ANDA, and prior to
the expiration of the ‘205 patent.

88.  Upon information and belief, Macleods is aware or reasonably should be aware,
of the widespread use of pioglitazone in the methods of one or more claims of the “205 patent
and that use in such methods 'does not requite a éhysician torco—prescril-:ue pioglitazone with an

insulin secretion enhancer (e.g., a sulfonylurea). [Further, patienis routincly take pioglitazone in
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combination with additional active components, such as insulin secretion enhancers for use in
methods covered by the 205 patent. The intended use of pioglitazone m .combination therapy to
. teduce the aJ;llount of active components used in such therapy would be readily apparent to a
customer of Macleods (e.g., including, without limitation, physicians, pharmacists, pharmacy
benefits I:.Lﬁnagement companies, health care providers who establish drug formularies for their
insure.r-s and/or patients).

. 89.  Upon information and beﬁef, Macleods’s proposed label for its pioglitazone drug
products does not restrict the use of those products to only monothf;rapy. As is well known to
Macl;eods and its customers, the majority of patients treated with pioglitazqne take it in
combination with another antidiabetic drug, namely, such patients obtain treatment with
pioglitazone in combination with a biguanide such as metformin, in combination with an insulin
secretion erthancer such as a sulfonylurea, and/or in combination with an insulin preparation.

The beI_leﬁ;:ial effects of such combination therapy are well known to Macleods and customers of
Macleods. On information and belief, Macleods will be marketing pioglitazone with speciﬁé
intent, and/or with the desire to actively induce, aid and abet, infringement of the ‘205 patent.
Macleods knows or reasonably shouid know that its proposed conduct will induce infringement.
90.  Additionally, upon information and belief, Macleods’s proposed label also
provides, or will be required by the FDA to prov1de information for patlents regarding the co-
administration of, and/or drug interactions between, pioglitazone and insulin secretion enhancers
such asa _sulfonylurea and such information will promote the use of pioglitazone m combination
with insulin secretion enhancers. The beneficial effects of such co-administration and/or
interactions are well knpr to customers of Macleods. By—including this information 1n its label,

Macleods will be marketing pioglitazone with specific intent, and/or with the desire to actively
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induce, aid and abet, infringement of the ‘205 patent. Macleods knows or reasonably should
know that its proposed conduct will induce infringement. |

91.  Upon information and belief, the acts of infringement alleged above are and have
been deliberate and willful. '

92.  Unless Macleods is enjoined from infringing and inducing infringement of the
‘éOS patent, plaintiffs will suffer substantial énd irreparable injury. Plaintiffs have no édequate
remedy at law., |

COUNT VIIT

(INFRINGEMENT OF THE METHOD CLAIMS OF THE ‘243 PATENT
UNDER 35 U.S.C. § 271(b))

93.  Plaintiffs TPC and TPNA repeat and incorporate herein by refer;nce the
allegati0n§ contained in each of the foregoing paragraphs.

94,  Upon information and belicf, approval of ANDA 202467 is substantially likely to
result in the commercial manufacture, use, importation, offer for sale and/or sale, or illdﬁcement
thereof, of a drug product which is marketed and sold for use in a methods claimed in one or
more claims of the 243 patent, immediately or imminently upon approval of the ANDA, and
prior to the expiration of the 243 patent.

95.  Upon information and belief, Macleods is awaré or reasonably should be aware,
of the wideépread use of pioglitazone in thé methods of one 'or more claims of the ‘.243- patent
and that vse in such _ﬁlethods doés not require a physician to co-prescribe pioglitazone with an
insulin preparation. Further, ﬁatients routinely take pioglitazqne in combination with additional
active components, such as insulin préparations for use in methods covered by the *243 patent.
The intended use of pioglitazone in combination therapy to treat a diabetic patient to reduce side

effects of active components used in such therapy would be readily apparent to a customer of
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Macleods (e.g., _'mcluding, without limitation, physicians, pharmacists, pharmacy benefits
management companies, health care providers who establish drug formularies for their insurers
and/or patients).

96.  Upon information and belief, Macleods’s proposed label for its pioglitazone drug
products d;)es not restrict the use of those products to only monotherapy. As is well known to -
Macleods and_its customers, the majority of patients treated with pioglitazone take it in
combination with another antidiabetic drug, namely, such patients obtain treatment with
pioglitazone in combination with a biguanide such as metformin, in combination with an insulin
secretion enhancer such as a sulfonylurea, and/or 111 combination with an insulin preparation.
The beneficial effects of such combinatiop therapy are weli known to Macléods and customers of
Macleods. . On information and belief, Macleods will be marketmg_pioglijtazone with specific
intent, and/or with the_ desire to actively induce, aid and abet, infringement of the “243 patent.
Macleods knows or reasonably s.hould know :that its proposed conduct will induce infringerent.

97.  Additionally, upon information and belief, Macleods’s proposed label also
pfovides, or will be required by the FDA to provide, information for patients regarding the co-
administration of, and/or drug interactions between, pioglitazone and.inf;ulin preparations, and
such information will promote the use of pioglitazone in combination with insulin preparations.
The beneficial effects of such co-adminisiration and/or interactions are well known io customers
of Macleods. By including this information in its label, Macleods will be marketing pioglitazone
with specific intent, and/or with the desire to actively induce, aid and abet, infringement of the
‘243 patent. Macleods knows or reasonably should know that its proposed conduct will induce

" infringement.
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98. Upon information and belief, the acts of infringement alleged above are and have -

been deliberate and willful.
99,  Unless Macleods is enjpined from infringing and inducing infringement of the
‘243 patent, plainﬁffs will suffer substantial and irreparable injury. Plaintiffs have no adequate
remedy at law.
COUNT IX

(INFRINGEMENT OF THE METHOD CLAIMS OF THE ‘640 PATENT
UNDER 35 U.S.C. § 271(b)) |

100.  Plaintiffs TPC and TPNA repeat and incorporate herein by reference the

allegations .contain;ed in each of the foregoing paragraphs.

| 101.  Upon information and belief, approval of ANDA 202467 is substantially likely to
i'esult in the commercial manufacture, use, importation, offer for sale and/or sale, or inducement
thereof, of a drug product which is marketed angd sold for use in a methods claimed in one or
more glajms of the ‘640 patent, immediately or imminently upon approval of the ANDA, and
prior to the expiration of the ‘640 patent. | | |

| 102.  Upon information and belief, Macleods is aware or reasonably should be aware,
of the widespread use of pioglitazone in the methods of one .or more claims of the ‘640 patents
and that use in such methods does not require a physician to co-prescribe pioglitazone with an
insulin secretion enbancer (eg.a sulfon;hlrea). Further, patients routinely take pioglitazone in
combination with additional active components, such as insulin seéretion enhancers for use in
methods covered by the ‘640 patent. The intended use of pioglitazone in combination therapy fo
redﬁce side effects of active components used in sucﬁ therapy. would be feadily apparent to a

customer of Macleods (e.g., including, without limitation, physicians, pharmacists, pharmacy
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benefits management companies, health care providers who establish drug formularies for their
insurers and/or patients). - |

_ 103. Upon information and belief, Macleods’s proposed label for its pioglitazone drug
products does not restrict the use of those products to only monotherapy. As is well known to
Macleods and its customers, the majority of patients treatéd with pioglitazone take itin -
combiﬁation with another antidiabetic drué, namely, such patients obtain treatment with
pioglitazone in combination with a biguanide such as metformin, in combination with an insulin
secretion enhancer such as a sulfonylurea, and/or treatment in combination with an insulin
preparation. The beneﬁcial effects of such combination therapy are weil known to Macleqdé and
customers of Macleods. On information and belief, Ma.cleods will be marketing piogli’[azpne
with specific intent, and/or wit_h the desire to actively induce, aid and abet, 'mﬁingement.of the
‘640 i)atent. Macleods knows or reasonably should know that its proposed conduct will induce
infringement. | |

104. Additionally, upon i_nfohnatioh and belief, Macleods’s proposed label also

provides, of will be required by thel FDA to provide, information for patients regarding the co-
administratioﬁ of, and/or drug interactions between, pioglitazone and insulin secretion enhancers
such as a sulfonylurea and that such information will promote the use of pioglitazone in
combination with an insulin secretion enhancer. The beneficial effects of such co-administration
and/or interactions are well known to customers of Macleods. By including this information in
its label, Mgcleods will be marketing piéglitazone with specific intent, and/or with the desire to _
actively induce, aid and abet, infringelhént of the 640 patent. Macieods knows or reasoﬁably

should know that its proposed cdnduét will induce infringement.
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105. Upon information and belief, the acts of infringement alleged above are and have

been deliberate and wﬂlful.

106.  Unless Macleods is enjoined frém infringing and inducing infringeﬁlent of the

‘640 patent, plaintiffs will suffer substantial and irreparable injury. Plaintiffs have no adequate
reﬁledy at law.

WHEREFORE, flainﬁffs request the following relief:

(a) a declaratory judgment pursuant to 28 U.S.C. § 2201 et seq. that making, using,
selling, offering to sell and/or importing Macleods’s drug product for which it
seeks FDA approval or ifs active ingredient pioglitazone will infringe at least
one claim of one or more of the Takeda Patents;

(b) a declaratory judgment pursuant to 28 U.S.C. § 2201 et seq. that inducing the
making, using, offering for sale, selling and/or importing of Macleods’s drug
product or its active ingredient pioglitazone, will infringe at least one claim of
one or more of the Takeda Patents; -

(c) a declaratory judgment pursuant to 28 U.S.C. § 2201 et seq. and an order
pursuant to 35 U.S.C. § 271(e)(4)(A) providing that the effective date of any
FDA appfoval for Macleods to commercially make, use, sell, offer to sell or
import pioglitazone or any drug produci: containing pioglitazone be no earlier
than the dafe following the expiration date of the last to expire of the Takeda
Patents (as extended, if applicable);

(d) a permanent injunction restraining and enjoining against any infringement by

defendants, their officers, agents, attorneys, employees, successors or assigns, or

those acting in privity or concert with them, of the Takeda Patents, through the

-26 - ' \



Case 1:11-cv-03109-DLC Document1 Filed 05/06/11 Page 51 of 51

commercial manufacture, use, sale, offer for sale or importation into the Unifed

States of pioglitazone or any drug product containing pioglitazone, and/or any

inducement of the same;

(e) Attorneys’ fees in this action under 35 U.S.C. § 285; and

(D Such further and other relief in favor of Plaintiffs and against Defendants as this

Court may deem just and proper.

Dated: New York, New York

May {, , 2011

Takeda Pharmaceutical Company Limited and
Takeda Pharmaceuticals North America, Inc.

By their atioreys,

[ S

Aﬂtﬁgﬁyﬁiola

Andre K. Cizmarik

Zachary W. Silverman

EDWARDS ANGELL PALMER & DODGE LLP
750 Lexington Avenue

New York, NY 10022

(212) 308-4411

David G. Conlin (to be admitted pro hac vice)
Barbara L. Moore (to be admitted pro hac vice)
Kathleen B. Carr (to be adimitted pro hac vice)
Adam P, Samansky (to be admitted pro hac vice)
EDWARDS ANGELL PALMER & DODGE LLP
111 Huntington Avenue

Boston, MA 02199-7613

(617)235-0100
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