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UNITED STATES DISTRICT COURT || "‘. JAN 487010
SOUTHERN DISTRICT OF NEW YORK {i{ 1}

WS

Takeda Pharmaceutical Company Limited and Civil Action No.
Takeda Pharmaceuticals North America, Inc.,

Plaintiffs,

V. ‘
COMPLAINT

Aurobindo Pharma Limited and
Aurobindo Pharma USA Inc.,

Defendants.

Plaintiffs, Takeda Pharmac‘eutical Company Limited (formerly known as Takeda
Chenﬁéal Industrieé, Ltd.) (“TPC”) and Takeda Pharmaceuticals North America, Inc. t“TPNA”)
(collectively, “Takeda”) by their unders_igﬁed counsel, for their Complaint against defendants
Aurobindo Pharma Limited (“Aurobindo Ltd.”) and Aurobindo Pharma USA Inc., (“Aurobindo

Inc.”) (collectively, “Aurobindo™), allege as follows:
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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(e)(2), 271(b), and
.2_81-283. Subject ;natter jurisdiction is proper under 28 U.S.C. §§ 1331 and 1338(a). Venue is
proper under 28 U.S.C. §§ 1391(b)~(c) and 1400(b). Personal jurisdiction over the defendants in
New York is proper under N.Y. C.P.L.R. §§ 301 and 302(a) and because defendants are doing

business in this jurisdiction.

Parties
2. TPC is a Japanese corporation having its corporate headquarters in Osaka, Japan
and principal place of business in Osaka, Japan. TPNA is a wholly owned U.S. sﬁbsidiary 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, lllinois and is organized
under the laws of Delaware.

3. TPC is engaged in the business of research, developing, manufacturing, and
marketing of a broad spectrum of innovative pharmaceutical products, including ACTOS® which
contains the active-ingredient pioglifazone.

4, On information and belief, Aurobindo Ltd. is a company organized and existing
under the laws of India, having its principal place of ‘ousfness in Hyderabad, Pradesh, India.

.Upon information and belief, ANDA No. 20-0268 was filed under the name of Aurobindo Ltd.

5. . Oninformation and belief, Aurobindo Inc. is a corporation 'organized and existing

under the laws of Delaware, having its principal place of business in New Jersey. Upon

information and belief, Aurobindo Inc. acts as the U.S. agent and distributor for Aurobindo Ltd.
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6. On information and belief, Aurobindo Inc. sells generic drugs, manufactured and
supplied by Aurobindo Ltd., throughout the United Stateé, including New York. Further,
Aurobindo Inc. has régistered to do business with the New York Department of State.

7. On information and belief, Aurobindo Inc. is a wholly-owned subsidiary of
Aurobindo Ltd. On information and belief, Aurobindo Ltd., directly or tﬁfough its wholly owned
subsidiary, Aurobindo Inc., sells and markets pharmaceutical produ;:ts throughout the United
States, including in this Judicial District.

8. Upon information and belief, Aurobindo is currenﬂy.tranéacting business in the
Southern District of New Yok, at least by making and shipping into ﬂﬁs Judicial District, or by
using, offering to sell or selling or by causing others to use, offer to sell or sell, pharmaceutical
products. Upon information and belief, Aurobindo derives substantial revenue from interstate
and/or international commerce, including substantial revenue from goods used or consumed or
services rendered in the State of New York and this Judicial District. By filing its ANDA,
Aurobindo has committed, and unless enjoined, will continue to commit a tortious act withdut
the State of New York, which Aurobindo expects or should reasonably expect to have

consequences in the State of New York.

The New Drug Application

9. TPNA sells pioglitazone-containing drug products under the trade name ACTOS®
in the United States putsuant to the United States Food and Drug Administ‘ration’s approval of a
New Drug Application (“NDA”) held by TPNA (NDA No. 21-073),

10.  ACTOS® is approved for use as an adjunct to diet and exercise to improve
glycemic control in patients with Type 2 Diabetes (non-insulin-dépendent diabetes ﬁlellitgs).

ACTOS®is indicated for monotherapy. ACTOS® is also indicated for use in combination with a
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sulfonylurea, metformin, or insulin when diet and exercise plus the single agent does nof result in
adequate glycemic control.

.11.  The approval letter for ACTOS®, with approved labeling, was issued by.fhe FDA
on July 15, 1999. The approval was for both monotherapy ;md coﬁlbination therapy, based upon
the FDA’s consideration of clinical studies, presented in a single NDA, for both types of

therapies.

12.  Certain amendments to the appfoved labeling for ACTOS® have subsequently

been approved.

The Patents in Suit

13.  United States Patent No. 5,965,584 (“the *584 patent”), entitled “Pharmaceutical .
Composition,” a true and corréct copy of which is appended hereto as Exhibit A, was duly
issued on October 12, 1999 to inventors Hitoshi Ikeda, Takashi Sohda and Hiroyuki Odaka and
assigned to plaintiff TPC. The 584 patent.claim's, m alia, a pharmaceutical composition
comprising pioglitazone [(£)-5-[[4-[2-(5-ethyl-2-pyridinyDethoxy]phenyl]methyl]-2,4-
thiazolidinedione}, or salts thereof in combination with a bignanide (e.g., metformin) and
methods for treating diabetes which éomprise administering a therapeutically effective amount of
~ pioglitazone or salts thereof in combination with a biguanide.

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

15.  United States Patent No. 6,329,404 (“the ‘404 patent™), entitled “Pharmaceutical
composition,” a true and correct copf of which is appended hereto as Exhibit B, was duly issued

on December 11, 2001 to inventors Hitoshi Ikeda, Takashi Sohda and Hiroyuki Odaka, and

assigned to plaiﬁtiff TPC. The ‘404 patent claims, inter alia, a pharmaceutical composition
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comprising pioglitazone or salts thereof in combination with an insulin secrefion enhancer (e.g.,
a sulfonylureé, such as repaglinide or glimepiride) and methods for treating diabetes which
comprise adnﬁnistering a t_herapeﬁtic ally effective amount of pio glifazone or salts thereof in
combination with an insulin secrétion enhancer.

16.  Plaintiff TPC has been and still is the owner through assignment of the ‘404
patent, which expires on June 19, 2016.

17.  United States Patent No. 6, 1}66,-043 (“the ‘043 patent”), entitled “Pharmaceutical
Compositioﬁ,” a true and correct copy of which is appended hereto as Exhlibit C, ﬁas duly
issued on December 26, 2000 to inventors Hifoshi Tkeda, Takashi Sohda and Hiroyuki Odaka,

and assigned to plaintiff TPC. The 043 patent claims, inter alia, methods for reducing the

amount of active components administered to a diabetic patient, which comprise administering a
| therapeutically effective amount of pioglitazone or salts tﬁereof in combination with a biguanide,

e. g., metformin. | |

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

19.  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 Ikeda, Takashi Sohda and Hiroyuki Odaka, and

assigned to plaintiff TPC. The ‘090 patent claims, inter alia, methods for reducing the side

effects of active components administered to a diabetic patient, which comprise administering a
therapeutically effective amount of pioglitazone or salts thereof in combination with a biguanide,

e. g., metformin, as the active components.
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20.  Plaintiff TPC has been and still is the owner through assignment of the ‘090
patent, which expires on June 19, 2016.

21.  United States Patent No. 6,211,205 (“the ‘205 patent™), entitled .“Pharmaceutical
Compositiop,” a true and correct copy of which is appended hereto as Exhibit E, was duly

issued on April 3, 2001 to inventors Hitoshi Tkeda, Takashi Sohda and Hiroyuki Odaka, and

assigned to plaintiff TPC, "The ‘205 patent claims, inter alia, methods for reducing the amount of ‘

active components administered to a diabetic patieat, which coniprises administering a
therapeutically effective amount of pioglitazone or salts thereof in combination with an insulin
secretion enhancer (e.g.; a sulfonylurea).

22.  Plaintiff TPC has been and still is the owner through assignment of the ‘205
patenf, which expires on June 19, 2016.

23.  United States Patent No. 6,271,243 (“the ‘243 patent”), entitled “Pharmaceutical
Composition,” a true and correct copy of which is appended hereto as Exhibit F, was duly issued
on August 7, 2001 to inventors Hitoshi Tkeda, Takashi Sohda and Hiroyuki Odaka, and assigned
to plaintiff "fPC. The ‘243 patent claims, inter alia, methods for reducing the side effects of
active components administered to a diabetic patient, which comprises administering a
therapeutically effective amount of pioglitazone or salts thereof in combination with an insulin
preparation. |

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

25.  United States Patent No. 6,303,640 (“the ‘640 patent™), entitled “Pharmaceutical

Composition,” a frue and correct copy of which is aﬁpended hereto as Exhibit G, was duly

issued on Oétober 16, 2001 to inventors Hitoshi Ikeda, Takashi Sohda and Hiroyuki Odaka, and

4
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assigned to plaintiff TPC. The ‘640 patent claims, inter alia, methods for reducing the side

effects of active components administered to a diabetic patient, which comprises administering a
therapeutically effective amount of a pioglitazone or salt thereof in Acombination with an insulin
secretion enhancer (e.g., @ sulfonyimea).

26.  Plaintiff TPC has been and still is the owner through assignment of the ‘640
patent, which expires on August 9, 2016. v

27.  Plaintiff TPC has granted an exclusive license to plaintiff TPNA under the ‘584
patent, the ‘464 patent, the ‘043 patent, the ‘090 patent, the “205 patent, the ‘243 patent, and the
‘640 patent (collectively, the “Takeda Patents”).

28.  Inaccordance with its exclusive license, plaintiff TPNA sells pioglitazone-
containing drug products under the trade name ACTOS®, among others, in the United States.
Sales of TPNA’s pioglitazone-containing drug products are made pursuént to approval by the
FDA of, among others, NDA No. 21-073.

29.  Plaintiff TPC manufactures the ACTOS® drug prodﬁcts sold by TPNA.

30.  Plaintiffs TPC and TPNA will be both substantially and irréparably harmed by
infringement of any of the Takeda Patents. There is no adequate remedy at faw.

COUNT I

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

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

allegations contained in eaéh of the foregoing paragraphs.
32.  Upon information and belief, defendant Aurobindo filed an Abbreviated New

Drug Application (‘“ANDA”) with the Food and Drug Administration (“FDA”) under 21 U.S.C.
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§ 355(j) (ANDA No. 20-0268) sceking approval to market 15 mg, 30 mg, and 45 mg tablets
coxﬁprising pioglitazone as its hydr(;chloride (“HC1”) salt. |

33. By this ANDA filing, Aurobindo has indicated that it intends to engage, and that
there is substantial likelihood fhat it will engage, in the commercial manufacture, importation,
use, offer foi' sale, and/or sale, or inducement thereof, of plaintiffs’ patented pioglitazone drug
products immediately or imminently upon receiving FDA approval to do so. Also by its ANDA
filing, Aurobindo has incﬁcated that its drug products containing pioglitazone are bioequivalent
to Takeda’s pioglitazone drug products. |

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

35. By a letter (the “Notice Letter”) dated December 2, 2009, Aurobindo informed
TPC and TPNA that Aurobindo had filed a certification to the FDA, pursuant to 21 U.S.C. §
355G)02)(A)(vii)(IV). On or about December 7, 2009, NDA holder, TPNA, received the Notice
Letter. On or about December 7, 2009, patent owner, TPC, received é duplicate original of the
Notice Letter. |

36.  The Notice Letter, purporting to be Aurobindo’s Notice of Certification under 21
U.S.C. § 355()(2)(B)(i) and/or (ii), indicates that Aurobindo intends to manufacture, use, import,
- offer for sale and/or sell, pioglitazone as its HCI salt prior to the expiration of the ‘584 patent.
The Notice Letter alleges that in Aurobindo’s opinion, its manufacture, use, importation, offer
for sale, or sale in the United States during the unexpired term of the *584 patent will not infringe

any claim of the ‘584 patent because the ‘584 patent is invalid and/or unenforceable and/or
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contains no claims that would be infringed by the manufacture, use, or sale of Aurobindo’s
Pioglitazone Hydrochloride 15, 30 and 45 mg Oral Tablets,

37. —Aurobindo’s filing of ANDA No. 20-0268 for the purpose of obtaining FDA
approval to engage in the commercial manufacﬁue, 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 of infringement under 35 U.S.C. § 271(6)(2)(A).

38.  Aurobindo’s manufacture, use, importation, offer for sale, and/or sale, or
inducement thereof, of its proposed pioélitazone drug product will induce infringement of at
least one claim of the ‘584 patent under 35 U.S.C. § 271(e)(2)(A).

39. . Upon information and belief, Aurobindo is aware or reasonably should Be aware,
of the widespread use of pioglitazoné in 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 components, such as
biguanides. The intended use of pioglitazone in combination therapy to treat diabetes would be
readily apparent to customers of Aurobindo (e.g., including, without limitation, physicians,
pharmacists, pharmacy benefits management companies, health care providers who establish
drug formularies for their insurers and/or patients).

.40. Upon information and belief, Aurobindo currently manufactures, markets,
imports, offers for sale and/or sells the biguanide, metformin.

41.  Upon information and belief, Aurobindo’s proposed label for its pioglitazone drug
products does not restrict the use of those products to only monotherapy. As is well known to
Aurobindo and its customers, the maj ority of patients treated with pioglitazone take it in

combination with another antidiabetic drug, namely, such patients obtain treatment with
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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 Aurobindo and customers
of Aurobindo. On h}fo.rmation and belief, Aurobindo will be marketing pioglitazone with
speéiﬁc intent, and/or with the desire to actively induce, aid and abet, infringement of the ‘584
‘patent. Aurobindo knows or reasonably should kﬁow that its proposed conduct will indﬁce
infringement.

42.  Additionally, upon information and belief, Aurobindo’s proposed label also
i::rovides, or will be required by the FDA to provide, information for patients regarding the co-
administration of, and/or drug interactions between, pioglitazone and biguanides, ¢.g.,
metformin, and such information will promote the use of pioglitazone in combination with
biguanides, e.g., metformin. The beneficial effects of such co-administration and/or interactions
are well known to customers of Aurobindo. By including this information in its label,
Aurobindo will be marketing pioglitazone with specific intent; and/or with the desire to actively
induce, aid and abet, infringement of the ‘584 patent. Aurobindo knows or reasonably should
know that its proposed conduct will induce infringement.

43,  Upon information and belief, Aurobindo intends to refer consumeré to Takeda’s
product, ACTOS®. Upon information and belief, such marketing practices are substantially
likely to lead a consumer of generic pioglitazone to infer that prescribing information for
ACTOS®, whiéh includes directions relating to the use of combiﬁations of ACTOS® and
metformin, a biguazﬁde, also applies to Aurobindo’s generic pioglitazone-containing drug

product.
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44,  Upon information and belief, Aurobindo 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.

45.  Upon information and belief, the acts of infringement alleged above are and have
been deliberate and willful, and in full knowledge of the existence of the *584 patent.

46,  Unless Aurobindé is enjoined from infringing and inducing the infringement of
the ‘584 patent, plaintiffs will suffer subétantial and irreparable injury. Plaintiffs have no
adequate remedy at law.

COUNTII

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

47.  Plaintiffs TPC and TPNA repeat and incorporate herein by reference the
allegations contained in each of the f(;regoing paragraphs.
48,  Aurobindo’s Notice Letter, purporting to be Aurobindo’s Notice of Ceﬁiﬁcation
“under 21 U.S.C. § 355G)2)BYD) and/for (ii), also indicates that Aurobindo intends to
manufacture use, sell or offer for sale pioglitazone as 1ts HCl salt pr101 to the explratlon of the
‘404 patent. The Notice Letter alleges that in Aurobindo’s opinion, its manufacture, use,
importation, offer for sale, or sale in the United States during the unexpired term of the ‘404
patent will not infringe any claim of the ‘404 patent because the ‘404 patent is invalid and/or
unenforceable and/or contains no claims that would be infringed by the manufacture, use, or sale
of Aurobindo’s Pioglitazoné Hydrochloride 15, 30 and 45 mg Oral Tablets.
49,  Aurobindo’s filing of ANDA No. 20-0268 for the purpose of obtaining FDA

approval to engage in the commercial manufacture, use, importation, offer for sale and/or sale, or
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inducement thereof, of drug products containing pioglitazone or salts thereof before the
expiration of the ‘404 patent is an act of infringement under 35 U.S.C. § 271(6)(2)(A).

50.  Aurobindo’s manufacture, use, importation, offer for sale, and/or sale, or
inducement 'thereof, of its proposed pioglitazone drug product will induce infringement of at
least one claim of the ‘404 patent under 35 U.S.C. § 271(e)(2)(A).

s1. Upon information and belief, Aur‘obindo is aware or reasonably should be aware,
of the widespread use of pioglitazone in combination therapy to treat diabetes, and that such use
doés not require a physician to co-prescribe pioglitazone with an insulin secretion enhancer (¢.g.,
a sulfonylurea). Further, patients routinely take pioglitazone in combination with additional
active components, such as insulin secretion enhancers. The intended use of pioglitazone in
combination therapy would be readily apparent to customers of Aurobindo (e.g., including,
without limitation, physicians, pharmacists, pharmacy benefits management companies, health
care providers who esfablish drug férmularies for their insurers and/or patients).

_52. Upon information and belief, Aurobindo currently manufactures, markets, and/or
sells the insulin secretion enhancer, glimepiride.

53,  Upon information and belief, Aurobindo’s proposed label fqr its pioglitazone drug
products does not restrict the use of those products to only ﬁonotherapy. As is well known to
Aurobindo 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 in combination with an insulin preparation.
The beneficial effects of such combination therapy are well known to Aurobindo and customers

of Aurobmdo On information and belief, Aurobindo wﬂl be marketing ploghtazone with
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specific intent, and/or with the desire to actively induce, aid and abet, infringément of the ‘404
patent. Aurobindo knows or reasonably should know that its proposed conduct will induce
infringement. |

54,  Additionally, upon information and belief, Aurobindo’s proposed label also
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 proniote the use of pioglitazone in combination
with insﬁlin secretion enhancers such as a sulfonylurea. The beneficial effects of such co-
administration and/or interactions are well known to customers of Aurobindo. By including this
information in its label, Aurobindo will be marketing pioglitazone with specific intent, and/or
with the desire to actively induce, aid and abet, infringement of the ‘404 patent. Aurobindo
knows or reasonably should know that its proposed conduct will induce infringement,

55.  Upon information and belief, Aurobindo intends to refer consumers to Takeda’s
product, ACTOlS®. Upon information and belief, such marketing practices are substantially
likely to lead a consumer of generic pioglitaz-one to infer that prescribing information for
ACTOS®, which includes directions relati‘ng tp the use of combinations of ACTOS® and an
insulin secretion enhancer (e.g., a sulfonylurea), also applics to Aurobindo’s generic
pioglitazone-containing drug product.

56.  Upon 'mformatioﬁ and belief, Auroﬁindo 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 apﬁroval.

57.  Upon information 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.
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57. Unless Aurobindo is enjoined from infringing and inducing the infringement of
the ‘404 patent, plaintiffs will suffer substantial and irreparable injury. Plaintiffs have no

adequate remedy at law.

COUNT 11T

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

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

59. Upon information and belief, approval of ANDA 20-0268 is substantially likely to
result in the commercial manufacture, use, importation, offer for sale, and/or sale, or inducement
thereof, of a drug product which is marketed and sold for use in a method claimed in one or more
claims of the ‘584 patent, immediately or imminently uﬁon approval of the ANDA, and prior to
the expiration of the ‘584 patent.

60.  Upon information and belief, Aurobindo is aware or réasonabiy 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 require a physician to co-prescribe pioglitazone with a
biguanide, e.g., metformin. Further, patients routinely take pioglitazone in combination with
additional active components, such as biguanides for use in methods covered by the ‘584 patent.
The intended use of pioglitazone in combination therapy to treat diabetes would be readily
apparent to a customer of Aurobindo (e.g., including, without limitation, physicians, pharmacists,
pharmacy benefits management companies, health care providers who establish drug formularies

for their insurers and/or patients).

NYC 339000.1 14




Case 1:10-cv-00247-DLC Document 1 Filed 01/13/10 Page 15 of 31

61.  Upon information and belief, Aurobindo’s proposed label for its pioglit.azone drug
products does not restrict the use of those products to only monotherapy. As is well known to
Aurobindo 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 biguanidé such as metformin, in combination with an insulin
secretion enhancer sqch as a sulfonylurea, and/or in combination with an insulin prepz;ration.
The beneﬁcial effects of such qombination therapy ar¢ well known to Aurobindo and customers
of Aurobindo. On information and belief, Aurébindo will be marketing pioglitazone with
speciﬁc intent, and/or with the desire to actively induce, aid and abet, infringement of the ‘584
patent. Aurobindo knows or reasonably should know that its proposed conduct will induce
infringement. |

62.  Additionally, upon information and belief, Aurobindo’s proposed label also
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 biguanides, and such
information will promote the use of pioglitazone in combination with biguanides, e.g.,
metformin. The beneficial effects of such co-adminisiration and/or interactions are well known
to customers of Aurobindo. By including this information in its label, Aurobindo will be
marketing pioglitazone with speéiﬁc intent, and/or with the desire to actively induce, aid and
abet, infringement of the ‘584 patent. Aurobindo knows or reasonably should know that its
proposed conduct will induce infringement.

63.  Upon information and belief, Aurobindo intends to refer consumers to Takeda’s
ﬁroduct, ACTOS®, Upon information and belief, such markéting practices are substantially

likely to lead a consumer of generic pioglitazone to infer that prescribing information for
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ACTOS®, which includes directions relating to the use of combinations of ACTOS® and a
biguanide, e.g., metformin, also applies to Aurobindo’s generic pioglitazone-containing drug
product.

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

63, Unless Aurobindo is enjoined from infringing and inducing infringement of the
‘584 patent, plaintiffs. will 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}

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

67.  Upon information and belief, approval of ANDA 20-0268 is substantiéliy likely to
result in the commercial manufacture, use, importation, offer 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, immediately or imminently upon approval of the ANDA, and prior to the expiration of
the ‘404 patent.

68.  Upon information and belief, Aurobindo is aware or reasonably should 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 methéd does not require a physician to co-pre_scribe pioglitazone with an
insulin secretioﬁ enhancer (e.g., a sulfonylurea). Further, patients r;:yutinely take pioglitazone 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
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treat diabetes would be readily apparent to a customer of Aurobindo (g.g., including, without
lifnitation, physicians, pharmacists, pharmacy benefits management companies, health care
providers who establish drug formularies for their insurers and/or Iﬁatientsj.

69.  Upon information and belief, Aurobindo’s proposed label for its pioglitazone drug
products does not restrict the use of those products to only monotherapy. As is well known to
Aurobindo 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 anl 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 Aurobindo and customers
of Aurobindo. On information and belief, Aurobindo will be marketing pioglitazone with
spfeciﬁc intent, and/of with the desire to actively induce, aid and abet, infringement of the ‘4Q4
patent. Aurobindo knows or reasonably should know that its proposed conduct will induce
infringement.

70.  Additionally, upon information and belief, Aurobindo’s proposed label also
provides, or will be required by the FDA to provide, information for patients regarding the co-
administration of, and/or drug mteractiqns between, pioglitazone and insulin secretion énhancers
such as a sulfonylurea and such information will promote the use of pioglitazone in combination
with an insulin secretion enhancer, such as a sulfonylurea. The beneficial effects of such co-
administration and/or interactions are well known to customers of Aurobindo. By including this
information in its label, Aurobindo will be marketing pioglitazone with specific intent, and/or
with the desire to gctively induce, aid and abet, infringement of the ‘404 patent. Aurobindo |

knows or reasonably should know that its proposed conduct will induce infringement.
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71.  Upon information and belief, Aurobindo intends to refer consumers to Takeda’s
product, ACTOS®. Upon information and belief, such marketing practices are substantially
likely to lead a consumer of generic pioglitazone to infer that prescﬁbing information for
ACTOS®, which includes directions relating to the use of combinations of ACTOS® and an
insulin secretion enhancer (e.g., a sulfonylurea), also applies to Aurobindo’s generic
pioglitazone-containing drug product.

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

73.  Unless Amobindo is enjoined from infringing and inducing infringement of the
‘404 patent, plaintiffs will suffer substantial and irreparable injury. Plaintiffs have no adequate
remedy at law. |

COUNT V

INFRINGEMENT OF THE METHOD CLAIMS OF THE ‘043 PATENT
UNDER 35 US.C. §271(b)

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

75.  Upon information and belief, approval of ANDA 20-0268 is substantiaily likely to
result in the commercial manufacture, use, importation, offer for sale and/or sale, or inducement
thergof, of a drug product which is marketed and sold for use in a method claimed in one or more
claims of the ‘043 patent, immediately or imminently upon approval of the ANDA, and prior to
the expiration of the ‘043 patent.

76. | Upon information and belief, Aurobindo is aware or reasonably should be aware,
of tine widespread use 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
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biguanide, e.g., metformin. Further, patients routinely take pioglitazone in combination with
additional active components, such as biguanides for use in methods covered by the ‘043 pate-nt‘
The intended use of pioglitazone in combination therapy to reduce the amount of active
components used in such therapy would be readily apparent to a customer of Aurobindo (e.g.,
including, without limitation, physicians, pharmacists, pharmacyrbeneﬁts management |
comparpies, health care providers who establish drug formularies for their insurers and/or
patients).

77.  Upon information and belief, Aurobindo’s proposed label for its pioglitazone drug
products does not restrict the use of those product‘s to only monotherapy. As is well known to
Aurobindo and its customers, the majority of patienis 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 in combinatién with an insulin preparation.
The beneficial, effects of such combination therapy are well known to Aurobindo and customers
of Aurobindo. On information and belief, Aurobindo will be marketing pioglitazone with
specific intent, and/or with the desire to actively induce, aid and abet, infringement of the ‘043
patent. Aurobindo knows or reasonably should know that its proposed éonduct will induce
infringement.

78.  Additionally, upon information and belief, Aurobindo’s proposed label also
provides, or will be required by the FDA to provide, information for patients regarding the co-
administration of, and/or drug interactions between, lpioglitazone and biguanides, e.g., metformin
and spch irjformation.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
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to customeré of Aurobindo. By including this information in its label, Aurobindo will be
market.ing pioglitazone with spepiﬁc. intent, and/or with the desire to actively induce, aid and
abet, infringement of the ‘043 patent. Aurobindo knows or reasonably should know that its
proposed conduct will induce infringefnent. -

79.  Upon information and belief, Aurobindo intends to refer consumers to Takeda’s
préduct, ACTOS®. Upon' information and belief, such marketing practices are substantially
likely to lead a consumer of generic pioglitazone to infer that prescribing information for
ACTOS®, which iﬁciu;le:S direciions relating to the use of combinations of ACTOS® and a
biguanide, e.g., metformin, also applies to Aurobindo’s generic pioélitazone-containing drug
product.

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

81.  Unless Aurobindo is enjoined from infringing and inducing infringement of the
‘043 patent, plaintiffs will suffer substantial and irreparable injury. Plaintiffs have no adequate
remedy at law.

COUNT V1

INFRINGEMENT OF THE METHOD CLAIMS OF THE ‘090 PATENT
UNDER 35 US.C. § 271(b)

82.  Plaintiffs TPC and TPNA repeat and incorporate herein by reference the
allegations contained in each of the foregoing paragraphs.
| 83. ‘Upon information and belief, approval of ANDA 20-0268 is substantially likely to
result in the commercial manufacture, use, in_aportation, offer for sale and/or sale of a drug

product which is marketed and sold for use in a method claimed in one or more claims of the
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‘090 patent, immediately or imminentiy upon approval of the ANDA, and prior to the expiration
of the ‘090 patent.

84.  Upon information and belief, Aurobindo is awafe or reasonably should be aware,
of the widespread use of pioglitazone in the methods of one or more claims of the *090 patent -
and that use in such methods does not require a physician to co-presciibe piorglitazoﬁe with é
biguanide, e.g., metformin. Further, patients routinely take pioglitazone in combination with
additional active components, such as biguanides for use in methods covered by the ‘090 patent.
The intended use of pioglitazone in combination tﬂerapy to reduce side éffects of such therapy
would be readily apparent to a customer of Aurobindo (e.g., including, without limitation,
physicians, pharmacists, pharmacy benefits management companies, health care providers who
establish drug formularies for their insurers and/or patients).

85.  Upon information and belief, Aurobiﬁdo’s proposed label for its pioglitazone drug
products does not restrict the use of those products to only monotherapy. As is well known to
Aurobindo and its customers, the majority of patients treated with piogiitazope take it in '

combination with another antidiabetic drug, ﬁamely, 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 Aurobindo and customgrsl
of Aurobindo. On information and belief, Aurobindo will be marketing pioglitazone with
s;ﬁeciﬁc intent, and/or with the desire to actively induce, aid and abet, infringement of the ‘090
patent. Aurobindo kﬁows or reasonably should know that its proposed conduct will indu;:e

infringement,
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86.  Additionally, upon information and belief, Aurobiﬁdo’s proposed label also

- 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 biguanides, ¢.g., métformin
and such information will promote the use of pioglitazone in combination with biguanides, e.g.,
metformin. The beneficial effects of such c;)—administration and/or interactions are well known
to customers of Aurobindo. By including this information in its label, Aurobindo will be
marketing pioglitazoﬁe with specific intent, and/or with the desire to actively induce, aid and
abet, infringement of the ‘090 patent. Aurébindo knows or reasonably should know that its
proposed conduct will induce infringement.

87.  Upon information and belief, Aurobindo intends refer consumers to Takeda’s
proéuct, ACTOS®. Upon information and belief, such marketing practices are substantially
likely to lead a consumer of generic pioglitazone to infer that prescribing information for
ACTOS®, which includes directions relating to the use of combinations of ACTOS® and a
biguanide, e.g., metformin, also applies to Aurobindo’s geﬁeric pioglitazone-containing drug
product.

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

'89.  Unless Aurobindo is enjoined from infringing and inducing infringement of the
“090 patent, plaintiffs will suffer substantial and irreparable injury. Plaintiffs have no adequate

remedy at law.
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COUNT VII

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

90.  Plaintiffs TPC and TPNA repeat and iﬁcorp orate herein by reference the
allegations contained in each of the foregoing paragraphs. |

91.  Upon information and belief, approval of ANDA 20-0268 is substantially likely to
result in the commercial manufacture, use, importation, offer “for sale and/or sale, or inducement
thereof, of a drug product ﬁhich is marketed and sold for use fn a niethod claimed in one or more
claims of the ‘205 patent, immediately or imminenﬂy upon approval of the ANDA, and prior to
the expiration of the ‘205 patent. |

92,  Upon information and belief, Aurobindo is aware or reasonably should be aware,‘
of the widespread .usé of pioglitazone in the methods of one or more claims of the *205 patent
and that use in such methods does not require a physician to co-prescribe pioglitazone with an
insulin secretion enhancer (e.g., a sulfonylurea). Further, patients rbutinely take pioglitazone in
combination with additional active components, such as insulin secretion enhancers for use in
methods covered by the ‘205 patent. The intended use of pioglitazone in combination therapy to
reduce the amount of active components used in such therapy would be readily apparent to a
customer of Aurobindo (g.g., including, without limitation, physicians, pharmacists, pharmacy
benefits management companies, health cate providers who establish drug formularies for their
insure.rs and/or patients). |

93.  Upon information and belief, Aurobindo’s proposed label for its pioglitazone drug
prpducts does not restrict the use of those products to only monotherapy. As is well known to
~ Aurobindo and its customers, the majority of patients treated with pioglitazone takeitin

combination with another antidiabetic drug, namely, such patients obtain treatment with
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piogﬁtazone in cémbination with a biguanide such as me£formin, in combination with an insulin
secretion enhancer such as a sulfonylurea, and/or in combinétion with an insulin preparation.
The beneficial effects of such combination therapy are well known to Aurobindo and customers
of Aurobindo. On information and belief, Aurobindo will be marketing pioglitazone with
specific intent, énd/or with the desire to actively induce, aid and abet, infringement of the 205

patent. Aurobindo knows or reasonébiy should know that its proposed conduct will induce -

infringement.

94.  Additionally, upon information and belief, Aurobindo’s proposed label also
provides, or will be réquired by the FDA to provide, information for patients regarding the co-
administration of, and/or drug interactions between, pioglitazone and insulin secretion enhancers
such asa sulfénylurea and such ihforxﬁation will promote the use of pioglitazone in combination
with insulin secretion enhancers. The beneficial effects of such co-administration and/or
interactions are well known to customers of Aurobiﬁdd. By including this information in its
label, Aurobindo will be marketing pioglitazone with specific intent, and/or with the desire to
actively induce, aid and abet, infringement of the ‘205 patent. Aurobindo knows or réasonably
should know that its proposed conduct will induce infringement.

95.  Upon information and belief, Aurobindo infends to refer consumers to Takeda’s
product, ACTQS®. Upon information and belief, such marketing practices are substantially
likely to lead a consumer of generic pioglitazone to infer that prescribing information for
ACTOS®, which includes directions relating to the use of combinations of ACTOS® and an-
insulin secretion enhancer (e.g., a sulfonylurea), also applies to Aurobindo’s generic

pioglitazone-containing drug product.
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96.  Upon infonﬁation and belief, the acts of infringement alleged above. are and have
been deliberate and willful,
97.  Unless Aurobindo is enjoined from infringing and inducing infringement of the
“205 patent, plaintiffs will suffer substantial-and irreparable injury. Plaintiffs have no adequate
remedy at law.
COUNT VIt

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

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

99.  Upon information and belief, a?proval of ANDA 20-0268 is substantially likely to
result in the commercial manufacture, 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 claims of the ‘243 patent, immediately or imminently upon approval of the ANDA, and
prior to the expiration of the ‘243 patent.

100. Upon information and belief, Aurobindo is aware or reasonably should be aware,
of the widespr;ead use of pioglitazone in the methods of one or more claims of the ‘243 patents
and that use in such methods does not require a physician to co-prescribe pioglitazone with an
insulin preparation. Further, patients routinely take pioglitazone in cozﬁbinatioﬁ with additional
active components, such as insulin preparations for use in methods covgred by the ‘243 patent.
The intended use of pioglitazone in combination therapy to treat a diabetic patient to reducé side
effects of active components used in such therapy would be readily apparent to a customer of

Aurobindo (e.g., including, without limitation, physicians, pharmacists, pharmacy benefits
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managemen"c companies, health care providers who establish drug formularies for their insurers
and/or paﬁents). -

101. Upon information and belief, Aurobindo’s proposed label for its pioglitazone drug
products does not restrict the use of those products to onI}./ monotherapy. AS is well known to
Aurobindo and its customers, the majority of paﬁents freated with pioglitazone take it in
combination with énother antidiabetic drug, namel-y, such patients obtain treatment with
pioglitazoﬁe in combination with a biguanide such as metformin, in combination With an insulin
secretion enhancer sgch as a sulfonylurea, and/or in combination with an insulin prepatation.

The beneficial effects of such combination therapy are well known to Aurobindo and customers
of Aurobindo. On information and belief, Aurobindo wﬂl be marketing pioglitazone with
specific intent, and/or with the desire to actively induce, aid and abet, infringement of the ‘243
patent. Aurobindo knows or reasonably should know that its proposed conduct will induce

. infringement.

102.  Additionally, upon information and belief, Aurobindo’s proposed label also
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 preparations, and
such information will promote the use of pioglitazone in combination with insulin preparations.
The beneficial effects of such co-administration and/or interactions are weli known to customers
of Aurobindo. By including this information in its label, Aurobindo will be marketing
pioglitazone with specific intent, and/or with the desire to actively induce, aid and abet,

infringement of the 243 patent. Aurobindo knows or reasonably should know that its proposed

conduct will induce infringement.
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103. Upon information and belief, Aurobindo intends to refer consumers to Takeda’s
product, ACTOS®. Upon information and belief, such marketing practices ére substantially
likely to lead é consumer of generic piogiitazone to infer that prescribing information for
ACTOS®, which includes directions relating to the use of combinations of ACTOS® and an
insulin preparation, alsq applies to Aurobindo’s generic pioglitazone-containing drug product.

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

105.  Unless Auzjobindo is enjoined from infringing and inducing infringement of the
“243 patent, plaintiffs will suffer substantial and irreparable injury. Plaintiffs have no adequate
remedy at law.

COUNTIX

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

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

107. Upon information aﬂd belief, approval of ANDA 20-0268 is substantially likely to
result in the commercial manufacture, use, importation, offer for sale and/or sale, or inducement
thereof, of a drug product which is mérketed and sold for use in a methods claimed in one or
more claims of the ‘640 patent, innnediately or imminently upon approval of the ANbA, and
prior to the expiration of the ‘640 patent.

1108, Upon information and belief, Aurobindo is aware or reasonably should be aware,

of the widespread use of piogiitazone 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 enhancer (e.g., a sulfonylurea). Further, patients routinely take pioglitazone in
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combination with additional active components, such as insulin secretion enhancers for use in
methods covered by the ‘640 patent. The intended use of pioglitézone in combination therapy to
reduce side effects of active components used in such therapy would br;a‘ readily appal;ent toa
customer of Aurobindo (e.g., including, without limit—ation, physicians, i;harrnacists, pharmacy
benefits management companies, health care providers who establish drug formularies for their
insurers and/or patients).

109. . Upon infonﬁation and belief, Aurobindo’s proposed label for its pioglitazone drug
| products does not restrict the use of those products to only monotherapy. Asis well known to

~ Aurobindo and its customers, the majority of patients treated witﬁ 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 treatment in combination with an insulin
preparation. The beneficial effects of such combination therapy are well known to Aurobindo
and customers of Aurobindo. On information and belief, Aurobindo will be marketin;g
pioglitazone with specific intent, and/or with the desire to actively induce, aid and abet,
infringement of the ‘640 patent. Aurobindo knows or reasonably should know that its proposed
conduct will induce infringement.

110. | Additionally, upon information and belief, Aurobindo’s proposed label also
provides, or will be required by the FDA to provide, information for patients regarding the co-
administration of, and/oy 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 insﬁlin secretion enhancer. The beneﬂcial effects of such co-administration

and/or interactions are well known to customers of Aurobindo. By including this information in
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its label, Aurobindo will be marketing pioglitazone with specific intent, and/or with the desire to
actively induce, aid and abet, infringement of the ‘640 patent. Aurobindo knows or reasonably
should know that its proposed conduct will induce infringement.

111.  Upon information and belief, Aurobindb intends to refer consumers to Takeda’s
" product, ACTOS®. Upon information and belief, such marketing practices are substantially
likely to lead a consumer of generic pioglitazone to infer that prescribing informétion for
ACTOS®, which includes directions relating to the use of combinations of ACTOS® and an
insulin secretion enhancer (e.g., a sulfonylurea), also applies to Aurobindo’s generic
pioglitazone-containing drug product. |

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

113. Unless Aurobindo is enjoined from infringing and inducing infringement of the |
‘640 patent, plaintiffs will suffer éubstantial and irreparable injury. Plaintiffs have no adequate

remedy at law.
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WHEREFORE, Plaintiffs request the following relief:

@

(b)

(©)

(D)

©

NYC 339600.1

a declaratory jﬁdgment pursuant to 28 U.S.C.Al§ 2201 et seq. that making, using,
selting, offering fo sell and/u;’)r impoﬁing Aurobindo’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 declaratory judgment pursuant to 28 U.S.C. § 2201 et seq. that inducing the
making, using, offering for sale, seliing and/or importing of Aurobindo’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 ¢t seq. and an order
pursuant to 35 U.S.C. § 271(e)}(4)(A) providing that the effective date of any
FDA appro‘_/al for Aurobindo to commercially make, use, sell, offer to sell or
import pioglitazone or any drug product containing pioglitazone be no earlier
than the date following the expiration date of the last to expire of the Takeda
Patenfs (as extended, if a.I.)plicable) ;

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
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;

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

Januvary |3, 2010

NYC 339000.1

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

By their attorneys, f\ /

Anthony J. \;Cl;a‘l:'ﬁ

Andre K. Ci

Joseph E. Czemiawski

EDWARDS ANGELL PAILMER & 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. Catr (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) 439-4444
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