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previously before this or any other Court of Appeals. 
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JURISDICTIONAL STATEMENT 

The district court had subject matter jurisdiction under 28 U.S.C. §§ 1331 

and 1338 (a) because the case involves substantial claims arising under the United 

States Patent Act, 35 U.S.C. § 1 et seq., under 28 U.S.C. §§ 2201 and 2202 

because the case presents an actual controversy concerning the noninfringement, 

invalidity and/or unenforceability of the patents-in-suit, and under 21 U.S.C. § 

355(j)(5)(C) as a civil action to obtain patent certainty brought in accordance with 

35 U.S.C. §271(e)(5).  Final Judgment in the district court dismissing Apotex’s 

claims for lack of subject matter jurisdiction was entered on January 9, 2014.  

Apotex timely appealed on February 4, 2014.  This Court has appellate 

jurisdiction under 28 U.S.C. § 1295. 
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STATEMENT OF THE ISSUE 

Whether the district court legally erred in concluding that a patentee’s 

disclaimer of a patent that continues to have an exclusionary effect by virtue of 

the patentee’s listing of that patent in the FDA Orange Book deprives the court of 

subject matter jurisdiction to decide Apotex’s civil action to obtain patent 

certainty under 21 U.S.C. § 355(j)(5)(C) and 35 U.S.C. § 271(e)(5), where the 

requisites of the statutes were satisfied and where, unless Apotex can obtain the 

declaratory judgment sought in this action, final FDA approval of its abbreviated 

new drug application will be delayed by at least 180 days. 
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STATEMENT OF FACTS AND OF THE CASE 

A. Statutory And Regulatory Background. 

The approval of prescription drugs is governed by the applicable provisions 

of the Federal Food, Drug, and Cosmetic Act (“FFDCA”), 21 U.S.C. § 301 et 

seq., as amended by the Drug Price Competition and Patent Term Restoration Act 

of 1984 (known as the “Hatch–Waxman Act”), and the Medicare Prescription 

Drug, Improvement, and Modernization Act of 2003 (“MMA” or “MMA 

Amendments”).  The underlying legislative scheme is set forth in the district 

court’s opinion (A2-A4.)  See also Dey Pharma. LP v. Sunovion Pharm. Inc., 677 

F.3d 1158, 1164 (Fed. Cir. 2012); Caraco Pharm. Labs. v. Forest Labs., Inc., 527 

F.3d 1278, 1283-84 (Fed. Cir. 2008).  To give context to this appeal, there are 

several points that are worth highlighting. 

First, the Hatch-Waxman Act has always provided that any company 

seeking to obtain FDA approval for its drug submit a New Drug Application 

(“NDA”) and identify all patents to which “a claim of patent infringement could 

reasonably be asserted if a person not licensed by the owner engaged in the 

manufacture, use, or sale of the drug.”  21 U.S.C. § 355(b)(1)(G); 21 C.F.R. 

§ 314.53 (c).  These patents are then published by the FDA, without scrutiny as to 

the scope of the patent claims, in the FDA’s “Approved Drug Products with 

Therapeutic Equivalence Evaluations,” known as the Orange Book.  Caraco, 527 
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F.3d at 1282.  See also 68 Fed. Reg. 36676, 36683 (June 18, 2003) (“In addition 

to the absence of any statutory basis for a substantive agency review of patents, 

we have long observed that we lack expertise in patent matters.  An 

administrative process for reviewing patents, assessing patent challenges, and de-

listing patents would involve patent law issues that are outside both our expertise 

and our authority.”); Caraco Pharm. Labs., Ltd. v. Novo Nordisk A/S, 132 S.Ct. 

1670, 1677 (2012) (discussing 68 Fed. Reg. 36683 and FDA’s lack of substantive 

review of patent listings in the Orange Book).   

Second, the Hatch-Waxman framework also permits generic companies 

wishing to market a drug covered by a NDA to file an abbreviated new drug 

application (“ANDA”).  (A3.)  In cases where the generic manufacturer seeks 

approval to market the generic pharmaceuticals before the expiration of one or 

more Orange Book listed patents, the generic generally must submit a “Paragraph 

IV” certification to the FDA that the applicable patents listed in the Orange Book 

are invalid or will not be infringed by the manufacture, use, or sale of the drug 

covered by its ANDA.  21 U.S.C. § 355(j)(2)(A)(vii)(IV); 21 C.F.R. 

§ 314.94(a)(12)(i)(A). 

Third, a primary purpose of the Hatch-Waxman Act is to promote and 

expedite the public’s access to lower priced generic drugs.  Teva Pharms. USA, 

Inc. v. Novartis Pharms. Corp., 482 F.3d 1330, 1344 (Fed. Cir. 2007) (“A central 
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purpose of the Hatch-Waxman Act and the subsequent ANDA declaratory 

judgment amendment to that Act is ‘to enable competitors to bring cheaper, 

generic ... drugs to market as quickly as possible.’” [citing 149 Cong. Rec. 

S15885 (Nov. 25, 2003) (Statement of Sen. Kennedy)]).  To achieve this purpose, 

the Hatch-Waxman Act facilitates early resolution of patent disputes between 

generic and brand drug companies by providing that the mere act of filing a 

Paragraph IV ANDA constitutes an “artificial” act of patent infringement. 35 

U.S.C. § 271(e)(2); Eli Lilly and Co. v. Medtronic, Inc., 496 U.S. 661, 678 (1990) 

(“Quite obviously, the purpose of subsection[] (e)(2) . . . is to enable the judicial 

adjudication upon which the ANDA . . . scheme[] depend[s].”)  Moreover, the 

Patent Statute states that “it shall be an act of infringement” to submit an ANDA 

“if the purpose of such submission is to obtain approval . . . to engage in the 

commercial manufacture, use, or sale of a drug . . . claimed in a patent or the use 

of which is claimed in a patent before the  expiration of such patent.”  35 U.S.C. § 

271(e)(2).  As this Court has explained, “§ 271(e)(2) is designed to create an 

artificial act of infringement for purposes of establishing jurisdiction in the 

federal courts.” Glaxo Group Ltd. v. Apotex, Inc., 376 F.3d 1339, 1351 (Fed. Cir. 

2004) (emphasis in original).   

Fourth, to incentivize challenges to weak or not infringed Orange Book 

listed patents, the Hatch-Waxman Act created a 180-day marketing exclusivity 
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period available to the first Paragraph IV ANDA filer.  21 U.S.C. 

§ 355(j)(5)(B)(iv).  During this 180 day period, the FDA cannot approve 

subsequent ANDA filer’s applications.  Dey, 677 F.3d at 1160.  However, the first 

filer’s eligibility for the 180-day exclusivity is not absolute, and there are several 

ways in which a first filer can forfeit this 180-day exclusivity if it cannot get its 

products to market quickly enough. 

B. The 2003 MMA Amendments. 

During the course of patent litigation arising out of the Hatch-Waxman 

prior to the 2003 MMA Amendments, it became clear that issues of 

gamesmanship were occurring between the brand and generic companies that 

undermined the underlying Hatch-Waxman goal of getting generic drugs to 

market quickly.  Novartis, 482 F.3d at 1343-44 (“For example, the brand drug 

company might have several patents listed in the Food and Drug Administration’s 

Orange Book with respect to a particular drug.  It could be in the company’s 

interest to bring suit within 45 days on one patent and to hold the others in 

reserve.” (quoting 149 Cong. Rec. 15885 (Nov. 25, 2003)(remarks of Sen. 

Kennedy)). 

The MMA Amendments involving the 180-day exclusivity forfeiture and 

declaratory judgment provisions were enacted to “close some loopholes that 

emerged and were exploited” in the original Hatch-Waxman legislation.  149 
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Cong. Rec. S16105-06 (Dec. 9, 2003) (remarks of Sen. Hatch); 149 Cong. Rec. 

S15882 (Nov. 25, 2003) (remarks of Sen. Kennedy, ranking member of the Senate 

HELP committee) (“[I]n recent years both brand-name and generic drug 

companies have exploited certain aspects of the Hatch-Waxman Act to delay 

generic competition.  The changes to the [ ] Act…will stop these abuses.”) 

Before the MMA amendments to the Hatch–Waxman Act, the first generic 

filer’s 180–day exclusivity period would begin to run if it began commercially 

marketing its drug or if there was a court judgment “holding the patent which is 

the subject of the certification to be invalid or not infringed.”  21 U.S.C. § 

355(j)(5)(B)(iv) (2000). 

Under the pre-MMA regime, if a first Paragraph IV ANDA filer were found 

liable in a § 271(e)(2) infringement action or simply failed to market its generic 

drug, then it would not trigger its own exclusivity period through the court-

judgment trigger or the commercial-marketing trigger.  Caraco, 527 F.3d at 1284.  

In that case, a subsequent Paragraph IV ANDA filer needed to obtain a court-

judgment that the NDA holder’s Orange-Book-listed patents are invalid or not 

infringed by the drug described in its subsequent Paragraph IV ANDA to cause a 

triggering event.  21 U.S.C. § 355(j)(5)(B)(iv)(II) (2000).  However, if the NDA 

holder could prevent the subsequent Paragraph IV ANDA filer’s court challenge, 

it would be able to delay FDA approval of the subsequent Paragraph IV ANDA 
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and thus delay the subsequent Paragraph IV ANDA filer’s entry into the market.  

As such, there was little incentive to the brand company to initiate a lawsuit 

against the subsequent filer because doing so might result in a triggering of the 

first filer’s exclusivity.  Yet the interests between the brand company and the 

subsequent generic still remained very much adverse because the brand company 

risks competition from two or more generic competitors as opposed to a single 

competitor.  See, e.g., Caraco, 527 F.3d at 1284, 1296-97. 

The MMA Amendments addressed this issue by maintaining the first 

ANDA applicants’ first commercial marketing of its drug product as a triggering 

event, but also by providing that the exclusivity period can be forfeited under 

certain conditions, including failure to launch after a final court judgment of 

noninfringement or invalidity. 21 U.S.C. § 355(j)(5)(D)(i)(I).  The forfeiture 

provisions clarified that the 180-day marketing exclusivity was not to be treated 

as a vested property right but as a reward to generics who are successful in 

litigation and get their products to market.  149 Cong. Rec. S16105-06 (Dec. 9, 

2003) (statements of Sen. Hatch) (discussing the forfeiture provisions added by 

the MMA Amendments.). 

For example, if a subsequent generic filer challenges the Orange Book 

listed patents and wins, it can cause the first filer to forfeit the exclusivity if the 

first filer fails to market its product.  21 U.S.C. § 355(j)(5)(D)(i)(I).  Importantly, 
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to cause this type of forfeiture event, the subsequent generic filer must have a 

final court decision from which no appeal (other than a petition to the Supreme 

Court for a writ of certiorari) has been or can be taken.  21 U.S.C. § 

355(j)(5)(D)(i)(I)(bb)(AA).  While the statute permits FDA to accept a consent 

decree as sufficient to cause a forfeiture event, a mere dismissal or a covenant not 

to sue is not sufficient. 21 U.S.C. § 355(j)(5)(D)(i)(I)(bb)(BB). 

Through the MMA Amendments Congress also granted generic companies 

the right to initiate a “civil action to obtain patent certainty” 21 U.S.C. § 

355(j)(5)(C).  This provision provides in pertinent part that an ANDA filer who is 

not sued within 45 days after serving its Paragraph IV notice letter: 

. . . may, in accordance with section 2201 of title 28, bring a civil 
action under such section against the owner or holder referred to in 
such subclause (but not against any owner or holder that has brought 
such a civil action against the applicant, unless that civil action was 
dismissed without prejudice) for a declaratory judgment that the 
patent is invalid or will not be infringed by the drug for which the 
applicant seeks approval . . . . 

 
21 U.S.C. § 355(j)(5)(C)(i)(II). 
 

The Patent Statute also was amended to add a complimentary provision, 35 

U.S.C. § 271(e)(5), which provides that where an NDA holder has not initiated a 

lawsuit within 45 days of receiving notice of a Paragraph IV certification “the 

courts of the United States shall, to the extent consistent with the Constitution, 

have subject matter jurisdiction in any action brought by such person under 
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section 2201 of title 28 for a declaratory judgment that such patent is invalid or 

not infringed.”  35 U.S.C. § 271(e)(5). 

C. Factual And Procedural Background. 

Daiichi is the current holder of approved NDA Application No. 21-286 for  

Benicar® tablets containing olmesartan medoxomil 5 mg, 20 mg, and 40 mg 

tablets.  (A4; A18.)  Daiichi listed U.S. Patent Nos. 5,616,599 (“the ’599 patent”) 

and 6,878,703 (“the ’703 patent”) in the Orange Book as patents to which “a 

claim of patent infringement could reasonably be asserted if a person not licensed 

by the owner engaged in the manufacture, use, or sale of the drug” products 

containing olmesartan.  21 U.S.C. § 355(b)(1)(G); 21 C.F.R. § 314.53(c).  (A3-4; 

A47.) 

Subsequently, on July 11, 2006, Daiichi disclaimed the term of every claim 

of the ’703 patent.  (A5; A7.)  Daiichi also filed a request with FDA to have the 

’703 patent delisted.  (A7.)  However, as explained infra in Argument Section 

I(C)(2), the FDA is prohibited from delisting a patent under the circumstances of 

this case.  As such, the ’599 and ’703 patents remain listed in the Orange Book 

with respect to NDA No. 21-286 and Daiichi continues to obtain unwarranted 

benefits from the preclusive effect of the ’703 patent’s listing in the Orange 

Book.  (A47-48.)  That is, as long as there is no final decision from a court 

entered as to the ’703 patent, Daiichi is able to limit generic competition to a 
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single generic company for 180 days after the expiration of the ’599 patent.  

(A47-48; A50.); Caraco, 527 F.3d at 1284 (“NDA holders have a strong incentive 

to avoid litigation that would trigger the first Paragraph IV ANDA filer's 

exclusivity period and allow the FDA to approve subsequent Paragraph IV 

ANDAs 181 days after the triggering event.”) 

Mylan, is believed to be the first Paragraph IV filer with respect to 

olmesartan medoxomil.1  Mylan asserts that it filed its ANDA with a Paragraph 

IV certification to both the ’599 and ’703 patents on April 26, 2006, and as such 

is believed to be eligible for a 180-day exclusivity pursuant to 21 U.S.C. § 355 

(j)(5)(B)(iv); (A4.) 

On July 31, 2006, Daiichi filed suit against Mylan alleging infringement of 

the ’599 patent, but not the ’703 patent.  (A5.)  Mylan answered and filed a 

counterclaim asserting that the ’599 patent was invalid and not infringed, but did 

not bring any declaratory judgment counterclaims pertaining to the ’703 patent.  

(A5.)  Mylan ultimately failed in its Paragraph IV challenge to the validity of the 

’599 patent, and in 2010, the Federal Circuit affirmed the validity of the ’599 

patent in Daiichi Sankyo Co. v. Matrix Labs., 619 F.3d 1346 (Fed. Cir. 2010).  

1 Mylan filed a motion to intervene in the district court action here for purposes of 
filing a motion to dismiss Apotex’s complaint for lack of subject matter 
jurisdiction.  (A4, n.3).  That motion was denied as moot when the Court granted 
Daiichi’s own motion to dismiss.  (A8.)  Nevertheless, Mylan has filed a cross 
appeal seeking reversal of the district court’s denial of its intervention motion.   
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(A5; A49.)  Because Mylan failed in its attempt to have the ’599 patent held 

invalid, Mylan is required to wait until the expiration of the ’599 patent and any 

applicable pediatric exclusivity before it can market its generic olmesartan 

products.  35 U.S.C. § 271(e)(2), (4); (A49-50.)   

Despite Mylan’s failure to invalidate the ’599 patent, Mylan remains 

eligible for a 180-day exclusivity by virtue of Mylan’s still existing Paragraph IV 

certification against the ’703 patent.  (A50.)  Mylan could have challenged the 

’703 patent by filing its own declaratory judgment action pursuant to 35 U.S.C. § 

271(e)(5) at the time it got sued under the ’599 patent.  (A49-50.)  However, 

Mylan did not do so. (Id.)  Under the forfeiture provisions of the MMA, if Mylan 

had brought such an action and won on the ’703 patent while losing on the ’599 

patent, it would have caused its own forfeiture of its exclusivity period.  21 

U.S.C. § 355(j)(5)(D)(i)(I)(bb)(AA). 

Apotex also submitted an ANDA for a proposed drug product containing 

olmesartan medoxomil (“Apotex ANDA Product”).  (A48.)  Apotex’s ANDA 

seeks FDA approval for the commercial manufacture, use, importation, offer for 

sale and sale of generic olmesartan medoxomil 5 mg, 20 mg, and 40 mg tablets. 

(A48.)  Apotex filed a Paragraph IV certification stating inter alia that the ’703 

patent is invalid or will not be infringed by the manufacture, use, or sale of the 

Apotex ANDA Product. (A48.)  At present, Apotex is not challenging the ’599 
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patent that Mylan failed to invalidate, and has filed a Paragraph III certification 

with respect to that patent.   

In accordance with 35 U.S.C. § 355(j)(2)(B) and 21 C.F.R. § 314.95, 

Apotex, on or about June 12, 2012, served Daiichi with a Notice Letter informing 

Daiichi of Apotex’s ANDA seeking approval to engage in the commercial 

manufacture, use, importation, offer for sale, or sale of the Apotex ANDA Product 

before the expiration of the ’703 patent. (A48-49.)  Apotex’s Notice Letter 

included a detailed factual and legal basis for its Paragraph IV certification, that 

the ’703 patent would not be infringed by the manufacture, use, or sale of the 

Apotex ANDA Product because, inter alia, the term of every claim had been 

disclaimed.  (A48-49.)  Daiichi did not file suit against Apotex with respect to the 

’703 patent. 

As such, on November 20, 2012, Apotex brought an action pursuant to the 

Hatch-Waxman civil action to obtain patent certainty provisions and 35 U.S.C. § 

271(e)(5), seeking a declaratory judgment that its ANDA product does not 

infringe the ’703 patent.2  (A18-42.)  In an effort to resolve this matter in a 

manner that would remove the ’703 patent as a barrier to Apotex’s regulatory 

approval, Apotex, through counsel, served Daiichi with a proposed consent decree 

2 Apotex filed an Amended Complaint on February 12, 2013, which included 
more detailed allegations establishing personal jurisdiction over Daiichi in 
Illinois.  (A43-76.) 
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acknowledging that Apotex’s generic olmesartan product does not infringe 

Daiichi’s ’703 patent.  (A222-25.)  Daiichi refused to enter into the consent 

decree.  Therefore, unless a Court enters a decision as to the ’703 patent, Apotex 

will be prohibited from selling its competing generic olmesartan product until 180 

days after Mylan chooses to market its product, thereby injuring Apotex by 

depriving it of sales revenue for that period of time and injuring the public by 

depriving the public of the benefit of the generic competition that would 

otherwise be provided by Apotex’s generic olmesartan product.  (A50.)  However, 

if a Court first declares the ’703 patent unenforceable or not infringed by the 

Apotex ANDA Product, this obstacle to Apotex’s FDA approval will be removed.  

(A50-51.)   

Daiichi filed a motion to dismiss Apotex’s complaint for lack of subject 

matter jurisdiction. (A5.)  The district court granted Daiichi’s motion to dismiss 

for lack of subject matter jurisdiction because Daiichi had disclaimed the ’703 

patent, even though it continues to preclude the FDA from approving Apotex’s 

olmesartan ANDA, explaining:  “Because Daiichi disclaimed all claims 

associated with the ‘703 Patent pursuant to 35 U.S.C. § 253, both Daiichi and 

Apotex no longer hold any meaningful interest in the now disclaimed patent.”  

(A7.)   

This appeal followed.   
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 SUMMARY OF ARGUMENT 

The district court legally erred in ruling that this case failed to meet the 

Article III case or controversy requirement because the ’703 patent has been 

statutorily disclaimed pursuant to 35 USC § 253.  The court reasoned that the 

effect of this disclaimer was as if the patent never existed and therefore it was no 

longer a barrier to Apotex obtaining approval to market its generic olmesartan 

product.  (A7-8.)  The court’s rationale ignores that because the Hatch-Waxman 

framework creates a different set of circumstances than an ordinary patent 

infringement suit, the patent, despite being disclaimed, still is having an 

exclusionary effect because it remains listed in the FDA Orange Book.  Unless 

Apotex can obtain a final court decision that the ’703 patent is invalid or not 

infringed it will delay generic competition by preventing Apotex from obtaining 

final FDA approval to market its generic product until 180 days after Mylan 

begins marketing its own generic product.  21 U.S.C. § 355 

(j)(5)(D)(i)(I)(bb)(AA); 21 U.S.C. § 355(j)(5)(B)(iv).   

The MMA Amendments provide, and this Court has repeatedly held, that a 

generic filer such as Apotex has standing to bring an action for patent certainty 

even where the patent holder has voluntarily given up its right to sue on that 

patent by granting a covenant not to sue where, as here, the patent remains listed 

in the FDA Orange Book and thereby is delaying the generic filer’s ability to get 
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final FDA approval for its product.  Caraco, 527 F.3d at 1293; Dey, 677 F.3d at 

1164.  In its analysis (A8) the district court attempted to distinguish Daiichi’s 

disclaimer from the covenant not to sue situation.  However, a statutory 

disclaimer is not meaningfully distinguishable from a covenant not to sue and 

does not deprive the Court of subject matter jurisdiction in the context of a Hatch-

Waxman declaratory judgment action seeking patent certainty. 

As long as a patent remains listed in the Orange Book, regardless of 

whether it has been disclaimed or subjected to a covenant not to sue, it continues 

to be a barrier to generic approval, and the brand company benefits by having 

limited, or at times, no generic competition.  Thus, taking into account “all the 

circumstances” as required by MedImmune, including the unique circumstances 

of the Hatch-Waxman framework, the district court should have exercised subject 

matter jurisdiction and not dismissed Apotex’s complaint.  

 ARGUMENT 

The existence of an “actual controversy” sufficient to sustain federal 

subject matter jurisdiction in a declaratory judgment action is a question of law, 

reviewed by this Court de novo.  Caraco, 527 F.3d at 1290; Novartis, 482 F.3d at 

1336.   

“In the Hatch–Waxman context, Congress extended declaratory judgment 

jurisdiction to ANDA paragraph IV disputes, 21 U.S.C. § 355(j)(5)(C), and has 
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directed federal courts to exercise jurisdiction over these disputes “‘to the extent 

consistent with the Constitution,’ 35 U.S.C. § 271(e)(5).”  Dey, 677 F.3d at 1162.   

Under MedImmune, Inc. v. Genentech, Inc.,  declaratory judgment 

jurisdiction is created when “the facts alleged, under all the circumstances, show 

that there is a substantial controversy, between parties having adverse legal 

interests, of sufficient immediacy and reality to warrant the issuance of a 

declaratory judgment.” 549 U.S. 118, 127 (2007) (quoting Md. Cas. Co. v. Pac. 

Coal & Oil Co., 312 U.S. 270, 273 (1941)) (internal quotation mark omitted);  

Dey, 677 F.3d at 1162.  In applying the “all the circumstances test” of 

MedImmune, this Court has utilized a three-part framework to determine when an 

action is justiciable under Article III, focusing on whether:(1) the plaintiff has 

standing, (2) the issues presented are ripe for judicial review, and (3) the case has 

not been rendered moot.  Caraco, 527 F.3d at 1291.   

Although, Apotex’s complaint meets all of these jurisdictional 

requirements, the district court nevertheless dismissed Apotex’s case solely 

because Daiichi had disclaimed the ’703 patent.  According to the district court, 

“[b]ecause Daiichi disclaimed all claims associated with the ’703 Patent pursuant 

to 35 U.S.C. § 253, both Daiichi and Apotex no longer hold any meaningful 

interest in the now disclaimed patent.”  (A7.)  As demonstrated below, this 

conclusion was legally erroneous because Daiichi’s disclaimer of the ’703 patent 
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did not remove the exclusionary effect that the ’703 patent continues to have by 

virtue of its listing in the Orange Book.   

I. DAIICHI’S DISCLAIMER OF THE ’703 PATENT DOES NOT 
DEPRIVE THE COURT OF JURISDICTION BECAUSE THAT 
PATENT STILL HAS PRECLUSIVE EFFECT. 

A. THE DISTRICT COURT LEGALLY ERRED IN CONCLUDING THAT 
DAIICHI’S DISCLAIMER OF THE ’703 PATENT DEPRIVED IT OF 
JURISDICTION.  

The District Court legally erred by dismissing Apotex’s complaint because 

it erroneously concluded that Daiichi’s statutory disclaimer of the ’703 patent 

eliminated it as “an independent barrier that deprives Apotex of an opportunity to 

compete.”  (A7.)  By focusing solely on the status of the patent in the Patent 

Office rather than on its continuing exclusionary effect on the market, the district 

court erroneously held that there was no Article III case or controversy.  As this 

Court explained in Teva v. Eisai: 

Neither the statutory disclaimers nor Eisai's covenant-not-to-sue 
render this declaratory judgment action moot because the DJ patents 
remain listed in the Orange Book. Caraco, 527 F.3d at 1296-97. Thus, 
regardless of whether Eisai could bring an infringement action with 
respect to the DJ patents, under the Hatch-Waxman Act Teva still 
needs a court judgment of noninfringement or invalidity to obtain 
FDA approval and enter the market. Id. 

 
Teva Pharms. USA, Inc. v. Eisai Co., 620 F.3d 1341, 1348 n.3 (Fed. Cir. 

2010), vacated with instructions to dismiss as moot, 131 S.Ct. 2991 (2011). 

 – 18 – 
 

Case: 14-1282     CASE PARTICIPANTS ONLY Document: 43     Page: 25     Filed: 05/30/2014Case: 14-1282      Document: 44     Page: 25     Filed: 05/30/2014



 

While the Teva v. Eisai decision is no longer binding precedent because it 

subsequently was vacated with instructions to dismiss as moot by the Supreme 

Court because the first filer exclusivity period had already lapsed by the time the 

certiorari petition was being decided (131 S.Ct. 2991), its reasoning that a 

disclaimer of a patent that remains listed in the Orange Book does not eliminate 

the controversy remains compelling here.3  See Seattle Children’s Hosp. v. Akorn, 

Inc., 2011 WL 6378838, *6 at n.3 (N.D. Ill. Dec. 20, 2011); (A211-20.) 

Here, Daiichi’s statutory disclaimer of the ’703 patent does not eliminate 

the controversy between Apotex and Daiichi because that patent remains listed in 

the Orange Book. Regardless of whether Daiichi could bring an infringement 

action with respect to the ’703 patent, under the Hatch-Waxman, framework 

Apotex still needs a court judgment of noninfringement or invalidity to obtain 

final FDA marketing approval and enter the market as soon as the ’599 patent 

expires.  

3 The U.S. District Court for the District of Delaware has similarly concluded that 
a disclaimer of an Orange Book listed patent does not deprive the court of 
jurisdiction in a declaratory judgment action for patent certainty brought by a 
second generic filer.  See Bone Care Int’l v. Anchen Pharms., Case No. 09-CV-
00285 (D.I. 204) (D. Del. Oct. 31, 2011) (A227-30); Bone Care Int’l v. Sandoz, 
Case No. 09-CV-00524 (D.I. 39) (D. Del. Oct. 6, 2011) (reinstating patent 
declaratory judgment claim on reconsideration of D.I. 29 (Sept. 30, 2010).)  
(A346-52.) 
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In its disclaimer analysis, the district court also erroneously relied on 

language from Genetics Inst., LLC v. Novartis Vaccines & Diagnostics, Inc., 655 

F.3d 1291, 1299 (Fed. Cir. 2011), that “upon entry of a disclaimer under § 253, 

we treat the patent as though the disclaimed claim(s) had ‘never existed.’”  This is 

palpably not true here.  If the ’703 patent had “never existed,” it would not still be 

listed in the Orange Book.  Further, Genetics was not a Hatch-Waxman case, but 

rather involved an interference proceeding under 35 U.S.C. §291.  Its holding was 

expressly limited to the jurisdictional effect of a disclaimer on a §291 action.   

Novartis seeks to enlarge our holding in Albert to reach patent 
expirations. We reject this expansive reading, and we decline to 
extend Albert’s holding beyond the effect of a patent disclaimer in a § 
291 action. 

 
Genetics, 655 F.3d at -1298-1299.  

Genetics thus says nothing about the jurisdictional effect of a disclaimer on 

a declaratory judgment action for patent certainty brought pursuant to the Hatch-

Waxman Act. 

B. LIKE A COVENANT NOT TO SUE, A DISCLAIMER DOES NOT 
ELIMINATE THE CONTROVERSY OR APOTEX’S INJURY BECAUSE 
THE DISCLAIMED PATENT REMAINS LISTED IN THE ORANGE BOOK 
AND CONTINUES TO HAVE EXCLUSIONARY EFFECT. 

The district court attempted to distinguish Daiichi’s disclaimer from the 

covenant not to sue situation that this Court has repeatedly held does not 

eliminate subject matter jurisdiction in the Hatch-Waxman context.  (A8.)  
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However, for purposes of the jurisdictional analysis, a statutory disclaimer is not 

meaningfully distinguishable from a covenant not to sue.  Both preclude 

infringement liability, but do not eliminate the barrier to regulatory approval 

caused by Daiichi’s listing of the ’703 patent in the Orange Book.  As the Court 

in Caraco explained:  “[t]his controversy is not premised only upon a threat of an 

infringement suit.  A controversy also exists because Forest’s actions effectively 

prevent the FDA from approving Caraco’s ANDA and thus exclude Caraco from 

the drug market.”  527 F.3d at 1297. 

Thus, while in other contexts perhaps a covenant not to sue or disclaimer 

might moot a controversy, it does not do so in the Hatch-Waxman context 

because the Orange Book listed patent continues to have an exclusionary effect.  

C. DAIICHI’S REQUEST TO DELIST THE ’703 PATENT DOES NOT 
ABSOLVE IT OF RESPONSIBILITY FOR LISTING THAT PATENT IN 
THE FIRST PLACE AND DOES NOT ELIMINATE THE CONTROVERSY.  

1. Daiichi Continues To Improperly Benefit From The 
Continued Listing Of Its ’703 Patent In The Orange Book. 

The district court also erroneously suggests that there is no controversy 

because Daiichi tried to delist the patent, which remains listed through no “error” 

of Daiichi’s.  (A8.)   

However, this ignores that Daiichi caused the ’703 patent to be listed in the 

first place and continues to wrongfully benefit from that listing, which 

significantly limits generic competition.  See Caraco, 527 F.3d at 1284 
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(“Conversely, NDA holders have a strong incentive to avoid litigation that would 

trigger the first Paragraph IV ANDA filer's exclusivity period and allow the FDA 

to approve subsequent Paragraph IV ANDAs 181 days after the triggering 

event.”)  

If Daiichi really wanted to surrender all of the exclusionary effects of the 

’703 patent, it would have agreed to Apotex’s proposed consent decree, which 

would have had the effect of allowing Apotex to get to market on day 1 after the 

’599 patent expires and causing a forfeiture by Mylan of any first filer 

exclusivity.  21 U.S.C. § 355(j)(5)(D)(i)(bb)(BB); see also Caraco, 527 F.3d at 

1294, n.11 (“Although we do not so decide, it appears that if Forest would submit 

to a consent decree that the drug described in Caraco's ANDA does not infringe 

the ’941 patent, such a decree would redress Caraco's alleged injury-in-fact just as 

well as any other court judgment. Thus, if Forest's objective in granting the 

covenant not to sue on the ’941 patent was to avoid costly litigation with Caraco, 

this might be the best approach to resolve the controversy between the parties.”)  

But agreeing to the consent decree would have created competition from multiple 

generics for Daiichi on day 1, which, according to FDA statistics, can reduce the 

drug price that American consumers pay by over 40% or more as compared to the 

price when there is only a single generic on the market.  See, e.g., 

http://www.fda.gov/AboutFDA/centersoffices/officeofmedicalproductsandtobacc
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o/cder/ucm129385.htm; F.T.C. v. Actavis, Inc., 133 S.Ct. 2223 at 2234-35 (2013) 

(discussing the monopoly benefits to the brand company of limiting generic 

competition).   

That Daiichi refused to agree to the consent decree further illustrates the 

adversity between it and Apotex, and that Daiichi is still benefiting from the ’703 

patent’s continued listing in the FDA Orange Book.   

2. The Prohibition Against A NDA Holder Delisting An 
Orange Book Patent After There Has Been A First Generic 
Filer Does Not Prevent A Subsequent Generic Filer From 
Bringing A Declaratory Judgment Action Challenging 
That Patent. 

The district court also expressed uncertainty as to why the FDA had not 

delisted the ’703 patent in response to Daiichi’s request to do so.  (A7 (“The mere 

fact that the FDA has failed for some reason to delist Patent ’703, despite 

Daiichi’s request, does not create a case or controversy by which Apotex may 

seek a declaratory judgment regarding a nonexistent patent.”).)  The district court 

failed to appreciate that after the D.C. Circuit’s decision in Teva Pharms. USA, 

Inc. v. Sebelius, 595 F.3d 1303 (D.C. Cir. 2010), it is settled law that a NDA 

holder is precluded from delisting a patent after it has been listed and an ANDA 

has been filed.  The rationale behind that Teva v. Sebelius decision is that it would 

skew the Hatch-Waxman incentive system if an NDA holder were permitted to 

deprive a generic first filer of benefit of its ANDA by simply delisting its patent.  
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Id. at 1317-18.  But this policy which prevents a brand company from delisting a 

patent does not apply to generic competitors seeking to get their products to 

market by causing a forfeiture event.  The rationale being that if a first ANDA 

filer is unable to get its product to market fast, a subsequent generic is entitled to 

cause a forfeiture of any exclusivity.  Dey, 677 F.3d at 1160.   

In the present case, Mylan failed in its challenge to Daiichi’s ’599 patent 

and therefore is unable to launch a generic olmesartan product until October 26, 

2016 (when Daiichi’s pediatric exclusivity on the ’599 patent expires) at the 

earliest.4  Matrix, 619 F.3d at 1357.  Therefore, the MMA Amendments 

incentivize a subsequent ANDA filer like Apotex to file its own challenge to the 

’703 patent, which if successful, will cause competition from multiple generics on 

day 1 after the ’599 patent expires.  This greater competition will benefit the 

public and is precisely the outcome that the MMA Amendments were intended to 

create when a first filer failed in its patent challenge and is unable to get its 

product to market fast.   

4 In its decision the district court incorrectly stated that first Paragraph IV filer is 
entitled to 180-day exclusivity “regardless” of whether it succeeds in its challenge 
to the Orange Book listed patents.  (A4.)  While this might have been true under 
the old Hatch-Waxman structure, it is no longer true after the MMA 
Amendments.  As discussed supra, these Amendments make clear that while 
Mylan is eligible for 180-day exclusivity it also can forfeit that exclusivity if it is 
unable get its product to market fast enough.   
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There also is no guarantee that Mylan is going to launch its product on day 

1 after the ’599 patent expires.  Nothing in the Hatch-Waxman Act requires 

Mylan to launch its product on that date and it can choose to launch at some time 

thereafter thus prolonging Daiichi’s monopoly.  For example, Mylan could have 

regulatory or other issues that prevent it from launching on day 1 after the ’599 

patent expires or it could even enter into an agreement with Daiichi to delay that 

launch.  See Dey, 677 F.3d at 1164-65 (“The district court will not lose 

jurisdiction simply because the period of possible first generic market entry 

arrives.  Even after [first ANDA-filer] Breath is entitled to launch, the possibility 

remains that Breath will not do so. Breath has not announced plans to launch on 

August 20, and it is well known that the first generic often elects to delay entry 

for various reasons, including possible payments from the brand-name 

manufacturer to delay the launch.”)  This is all the more reason to allow Apotex 

to bring its challenge now to ensure generic competition on day 1.   

II. CONSIDERING ALL THE CIRCUMSTANCES APOTEX’S 
DECLARATORY JUDGMENT COMPLAINT SUFFICIENTLY 
ALLEGES AN ARTICLE III CASE OR CONTROVERSY WITH 
DAIICHI AND SHOULD NOT HAVE BEEN DISMISSED. 

A. APOTEX’S COMPLAINT MEETS ALL JURISDICTIONAL 
REQUIREMENTS UNDER MEDIMMUNE. 

This Court repeatedly has applied the MedImmune standard to find 

jurisdiction where, as here, (1) a first ANDA filer has not begun its 180-day 
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exclusivity period, and (2) a subsequent ANDA filer seeks a declaratory 

judgment, of noninfringement of a patent, to eliminate a barrier to regulatory 

approval that exists because that patent remains listed in the Orange Book as a 

basis for the first ANDA filer’s 180-day exclusivity period.  See e.g. Dey, 677 

F.3d at 1158; Caraco, 527 F.3d at 1291-92. 

Although dressed up in the peculiarities of the Hatch Waxman Act and the 

unique artificial infringement scheme that it creates under 35 U.S.C. § 271(e)(2), 

(5), at its heart this is a classic dispute between competitors.  Apotex is trying to 

get its product to market.  Daiichi is trying to stop Apotex from getting its product 

to market and avoid additional generic competition.  There can be no doubt that it 

is Daiichi’s patent that is causing the problem and but for its continued listing in 

the Orange Book we would not be here.  Daiichi is still benefiting from the 

exclusionary effect of its patent and the Court has the power to fix the problems 

caused by Daiichi’s patent by issuing the declaratory judgment that Apotex seeks. 

As this Court explained in Caraco, the exclusion of non-infringing generic 

drugs from the market is a judicially cognizable injury-in-fact. 527 F.3d at 1291-

92 (explaining that restraint on the free exploitation of non-infringing goods is 

“exactly the type of injury-in-fact that is sufficient to establish Article III standing 

under our caselaw.”  (citing Red Wing Shoe Co. v. Hockerson-Halberstadt, Inc., 

148 F.3d 1355, 1360 (Fed. Cir. 1998)).)  As a result of the unique Hatch-Waxman 
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framework, this Court has found the NDA holder’s action of listing in the Orange 

Book the challenged patent is sufficient to satisfy the causation element of the 

standing analysis.  Caraco, 527 F.3d at 1292-93.  As the Caraco Court explained, 

the generic drug company’s injury (i.e., exclusion from the market) is fairly 

traceable to the defendant’s actions because “but-for” the defendant’s decision to 

list a patent in the Orange Book, FDA approval of the generic drug company’s 

ANDA would not have been independently delayed by that patent.  Caraco, 527 

F.3d at 1292 (“Simply put, if Forest had not listed its ’712 and in ’941 patents in 

the FDA’s Orange Book as valid patents covering the drug described in its NDA 

for Lexapro (R), then 21 U.S.C. § 355(j)(5)(B)(iv) (2000) would not 

independently delay Caraco’s ANDA from being approved by the FDA. Such 

but-for causation is sufficient to satisfy the traceability requirement of Article III 

standing.” citing Duke Power Co. v. Carolina Envtl. Study Group, Inc., 438 U.S. 

59, 74-78, 81 n.26 (1978)).   

This Court also has found sufficient redressability where, as here, a 

favorable judgment would eliminate an obstacle to a subsequent generic filer 

bringing its product to market.  Dey, 677 F.3d at 1164; Caraco, 527 F.3d at 1293 

(“A favorable judgment in this case would clear the path to FDA approval that 

Forest's actions would otherwise deny Caraco--namely, using the court-judgment 
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trigger of 21 U.S.C. § 355(j)(5)(B)(iv)(II) (2000) to activate Ivax's exclusivity 

period.”) 

Finally, this Court has had no trouble finding that actions such as Apotex’s 

are ripe and this remains a live controversy.  Apotex’s filing of its ANDA, which 

remains pending with FDA, was an act of infringement under 35 U.S.C. § 

271(e)(2).  When Daiichi did not sue Apotex within 45 days after receiving 

Apotex’s Paragraph IV notice letter, Apotex had a statutory right to file a 

declaratory judgment action seeking patent certainty that its ANDA product does 

not infringe the ’703 patent, which it is exercising here.  35 U.S.C. § 271(e)(5). 

Withholding a declaratory judgment that Apotex’s ANDA product does not 

infringe the ’703 patent has the “immediate and substantial impact” of forestalling 

Apotex’s ability to cause a forfeiture event that will enable it to compete with 

Daiichi and Mylan in the olmesartan market.  Caraco, 527 F.3d at 1295 (“[I]f 

Caraco's drug does not infringe Forest’s ’941 patent, then withholding court 

consideration of Caraco’s declaratory judgment action has the ‘immediate and 

substantial impact’ of forestalling Caraco's ability to activate Ivax's exclusivity 

period through the court-judgment trigger of 21 U.S.C. § 355(j)(5)(B)(iv)(II) 

(2000).) 
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B. THIS COURT’S PRE-MMA DECISION IN JANSSEN  DOES NOT 
PRECLUDE JURISDICTION HERE. 

Daiichi argued below and is likely to argue again here that this Court’s 

analysis in Janssen Pharm. v. Apotex, Inc., 540 F.3d 1353, 1357 (Fed. Cir.2008), 

compels dismissal here.  The district court did not adopt Daiichi’s argument and 

Janssen does not support dismissal of Apotex’s complaint under the facts of this 

case.  As an initial matter, Janssen by its own terms fell under the old statutory 

scheme that has since been superseded by the MMA Amendments to the Hatch-

Waxman Act.  Indeed the Janssen Court expressly stated that the MMA 

Amendments at issue here are inapplicable to that case.  540 F.3d 1353 at n. 2 

(because a “generic pharmaceutical company…filed the first Paragraph IV 

ANDA in 2002, before the December 2003 enactment governing the MMA…the 

MMA amendments governing the commencement and forfeiture of the 180-

day exclusivity period are inapplicable to this case.”  (emphasis added))5.  

As explained above, the MMA Amendments were enacted to clarify 

provisions of the Hatch-Waxman, which had created “the establishment of a first 

5 While it is true that in Dey, this Court has considered and distinguished Janssen 
on other grounds post-MMA Amendments, and suggested that the MMA 
Amendments did not significantly alter the analysis for purposes of that case, this 
only indicates that in Dey this Court would have found jurisdiction irrespective of 
which version of the statute was in effect.  677 F.3d at 1160.  Regardless, as 
explained herein, the Court’s rationale for denying jurisdiction in Janssen does 
nothing to inhibit or prevent Apotex’s exercise of its statutory rights under the 
MMA Amendments.   

 – 29 – 
 

                                           

Case: 14-1282     CASE PARTICIPANTS ONLY Document: 43     Page: 36     Filed: 05/30/2014Case: 14-1282      Document: 44     Page: 36     Filed: 05/30/2014



 

filer regime that is not without unintended consequences and perverse 

incentives.”  149 Cong. Rec. S16104 (Dec. 9, 2003) (statement of Sen. Hatch).  

The MMA Amendments thus expressly created a mechanism for subsequent 

ANDA filers to challenge non-asserted Orange Book patents and to not just 

trigger a first filer’s exclusivity (as under the old statute), but instead to eliminate 

the competitive barriers caused by Orange Book listed patents by causing the first 

filer to forfeit its eligibility for first filer exclusivity if it fails to promptly market 

its products.  Novartis, 482 F.3d at 1334 (“We believe there can be a case or 

controversy sufficient for courts to hear these cases merely because the patents at 

issue have been listed in the FDA Orange Book, and because the statutory scheme 

of the Hatch-Waxman Act relies on early resolution of patent disputes.  The 

declaratory judgment provisions in this bill are intended to encourage such early 

resolution of patent disputes.” [quoting 149 Cong. Rec. S15885 (Nov. 25, 2003) 

(remarks of Sen. Kennedy)].) 

As noted above, these “use it, or lose it” exclusivity forfeiture provisions 

were enacted to avoid situations where, as here, Mylan is a first ANDA filer but 

not a first successful challenger of all the Orange Book listed patents on which its 

Paragraph IV certification was based.  Because Mylan failed to defeat Daiichi’s 

’599 patent and therefore still cannot market its generic product for several more 

years, Apotex should be permitted to exercise its statutory rights by challenging 
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the Orange Book listed patent and triggering the forfeiture provisions of the 

MMA Amendments so that it will be in a position to compete by getting its 

generic olmesartan product to market as soon as the ’599 patent expires.   

Daiichi also has argued that under Janssen, Apotex’s injury is caused by 

the statutory scheme and therefore is not a cognizable injury for establishing 

jurisdiction.  The district court did not adopt this argument either.  In any event, 

as noted above, the statutory scheme at issue in Janssen did not include the 

express declaratory judgment provision specifically designed to cause a first filer 

that delayed launching its product to forfeit its exclusivity.  It would be strange 

logic indeed to interpret the statute that grants subsequent ANDA filers such as 

Apotex the right to bring a declaratory judgment for patent certainty and cause a 

first filer that cannot sell its products to forfeit any first-filer exclusivity, to at the 

same time preclude that very result.  As Senator Hatch explained: 

I think in the circumstances when the subsequent challenger has 
not been sued by the pioneer firm, that the first filer should at least 
forfeit its 180 days if it is not prepared to go to market in the 75-day 
grace period the new provision creates.  This is good for the consumer 
and sound policy since the rationale behind the 180-day provision is 
to create an incentive for challenges to the pioneer’s patents, not to 
create an entitlement to the first applicant to file a patent challenge 
with the FDA in the Parklawn Building. 
 

149 Cong. Rec. S16105-06 (Dec. 9, 2003) (Remarks of Sen. Hatch). 
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Here, unlike Janssen, Apotex is not just complaining about Mylan’s 

eligibility to 180-day exclusivity as a first filer under the Hatch-Waxman regime.  

Rather, Apotex is exercising its statutory rights under the MMA to obtain a 

judgment that the ’703 patent is invalid and not infringed, and eliminate that 

patent as a barrier to Apotex to getting its product to market.  While such a 

judgment also may have the effect of causing Mylan to forfeit its 180-day 

exclusivity by operation of the statute, this actually is an intended result of the 

MMA Amendments, which eliminates a first filer’s 180-day exclusivity when it 

fails to bring its product to market fast enough.   

CONCLUSION 

For the reasons described above, the court should reverse the judgment of 

the district court and find that there is subject matter jurisdiction over Apotex’s 

declaratory judgment action.   

Respectfully Submitted, 

Date: May 30, 2014   /s/ Steven E. Feldman     
Steven E. Feldman 
James P. White 
Sherry L. Rollo 
HUSCH BLACKWELL LLP 
120 South Riverside Plaza • 22nd Floor 
Chicago, Illinois 60606 
(312) 655-1500 

Attorneys for Plaintiff-Appellant 
Apotex Inc. 
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IN THE UNITED STATES DISTRICT COURT 
FOR THE 

NORTHERN DISTRICT OF ILLINOIS 

APOTEX, INC, 

Plaintiff(s), 
Case No. l 2-cv-9295 

v. Judge Sharon Johnson Coleman 

DAIICHI SANKYO, INC. and DAIICHI 
SANKYO CO., LTD. , 

Defendant(s). 

JUDGMENT IN A CIVIL CASE 

Judgment is hereby entered (check appropriate box): 

D in favor of plaintiff(s) 
and against defendant(s) 
in the amount of$ 

wh ich D includes pre-judgment interest. 
D does not include pre-judgment interest. 

Post-judgment interest accrues on that amount at the rate provided by law from the date of this judgment. 

Plaintiff(s) shall recover costs from defendant(s). 

IZ! in favor of defendant(s) DAIICHI SANKYO, INC. and DAIICHI SANKYO CO., LTD. 
and against plaintiff(s) APOTEX, INC 

Defendant(s) shall recover costs from plaintiff(s). 

D other: 

This action was (check one): 

D tried by a jury with Judge presiding, and the jury has rendered a verdict. 
D tried by Judge without a jury and the above decision was reached. 
[8J decided by Judge Sharon Johnson Coleman on a motion 

Date: l /9/2014 Thomas G. Bruton, Clerk of Court 

Isl Robbie T. Hunt , Deputy Clerk 
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UNITED STATES DISTRICT COURT 
FOR THE NORTHERN DISTRICT OF ILLINOIS 

EASTERN DIVISION 

APOTEX, INC, 
Plaintiff, 

v. 

DAIICHI SANKYO, INC. and DAIICHl 
SANKYO CO., LTD. 

Defendants. 

) 
) 
) 
) 
) 
) 
) 
) 

12-cv-9295 

Judge Sharon Johnson Coleman 

MEMORANDUM OPINION AND ORDER 

The defendants Daiichi Sankyo Co. Ltd. and Daiichi Sankyo, Inc. (collectively "Daiichi") 

listed United States Patents Nos. 6,878,703 (the '"703 Patent") and 5,616,599 (the "'599 Patent") 

in connection with their new drug Benicar, consisting of olmesartan medoxomil. Daiichi 

Sankyo, Co., Ltd. is a Japanese pharmaceutical company and the parent company to Daiichi 

Sankyo., Inc. This case involves Plaintiff Apotex, Inc. 's ("Apotex") efforts to obtain the Food 

and Drug Administration's ("FDA") approval to market a generic version of Daiichi 's Benicar 

drug. Apotex seeks a declaratory judgment of non infringement of the ' 703 Patent. Pursuant to 

Fed. R. Civ. P. 12(b)(l), Daiichi moves to dismiss Apotex's amended complaint for lack of 

subject matter jurisdiction. For the following reasons, Daiichi's motion to dismiss is granted in 

its entirety. 

Background 

1. Statuto1y Framework 

The Hatch-Waxman Act (the "Act") governs the FDA' s approval process for prescription 

drugs. The Act was created to "'strike a balance between two competing policy interests:(!) 

inducing pioneering research and development of new drugs and (2) enabling competitors to 

bring low-cost, generic copies of those drugs to market."' Caraco Pharm. Labs., Ltd v. Forest 

Labs., Ltd , 527 F.3d 1278, 1282 (Fed. Cir. 2008) (citing Andrx Pharms., Inc. v. Biovail Corp., 

276 F.3d 1368, 1371 (Fed. Cir. 2002)). Pursuant to the Act, brand-name (or "pioneering") 

pharmaceutical companies seeking to market new, previously unapproved drugs are required to 

file a New Drug Application ("NDA") with the FDA. Seattle Children 's Hosp. v. Alcorn, Inc. , 

No. IO-CV-5118, 2011 U.S. Dist. LEXIS 145998 at *2 (N.D. Ill. Dec. 20, 2011); see also 21 
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U.S.C. § 355(a), (b). As part of the NDA process, a pioneering drug company must submit 

information regarding the new drug' s safety and efficacy obtained from clinical trials. 21 U.S.C. 

§ 355(b)(l). The pioneering drug company must also provide the FDA with information 

including "all patents covering its drug or the methods of using the drug with respect to which a 

claim of patent infringement could reasonably be asserted if a person not licensed by the owner 

engaged in the manufacture, use, or sale of the drug."' Caraco Pharm. Labs., 527 F.3d at 1282 

(citing 21 U.S.C. § 355 (b)(l), (c)(2)). The FDA lists these patents provided by the drug 

company in a publication called the "Approved Drug Products with Therapeutic Equivalence 

Evaluations," commonly known as the "Orange Book." 21 USC§ 355U)(2)(A)(i). Drugs 

approved by the FDA are known as " listed drugs." ld. 

To encourage the development of generic versions of listed drugs, the Hatch-Waxman 

Act provides for an expedited and far cheaper approval process for generic versions of patented 

drugs to enter the market. This process is known as the "Abbreviated New Drug Application" 

("ANDA"). Caraco Phann. Labs., 527 F.3d at 1282. Under the ANDA process, generic drug 

companies are not required to conduct their own independent clinical trials to prove the safety 

and efficacy of their drugs. 21 U.S.C. § 355(j)(2)(A)(iv) . Instead generic drug companies can 

rely on the research of a pioneering pharmaceutical company so long as the generic drug 

company demonstrates that its generic drug product is the "bioequivalent" to a NDA listed drug. 

Id. An ANDA applicant must also submit one of four certifications addressing each of the 

patents listed in the Orange Book that cover the relevant listed drug. 21 U.S.C. 

§355(j)(2)(A)(vii). Specifically the ANDA filer must certify that either: (I) no patent information 

has been filed with the FDA; (JI) the patent has expired; (Ill) the patent will expire on a 

particular date and approval of the ANDA should be deferred until expiration; or (IV) in the 

opinion of the ANDA applicant, the patent is invalid or will not be infringed by the manufacture, 

use, or sale of the generic drug. Seattle Children's Hosp., 2011 U.S. Dist. LEXIS 145998 at *3. 

A certification that an Orange-Book-listed patent is invalid or not infringed is commonly known 

as a "Para&rraph IV" certification. Where an ANDA contains a Paragraph IV certification, the 

timing of approval depends on two events: (i) whether the holder of the listed patent brings an 

infringement suit within 45 days of receiving notice of the ANDA filing, and (ii) whether the 

company seeking approval was the first to file an ANDA with a Paragraph IV certification to the 

listed patent. Id. at *4; see also 2 J USC 355G)(5)(B)(iii). 

2 
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The Hatch-Waxman Act provides that the mere act of filing a Paragraph TV ANDA for a 

listed drug constitutes an act of patent infringement. Caraco Pharm. labs., 527 F.3d at 1283. If 

a patentee or NDA holder does not bring suit within 45 days of receiving notice of a Paragraph 

lV certification filing, the FDA will approve the ANDA immediately. If the pioneering drug 

company does bring suit within 45 days, the FDA may not approve the ANDA for 30 months, 

un less a court decides that the patent(s)-in-suit are invalid or not infringed. Seattle Children's 

Hosp. , 2011 U.S. Dist. LEXIS 145998 at *4. Where a generic company is the first to file an 

ANDA Paragraph TV certification for a listed patent, the Hatch-Waxman Act grants that 

company a 180-day period of generic marketing exclusivity during which time the FDA will not 

approve a later filed Paragraph IV ANDA based on the same NDA. In 2003, Congress enacted 

the Medicare Prescription Drug, Improvement, and Modernization Act C'MMA") which 

amended the Hatch-Waxman provisions governing the commencement of the 180-day 

exclusivity period. Id. at *5. After the enactment of the MMA, the exclusivity period can only 

be triggered by the first-filer's commercial marketing of its generic drug product. However, 

under the MMA, there is now a forfeiture provision. The first-filer of a Paragraph TV ANDA 

may forfeit its exclusivity period if a subsequent ANDA filer obtains a final judgment of 

invalidity or noninfringement. Id. 

2. Factual Background 

Daiichi holds an approved NDA for Benicar, a drug used for the treatment of high blood 

pressure. As part of the process for filing its Benicar NDA, Daiichi listed Patents '599 and '703 

in the FDA's Orange Book in connection with its NOA No. 21-286. The first ANDA applicant 

to file a Paragraph IV certification for Daiichi' s ' 599 and ' 703 patents was Mylan Laboratories, 

Ltd. ("Mylan"). 1 Accordingly, Mylan is entitled to 180 days of market exclusivity regardless of 

whether it established that the Orange Book patents were invalid or not. Janssen Pharmaceutica, 

N. V. v. Apotex, Inc. , 540 F.3d 1353, 1356 (Fed. Cir. 2008) (noting that "[a]ll that is required for 

the first Paragraph IV ANDA filer to receive the 180-day exclusivity per iod is that it submits a 

substantiaJly complete ANDA that contains a Paragraph N Certification"). The start of the 180-

day exclusivity period can only be triggered by Mylan' s marketing of its generic drug. 21 U.S.C. 

§ 355G)(5)(B)(iv). If however, a subsequent filer obtains a final judgment of invalidity or 

1 Mylan is presently not a party in this case. Mylan has moved to intervene and has filed its own motion to dismiss 
sho uld this Court grant its motion to intervene. 

3 
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noninfringement, Mylan must begin marketing within 75 days or forfeit its exclusivity period. 

21 U.S.C. § 355(j)(5)(D)(i)(J)(bb )(AA); see also Seattle Children's Hosp., 2011 U.S. Dist. 

LEXIS 145998 at *5-6. 

After Mylan filed its Paragraph IV ANDA regarding both Patents '703 and '599, Daiichi 

sued Mylan on July 31, 2006 for infringement of the '599 patent in a district court in New Jersey. 

Prior to suing Mylan regarding the '599 patent, Daiichi statutorily disclaimed every claim of the 

'703 patent pursuant to 35 U.S.C. § 253. Eventually the district court found that the '599 patent 

was valid and that Mylan infringed the '599 patent. Mylan never brought a declaratory judgment 

action regarding the disclaimed ' 703 patent. In the instant case, Apotex seeks a final judgment 

of invalidity or noninfringement regarding the '703 patent in the hopes of compelling Mylan to 

begin marketing within 75 days or forfeiting its exclusivity period. Daiichi moves to dismiss 

Apotex's complaint for lack of sUJbject matter jurisdiction. Daiichi argues that there is no case or 

controversy here because the ' 703 patent was disclaimed. Apotex argues that despite Daiichi 's 

disclaimer, the '703 patent continues to exclude competition in the market because it remains 

listed in the FDA' s Orange Book. 

Legal Standard 

Pursuant to Fed. R. Civ. P. J2(b)(I), a court must dismiss any action for which it lacks 

subject matter jurisdiction. Rule 12(b)(I) motions are premised on either facial or factual attacks 

on jurisdiction. Simonian v. Oreck Corp., No. 10 C 1224, 2010 U.S. Dist. LEXIS 86832, at *3-4 

(N.D. Ill. Aug. 23, 20 I 0). If the defendant makes a factual attack on the plaintiffs assertion of 

subject matter jurisdiction, it is proper for the court to look beyond the jurisdictional allegations 

in the complaint and to view whatever evidence has been submitted in response to the motion. 

Id. The plaintiff must then put forth "competent proof' that the court has subject matter 

jurisdiction. NLFC, Inc. v. Devcom Mid-America, Inc., 45 F.3d 231, 237 (7th Cir. 1995). 

Federal courts have subject matter jurisdiction over declaratory judgment actions brought 

by Paragraph IV ANDA filers to establish noninfringement or invalidity of Orange-Book-listed 

patents to the extent that they present an Article Ill case or controversy. Caraco Pharm. Labs., 

527 F.3d at 1285; see also 31 U.S.C. § 27l(e)(5). To determine whether a declaratory judgment 

action satisfies the Article III case or controversy requirement, the court must inquire as to 

"whether the facts alleged, under all the circumstances, show that there is a substantial 

controversy, between parties having adverse legal interests, of sufficient immediacy and reality 

4 
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to warrant the issuance of a declaratory judgment." Medlmmune, Inc. v. Genentech, Inc., 549 

U.S. 118, 127 (U.S. 2007). "[A ]n action is justiciable under Article III only where (I) the 

plaintiff has standing, Lujan v. Defenders of Wildlife, 504 U.S. 555, 560, 112 S. Ct. 2130, 119 L. 

Ed. 2d 351 (1992), (2) the issues presented are ripe for judicial review, Abbott Labs. v. Gardner, 

387 U.S. 136, 149, 87 S. Ct. 1507, 18 L. Ed. 2d 681 (1967), and (3) the case is not rendered moot 

at any stage of the litigation, United States Parole Comm 'n. v. Geraghty, 445 U.S. 388, 397, l 00 

S. Ct. 1202, 63 L. Ed. 2d 479 (1980)." Caraco Pharm. Labs., 527 F.3d at 1291; see also Seattle 

Children's Hosp. , 2011 U.S. Dist. LEXIS 145998, at *13. 

In order to have standing, a party must demonstrate: (1) an alleged injury in fact, a harm 

suffered by the plaintiff that is concrete and actual or imminent; (2) causation, a fairly traceable 

connection between the plaintiffs injury and the complained-of conduct of the defendant; and 

(3) redressability, a likelihood that the requested relief will redress the aHeged injury. Caraco 

Phann. Labs., Ltd. v. Forest Labs., Ltd., 527 F.3d 1278, 1291 (Fed. Cir. 2008). "The Federal 

Circuit has recognized, in the context of the Hatch-Waxman Act, that the creation of ' an 

independent barrier to the drug market' by a brand drug company ' that deprives [the generic 

company] of an economic opportunity to compete' satisfies the injury-in-fact and causation 

requirements of Article III standing." Seattle Children's Hosp. v. Akorn, Inc., No. l O-CV-5 118, 

2011 U.S. Dist. LEXCS 145998, at *15 (N.D. Ill. Dec. 20, 2011) (citing Caraco, 527 F.3d at 1285 

and Prasco, 537 F.3d at 1339). 

Discussion 

Daiichi moves to dismiss Apotex's complaint arguing that there can be no justiciable 

dispute concerning a disclaimed patent. Apotex concedes that the ' 703 patent is no longer 

enforceable, but argues that it continues to exclude competition in the market and continues to 

have preclusive effect. (Apotex Resp. at l and 5). Apotex argues that because a judgment has 

never been entered stating that the '703 patent is invalid, the '703 patent prevents it from selling 

its competing generic version of the Benicar drug until the end of Mylan' s 180 day exclusivity 

period. 

The Federal Circuit has recognized that prior to the "2003 [MMA] amendments, 'NDA 

holders employed several methods of delaying the early resolution of patent disputes."' Dey 

Pharma, LP v. Sunovion Pharms., Inc., 677 F.3d 1158, 1160 (Fed. Cir. 2012) (citing Janssen 

Pharmaceutica, N. V. v. Apotex, Inc., 540 F.3d 1353, 1357 (Fed. Cir. 2008). In some cases where 

5 
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NDA patent holders listed multiple patents in the FDA' s Orange Book, NDA holders developed 

a strategy where they would initiate suit on only one of the patents after receiving notice of a 

Paragraph IV ANDA filing. This would entitle the NDA holder to a 30-month stay before FDA 

approval of the generic drug. Moreover, even if the one jpatent sued on was found invalid or not 

infringed by the generic drug, the ANDA filer would still run the risk of infringing on the other 

patents implicated!, but not sued on by the NOA holder. "To address this problem Congress 

specified that an ANDA filer who is not sued within 45 days could bring a declaratory judgment 

action under 28 U.S.C. § 2201 against the NDA holder." Dey Pharma, 677 F.3d at 1160-1161 

(citing 21 U.S.C. § 355(j)(5)(C)). These amendments also protect subsequent ANDA filers ' 

interest in the early resolution of patent rights due to the l 80-day exclusivity period afforded 

successful first ANDA filers. "If the first ANDA filer 'parked' its 180-day exclusivity under an 

agreement with the brand-name company, a subsequent ANDA filer could independently trigger 

the first filer's exclusivity period through a declaratory judgment action leading to a final 

judgment of invalidity or noninfringement, thereby accelerating the second ANDA filer's ability 

to market its drug." Dey Pharma, 677 F.3d at 1160-116 l . 

Here, Patent ' 703 does not create an independent barrier that deprives Apotex of an 

economic opportunity to compete. Because Daiichi disclaimed all claims associated with the 

' 703 Patent pursuant to 35 U.S.C. § 253, both Daiichi and Apotex no longer hold any meaningful 

interest in the now disclaimed patent. "Disclaiming particular claims under§ 253 'effectively 

eliminate(s] those claims from the original patent."' Genetics Inst., LLC v. Novartis Vaccines & 

Diag110stics, Inc., 655 F.3d 1291, 1299 (Fed. Cir. 2011) (citing Vectra Fitness, Inc. v. TNWK 

Corp. , 162 F.3d 1379, 1383 (Fed. Cir. 1998)). "Jn other words, upon entry ofa disclaimer under 

§ 253, we treat the patent as though the disclaimed claim(s) had 'never existed."' Genetics Inst., 

655 F.3d at 1299; see also Guinn v. Kopf, 96 F.3d 1419, 1422 (Fed. Cir. 1996). Apotex concedes 

that the '703 patent was statutorily disclaimed and does not dispute the effects of such a 

disclaimer. Nevertheless, Apotex argues that this Court must still decide whether its generic 

drug infringes on the non-existent ' 703 patent because the patent remains listed in the Orange 

Book. Daiichi, however, requested that the FDA delist the ' 703 Patent on July 11, 2006. It is 

unclear why the FDA has yet to actually remove the patent from the Orange Book. 

Apotex relies on Caraco Phann. Labs., 527 F.3d 1278, to support its argument that there 

is _jurisdiction where a first ANDA filer has not begun its exclusivity period and a subsequent 

6 
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ANDA filer seeks a declaratory judgment of noninfringement to eliminate an independent bani er 

to regulatory approval. Caraco, however, is distinguishable from the case at hand by the 

important fact that the patent at issue in that case was never disclaimed. The Federal Circuit held 

that by preventing the FDA from approving AND As of generic drug manufacturers, the NDA 

holder was effectively excluding Caraco from offering what it claimed to be a non-infringing 

generic drug. Unlike Caraco, there is no such exclusion in the instant case. Daiichi is not 

preventing the FDA from approving Apotex's ANDA through any delay tactics or strategies 

similar to the NDA holder's covenant not to sue in Caraco. Moreover, all parties acknowledge 

that Daiichi can never assert the ' 703 patent against any ANDA filer or any entity as the patent 

no longer exists by virtue ofDaiichi 's disclaimer of all claims associated with the patent. The 

mere fact that the FDA has failed for some reason to delist Patent '703, despite Daiichi 's request, 

does not create a case or controversy by which Apotex may seek a declaratory judgment 

regarding a nonexistent patent. Daiichi disclaimed Patent '703 and properly requested that the 

Orange Book be updated to reflect Daiichi 's disclaimer. Although in Seattle Children 's Hosp. , 

2011 U.S. Dist. LEXIS 145998, the court held that notwiithstanding an NDA holders unilateral 

covenant not to sue, a case or controversy continued to exist between the parties because of the 

continued listing of the patent in the FDA's Orange Book; in that case, again, the listed patent 

was never disclaimed. Accordingly, in that case, the patent actually served as an independent 

barrier to the approval of the defendant's ANDA. Here, the '703 patent continues to be listed, by 

no error on Daiichi' s part, even though the patent was disclaimed. This is insufficient to meet 

the case and controversy standing requirements under Article III. 

Conclusion 

For the foregoing reasons, Daiichi's motion to dismiss is granted in its entirety. Given 

this Court's ruling granting Daiicihi 's motion to dismiss, non-party Mylan' s motions are moot. 

IT IS SO ORDERED. 

Date: January 9, 2014 

7 

Sharon Johnson Coleman 
United States District Judge 
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(57) AHSTRACI' 

A pbarmaceutical compositioo comprises an aogiotensio II 
receptor antagonist selected from among compounds having 
the following formula (I), a pharmacologically acceptable 
salt tbcrcof, a pbarmacologically acceptable ester thereof 
and a pharmacologically acceptable salt of such ester, and 
one o r more diuretics: 

H 
N 

j I 
~ _....N 

N 

(C) 

"Jbc pharmaceutical composition of the present invention 
has an excellent hypotensive eJiect and low toxicity, and 
therefore is useful as a medicament for preventing. or treat­
ing hypertension o r heart disease. 

15 Claims, No Dmwlngs 
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PHARMACEUTICAL COMPOSITION 

CROSS-REFERENCE TO R EI .ATED 
APPLICATION 

This application is a Continuation application of Interna­
tional app lication No. PCT/JP01 /Hl095, filed Nov. 19, 2001, 
the entire contents o[ wbicb are hereby incorporated by 
reference herein. 

BACKGROUND OF THE INVENTION 

1. Field of tbe Invention 

JO 

2 
DETAILED DESCJ~ IPTION OF THE 

INVENTION 

Tbe active ingredients of tbe pharmaceutical composition 
of this invention include an angiotcnsin II receptor antago­
nist sdocteu from the j,'Toup consisting of a compound 
having the following formula ( I), pharmacologically accept­
able sa Its thereof, pharmacologically acceptable esters 
tbereo( aod pharmacologically acceptable salts of sa id 
esters; and o ne or more diuretics. 

(t) 

'The present invent.ion re lates t.o a pharmaceutical com­
position containing a specific angiotensin 11 receptor antago­
nist and one or more diuretics as the active ingredients JS 

(part icularly a pharmaceutical composit ion for preventing or 
treating hypertension), the use of a specific angiotensin 11 
receptor antagonist aod one or more diuretics for manufac­
huing the pharmaceutical composition (particularly a phar­
maceutical composition for preventing o r treating 20 

hypertension), aod a method for preventing or treating 
(particularly treating) diSt:ases (particularly hypertension) 
by the administration of a pharmaceutical composition to 
warm-blooded animals (particularly humans) comprising 
effective doses of a specific angiotensin II receptor aotago- 25 

oist and ooe or more diuretics. 

2. Background Information 

It is known that co-administration of an angiotcnsin II 
re<.:eptor antagonist and d diuretic is dn elie<.:tive therapy for 

30 
the prevention or treatment of hypertension (particularly 
treatme nt). These pharmaceutical compositions arc 
<lt:scribed, for example, in W089/6233, Japan..,,,;e Patt:nt 
Application Kokai No. Hei 3-27362 and the like . 

Tbe compound of formula (!), a sail thereof aocl tbe like 
are known compounds, for example, described in the speci­
fication of Japanese Patent Application Kokai No. Hci 
5-78328 etc. and the cbemical name of the compound of 
formula (I) is 4-(1-bydroxy-l-methylethyl)-2-propyl-l-[2'-

However, the effects of a pharmaceutical compositio n 
containing a specific angiotensin II receptor antagonist, such 
as CS-866 ((5-roethyl-2 -oxo-1,3-dioxolen-4 -yl)methyl 4-(1-
hydro xy-l-roctbylct hy 1)-2-p ropy 1-1-[2'-(l H-tctrazo 1-5-y 1) 
biphenyl-4-ylmethyl]imiclazol-5-carboxylate) (U.S. Pat No. 
5,616,599)), and a diuretic remain unknown. 

SUMMARY OF THE INVENT ION 

Consiuering that prevention and/or trea tment of byper­
tens ion are important, the present inventors investigated 
combinations of various drugs and found that a pharmaceu­
tical composition cont<iining a spt:cific angiotensin II recep­
tor antagonis t, such as CS-866, and one or roore diuretics 
exerts excellent anti-hypertensive effects allld hence may be 
useful as a preventative and/or therapeutic agent for hyper­
tension. 

The present invention provides a pharmaceutical compo­
sition containing a specific angiotensin II receptor antagonist 
aod one or more diuretics as the active ingredients 
(particularly pharmaceutical compositions for preventing or 
treating hypertension), the use of a specific angiotensin II 
receptor antago nist and one or roore diuretics for manufac­
tu.ring the pharmaceutical compositions (particularly phar­
maceutica I compositions for preventing or treat ing 
hypertens io n), a me thod for preventing or treating 
(particularly treating) diseases (particularly hypertension) 
by the administration of a specific angiolensin 11 receptor 
antago nist and one o r more diuretics to warm-blooded 
animals (particularly humans) at effective doses, and a 
pharmaceutical composition for administering simulta­
neously or seque ntially a specific aogiotc nsin II receptor 
antagonist aod one or more diuretics for preventing or 
treating hypertension. 

35 ( 1 H -tctr azol -5 -yl )bi pbcoyl-4 -yl me tbyl Jim ida zo 1-5 -
carboxylic acid. 

Tbe " pharmacologically acceptable salt" of the compound 
of formuJa (!), wbich is an active ingredient of this 
invention, includes ao alkalj metal salt such as soclium salt, 

40 potassium salt or lithium salt; an alkaline earth metal salt 
such as calcium salt or magnesium salt; a metal salt such as 
alumiimm salt, iron salt, doc s alt, copper salt, nick.el salt or 
cobalt salt; or ao amine salt sucb as ammonium salt, 
t-octylaminc salt, dibenzylaminc salt, morphoi'ine salt, glu-

45 cosaminc salt, phenylglycii1e alkyl ester salt, etbylenecli­
amine salt, N-methylglucamine salt, guanidine salt, diethy­
lamine salt, triethylamine salt, dicyclohexylamine salt, N,N'­
dibenzyletbylenediamine salt, chloroprocaine salt, procaine 
salt, diethanolamioe salt, N-beozylphenethylamioc salt, pip-

so crazine salt, tetraruethylamruoniuru salt or tris 
(hydroxymethyl)aminomethane salt. An alkali metal salt is 
preferable and the sodium salt is particularly preferable. 

The "pharmacologically acceptable ester'' of the com­
pound of formula (1), which is an active ingrcdicut of this 

55 invention, is a compound esterifie<l at the carboxyl moiety of 
the compound of formula (!). /\ group forming said ester is 
a group which can be c leaved by a biological proccs.~ such 
as byclrolysis in vivo. Sucb groups ioclucle, for example, a 
(C,- C4)alkoxy-(C,-C4)alkyl group such as methoxymetbyl, 

60 ·1-e1hoxyethyl, 1-methyl-1-m.ethoxyethyl, 1-(isopropoxy) 
ethyl, 2-methoxyethyl, 2-ethoxyethyl, l ,l-clirrnethyl-1-
methoxymethyl, ethoxymetbyl , propoxymethyl , 
isopropoxyrnethyl, butoxyrnethyl or 1-butoxymetbyl; a 
(C, - C4 )alkoxylated (C1-C4 )alkoxy-(Cc C4)alkyl group 

65 such as 2-mcthoxycthoxymctbyl; a (C6-ClD)aryloxy­
(C 1- C,,)alkyl group such as phenoxyrnethyl; a balogeoateu 
(C1- C,1)alkoxy-(C 1- C,1)alkyl group such as 2,2,2-
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tr1cblo roetboxymethyl or bis(2-chloroetboxy)metbyl; a 
(C1- C4)alkoxycarbonyl-(CcC4)alkyl group sucb as mcth­
uxy<.:arbonylme1byl; a <.:yano-(CcC4)alkyl group sud1 as 
cyanoroelbyl o r 2-cyanoethyl; a (C1-C4 )alkyltbiometbyl 
group such as mcthylthiomcthyl or cthylthiomethyl; a 
(C.,--CJO)arylthiomethyl such as pbeoylthiome1byl or oaph­
tliyltbiometbyl; a (C1~C4)alkylsulfonyl-(C1-C4) lower alkyl 
group, which may be optionally substituted with a halogen 
atoro(s), s uch as 2 - met ba nesu l f o oyleibyl o r 
2- trifluorometbanesulfonyletbyl; a (C6-C10)arylsulfonyl- 10 

(C1-C4)alkyl group .such as 2-benzenesulfonylethyl or 
2-to lueoesulfo nyletbyl; an a liphatic (C1 - C7 )acyloxy­
(C 1-C4)alkyl g r oup such as fo rmyloxymetbyl , 
acetoxyme1byl, propionyloxymethyl, butyryloxymetbyl, 
pivaloyloxyroethyl, valeryloxymelbyl, isovaleryloxymetbyl, 15 
bcxaooy loxymcthy l, 1-formyloxyethyl, 1-acetoxyethy l, 
1-propionyloxyethyl, l-bu1yryloxyethyl, 1-pivaloyloxy-
et hy l, 1-va lerylo x yet hy l, 1-isova for yloxyethyl, 
l-hexanoyloxyethyl, 2-formyloxyethyl, 2-acetoxyethyl, 
2-propionyloxyethyl, 2-butyryloxyethyl, 2-pivaloyloxy- 20 

ethyl, 2-valeryloxyet hy l, 2 - isovakr yloxyethyl, 
2-hexaooyloxyethyl, 1-formyloxypropyl, 1-acetoxypropyl, 
1-propionyloxypropyl, 1-butyryloxypropyl, 1-pivaloyloxy­
propyl, 1-valeryloxypropyl, 1-isovalcryloxypropyl, 
1-hexaooyloxypropyl, 1-acetoxybutyl, 1-propiooyloxy- 25 

bil! lyl, 1 - butyryloxybutyl , 1 -piva.loyloxybut yl, 
1-acetoxypentyl , 1-propionyloxypentyl, l -butyryloxy­
pen1yl, 1-pivaloyloxypentyl, or 1-pivafoyloxyhexyl; a 
(C,-C6)cycloalkylcarbonyloxy-(C,-C,,)alkyl group such as 
cyclopentylcarbonylo xymethyl, cyclohexylcarbonyloxy- JO 

methyl, 1-cyclopeotylcarbonyloxyethyl, 1-cyclobexyl­
carbon y loxyetby l, 1 -cyclo penty lcarbo ay lo xypropy I, 
1-cyclohexylcarbonyloxypropyl, 1-cyclopeotylcarbonyl­
oxybutyl or 1-cyclohexylcarbonyloxybutyl; a (C6-C10) 

arylcarbonyloxy-(C1 C4 )alkyl group such as benzoyloxyrn- 35 

et.by!; a (Cc C6)alkoxycarbooyloxy-(CcC4)alkyl group 
such as metho xycarbonyloxymethyl, 1 -(methoxy­
carbon yloxy)ethyl, 1-(mcthoxycarbonyloxy)propyl, 
1-(me thoxyca rbon yloxy )bu l y 1, 1-( roethox ycarbon y lox y) 
pentyl, l -(methoxycarbonyloxy)hexyl, ethoxycarbonyloxy- 40 
methyl, 1-(ethoxycarhonyloxy)ethyl, l-( ethoxycarbonyl­
oxy)propyl, 1-( ethoxycarbon yloxy)butyl, 1-( e thoxy­
carbo oyloxy)peoty l, 1-( e t hoxycarbo nyloxy)hexyl, 
propoxycarbonyloxymethyl, 1-(propoxycarbonyloxy)etbyl, 
1-(propoxycarbonyloxy)propyl, 1-(propoxycarbooyloxy) 45 
butyl, isopropoxycarbooyloxymethyl, 1-(isopropoxy­
carbony loxy)ethy I, 1-(isopropox ycarbon yloxy )buty I, 
butoxycarbonyloxymethyl, 1-(butoxycarbonyloxy)etbyl, 
1-(butoxycarbonyloxy)propyl, 1-(butoxycarbonyloxy)butyl, 
isobutoxycarbonyloxymethyl, 1-(isobutoxycarbonyloxy) so 
e thyl, 1-(isobutoxycarbonyloxy)propyl, 1-( isobutoxy­
carbonyloxy)butyl, t-butoxycarbonyloxymethyl, 1-(t­
butoxycarbooyloxy)elhyl, pentyloxycarbonyloxyroethyl, 
1-(pentyloxycarbonyloxy)ethyl, 1-(pentyloxycarbonyloxy) 
propyl, bexyloxycarbonyloxymethyl, 1-(hexyloxy- 55 

carbonyloxy)ethyl or 1-(hexyloxycarbooyloxy)propyl; a 
(C5-C6)cycloalkyloxycarbonyloxy-(C1- C4)alkyl group 
s uch a s cyclope olylox ycarbo n y loxyrnelhy l , 
1-( cyclopentyloxycarbonyloxy)ethyl, 1-( cyclopentyloxy­
carbonyloxy)propyl, 1-(cyclopentyloxycarbonyloxy)butyl, 60 

cyclohexyloxycarbonyloxyrnethyl, 1-(cyclohexyloxy­
carbonyloxy)etbyl, 1-(cyclohexyloxycarl>onyloxy)propyl, 
or 1-(cyclohexyloxycarbonyloxy)butyl; a [5-(C1-C4)alkyl-
2-oxo-l,3-dioxolen-4-yl]me1hyl group sucb as (5-methyl-2-
oxo-1,3-dioxolen-4-yl)metbyl, (5-ethyl-2-oxo-l,3-dioxolco- 65 

4-yl)metbyl, (5-propyl-2-oxo-1,3-dioxolen-4-yl)metbyl, 
( 5-isopropyl-2-oxo-l ,3-dioxolen-4-yl)rnet by I, (5-but yl-2-

4 
oxo-1,3-dioxolen-4-yl)rnethyl; [5-(phenyl, which may be 
optionally substituted with a (Cc C4)alkyl, (C1- C,1)alkoxy 
group(s) or halogen atom(s))-2-oxo-l,3-dioxolcn-4-yl] 
methyl group such as (5-phe nyl-2-oxo-1,3-dioxolen-4-yl) 
methyl, [ 5-( 4-melh ylpheny J) -2-uxo-1,3-dioxolcn-4-yl] 
methyl, [5-( 4-methoxyphenyl)-2-oxo-l,3-dioxolen-4-yl] 
methyl, [ 5-( 4-Huorophen yl )-2-oxo-l ,3-dioxo l en-4-yl] 
methyl, [ 5-( 4-chlo rophc nyl)-2-oxo-l,3-dioxol en-4-yl] 
methyl; o r a phthalidyl group, which may be optionally 
substituted with a (C1- C4)alkyl or (C1-C4)alkoxy group(s), 
such as phthalidyl, dimethylp.bthalidyl or dimetboxyphtha­
lidyl. Preferred ester groups are a pivaloyloxymelbyl group, 
phthalidyl group or (5-methyl-2-oxo-1,3-dioxolen-4-yl) 
methyl group and the more preferred ester group is a 
(5-metbyl-2-uxu-l,3-dioxulen-4-yl)methyl group. 

The "pharmacologically acceptable sail of the pharmaco­
logically acceptable ester" o( the compound o[ formula (I), 
which is ao active ingredient of this invention, includes a 
pharmacologically accept a h ie salt of the "pharmacologically 
acceptable ester" described above, for example, a ihydroha­
logenic acid salt such as liydrofluo ride, hydrochloride, 
hydrobromide or hydroiodide; nitrate; perchlorate; sulfate; 
phosphate; a C1- C4 alkanesulfonic acid salt, which may be 
optiona.lly substituted with a halogen atorn(s) such as 
methaoesulfonate, trifluorornethanesulfonate or ethaoe­
sulfonate; a C6-C10 arylsul.fooic acid salt, which. may be 
optionally substituted with a C1--C4 alkyl group(s), such as 
benzenesulfonate or p-toluenesulfonate; a C,- C6 aliphatic 
acid salt such as acetate, ma late, fumarate, succinate, citrate, 
larlra te, oxala1e o r maleate; or an amino acid sa lf <\uch as a 
glycine salt , lysine salt, alginine salt, ornitine salt, glutaroic 
acid salt or aspartic acid sa lt. Preferred s.alls are 
hydrochlo ride, nitrate, sulfa1e or phosphate and the particu­
larly preferred salt is hydrochloride. 

Tbe aogiotensin II receptor antagonist, which is an active 
ingredient of this invention, is preferably the compound of 
formula (I) or a pharmacologically acceptable ester thereof, 
more preferably a ph<mnacolo,gically ae<.:eptable es1er of 1he 
compound of formula (I), and still more preferably the 
pivaloyloxymethyl, ph tha lidyl or (5-methyl-2-oxo-1,3-
dioxoleo-4-yl)metbyl ester of compound of formula(!). The 
most preferred compound is (5-methyl-2-oxo-l,3-dioxolen-
4-yl)metbyl 4-(1-bydroxy-1-methylethyl)-2-propyl-1-[2'­
( 1 H-te tr azol-5-yl)bi pheoyl-4-ylm e thy I Jim idazo l-5 -
carboxylate (CS-866). 

The compound of formula (I), which i.s an ac tive ingre­
dient of this invention, may absorb water or an organic 
solvent to form a hydrate o r a solvate and the present 
ioventioo encompasses such hydrates and solvates. 

The diuretics, which are another active ingredient of this 
invention, are known compounds and, for example, include 
su lfo nam ide compounds such as ace tazo lam ide, 
methazo lami de , e thoxzol amide, c l ofenarnide, 
dichlorphenamide, disulfamide, mefruside, chlorthalidone, 
quioetha zooe, fu rosemide, clopamide, tr ipamide, 
iadapam ide, cblorexolone, meto lazone, xipamide, 
buroetanide, piretanidc and X-54; thiazide compounds such 
as b ydroc h l orot h iaz ide, me t b y lc l o th iaz ide, 
ben zyl h yd roch lo rot h iaz id e, tr ich lo ro me t h iaz ide, 
cyclopenthiazide, polythiazide, ethiazide, cyclothiazide, 
beodrollumethiazide, and hydroflurnetbiazide; phenoxyace­
tic acid compounds such as ethacrynic acid, tienilic acid, 
inclacrino ne and qu incarbate; triamte rene; am iloride; 
spironolactoae; po tassium canreooate; to rasemide; 
MK-447; and traxanox sodium which have been d isclosed in 
U.S. Pat. No. 2,554,816, U.S. Pat. No. 2 ,980,679, U .S. Pat. 
No. 2,783,241, GB 795,174, J. Chem. Soc., 1125 (1928), 
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Pllarmacome1rics, 21, 607 (1982), U.S. Pat. No. 3,183,243, 
U.S. Pat. No. 3,360,518, U.S. Pat. Nu. 3,567,777, U.S. Pat. 
N"o. 3,634,583, U.S. Pat. No. 3,025,292, J. Am. Chem. Soc., 
82, 1132 (1960), U.S. Pat. No. 3,108,097, Experientia, 16, 
113 (1960), J. Org. Chem., 26, 2814 (1961), U.S. Pat. No. 
3,009,911, U.S. Pat. No. 3,265,573, U.S. Pat. No. 3,254,076, 

10 
U.S. Pat. No. 3,255,241, U.S. Pat. No. 3,758,506, BE 
639,386 and U.S. Pat. No. 3,163,645. The preferred diurelic 
is a thiazide compound and the more preferred one is 
hydrochlorotbiazide. 

The planar chemical formulae of typical diuretics are 15 

sbown below: 

20 

A celazolamide 

25 

Mclhazolamidc 
30 

35 
Ethoxzolamide 

aorenamide 

45 

50 

Dichlorphcnamide 

55 

Disulfam.ide 

60 

65 
Mefruslde 

6 
-continued 

0 

OH 

Chlorth•lidonc 

o:o;;'"IYCzHs 
~ I r\H 

H1N02S 

0 

Quincthnzonc 

CIXXNllCllz--CJ I o 

H2N02S ~ COOH 

Furosemide 

Clopamide 

Tripamide 

~,)8,00-8 
H3C 

lndapamide 

Clorcl<olonc 
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-continued -continued 

a ~ ~yc113 axx~ro ~ '"' Hzl'02s ~ I s / NTr I # ·- "'() 0 2 

0 # 
Benz ylh yd roe h lorothiazide 

10 H 
Metolazooc OXXKYCHc; axxo• ~ ~ I NH 

H1NC>i5 S/ 

""""' I"" m~-P 0 2 
15 

Tricbloronncthiazide 

H,C H axx·xu Xiparnide 

~ I "H 
20 0-o NHCHzCH2CHzCH3 

H2N02S S/ 

n 
Oz 

Cyclopeot hiazide 

25 H Hzl'CJ:z.S COOH axx•yrn"""""' Bumetanide 

0 
~ I N 

HiNOo-S S / '-0-1 

30 
- Oz ) 

O-o; Polythiazide 

"•"'"n WO" 
H aXXY""' 35 ~ I l'\H 

II2N02S S/ 

PiJetanide 
0 2 

Q 
E.lhi.'1..Zidt 

40 

a ~ uy© OCH-0 =n , 
""°" : I ~ 45 xx Nll 

H:v'I02S S/ 
02 

X-54 <":)rcloLhi<t7,ide 

50 

axx"1 H. 'fxx):o ~ I / NH 
HoNOzS S 

55 - 02 Hzl'\02S l',
2 

E-lydrochlorothiazide .Bendroflu01etbiaz..ide 

[[ H aXJ(Y- 60 

~X:(1 
~ / N'-. ~ I NH 

H2N02S ~ CH3 HzKO,.<; S / 
o, 

65 
Methylclothiazid< llydroflumethiazide 
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a a 
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Ethacrynic acid 

Cl Cl 

(yg--0-=·-· 
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Cl 
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Quincarbate 

HV'/ ,;:?Nx;Ny \'Hz 

~ _& N 
N 

NHz 
T f'ian1tere1tt: 

0 

Spironolnctonc 
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-continued 
KOOC 

10 

0 

Potassium canrenoate 

15 
Oil 

•'(yC~~ 
y HCI 

20 
C(CH3)3 

:\fiC-447 

25 

30 

35 

To rascmidc 

Na 

Cl 
45 

Trnxanox: sodium 

so Tbe compound name of hydrochlorothiazide is 6-chloro-
3,4-dibydro-2H-l,2,4,-benzothiadiazin-7-sulfonamide 1,1-
dioxide. The hydrocblorotbiazide of this invention includes 
pbarmacologically acceptable salts thereof, for example, a 
bydroha logenic acid salt such as hydrofiuoride, 

55 hydrochlo ride, hydrobromide or bydroiodide; nitrate; per­
chlorate; sulfate; phosphate; a C1- C4 alkaoesulfooic acid 
salt, which may be op1ionally substituted with a halogeo 
atom(s) such as methanesulfonate, trifiuo rom ethane­
suHonalc or clbancsulfonatc; a C6-CJO aryJsulfonic acid salt, 
which may he optionally suhstit.uted wilh a C1-C4 alkyl 

60 group(s), such as benzenesulfonale or p-loluenesulfonate; a 
Ci-C6 aliphatic acid salt such as acetate, roalate, fumarate, 
succinate, citrate, tartrate, oxalate or maleate; or an amino 
acid salt such as the glycine salt, lysine sail. alginine sail, 
ornitine salt , glutamic acid salt or aspartic acid salt. The 

65 preferred sails an: tbe hydrochluride, nitrate, s ulfalt: or 
phosphate and the particularly preferred salt is hydrochlo­
ride. 
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When the diure tic described hereinbefore bas an asym­
metric carbon(s), the present invention encompasses indi­
vidual optical isomers and mixtures thereof. The present 
invention also encompasses hydrates of the compound 
described hcrcinbeforc. 

The cliuietic of this invention is selected from one or more 
compounds described hereinbefore and preferably one 
diuretic agent is selected, wbicb is used in combination with 
an angiotensin II receptor antagonist such as CS-866. 

Preferred pharmaceutical compositions of this invention 
are: 

(1) a pharmaceutical composition wherein the diuretic is 
a sulfonamide compound, a phenoxyacetic acid compound 
or a th iazide compound; 

(2) a pharmaceutical composition wherein the diuretic is 
a thiazide compound; 

12 
to be administered at the same time to get excellent thera­
peutic efficacy, the compounds may be administered at 
appropria.te intervals. The maximum acceptable time inter­
val to administer these 2 groups of compounds to obtain 
cxcclknt tn:atmcnt ur prcvcntativt: cO:icacy can be con­
firmed clinically or preclinically. 

The administration route of specific angiotensin II recep­
tor antagonists, such as CS-866, and diuretics is generally 
oral. Thus these 2 groups of compounds can be prepared as 

10 separate single formulations of each or as a single formu­
lation by phys ically mixing these 2 groups of compou nds. 
Administration formulations arc, for instance, powder, 
granules, tablets, capsules, etc. The free compounds or 
pharmacologically acceptable salts or esters thereof arc 
mixed with constituents, diluents, etc., and prepared accord-

15 ing to conventional preparation techniques as described 
he low. (3) a pharmaceutical composition wherein the diuretic is 

selected from the group consisting of hydrochiorothiazide, 
met hy le i o t hia 7. ide, henzylhyd roch lo rot h iazide, 
trichloromethiazide, cyclopenthiazide, polythiazide, 20 
eLhiazide, cyclothiazide, bendroflumethiazide and hydroflu­
methiazide; or 

Namely, preparations as described above are manufac­
tured by conventionally known methods using additive 
agent<;, i.e., carriers such a<; diluents (for instance , organic 
diluents including sugar derivatives such as lactose, sucrose, 
glucose, manni to l, sorbitol; s tarch d eriva tives such as 
corns tarch , potatostarch, o.-starch, and dextrin; cellulose 
derivatives such as crystalline cellulose; gum arabic; dext-(4) a pharmaceutical composition wherein the diuretic is 

hydruchlurutbiazidc. 
Since the present invention, i.e., pharmaceutical compo- 25 

sitions containing a specific angiotensin II receptor 
antagonist, such as CS-866, and one or more diuretics, exerts 
excellent anti hypertensive actions and has low toxicities, the 
pharmaceutical compositions are useful as remedies, i.e., 
preferably preventative or therapeu tic agents for 30 

hypertension, heart d iseases (angina pectoris, cardiac 
failure, cardiac hypertrophy), vascular disorders 
(arteriosclerosis, post-PTCA restenosis, peripheral vascular 
disorders), renal d iseases (diabetic nephropathy, g)oroerular 
m::phritis, nephrusclerosis); more preferably preventative 35 

and/or therapeutic agents (particularly therapeutic agents) 
for hypertension or heart diseases; and most preferably 
preventative or therapeutic agents (particularly tberapeutic 
agents) for hypertensio n]. The remedies described above arc 
preferably applied 10 warm-blooded animals, especially to 40 
humans. 

ran; pullulan; and inorganic diluents including silicate 
derivatives such as light anhydrous silicic acid, synthetic 
aluminum silicate, calcium silicate, magnesium alumi-
nometasilicate; phosphate derivatives such as calcium 
hydrogenphosphate; carbonates such as calcium carbonate; 
and sulfate derivatives such as calcium sulfate), lubricants 
(for instance, metallic salts of stearic acid such as stearic 
acid, calcium stearate, magnesium stearate; talc; waxes such 
as beeswax, sperroaceti; boric acid; adipic acid; sulfates such 
as sodium sulfate; glycol; fumaric acid; sodium benzoate; 
DL-leuc ioe; lauryls ulphates s uch as sodium lauryl sulfate, 
maj,,rncsium lauryl sulfate; silicates s uch as anhydwus sili<-ic 
acid, silicic acid hydrates; and starch derivatives described 
above can be liste d) , binders (for ia stance, 
hydroxypropylcellu lose, hydroxypropylmethyloellu.lose, 
polyvinylpyrrolidonc, macrogol, and similar diluents 
dei;cribed above), disiniegralors (Cor instance, cellulose 
derivatives such as low-substituted hydroxypropylcellulose, 

Accord iog to the present inventio n, the specific angio­
tensin II receptor antaigooist such as CS-866 and diuretics 
exert better therapeutic efficacy by combined administratio n 
rather than when used! separately. In addition, these agents 
exert excellent efficacy when admioistered to the same 
warm-blooded animal al d ifferent limes. It is speculated that 
wben the 2 groups of compounds employed in the present 
invention arc absnrhcd in warm-blooded animals, they 
switch on the signals al their respective receptors to cause 
their pharmacological actions. Hence, even when their 
plasma concen-trations decrease below the 1hresho ld plasma 
levels to cause each drug' s effects, the switches located at 
their receptors have already been turned on and so the 
preventative or therapeutic effects on hypertension caused 
by the first drug are seen. The effects of the compound that 
is administered later are superimposed on those of the 
former drug. Thus the actions of these 2 agents are additive 
and excellent effects can be observed. Since it is clinically 
convenient if these 2 agents are administered at the same 
time, the specific angiotensin II receptor antagonist, such as 
CS-866, aod the diuretics can be administered at the same 
time as a single pharmaceutical composition. In the case that 
tllese agents cannot adequately be mixed phys ically from 
formulatio n tec hniques, each compound may be separately 
administered at tbe same time. Furthermore, as described 
above, since these 2 groups of agents do not necessarily have 

carh nxymethylcellulose, sodium carhoxymethylcellulose, 
and internally bridged-sodium carboxymethylcellulose; 
chemically modified starch/cellulose derivatives such as 

45 carboxyrnethylstarch, sodium carboxymetbylstarch, bridged 
polyvioylpyrrolidone; and starch derivatives described 
above), demulsifiers (for instance, colloidal clay such as 
bentooite and veegum; metal hydrates such as magnesium 
hydroxide, aluminum hydroxide; anionic surfactants such as 

so sodium lauryl sulfate, calcium stearat.e; cationic surfactants 
such as benzalkunium chloride; and nun-ionic surfactants 
sucb as polyoxyetbyleoealkyl ether, and polyoxyethyle ne 
sorbitan fatty acid ester, and sucrose esters fatty acids), 
stabilizers (for instance, parahydroxybenzoates such as 

55 metbylparabe n and p ropylparahen; alcohols such as 
cbJorobutaool, benzylalcohol, pbenylethylalcobo l; benza­
lkonium c hloride; phenols suclb as phenol and cresol; thime­
rosal; dehydroacetic acid; and sorbic acid), flavors ( for 
instao~c, sweeteners, aciJiliers, anJ conventionally uscJ 

60 flavors), e tc. 
The dose and rate of administration of the specific angio­

tensin II receptor antagonist, such as CS-866, and diuretics 
depend upon various factors such as the drugs' activities, 
symptoms, age, and body weight of tbe patients. However, 

65 generally speaking, the adult dosage (mg dose/time) of the 
specific angioteosin II receptor antagonist and dimetics is 
0.5 to 1,000 mg (preforably 1 to 100 mg) and about 0.05 to 
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1,500 mg (preferably 5 to 300 mg), respectively. Com­
pounds are administered once or several t imes per day, 
depending upon the symptoms of the patients. 

Dosing ratios of the drugs in the 2 categories may also be 
varied. However, generally speaking, the rates of the specific 
angiotensin II receptor antagonist, such as CS-866, and 
diuretics are 1:200 to 200:1 as their weight ratios. 

In the present invention, the specific ang.iotensin II recep-
tor antagonist, such as CS-866, and diuretics are simulta­
neous ly administered, or separately or sequentially admin- 10 
i5tered at the doses described above. 

The present invention is described in more detail by way 
of the following Examples. I lowever, the present inventio n 
is not limited to these examples. 

TEST EXAMPLE 1 
1-lypote nsive Effects Elicited by Co-Administration of 
CS-866 and llydrochlorothiazide 

Twenty-eight male spontaneously hypertensive rats aged 

15 

20 weeks (SHRs, SPF grade, purchased from Hoshino 
Laboratory Animals) were used. A transmitter of a tele1neter 20 
(TA11PA-C40, DATA SCIENCES Inc.) was implanted in 
each SHR for recording blood pressure. After recovery from 
tbe surgical operations., blood pressure was monitored in the 
rats fro m the age of 24 weeks. The rats were orally give n 
0.5% carboxymethylccllulosc solution (CMC, 2 ml/kg) for 7 25 

successive days (o nct: daily) by gavage. They were divided 
into 4 groups (7 SHRs per group) so as to give equally 
averaged hlood pressure levels in the group!> ha"<Cd on the 
blood pressure recorclecl on 1he 51h and 6th days afler the 
CMC solutioo was initiated. The rats were orally treated 30 

with 0.5% CMC solu1ion (2 ml/kg, control group) or test 
substance suspended in 0.5% CMC solution (2 ml/kg,) for 14 
successive days (once dai ly). Blood pressure was monitored 
1 day prior to the dmg administration and on the 7th and 
14th days after the drug was initiated. The group 35 

composition, test substances, doses and blood pressure (the 
24 hour meao blood pressure:t:standard error on the respec­
tive monitoring days) are summarized in Tables 1 and 2. 

The test suhstances were hydrochlorotlhia7.ide (HCl'Z), 
CS-866, and Herz and CS-866.HCfZ was prepared so as 40 
lo be 10 mg/2 ml of final concentration with 0.5% CMC 
solution. CS-866 was suspended in 0.5% CMC solution so 
as 10 be at a final concentration of 1 mg/2 ml. CS-866 and 
HCfZ solution was prepared so as to be at a final concen­
tration of [10 mg (HCTZ)+l mg (CS-866)Jl2 ml with 0 .5% 45 

CMC solution. 

TABLE 1 

14 
action than those elicited by e.ach of the agents CS-866 and 
HCTZ alone (Group 2 or 3). 

Preparation f:.xample l 

Tablets 

CS-866 
Hydrochlorothiazide 
l...actose 
Cornstarch 
Magnesium s1carate 

Total 

10.0 mg 
12.5 mg 

275.5 mg 
50.0 mg 
~mg 

350 mg 

The powders described above are mixed well, and 
tableted with a tableting machine to prepare a tablet con­
taining 350 mg. The tablets can be sugar coated if desired. 

What is claimed is: 
1. A method for treating bypertension comprising admin­

istering to a warm-blooded animal in need thereof a phar­
maceutically effec1ive amount of each o f (i) ao angiotensin 
II receptor antagonist selected from the group consisting of 
a compound having the following formula (I): 

(l) 

a pbarmacologically acceptable sail thereof, a pbarroaco­
logically acceptable ester tbereof and a pharmacologically 
acceptable salt of said ester the reof, and (ii) a diuretic which 
is bydrochlorothiazide. 

lrrmip composi1ion Rnd adminis1ra1ion of 1he cest substance 

2. The method according to claim 1, wherein the warm­
so blooded animal is a human. 

Choup 1 Control 
Group 2 HCTZ 
Group 3 CS-866 
Ciroup 4 HCT7. and CS-866 

0 .5 % CMC solulion 
HCTZ (JO mg/kg) 
CS-866 (l mg/kg) 
Hc:T7. (10 mg/kg) + C:S-866 (1 mg/kg) 

TABLE 2 

Blood pressure levels 

3. The method accord'ing to claim 2, wherein the angio­
tensin II receptor antagonist is the compound of the formula 
(I) or a pharmacologically acceptable ester hereof. 

4 . TI1e method according to claim 2, wherein the angio-
55 tensin LI receptor antagonist is a pharmacologically accept­

able ester of the compound of the formula (I). 

Group l Group 2 Group 3 Group 4 
60 

5. The method according to claim 2, wherein tbe angio­
tensio II n:ccptur antagonist is the pivaluyluxymethyl ester, 
phthalidyl ester, or (5-metbyl-2 -oxo-1,3-dioxolen-4-yl) 
methyl ester of the compound of the formula (I). 

1 day before ndministrntiorn 
7th day after administr.ation 

14th Ui:i)· afl~1 i1drniniislrntiu11 

167. 6 165 = 6 
163 • 6 152 = 6 
166 • 7 156 :6 

167: 6 
147: 4 
148: 4 

165: 4 
]J2: 4 
134: 4 

A5 summarized in I'able 2, co-administration of CS-866 
and Herz (Group 4) sbowed a more excellent hypotensive 

6. The method acco rding to claim 2, wherein the angio­
tensin II receptor antagonist is the (5-methyl-2-uxu-1,3-
dioxolen-4-yl)metbyl ester of the compound of th formula 

65 (I). 
7. The method according to claim 2, wherein the diuretic 

further comprises one or more diuretics selected from the 
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g roup c o nsist ing of methylc lo th iazide, benzyl­
bydrochlorothiazidc, ttrichlorrncthiazide, cyclopenthiazide, 
pu lytbiazic.Ic, cthiazic.Ie, cydothiatic.le, bcn<lroflumcthiazic.lc 
and hydroflumethiazide. 

8. The method according to claim 2, w herein a weig ht 
ratio of amounts of lhe compound of lhe formula (I) to the 
diuretic is 1:200 to 200: l. 

9. The method according to claim 3, wherein a weight 
ratio of amounts o[ the compound of the formula (f) to the 
diuretic is 1:200 to 200:1. 

10. The method according to claim 5, where in a weight 
ratio of amounts of the compound of the formula (I) to the 
diuretic is 1:200 to 200:1. 

11. The method according to claim 2, wherein the com­
pou nd of the formula (I) is administered at least o nce a day 
in an amount of 0.5 to 1,000 mg and the diuretic is 
acJministered at leas t once a c.lay in an am ount of 0.05 to 
1,500 mg. 

16 
12. Tbe method according to claim 2 , wherein tbe com­

pound of the formula (!) is administered at least o nce a day 
in an amount o ( 1 to 100 lllg and the d iuretic is atlo:1inistcrcc.l 
at least once a day io ao amount of 5 to 300 mg. 

13. The method acco rding to claim 6, wherein a weight 
r.itio of amounts of the compound of the formula (I) Lo the 
diuretic is 1:200 to 200:1. 

14. The method according to claim 6, wherein the com­
pound of the formula (I) is administered at least once a day 

10 in an amount of 0.5 to 1,000 mg and the diuretic is 
admiDistered at least oDce a d ay in an amount of 0.05 to 
1,500 mg. 

15. The method according to claim 6, wherein the com­
pound of the formula (I) is adm inistered at least oa ce a day 

15 i.o ao amount of 1 to 100 mg and the d iuretic is administered 
at least once a day io ao amount of 5 to 300 mg. 

* * * * * 
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