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JURISDICTION AND VENUE
1 Thisisan action for patent infringement and a declaratory judgment arising under
the Patent and Food and Drug laws of the United States, Titles 35 and 21, United States Code.
Jurisdiction and venue are based on 28 U.S.C. 88 1331, 1338(a), 1391(b)-(c), 1400(b), 2201,
2202 and 35 U.S.C. 88 271(a), (b), (c), and (e).

2. On information and belief, Teva Parenteral Medicines, Inc. (“TPM”), Teva
Pharmaceuticals USA, Inc. (“TevaUSA”), and Teva Pharmaceutical Industries Ltd. (“Teva
Israel”) (jointly and severally “Teva’) have been and are engaging in activities directed toward
infringement of United States Patent No. 5,877,192 (the “’ 192 patent”), by, inter alia,
assembling and submitting pursuant to 21 U.S.C. 8§ 355(b) New Drug Application (“NDA”) No.
22-322 seeking FDA approval to manufacture commercially its proposed 20 mg/Via and 40
mg/Via products called “ Esomeprazole For Injection” (hereinafter referred to as“NDA
Products’) containing the active ingredient esomeprazole.

3. In Teva s notice letter entitled “Patent Certification Notice — U.S. Patent No.
5,877,192" (hereinafter referred to as the “Notice of Certification”), Teva hasindicated that it
intends to market its NDA Products before the expiration of the ’ 192 patent.

4. Teva s submission of NDA No. 22-322, in addition to service of its Notice of
Certification, indicates arefusal to change its current course of action.

5. There has been and is now an actual controversy between Plaintiffs and Tevaasto
whether Tevainfringes the ' 192 patent.

6. On information and belief, Tevaisin the business of developing, manufacturing,
marketing, and distributing generic pharmaceutical products, which are copies of products

invented and developed by innovator pharmaceutical companies.
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7. On information and belief, Teva USA, Inc. and/or Tevalsradl, acting aloneor in
concert, have caused, actively encouraged and/or directed TPM to file NDA No. 22-322 with the
United States Food and Drug Administration (“*FDA”), and/or participated in the work related to
the submission of NDA 22-322.

8. On information and belief, the Teva defendants are doing business in New Jersey,
have continuous and systematic contacts with New Jersey, have offices within New Jersey, sell
various products through the United States, including within New Jersey, manufactures
pharmaceuticals and pharmaceutical products that are sold and used throughout the United
States, including within New Jersey, and/or are engaged in activities together related to the
subject matter of this action.

9. The Teva defendants are subject to personal jurisdiction in thisjudicial district.

THE PARTIES

10. Plaintiff AstraZeneca AB is acompany organized and existing under the laws of
Sweden, having its principal place of business at Sodertélje, Sweden. AstraZeneca AB was
formerly known as Astra Aktiebolaget.

11. Plaintiff Aktiebolaget Hassle is a company organized and existing under the laws
of Sweden, having its principa place of business at Mdlndal, Sweden.

12. Plaintiff AstraZeneca LP isalimited partnership organized under the laws of
Delaware having its principal place of business at Wilmington, Delaware. AstraZeneca LP holds
an approved NDA from FDA for intravenous esomeprazole sodium which it sells under the name

NEXIUM 1.V .®.
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13. Plaintiff KBI Inc. (“KBI”) isa Delaware corporation having its principal place of
business at Whitehouse Station, New Jersey.

14. Plaintiff KBI-E Inc. (“KBI-E”) isa Delaware corporation having its principal
place of business at Wilmington, Delaware. KBI and KBI-E have exclusive rights in the United
States to the ’ 192 patent.

15.  Oninformation and belief, defendant Teva Parenteral Medicines, Inc.isa
Delaware corporation having an office and conducting business at 2050 Springdale Rd., Cherry
Hill, NJ08003. On information and belief, defendant Teva Parenteral Medicines, Inc. isa
wholly owned subsidiary of Teva Pharmaceuticals USA, Inc.

16.  Oninformation and belief, defendant Teva Pharmaceuticals USA, Inc. isa
Delaware corporation having a principal place of business at 1090 Horsham Road, P.O. Box
1090, North Wales, Pennsylvania 19454 and having a place of business at 8 Gloria Lane,
Fairfield, New Jersey 07004. On information and belief, defendant Teva Pharmaceuticals USA,
Inc. isawholly-owned subsidiary of Orvet UK, which isawholly-owned subsidiary of Teva
Pharmaceuticals Europe, which is a wholly-owned subsidiary of Teva Pharmaceutical Industries
Ltd.

17.  Oninformation and belief, defendant Teva Pharmaceutical Industries Ltd. isan
Isragli corporation having a principal place of business at 5 Basel St., P.O. Box 3190, Petach

Tikva 49131, Israel.

COUNT 1: U.S. PATENT NO. 5,877,192

18. Plaintiffs reallege paragraphs 1-17, above, asif set forth specifically here.
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19.  The’192 patent (“Exhibit A”), entitled “Method for the Treatment of Gastric
Acid-Related Diseases and Production of Medication Using (-) Enantiomer of Omeprazole,” was
issued on March 2, 1999 to Astra Aktiebolag upon assignment from the inventors Per Lindberg
and Lars Weidolf. The’192 patent was subsequently assigned to AstraZeneca AB. The’192
patent claims, inter alia, methods for treatment of gastric acid related diseases by administering a
therapeutically effective amount of esomeprazole and pharmaceutically acceptable salts thereof
and methods for producing a medicament for such treatment.

20.  The’192 patent will expire on May 27, 2014 and pediatric exclusivity relating to
the ' 192 patent expires on November 27, 2014.

21. Plaintiff AstraZeneca AB has been and still is the owner of the’ 192 patent.

22.  TevasNotice of Certification notified Plaintiffs that Teva had submitted an NDA
to the FDA under 21 U.S.C. § 355(b), seeking the FDA’s approval to manufacture, use, offer to
sell and sell Teva's NDA Products as a generic version of the NEXIUM 1.V.® product.

23. In the Notice of Certification, Tevanotified Plaintiffs that as part of its NDA it
had filed a certification of the type described in 21 U.S.C. § 355(b)(2)(A)(iv) with respect to the
192 patent. This statutory section requires, inter alia, certification by the ANDA applicant that
the subject patent, here the 192 patent, “isinvalid or will not be infringed by the manufacture,
use, or sale of the new drug for which the application is submitted . . . .” The statute (21 U.S.C.
8 355(b)(3)(D)(ii)) aso requires that the notice “include a detailed statement of the factual and
legal basis of the opinion that of the applicant that the patent isinvalid or will not be infringed.”
The FDA Rules and Regulations (21 C.F.R. § 314.52(¢)(6)) specify, inter alia, that such
notification must include “[a] detailed statement of the factual and legal basis of the applicant’s

opinion that the patent is not valid, unenforceable, or will not be infringed.” The detailed
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statement isto include “ (i) [f]or each claim of a patent alleged not to be infringed, afull and
detailed explanation of why the claim is not infringed” and “(ii) [f]or each claim of a patent
alleged to be invalid or unenforceable, afull and detailed explanation of the grounds supporting
the allegation.”

24.  Oninformation and belief, at the time Teva s Notice of Certification was served,
Tevawas aware of the statutory provisions and regulations referred to in paragraph 23 above.

25.  TevasNotice of Certification, which isrequired by statute and regulation to
provide afull and detailed explanation regarding non-infringement (see paragraph 23 above),
does not allege and does not address non-infringement of the’ 192 patent claims. By not
addressing non-infringement of ' 192 patent claimsin its Notice of Certification, Teva admits that
the commercial manufacture, use or sale of its NDA Products prior to the expiration of the’ 192
patent will infringe the ’ 192 patent.

26.  TevasNotice of Certification, which isrequired by statute and regulation to
provide afull and detailed explanation regarding unenforceability (see paragraph 23 above), does
not address unenforceability or inequitable conduct of the’ 192 patent. By not addressing
unenforceability or inequitable conduct of the ' 192 patent in its Notice of Certification, Teva
admits that the 192 is enforceabl e and that there was no inequitable conduct concerning the’ 192
patent.

27.  TevasNotice of Certification did not provide the full and detailed statement
regarding the ’ 192 patent as required by, and therefore fails to comply with, the law, as specified

in 21 U.S.C. 8 355(b), and FDA rules and regulations, as specified in 21 C.F.R. § 314.52.
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28.  The commercial manufacture, use or sale of Teva's NDA Products will meet the
l[imitations of one or more claims of the ' 192 patent and will infringe one or more of the’ 192
patent claims.

29. Tevahasinfringed the’ 192 patent under 35 U.S.C. § 271(e)(2) by filing an NDA
seeking approval from the FDA to engage in the commercial manufacture, use or sale of adrug
claimed in this patent, or the use of which is claimed in this patent, prior to the expiration of the
192 patent.

30.  Oninformation and belief, Teva's NDA Products, if approved, will be
administered to human patients in atherapeutically effective amount to treat gastric acid related
diseases by inhibiting gastric acid secretion.

31 On information and belief, administration of esomeprazole in Teva's NDA
Products when compared to omeprazole decreases interindividual variation in plasmalevels
(AUC) during treatment of gastric acid related diseases.

32. On information and belief, administration of the esomeprazolein Teva s NDA
Products when compared to omeprazole will increase average plasmalevels (AUC) per dosage
unit.

33. On information and belief, administration of the esomeprazolein Teva s NDA
Products when compared to omeprazole will effect a pronounced increase in gastrin levelsin
slow metabolizers during treatment of gastric acid related diseases.

34. On information and belief, administration of the esomeprazolein Teva s NDA
Products when compared to omeprazole will effect decreased CY P1A induction in slow

metabolizers during treatment of gastric acid related diseases.
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35. On information and belief, administration of the esomeprazolein Teva's NDA
Products when compared to omeprazole will elicit an improved antisecretory effect during
treatment of gastric acid related diseases, as further indicated by the proposed |abeling submitted
with Teva sNDA.

36. On information and belief, administration of the esomeprazolein Teva's NDA
Products when compared to omeprazole will elicit an improved clinical effect comprising
accelerated rate of healing and accelerated rate of symptom relief during treatment of gastric acid
related diseases.

37.  Oninformation and belief, the amount of esomeprazole to be administered in
Teva's 20 mg/Vial NDA Products will be about 20 mg total daily dose.

38.  Oninformation and belief the amount of esomeprazole to be administered in
Teva's40 mg/Vial NDA Products will be about 40 mg total daily dose.

39.  Oninformation and belief, Teva's NDA Products will be essentially devoid of
(+)-omeprazol e enantiomeric contaminant.

40.  Oninformation and belief, administration of Teva’'s NDA Products will occur at
Teva's active behest and with itsintent, knowledge and encouragement.

41. On information and belief, Tevawill actively encourage, aid and abet
administration of Teva' s NDA Products with knowledge that it isin contravention of Plaintiffs
rights under the’ 192 patent.

42. On information and belief, Teva's NDA Products are especially made or
especially adapted to inhibit gastric acid secretion and for use in the treatment of gastrointestinal
inflammatory disease via the administration of atherapeutically effective amount of a

pharmaceutical formulation containing esomeprazole. On information and belief, Tevais aware
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that its NDA Products are so made or so adapted. On information and belief, Tevais aware that
its NDA Products, if approved, will be used in contravention of Plaintiffs rights under the’ 192
patent.

43. In aletter dated April 7, 2008 and in order to further investigate whether Teva's
NDA Products infringe the ' 192 patent claims, Plaintiffs requested access to certain documents,
information and samples, as well as accessto Teva's NDA No. 22-322 and the DMF.

44.  Tevarefused to provide Plaintiffs with access to any of the requested documents,
information and samples.

45, Plaintiffs bring this suit, in part, to employ the judicial process and the aid of
discovery to obtain information under appropriate judicial safeguards to confirm that Teva's
NDA Products infringe the ' 192 patent claims.

46.  There has been and is now an actual justiciable controversy between Plaintiffs and
Teva as to whether Teva hasinfringed, will infringe, or has contributed to, induced, aided and/or
abetted infringement of or will contribute to, induce, aid and/or abet infringement of the ' 192
patent by the acts stated above. Thisis so because Teva has engaged in and will continue to,
without altering course, engage in and make meaningful preparation to engage, in the infringing
acts stated above.

WHEREFORE, Plaintiffs respectfully request the following relief:
(& A judgment that the’ 192 patent has been and will be infringed by the Teva
defendants;

(b) A judgment declaring that the effective date of any approval of Teva's NDA
under Section 505(b) of the Federal Food, Drug, and Cosmetic Act (21 U.S.C. § 355(b)) for the

drug product “Esomeprazole For Injection” be no earlier than November 27, 2014, the expiration
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date of the last patent in suit, including pediatric exclusivity relating to the patent, that is
infringed;

(c) A judgment declaring that Teva has not complied with the requirements of 35
U.S.C. §271(e)(2), 21 U.S.C. § 355(b)(2), 21 C.F.R. § 314.50 and 21 U.S.C. § 314.52;

(d) A permanent injunction against any infringement of the’ 192 patent by Teva;

(e A judgment that thisis an exceptional case;

()] An award of attorneys’ feesin thisaction under 35 U.S.C. § 285;

(9) Costs and expensesin this action; and

(h) Such other relief as this Court may deem proper.

Respectfully Submitted,

Dated: April 24, 2008 By: S/Andrew T. Berry
Andrew T. Berry
Jonathan M.H. Short
McCARTER & ENGLISH, LLP
Four Gateway Center
100 Mulberry Street
Newark, New Jersey 07102
(973) 622-4444

Attorneys for Plaintiffs
ASTRAZENECA AB,
AKTIEBOLAGET HASSLE,
ASTRAZENECA LP, KBI INC.
and KBI-E INC.

Of Counsd!:

Errol B. Taylor

Fredrick M. Zullow

John M. Griem, Jr.

MILBANK, TWEED, HADLEY &
& McCLOY LLP

1 Chase Manhattan Plaza

New York, New York 10005-1413

(212) 530-5000

10
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CERTIFICATION PURSUANT TOL.CIV.R. 112

Pursuant to Local Civil Rule 11.2, | hereby certify that the matter in controversy isthe
subject of the following action:

ASTRAZENECA AB; AKTIEBOLAGET HASSLE; ASTRAZENECA LP; KBI INC.; and
KBI-E INC. v. IVAX CORPORATION; IVAX PHARMACEUTICALSNYV, INC.; IVAX
PHARMACEUTICALS, INC.; TEVA PHARMACEUTICALSINDUSTRIES, LTD.; TEVA
PHARMACEUTICALSUSA; ZENITH LABORATORIES INC., 3:06-cv-01057-JAP-TJB
(Consolidated into 3:05-cv-05553-JAP-TJB) (District of New Jersey).

ASTRAZENECA AB; AKTIEBOLAGET HASSLE; ASTRAZENECA LP; KBI INC.; and
KBI-E INC. v. DR. REDDY'SLABORATORIES LTD.; DR. REDDY'SLABORATORIES
INC., 3:08-cv-00328-JAP-TJB (District of New Jersey).

Dated: April 24, 2008 By: S/Andrew T. Berry
Andrew T. Berry
Jonathan M.H. Short
McCARTER & ENGLISH, LLP
Four Gateway Center
100 Mulberry Street
Newark, New Jersey 07102
(973) 622-4444

Attorneys for Plaintiffs
ASTRAZENECA AB,
AKTIEBOLAGET HASSLE,
ASTRAZENECA LP, KBI INC.
and KBI-E INC.

Of Counsd!:

Errol B. Taylor

Fredrick M. Zullow

John M. Griem, Jr.

MILBANK, TWEED, HADLEY &
& McCLOY LLP

1 Chase Manhattan Plaza

New York, New York 10005-1413

(212) 530-5000

11
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EXHIBIT A
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US005877192A

United States Patent [ (1] Patent Number: 5,877,192
Lindberg et al. 451 Date of Patent: *Mar. 2, 1999
[54] METHOD FOR THE TREATMENT OF [52] US.CL . 514/338; 514/819; 514/927

GASTRIC ACID-RELATED DISEASES AND [58] Field of Search .........ccccoovvommrrvmnrnnnne. 514/338, 819,
PRODUCTION OF MEDICATION USING (-) 514/927
ENANTIOMER OF OMEPRAZOLE
[56] References Cited
[75] Inventors: Pgr Lind})erg, Mblndal; Lars Weidolf, U.S. PATENT DOCUMENTS
Vistra Frolunda, both of Sweden
5,714,504  2/1998 Linberg et al. ......ccccoevvvuvnane 514/338

[73] Assignee: Astra Aktiebolag, Sodertalje, Sweden Primary Examiner—Kimberly Jordan

[*] Notice: The term of this patent shall not extend Attorney, Agent, or Firm—White & Case LLP

beyond the expiration date of Pat. No. [57] ABSTRACT
5,714,504.

A method for treatment of gastric acid related diseases by
[21] Appl. No.: 833,962 inhibition of gastric acid secretion comprising administering
to a mammal in need of treatment a therapeutically effective
[22] Filed: Apr. 11, 1997 amount of the (-)-enantiomer of 5-methoxy-2-[[(4-
methoxy-3,5-dimethyl-2-pyridinyl)methyl]sulfinyl]-1H-
Related U.S. Application Data benzimidazole or a pharmaceutically acceptable salt thereof,
so as to effect decreased interindividual variation in plasma
[63] Continuation-in-part of Ser. No. 376,512, Jan. 23,1995, Pat.  Jevels upon administration. The use of the (=)-cnantiomer of

No. 5,714,504, which is a continuation-in-part of Ser. No.

256,194, Tan. 28, 1994, Pat. No. 5,693,818, omeprazole to receive increased average plasma levels

(AUC) upon administration of the same doses of the (-)-

[30] Foreign Application Priority Data enantiomer of omeprazole compared to those of racemic
May 28, 1993 [SE]  Sweden 9301830 omeprazole is also claimed, as well as an improved anti-
ApZ. 11,1996 [SE]  SWeden wooowoosssrrn, 9601383 ScCTCtOTY effect and a better clinical effect.

[51] Int. CLE o A61K 31/44 23 Claims, 3 Drawing Sheets
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U.S. Patent Mar. 2, 1999 Sheet 1 of 3 5,877,192
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U.S. Patent Mar. 2, 1999 Sheet 2 of 3 5,877,192
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U.S. Patent Mar. 2, 1999 Sheet 3 of 3 5,877,192
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5,877,192

1

METHOD FOR THE TREATMENT OF
GASTRIC ACID-RELATED DISEASES AND
PRODUCTION OF MEDICATION USING (-)

ENANTIOMER OF OMEPRAZOLE

This application is a continuation-in-part of Ser. No.
08/376,512 filed on Jan. 23, 1995 now U.S. Pat. No.
5,714,504, which is a continuation-in-part of Ser. No.
08/256,174 filed Jun. 28, 1994, now U.S. Pat. No. 5,693,818.

The description of the salt forms of the single enanti-
omers of omeprazole and the process of making the same is
herein incorporated by reference to copending Ser. No.
08/376,512.

FIELD OF THE INVENTION

The present invention is related to the use of one of the
single enantiomers of omeprazole, i.e. the (-)-enantiomer of
5-methoxy-2-[[(4-methoxy-3,5-dimethyl-2-pyridinyl)-
methylJsulfinyl]-1H-benzimidazole or a pharmaceutically
acceptable salt thereof, in the treatment of gastric acid
related diseases. The expression single enantiomer refers to
the fact that the (-)-enantiomer is substantially free from its
(+)-enantiomeric contaminant.

BACKGROUND OF THE INVENTION

The compound 5-methoxy-2-[[(4-methoxy-3,5-dimethyl-
2-pyridinyl)methyl]sulfinyl]-1H-benzimidazole, having the
generic name omeprazole, and therapeutically acceptable
salts thereof, are described in EP 5129. The specific alkaline
salts of omeprazole are described in EP 124 495. Omepra-
zole is effective as a gastric acid secretion inhibitor, and is
useful as an antiulcer agent. In a more general sense,
omeprazole may be used for prevention and treatment of
gastric-acid related diseases in mammals and especially in
man, including e.g. reflux esophagitis, gastritis, duodenitis,
gastric ulcer and duodenal ulcer. Furthermore, omeprazole
may be used for treatment of other gastrointestinal disorders
where gastric acid inhibitory effect is desirable e.g. in
patients on NSAID therapy, in patients with Non Ulcer
Dyspepsia, in patients with symptomatic gastro-esophageal
reflux disease (GERD), and in patients with gastrinomas.
Omeprazole may also be used in patients in intensive care
situations, in patients with acute upper gastrointestinal
bleeding, pre-and postoperatively to prevent aspiration of
gastric acid and to prevent and treat stress ulceration.
Further, omeprazole may be useful in the treatment of
psoriasis as well as in the treatment of Helicobacter infec-
tions and diseases related to these.

Omeprazole is a sulfoxide and a chiral compound,
wherein the sulfur atom being the stereogenic center. Thus,
omeprazole is a racemic mixture of its two single
enantiomers, the (+)-enantiomer of omeprazole and the
(-)-enantiomer of omeprazole. The absolute configurations
of the enantiomers of omeprazole have been determined by
an X-ray study of an N-alkylated derivative of the (+)-
enantiomer in neutral form. The (+)-enantiomer of the
neutral form and the (-)-enantiomer of the neutral form were
found to have the R and S configuration, respectively. The
conditions for the optical rotation measurement for each of
the compounds mentioned above are described in WO
94/27988.

Different salts of the single enantiomers of omeprazole
are also described in WO 94/27988. Specific processes for
the preparation of the single enantiomers of substituted
benzimidazoles are described in WO 96/02535. An oral
pharmaceutical dosage form of omeprazole or one of its

10

15

20

25

30

35

40

45

50

55

60

65

2

single enantiomers is described in WO 96/01623. Other oral
dosage forms for the (-)-enantiomer of omeprazole can be
found in EP 247 983.

There are few studies on the single enantiomers of ome-
prazole. One previous in vitro study on inhibition of acid
secretion in isolated gastric glands showed no significant
difference in effect between the two single enantiomers of
omeprazole and the racemic mixture, see Erlandsson P. et al,
Journal of Chromatography 1990; 532: 305-319. It has also
been shown that, when omeprazole was administered intra-
venously to one subject, the plasma levels of the two
enantiomers were similar, see Cairns A. M. et al, Journal of
Chromatography B, 1995; 666: 323-328.

More than 135 million prescriptions by doctors indicate
that omeprazole is an effective and safe drug.
Notwithstanding, omeprazole exhibits polymorphic
metabolism, i.e. a few individuals (3% among the Caucasian
populations and 15-20% among Orientals) metabolise ome-
prazole slowly (slow metabolisers) compared to the rest of
the population (rapid metabolisers). Slow metabolisers of
omeprazole will obtain higher than the average plasma
concentrations of the drug. Since the inhibition of gastric
acid secretion is correlated to the area under the plasma
concentration versus time curve (AUC), a more pronounced
effect from omeprazole is expected in these slow metabolis-
ing individuals. A less interindividual variation, i.e. espe-
cially slow versus rapid metabolisers, and on the average
higher plasma levels, giving higher dose efficiency in
patients, could be of therapeutic benefit. Thus, one of the
enantiomers of omeprazole, referred to as the (-)-
enantiomer of omeprazole, or a pharmaceutically acceptable
salt thereof, is hereby claimed to be an improved alternative
to omeprazole in the treatment of gastric acid related dis-
eases resulting in higher dose efficiency and in less interin-
dividual variation in plasma levels (AUC), both between
rapid and slow metabolisers and within the group of rapid
metabolisers.

SUMMARY OF THE INVENTION

The use of the (-)-enantiomer of omeprazole, or a phar-
maceutically acceptable salt thereof, in the treatment of
gastric acid related diseases as a mean to decrease interin-
dividual variation in plasma levels compared to omeprazole
is claimed. The use of the (-)-enantiomer of omeprazole to
receive increased average plasma levels (AUC) of the sub-
stance compared to those of racemic omeprazole and
thereby a higher dose efficiency is also claimed.

DETAILED DESCRIPTION OF THE DRAWINGS

FIG. 1 shows the mean plasma levels of racemic ome-
prazole and the (-)-enantiomer of omeprazole at steady state
(Day 7) in rapid metabolisers following administration of 15
mg doses of each substance.

FIG. 2 shows the mean plasma levels of racemic ome-
prazole and the (-)-enantiomer of omeprazole at steady state
(Day 7) in slow metabolisers following administration of 60
mg doses of each substance.

FIGS. 3a and 3b show the mean plasma levels of racemic
omeprazole, the single (-)-enantiomer of omeprazole and
the single (+)-enantiomer of omeprazole at steady state in
rapid and slow metabolisers following administration of 15
mg and 60 mg doses of each substance, respectively. The
figure sheet also comprises the ratios between the mean
AUCs at steady state of slow and rapid metabolisers.

DETAILED DESCRIPTION OF THE
INVENTION

Omeprazole is metabolised mainly in the liver by the
cytochrome P450 system (CYP). Metabolism can be defined
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as the property of the body to transform lipophilic com-
pounds into hydrophilic derivatives, which more easily can
be excreted from the body. The metabolism can generally be
divided into phase I and phase II reactions. During a phase
I reaction, polar groups are formed via oxidation,
hydroxylation, or hydrolysis. These reactions are mainly
associated with the CYP enzymes. Phase II reactions are
conjugation reactions, in which even further hydrophilic
moities are attached to the drug or to its metabolites.

CYP is a superfamily of enzymes. Each family consists of
one or more subfamilies and each subfamily contains one or
more specific CYP isoforms. Apart from metabolising drugs,
the CYP isoforms also have the property to metabolise
endogenous compounds, such as steroids, fatty acids, and
prostaglandins.

With respect to drug metabolism in man, three families,
CYP1, CYP2, and CYP3 or, more specifically, six different
CYP isoforms within these families are of particular impor-
tance. Each isoform demonstrates a certain substrate speci-
ficity. The expression of these enzymes is under genetic
control, which is one of the reasons for the interindividual
variation in rate and extent of metabolism demonstrated for
most drugs. Moreover, at least two of the CYP isoforms,
CYP2C19 and CYP2D6, are polymorphically expressed.
Thus, a few individuals among the population, i.e. the slow
metabolisers, lack or express a mutated form of the relevant
CYP isoform, and consequently metabolise substrates for
this isoform slowly. Metabolism still occurs in these slow
metabolisers, although at a lower rate, because it is switched
to other CYP isoforms which are less important for the
metabolism of the substrate in the rest of the population.

Omeprazole is known to be a substrate for the polymor-
phically expressed CYP2C19. In vitro studies in human liver
microsomes have surprisingly indicated that the (-)-
enantiomer of omeprazole is less metabolised by CYP2C19
than omeprazole. In agreement with this, it has also been
found, according to the present invention, that administra-
tion of the (-)-enantiomer of omeprazole or an acceptable
therapeutical salt thereof results in a less pronounced dif-
ference in plasma levels between slow and rapid metabo-
lisers.

Some studies have been published indicating that slow
metabolisers, with higher than average plasma concentra-
tions of omeprazole, are more prone to develop hypergas-
trinemia (Chang M. et al. Br J Clin Pharmacol 995; 39:
511-518, Caraco Y. et al. Clin Pharmacol Ther 1996, 59, 2:
216) as well as to slightly induce the levels of CYP1A2
(Rost KL et al. Clin Pharmacol Ther 1992; 52: 170-180,
Rost KL et al. Clin Pharmacol Ther 1994; 55: 402-411), a
CYP isoform distinct from CYP2C19. Some authors have
therefore suggested that there might be a need for dosage
adjustment in these individuals. The use of the (-)-
enantiomer of omeprazole would decrease the potential for
CYP1A2 induction in slow metabolisers as a result of the
lower plasma levels (AUC) of this compound obtained in
these individuals. Since the gastrin levels obtained simply
are a result of a natural feedback mechanism determined by
the degree of inhibition of gastric acid secretion, the use of
the (-)-enantiomer of omeprazole may also potentially result
in a less pronounced increase in gastrin in slow metabolisers.

The clinical study reported below supports the claimed
invention and discusses the results more in detail.

The (-)-enantiomer of omeprazole is effective as a gastric
acid secretion inhibitor, and is useful as an antiulcer agent.
In a more general sense, the (-)-enantiomer of omeprazole
can be used for prevention and treatment of the same
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gastric-acid related diseases in mammals and especially in
man as omeprazole, see above.

Any suitable route of administration may be employed for
providing the patient with an effective dosage of the (-)-
enantiomer of omeprazole. For example, oral, parenteral,
subcutaneous, intramuscular, rectal, transdermal and the like
may be employed. Dosage forms include capsules, tablets,
dispersions, suspensions, solutions and the like.

The pharmaceutical compositions of the present invention
comprise the (-)-enantiomer of omeprazole as active
ingredient, or a pharmaceutically acceptable salt thereof, and
may also contain a pharmaceutically acceptable carrier and
optionally other therapeutic ingredients. The term “pharma-
ceutically acceptable salt” refers to both acid and alkaline
pharmaceutically acceptable non-toxic salts. Compositions
comprising other therapeutic ingredients are especially of
interest in the treatment of Helicobacter infections.

The compositions include compositions suitable for oral,
rectal or parenteral such as subcutaneous, intramuscular, and
intravenous administration. The most preferred route of the
present invention is the oral route. The compositions may be
conveniently presented in unit dosage forms, and prepared
by any methods well known in the art of pharmacy.

The most suitable route of administration as well as the
magnitude of a therapeutic dose of the (-)-enantiomer of
omeprazole or a pharmaceutically acceptable salt thereof in
any given case will depend on the nature and severity of the
disease to be treated. The dose, and dose frequency, may also
vary according to the age, body weight, and response of the
individual patient. Special requirements may be needed for
patients having Zollinger-Ellison syndrome, such as a need
for higher doses than the average patient. Children and
patients with liver diseases generally will benefit from doses
that are somewhat lower than the average. Thus, in some
conditions it may be necessary to use doses outside the
ranges stated below. Such higher and lower doses of the
(-)-enantiomer of omeprazole are within the scope of the
present invention.

In general, a suitable oral dosage form may cover a dose
range from 5 mg to 80 mg total daily dose, administered in
one single dose or equally divided doses. A preferred dose
range is from 20 mg to 60 mg total daily dose. For a
parenteral dosage form the same dose ranges may apply.

The (-)-enantiomer of omeprazole may be combined as
the active component in intimate admixture with a pharma-
ceutical carrier according to conventional techniques, such
as the oral formulations described in WO 96/ 01623 and EP
247 983, the disclosures of which are hereby incorporated in
a whole by reference.

Different routes of preparation of the (-)-enantiomer of
omeprazole and pharmaceutically acceptable salts thereof
are described in WO 94/ 27988 and WO 96/ 02535, the
disclosures of which are hereby incorporated in a whole by
reference.

The invention is further defined by reference to the
following experimental work describing in detail the study
and results as well as the clinical relevance of the findings.

EXPERIMENTAL STUDY

Methods:

In an open, randomised, three way cross-over designed
study, consisting of three treatment periods, each with a
duration of 7 days and each separated by a washout period
of two weeks, the sodium salt of the (-)-enantiomer of
omeprazole, the sodium salt of the (+)-enantiomer of ome-
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prazole and omeprazole sodium salt were investigated. Nine
healthy subjects, classified according to the urinary S/R
mephenytoin ratio as five slow metabolisers and four rapid
metabolisers of omeprazole, completed the study (Sanz E. J.
et al, Clin Pharmacol Ther 1989; 45:495-499).

In slow metabolisers 60 mg doses of each compound were
given once daily, while the rapid metabolisers were given
once daily doses of 15 mg. The pharmacokinetics were
studied in all subjects on days 1 and 7. The reason for using
different doses was to optimise the conditions to explore the
secondary aims of the study, to measure the effect on gastric
acid secretion in rapid metabolisers and to measure the
potential effect on caffeine metabolism in slow metabolisers.

Results and discussion:

In rapid metabolisers the mean AUC at steady state (Day
7) of the (-)-enantiomer of omeprazole was almost 90%
higher than that of omeprazole. (FIG. 1). This resulted in a
more pronounced gastric acid antisecretory effect for the
(-)-enantiomer of omeprazole compared to that of omepra-
zole. The inhibition of pentagastrin stimulated gastric acid
secretion was 62% for omeprazole and 79% for the (-)-
enantiomer of omeprazole following administration of 15
mg doses of each substance.

In slow metabolisers the mean AUC at steady state (Day
7) of the (-)-enantiomer of omeprazole was about 30%
lower than that of omeprazole. (FIG. 2). Thus, after correc-
tion for different dose levels, the resulting difference in AUC
between slow and rapid metabolisers was almost 10-fold for
omeprazole and only 3-fold for the (-)-enantiomer of ome-
prazole. With the (+)-enantiomer of omeprazole, on the
other hand, the difference in AUC was much greater,
approximately 30-fold (FIG. 3).

In conclusion, the interindividual variation in plasma
levels upon administration of the (-)-enantiomer of ome-
prazole will be less than for omeprazole and more patients
will get optimal plasma concentrations with respect to
gastric acid antisecretory effect and potentially also a better
clinical effect following administration of the same doses.

Another study was conducted in 38 patients with symp-
tomatic gastroesophageal reflux disease in which the effects
on 24 hour intragastric acidity by oral treatment with 20 mg
omeprazole racemate (capsules) and the magnesium salt of
(-)-omeprazole (corresponding to 20 mg or 40 mg of the
neutral compound) were compared. In addition, the plasma
concentrations of (-)-omeprazole and omeprazole racemate
were determined on the last treatment day (day 5).

The study was conducted as a double-blind, randomized,
three-way cross-over trial consisting of three study periods,
each with five days of daily oral administration of formu-
lations containing the magnesium salt of (-)-omeprazole or
omeprazole racemate separated by a wash-out period of at
least two weeks. The 38 patients (22 females) ranged in age
from 29-58 years. 32 of the patients were Helicobacter
pvlori negative.

Enteric coated pellets comprising the magnesium salt of
(-)-omeprazole were filled in hard gelatin capsules calcu-
lated to correspond to either 20 mg or 40 mg of neutral
(-)-omeprazole compound.

These formulations were compared with an identical
treatment except for using enteric coated pellets comprising
omeprazole filled in a hard gelatin capsule containing 20 mg
racemic omeprazole in the non-salt form (Prilosec®).

The intragastric pH was recorded over 24 hours on day
five of each study period upon administering the fifth dose.

The study was completed by 36 patients and the results
therefrom were statistically evaluated. The effects of the
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treatments on intragastric pH are summarized in Table 1 and
the AUC values are shown in Table 2.

As shown in Table 1 the percentage of time (of the
24-hour period assessed) with pH above 4 (a direct measure
of inhibitory effect on gastric acid secretion) was 44% for 20
mg omeprazole racemate and 53% for 20 mg (-)-
omeprazole (p<0.0001), which means that patients treated
with (-)-omeprazole will have 2.2 hours longer time with
pH above 4 than those treated with omeprazole racemate in
corresponding doses.

TABLE 1

Least square estimates and 95%
confidence intervals for the true mean treatment effects,

regarding percentage of time with pH > 4 during 24 hours.
Treatment Estimate Lower Upper
Omeprazole 20 mg 43.7 36.7 50.7
(-)ome 20 mg 53.0 46.0 60.0
(-)ome 40 mg 69.8 62.8 76.8

The data of Table 2 shown below demonstrate that the
AUC of (-)omeprazole is significantly higher than that of
racemic omeprazole at the 20 mg dose, and the 40 mg dose
of (-)omeprazole produced a significantly higher AUC than
the 20 mg dose of (-)-omeprazole (p<0.0001).

The interindividual variation in AUC and thus the inhibi-
tory effect is less pronounced following administration of
(-)-omeprazole than following administration of omepra-
zole racemate. This was judged by the coefficient of varia-
tion for the mean AUC which was 59% for 20 mg of the
magnesium salt of (-)-omeprazole and 88% for 20 mg of
omeprazole racemate (p<0.0001).

TABLE 2

Least square estimates and 95%
confidence intervals for the true mean treatment effects,
regarding AUC (umol x h/L).

Treatment Estimate Lower Upper
Omeprazole 20 mg 2.3 1.8 3.0
(-)ome 20 mg 4.2 33 5.4
(-)ome 40 mg 12.6 9.9 16.2

As a consequence of the less pronounced difference in
AUC between slow and rapid metabolizers, the interindi-
vidual variation in AUC of (-)-omeprazole is less than that
of omeprazole. Furthermore, available data indicate that the
interindividual variation in AUC of (-)omeprazole within
the group of rapid metabolizers also is less than that
observed for omeprazole racemate. These characteristics
taken together may potentially result in a larger fraction of
patients attaining plasma concentrations which would be
optimal with respect to the desired gastric acid anti-secretory
effect in the clinical situation.

It was observed that the steady-state AUC of (-)-
omeprazole in an average population was significantly
higher (2-fold) than that of omeprazole racemate when each
compound was given repeatedly in 20 mg daily doses.
Therefore, the anti-secretory effect, which is directly corre-
lated to the AUC irrespective of compound, was higher for
(-)-omeprazole than for omeprazole racemate following
administration of identical doses. This is expected to give a
clinical advantage for (-)-omeprazole, since the number of
patients healed from the acid-related disease is expected to
be higher, and healing is also expected to be achieved within
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a shorter time frame. It might also be expected that a more
rapid symptom relief will be obtained.

The clinical studies outlined above demonstrate that the
alkali metal salts of (-)-omeprazole have unexpected phar-
macokinetic advantages over the omeprazole racemate, such
as less interindividual variation in plasma levels (AUC) both
between rapid and slow metabolizers and within the group
of rapid metabolizers. The alkali metal salts of (-)-
omeprazole provide for a larger fraction of patients with
optimal plasma concentrations with respect to desired anti-
secretory effect. Higher average AUC results in a more
pronounced inhibitory effect on gastric-acid secretion and is
expected to result in a better overall clinical effect. Thus, the
alkaline salts of (-)-omeprazole can provide an improved,
alternative pharmaceutical formulation and method for the
treatment of gastric acid-related diseases.

What is claimed is:

1. A method for treatment of gastric acid related diseases
by inhibition of gastric acid secretion comprising adminis-
tering to a mammal in need of treatment a therapeutically
effective amount of a proton pump inhibitor consisting
essentially of the (-)-enantiomer of 5-methoxy-2-[[(4-
methoxy-3,5-dimethyl-2-pyridinyl)methyl]sulfinyl]-1
H-benzimidazole or a pharmaceutically acceptable salt
thereof, so as to effect decreased interindividual variation in
plasma levels (AUC) during treatment of gastric acid related
diseases.

2. A method for treatment of gastric acid related diseases
by inhibition of gastric acid secretion comprising adminis-
tering to a mammal in need of treatment a therapeutically
effective amount of a proton pump inhibitor consisting
essentially of the (-)-enantiomer of 5-methoxy-2-[[(4-
methoxy-3,5-dimethyl-2-pyridinyl)methyl]sulfinyl]-1H-
benzimidazole or a pharmaceutically acceptable salt thereof,
so as to effect an increased average plasma levels (AUC) per
dosage unit.

3. The method according to claim 1 or 2 so as to effect a
less pronounced increase in gastrin levels in slow metabo-
lisers during treatment of gastric acid related diseases.

4. The method according to claim 1 or 2 so as to effect a
decreased CYP1A induction in slow metabolisers during
treatment of gastric acid related diseases.

5. The method according to claim 1 or 2 so as to elicit an
improved antisecretory effect during the treatment of gastric
acid related diseases.

6. The method according to claim 1 or 2 so as to elicit an
improved clinical effect comprising accelerated rate of heal-
ing and accelerated rate of symptom relief during the
treatment of gastric related diseases.

7. The method according to claim 1 or 2, wherein the
(-)-enantiomer of omeprazole or a pharmaceutically accept-
able salt thereof, is administered orally in the form of a tablet
or a capsule.

8. The method according to claim 1 or 2, wherein the
(-)-enantiomer of omeprazole or a pharmaceutically accept-
able salt thereof, is administered parenterally.
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9. The method according to claim 1 or 2, wherein the
(-)-enantiomer of omeprazole or a pharmaceutically accept-
able salt thereof, is administered by intravenous infusion.

10. The method according to claim 1 or 2, wherein the
amount administered is about 5-80 mg total daily dose.

11. The method according to claim 1 or 2, wherein the
amount administered is about 20—60 mg total daily dose.

12. A method for the production of a medicament for
treating gastric acid related diseases, which comprises: com-
bining a therapeutically effective amount of a proton pump
inhibitor consisting essentially of the (-)-enantiomer of
5-methoxy-2-[[(4-methoxy-3,5dimethyl-2-pyridinyl)
methylJsulfinyl]-1H-benzimidazole or a pharmaceutically
acceptable salt thereof, with a pharmaceutically acceptable
carrier.

13. The method according to claim 12, wherein the
medicament causes a decreased interindividual variation in
plasma levels (AUC) per unit dosage during the treatment of
gastric acid related diseases.

14. The method according to claim 12, wherein the
medicament causes an increased average plasma level
(AUC) per unit dosage during the treatment of gastric acid
related diseases.

15. The method according to claim 12, wherein the
medicament causes a less pronounced increase in gastrin
levels in slow metabolisers during treatment of gastric acid
related diseases.

16. The method according to claim 12, wherein the
medicament causes a decreased CYP1A induction in slow
metabolisers during treatment of gastric acid related dis-
eases.

17. The method according to claim 12, wherein the
medicament causes an improved antisecretory effect during
the treatment of gastric acid related diseases.

18. The method according to claim 12, wherein the
medicament causes an improved clinical effect comprising
accelerated rate of healing and accelerated rate of symptom
relief during the treatment of gastric related diseases.

19. The method according to claim 12, wherein the
medicament produced for oral administration is in the form
of a tablet or capsule.

20. The method according to claim 12, wherein the
medicament is administered parentally, by intravenous infu-
sion.

21. The method according to any of claims 12-20,
wherein the medicament is administered in the amount of
about 5 mg to 80 mg total daily dose.

22. The method according to any of claims 12-20,
wherein the medicament is administered in the amount of
about 20 mg to 60 mg total daily dose.

23. The method according to claim 1 or 2 wherein the
(-)-enantiomer of the proton pump inhibitor is essentially
devoid of its (+)-enantiomeric contaminant.
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