
 
 

MAIA Exhibit 1001 
MAIA V. BRACCO 
IPR PETITION

 

USOO6803046B2

(12) Unlted States Patent (10) Patent N0.: US 6,803,046 132
Metcalfe et al. (45) Date of Patent: Oct. 12, 2004

(54) SINCALIDE FORMULATIONS OTHER PUBLICATIONS

(75) Inventors: Edmund C. Metcalfe, Hillsborough, NJ Sitzmann, Ct 311-, “Cholecystokinin Prevents Parenteral
(us); J0 Anna Monteferrante, Raritan Nutrition Induced Biliary Sludge in Humans,” Surgery,
Township, NJ (US); Margaret Gynecology & Obstetrics, vol. 170, Jan. 1990, pp. 25—31.
Newborn, Hamilton TownShip, NJ Teitelbaum et al., “Treatment of Parenteral Nutrition—Asso-
(US); Irene Ropiak, Lawrenceville, NJ ciated Cholestasis with Cholecystokinin—Octapeptide,”
(US); Ernst Schramm, North Journal of Pediatric Surgery, vol. 30, No. 7, Jul. 1995, pp.
Brunswick, NJ (US); Gregory W. 1082—1085.
White, Monmouth Junction, NJ (US); Moss and Amii, “New Approaches to Understanding the
Julius P. Zodda, Mercerville, NJ (US) Etiology and Treatment of Total Parenteral Nutrition—Asso-

ciated Cholestasis,” Seminars in Pediatric Surgery, vol. 8,
(73) Assignee: Bracco International B.V., Amsterdam No. 3; Aug. 1999; pp, 140—147.

(NL) Teitelbaum, “Parenteral Nutrition—Associated Cholestasis,”
Current Opinion in Pediatrics, vol. 9, 1997, pp. 270—275.
Teitelbaum and Tracy, “Parenteral Nutrition—Associated
Cholestasis,” Seminars in Pediatric Surgery, vol. 10, No. 2,
May 2001, pp. 72—80.

Strickley, “Parenteral Formulations of Small Molecules

* Notice: Sub'ect to an disclaimer, the term of thisJ y

patent is extended or adjusted under 35
U.S.C. 154(b) by 0 days.

(21) APPL N05 10/2229540 Therapeutics Marketed in the United States (1999) —Part

(22) Filed: Aug. 16, 2002 1,” PDA Journal of Pharmaceutical Science & Technology,
vol. 53, No. 6, Nov—Dec. 1999, pp. 324—349.

(65) Prior Publication Data Strickley, “Parenteral Formulations of Small Molecules

US 2004/0033243 A1 Feb. 19, 2004 Therapeutics Marketed in the United States (1999)—Part
II,” PDA Journal of Pharmaceutical Science & Technology,
vol. 54, No. 1, Jan—Feb. 2000, pp. 69—96.

(51) Int. Cl.7 .................................................. A61K 9/00

(List continued on next page.)
(52) US. Cl. ........................ 424/400; 514/1.65; 514/18;

514/19; 514/951 Primary Examiner—Thurman K. Page

(58) Field of Search ............................ 424/400, 514/18, Assistant Examiner—Konata M. George
514/19, 1.65, 951 (74) Attorney, Agent, or Firm—Kramer, Levin, Naftalis &Frankel LLP

(56) References Cited (57) ABSTRACT

U'S' PATENT DOCUMENTS The invention features sincalide formulations that include an

 
 

3,723,406 A 3/1973 Ondetti et a1. ........... 260/1125 effective amount of sincalide, a bulking agent/tonicity
5,011,678 A * 4/1991 Wang et a1. .................. 424/45 adjuster, a stabilizer, a surfactant, a chelator, and a buffer.

5,555,610 A 9/1996 Yan 91. a1~ ~~~~~~~~~~~~~~~~~~ 424/952 The invention also features kits and methods for preparing

gagggagg 2 1171332 ifhnefler ft laL ~~~~~~~~~ 434239053? improved sincalide formulations, as well as methods forournier e a . ......... . ' ' ' '
’ ’ t t t dd llbldd-ltd

6,110,443 A 8/2000 Schneider et al. ......... 424/951 5122:3135 EZZCHSEZHZ: foriflirlgtsibnngs ga a er re a 6
6,306,905 B1 10/2001 Kurz et al. ......... 514/551 g ‘
6,326,406 B1 12/2001 De Tommaso ...... 514/731
6,358,528 B1 3/2002 Grimmett et al. ........... 424/474 108 Claims, 12 Drawing Sheets

Met 3 Met 6

o o : o I o o E o I o 0
II II : ll 5 II II 5 n : II IIHZN—CH—C—N—CH— —:—N—CH—C-fi-N—CH—C—N—CH—C-I—N—CH—C+N-—CH—C—NH—CH—C—NH2

| H | I H | EH | H | i H | i H | I

('sz CH2 5 (lez : H CH2 : <|:H2 I (le2 CH2: I i .
c=o : CH2 5 I I CH2 I 0:0

I i | : \ : | I |
OH : s : : s : OH

I I I NH : I l
; CH3 : : CH3 :

s a a a

MAIA Exhibit 1001

MAIA V. BRACCO

IPR PETITION f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


 
 

US 6,803,046 132
Page 2
 

OTHER PUBLICATIONS

Strickley, “Parenteral Formulations of Small Molecules
Therapeutics Marketed in the United States (1999)—Part
III,” PDA Journal of Pharmaceutical Science & Technology,
vol. 54, No. 2, Mar.—Apr. 2000, pp. 152—169.
Nema et al., “Excipients and Their Use in Injectable Prod-
ucts,” PDA Journal of Pharmaceutical Science & Technol-
ogy, vol. 51, No. 4, Jul.—Aug. 1997, pp. 166—171.
Wang and Hanson “Parenteral Formulations of Proteins and
Peptides: Stability and Stabilizers, ” Journal of Parenteral
Science & Technology, vol. 42, Supplement 1988, pp.
S3—S25.

Carpenter et al., “Freezing—and Drying—Induced Perturba-
tions of Protein Structure and Mechanisms of Protein Pro-

tection by Stabilizing Addditives,” Drugs and the Pharma-
ceutical Sciences, vol. 96, 1999, pp. 123—160.
Pikal, “Mechanisms of Protein Stabilization During Freez-
e—Drying and Storage: The Relative Importance of Thermo-
dynamic Stabilization and Glassy State Relaxation Dynam-
ics,” Drugs and the Pharmaceutical Sciences, vol. 96, 1999,
pp. 161—197.
Shah et al., “The Effects of Various Excipients on the
Unfolding of Basic Fibroblast Growth Factor,” PDAJournal
of Pharmaceutical Science & Technology, vol. 52, No. 5,
Sep.—Oct. 1998, pp. 209—214.
Powell et al., “Compendium of Excipients for Parenteral
Formulations,” PDA Journal of Pharmaceutical Science &
Technology, vol. 52, No. 5, Sep.—Oct. 1998, pp. 238—311.
Zeissman, “Cholecystokinin Cholescintigraphy: Victim of
Its Own Success?” Journal of Nuclear Medicine, vol. 40,
No. 12, Dec. 1999, pp. 2038—2042.
Krishnamurthy and Krishnamurthy, “Gallbladder Ejection
Fraction: A Decade of Progress and Future Promise,” Jour-
nal of Nuclear Medicine, vol. 32, No. 4, Apr. 1992, pp.
542—544.

Krishnamurthy et al., “Quantitative Biliary Dynamics: Intro-
duction of a New Noninvasive Scintigraphic Technique,”
Journal of Nuclear Medicine, vol. 24, No. 3, 1983, pp.
217—223.

Mesgarzadeh et al., “Filling, Postcholecystokinin Emptying,
and Refilling of Normal Gallbladder: Effects of Two Dif-
ferent Doses of CCK on Refilling: Concise Communica-
tion,” Journal of Nuclear Medicine, vol. 24, No. 8, 1983, pp.
666—671.

Krishnamurthy et al., “The Gallbladder Emptying Response
to Sequential Exogenous and Endogenous Cholecystoki-
nin,” Nuclear Medicine Communications, vol. 5, 1984, pp.
27—33.

Krishnamurthy et al., “Detection, Localization, and Quan-
titation of Degree of Common Bile Duct Obstruction by
Scintigraphy,” Journal of Nuclear Medicine, vol. 26, No. 7,
Jul. 1985, pp. 726—735.

Fink—Bennett et al., “Cholecystokinin Cholescintigraphic
Findings in the Cystic Duct Syndrome,” Journal of Nuclear
Medicine, vol. 26, No. 10, Oct. 1985, pp. 1123—1128.

Fink—Bennett, “The Role of Cholecystogogues in the Evalu-
ation of Biliary Tract Disorders,” Nuclear Medicine Annual
1985, Lenny Freeman and Heidi Weissman, eds., New York,
Raven Press, 1985, pp. 107—132.

Newman et al., “A Simple Technique for Quantitative
Cholecystokinin—HIDA Scanning,” The British Journal of
Radiology, vol. 56, Jul. 1983, pp. 500—502.

Pickleman et al., “The Role of Sincalide Cholescintigraphy
in the Evaluation of Patients with Acalculus Gallbaldder

Disease,” Archives of Surgery, vol. 120, Jun. 1985, pp.
693—697.

Zeissman et al., “Calculation of a Gallbaldder Ejection
Fraction: Advantage of Continuous Sincalide Infusion Over
the Three—Minute Infusion Method,” Journal of Nuclear
Medicine, vol. 33, No. 4, Apr. 1992, pp. 537—541.

Balon et al., Society of Nuclear Medicine Procedure Guide-
line for Hepatobiliary Scintigraphy.

* cited by examiner

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


 
 

US 6,803,046 B2

Met 6

Sheet 1 0f 12

Met3

Oct. 12, 2004US. Patent

0

ll

0

ll

N—CH—C—NH—(IZH—C—NH
CH2

0

ll

0

H

0

II

o

H

o

H

o

H 2—L

2

H

N—CIH—C—N—CH—CCH

|C

|0

H2

FIG. 1

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


 
 

US 6,803,046 B2Sheet 2 0f 12Oct. 12, 2004US. Patent

Met 6Met 3

0

||(Fl—C—N—CH

H I
CH2

\

NH

lek

_........w"oneouu_22=3u_HHHH."CICICISIC"m_mu.......finOHCumU_2OHH820¢,
4HOHCOu.“um:=Hn_u|C|C.||O

NH2

FIG. 2

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


 
 

2

US 6,803,046 132

O

N—CH—C—NH—CH—fl—NH
(LHZ

0

II_I_

__"OHC0n6mwH2H2__H3mnm"CICICISIC"fMu_u0"NH"3u.......+OHC
tH_wHH2\NhCICS_

AH
GNP—VH

McIH0_2NH29u_.u1"OHC".3__223_ttuHHHHuCe_Clclclslc.OM..
.___—"NH"

IIlIIII._h

o

H

|
CH2

OSO3H

2

T=OOH

‘1?
HzN—(IZH—C—N—CH-CCH

|

US. Patent

FIG. 3

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Real-Time Litigation Alerts
	� Keep your litigation team up-to-date with real-time  

alerts and advanced team management tools built for  
the enterprise, all while greatly reducing PACER spend.

	� Our comprehensive service means we can handle Federal, 
State, and Administrative courts across the country.

Advanced Docket Research
	� With over 230 million records, Docket Alarm’s cloud-native 

docket research platform finds what other services can’t. 
Coverage includes Federal, State, plus PTAB, TTAB, ITC  
and NLRB decisions, all in one place.

	� Identify arguments that have been successful in the past 
with full text, pinpoint searching. Link to case law cited  
within any court document via Fastcase.

Analytics At Your Fingertips
	� Learn what happened the last time a particular judge,  

opposing counsel or company faced cases similar to yours.

	� Advanced out-of-the-box PTAB and TTAB analytics are  
always at your fingertips.

Docket Alarm provides insights to develop a more  

informed litigation strategy and the peace of mind of 

knowing you’re on top of things.

Explore Litigation 
Insights

®

WHAT WILL YOU BUILD?  |  sales@docketalarm.com  |  1-866-77-FASTCASE

API
Docket Alarm offers a powerful API 
(application programming inter-
face) to developers that want to 
integrate case filings into their apps.

LAW FIRMS
Build custom dashboards for your 
attorneys and clients with live data 
direct from the court.

Automate many repetitive legal  
tasks like conflict checks, document 
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks 
for companies and debtors.

E-DISCOVERY AND  
LEGAL VENDORS
Sync your system to PACER to  
automate legal marketing.


