D
A

US009173859B2

a2 United States Patent 10) Patent No.: US 9,173,859 B2
Dugi et al. 45) Date of Patent: *Nov. 3, 2015
’
(54) USES OF DPP IV INHIBITORS 3,236,891 A 2/1966 Seemuller
3,454,635 A 7/1969 Muth
: . ; . 3,673,241 A 6/1972 Marxer
(71) Apphcants.K!aus Dugi, Dresden (DE), Frank 3925357 A 12/1975 Okada etal.
Himmelsbach, Mittelbiberach (DE); 4005208 A 1/1977 Bender of al.
Michael Mark, Biberach an der Riss 4:061:753 A 12/1977 Bodor et al.
®B) 430338 A 71586 Regmeratal.
,»299, egnier et al.
(72) Inventors: Klaus Dugi, Dresden (DE); Frank 3’232"7‘% ﬁ é?}gg; JMunge et atl' |
Himmelsbach, Mittelbiberach (DE); 4743450 A 5/1988 H:r%?sr (e):teala ’
1(\’[ic§1361 Mark, Biberach an der Riss 4816455 A 3/1989 Schickaneder et al.
DE 4,873,330 A 10/1989 Lindholm
4,968,672 A 11/1990 Jacobson et al.
(73) Assignee: Boehringer Ingelheim International 2’8‘5‘1"5“1‘5 ﬁ g; }gg} %ﬁmtsis?ns et tal'l
. . ,051, indeisen et al.
GmbH, Ingelheim am Rhein (DE) 5084460 A 1/1992 Munson, Jr. et al.
5,130,244 A 7/1992 Nishimaki et al.
(*) Notice: Subject to any disclaimer, the term of this 5,164,526 A 11/1992 1\/{1;0}111; o
patent is extended or adjusted under 35 5,219,870 A 6/1993 Kim
U.S.C. 154(b) by 0 days. 5,223,499 A 6/1993  Greenlee et al.
5,234,897 A 8/1993 Findeisen et al.
This patent is subject to a terminal dis- 5258380 A 11/1993 Janssens et al.
claimer. 5,266,555 A 11/1993 Findeisen et al.
5,273,995 A 12/1993 Roth
. 5,284,967 A 2/1994 Macher
(21)  Appl. No.: 14/161,007 5300298 A 4/1994 LaNoue
. 5,329,025 A 7/1994 Wong et al.
(22) Filed: Jan. 22, 2014 5,332,744 A 7/1994 Chakravarty et al.
(65) Prior Publication Data (Continued)
US 2014/0135348 Al May 15, 2014 FOREIGN PATENT DOCUMENTS
AU 2003280680 Al 6/2004
Related U.S. Application Data AU 2009224546 Al 9/2009
(63) Continuation of application No. 12/946,193, filed on (Continued)
Nov. 15, 2010, now Pat. No. 8,673,927, which is a
L ’ _ PO OTHER PUBLICATIONS
continuation of application No. 11/744,703, filed on
May 4, 2007, now Pat. No. 8,232,281. Kroller-Schén, S. et al., “Glucose-independent Improvement of Vas-
. L L. cular Dysfunction in Experimental Sepsis by Dipeptidyl Peptidase-4
(30) Foreign Application Priority Data Inhibition.” Cardiovascular Research, 2012, vol. 96, No. 1, pp. 140-
May 4, 2006  (EP) oo 06009203 1ot Ll al. “Blevated Seram Dipeptidgl IV (CD26, EC
3.4.14.5) Activity in Experimental Liver Cirrhosis.” European Jour-
(51) Int.CL nal of Clinical Investigation, 2000, vol. 30, No. 9, pp. 793-797.
A6IK 31/52 (2006.01) Lambier, A.M. et al., Dipeptidyl-Peptidase IV from Bench to Bed-
A6IK 31/155 (2006.01) side: An Update on Structural Properties, Functions, and Clinical
A61K 31/197 (2006.01) Aspects of the Enzyme DPP IV. Critical Reviews in Clinical Labo-
AG6IK 31/1985 (2006.01) ratory Sciences, 2003, 40(3), p. 209-294.
A6IK 31/522 (2006.01) Lee Jones, K. et al., “Effect of Metformin in Pediatric Patients With
(52) U.S.CL Type 2 Diabetes.” Diabetes Care, 2002, vol. 25, No. 1, pp. 89-94.
CPC ..o A61K 31/155 (2013.01); A61K 31/197 (Continued)
(2013.01); A61K 31/4985 (2013.01); A61K
31/522 (2013.01); Y10S 514/866 (2013.01) Primary Examiner — Kevin E Weddington
(58) Field of Classification Search (74) Attorney, Agent, or Firm — Michael P. Morris; David L.
CPC ... A61K 31/52; A61K 31/155; A61K 31/197 Kershner
USPC i 514/263.21, 635, 868
See application file for complete search history. 67 ABSTRACT
(56) References Cited The specification describes the use of selected DPP IV inhibi-

©

CKET
A R M

U.S. PATENT DOCUMENTS

2,056,046 A 9/1936 Fourneau
2,375,138 A 5/1945 Salvin
2,629,736 A 2/1953 Krimmel
2,730,544 A 1/1956 Sahyun
2,750,387 A 6/1956 Krimmel

tors for the treatment of physiological functional disorders
and for reducing the risk of the occurrence of such functional
disorders in at-risk patient groups. In addition, the use of the
above-mentioned DPP IV inhibitors in conjunction with
other active substances is described, by means of which
improved treatment outcomes can be achieved. These appli-
cations may be used to prepare corresponding medicaments.

Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

©
L

US 9,173,859 B2

Page 2
(56) References Cited 8,673,927 B2* 3/2014 Dugietal. ... 514/263.21
8,679,520 B2 3/2014 Horres et al.
U.S. PATENT DOCUMENTS 8,785,455 B2 7/2014 Hotter et al.

8,865,729 B2  10/2014 Sieger et al.
5,389,642 A 2/1995 Dorsch et al. 8,962,636 B2 2/2015 Pfrengle et al.
5,399:578 A 3/1995 Buhlmayer et al. 2001/0020006 Al 9/2001 Demuth et al.
5.407.929 A 4/1995 Takahashi et al. 2001/0051646 Al  12/2001 Demuth et al.
5461066 A 10/1995 Gericke et al. 2002/0019411 A1 2/2002 Robl et al.
5470579 A 11/1995 Bonte et al. 2002/0137903 A1 9/2002 Ellsworth et al.
5 591’762 A 1/1997 Hauel et al. 2002/0161001 Al  10/2002 Kanstrup et al.
5.504.003 A 1/1997 Hauel et al. 2002/0169174 A1  11/2002 Chackalamannil et al.
5 602’127 A 2/1997 Hauel et al. 2002/0198205 Al  12/2002 Himmelsbach et al.
5.614.519 A 3/1997 Hauel et al. 2003/0078269 Al  4/2003 Pearson et al.
5.719.279 A 2/1998 Kufner-Muhl et al. 2003/0100563 Al 5/2003 Edmondson et al.
5708.840 A 3/1998 Bouchard et al. 2003/0105077 Al 6/2003 Kanstrup et al.
5.753.635 A 5/1998 Buckman of al. 2003/0114390 A1 6/2003 Washburn et al.
5,830:908 A 11/1998 Grunenberg et al. 2003/0130313 Al 7/2003  Fujino et al.
5.879.708 A 3/1999 Makino et al. 2003/0149071 Al 8/2003 Gobbi et al.
5.058.951 A 0/1999 Ahrndt ef al. 2003/0166578 Al 9/2003 Arch et al.
5,965:555 A 10/1999 Gebert et al. 2003/0199528 Al  10/2003 Kanstrup et al.
5,965,592 A 10/1999 Buhlmayer et al. 2003/0224043 Al  12/2003 Appel et al.
6.011.049 A 1/2000 Whitcomb 2003/0232987 Al  12/2003 Dahanukar et al.
6.107.302 A 8/2000 Carter of al. 2003/0236272 Al 12/2003 Carr
6.166.063 A 12/2000 Villhauer 2004/0023981 Al 2/2004 Ren et al.
6248758 Bl 6/2001 Klokkers et al. 2004/0034014 Al  2/2004 Kanstrup et al.
6.303.661 Bl  10/2001 Demuth <t al. 2004/0037883 Al  2/2004 Zhou et al.
6 342’601 Bl 1/2002 Bantick et al. 2004/0063725 Al 4/2004 Barth et al.
6372040 Bl  4/2002 Cavazza 2004/0077645 A1 4/2004 Himmelsbach et al.
6,548’481 Bl 4/2003 Demuth et al. 2004/0082570 Al 4/2004 Yoshikawa et al.
6 579’868 Bl 6/2003 Asano et al. 2004/0087587 Al 5/2004 Himmelsbach et al.
6’727’261 B2 4/2004 Gobbi et al. 2004/0097510 Al 5/2004 Himmelsbach et al.
6784.195 B2  $/2004 Hale et al. 2004/0116328 Al 6/2004 Yoshikawa et al.
6,821,978 B2  11/2004 Chackalamannil et al. 2004/0122048 Al 6/2004 Benjamin et al.
6,869,947 B2 3/2005 Kanstrup et al. 2004/0122228 Al 6/2004 Maier et al.
6,995,183 B2 2/2006 Hamann et al. 2004/0126358 Al 7/2004 Warne et al.
7,060,722 B2 6/2006 Kitajima et al. 2004/0138214 Al 7/2004 Himmelsbach et al.
7,074,794 B2 7/2006 Kitajima et al. 2004/0138215 Al 7/2004 Eckhardt et al.
7,074,798 B2 7/2006 Yoshikawa et al. 2004/0152720 Al 82004 Hartig et al.
7.074.923 B2 7/2006 Dahanukar et al. 2004/0166125 Al 8/2004 Himmelsbach et al.
7109.192 B2 9/2006 Hauel of al. 2004/0171836 Al 9/2004 Fujino et al.
7.179.809 B2  2/2007 Eckhardt et al. 2004/0180925 A1 9/2004 Matsuno et al.
7 183’280 B2 2/2007 Himmelsbach et al. 2004/0259903 Al  12/2004 Boehringer et al.
7.192,952 B2 3/2007 Kanstrup et al. 2005/0020574 Al 1/2005 Hauel et al.
7217711 B2 5/2007 FEckhardt et al. 2005/0026921 Al 2/2005 Eckhardt et al.
7.235.538 B2 6/2007 Kanstrup et al. 2005/0032804 Al  2/2005 Cypes et al.
7,247,478 B2 7/2007 Eberhardt et al. 2005/0065145 Al 3/2005 Cao et al.
7,291,642 B2 11/2007 Kauffmann-Hefner et al. 2005/0070562 Al 3/2005 Jones et al.
7,361,687 B2 4/2008 Barth et al. 2005/0070594 Al 3/2005 Kauschke et al.
7,393,847 B2 7/2008 Eckhardt et al. 2005/0130985 Al 6/2005 Himmelsbach et al.
7.407.955 B2 8/2008 Himmelsbach et al. 2005/0143377 Al 6/2005 Himmelsbach et al.
7.407.005 B2 82008 OK etal. 2005/0171093 A1 8/2005 Eckhardt et al.
7 432’262 B2  10/2008 Eckhardt et al. 2005/0187227 Al 8/2005 Himmelsbach et al.
7439370 B2  10/2008 Eckhardt 2005/0203095 A1 9/2005 Eckhardt et al.
7 470’716 B2 12/2008 Eckhardt et al. 2005/0234108 Al  10/2005 Himmelsbach et al.
7476.671 B2  1/2009 Eckhardt et al, 2005/0234235 A1 10/2005 Eckhardt et al.
7 482’337 B2 1/2009 Himmelsbach et al. 2005/0239778 Al  10/2005 Konetzki et al.
7.495.002 B2 2/2009 Langkopf et al. 2005/0244502 Al 11/2005 Mathias et al.
7,495,003 B2 2/2009 Eckhardt et al. 2005/0256310 Al  11/2005 Hulin et al.
7,495,005 B2 2/2009 Himmelsbach et al. 2005/0261271 Al 11/2005 Feng et al.
7,501,426 B2 3/2009 Himmelsbach et al. 2005/0261352 Al 11/2005  Eckhardt
7.550.455 B2 6/2009 Himmelsbach et al. 2005/0266080 Al  12/2005 Desai et al.
7.560.450 B2  7/2009 Eckhardt et al. 2005/0276794 Al  12/2005 Papas et al.
7 566’707 B2 7/2009 Eckhardt et al. 2006/0004074 Al 1/2006 Eckhardt et al.
7569574 B2 82000 Maier of al. 2006/0034922 Al 2/2006 Cheng et al.
7.579.449 B2  $/2009 Eckhardt et al. 2006/0039974 Al 2/2006 Akiyama et al.
7,610’153 B2 10/2009 Carter. Jr. et al. 2006/0047125 Al 3/2006 Leonardi et al.
7 645’763 B2 1/2010 Himm’elsbach et al. 2006/0058323 Al 3/2006 Eckhardt et al.
7.718.666 B2 5/2010 Bochringer et al. 2006/0063787 Al 3/2006 Yoshikawa et al.
7,754,481 B2 7/2010 Eberhardt et al. 2006/0074058 Al 4/2006 Holmes et al.
7,799,782 B2 9/2010 Munson et al. 2006/0079541 Al 4/2006 Langkopf et al.
7,820,815 B2 10/2010 Pfrengle et al. 2006/0094722 Al 5/2006 Yasuda et al.
7,838,529 B2  11/2010 Himmelsbach et al. 2006/0100199 Al 5/2006 Yoshikawa et al.
8,039,477 B2  10/2011 Hendrix et al. 2006/0106035 Al 5/2006 Hendrix et al.
8,071,583 B2  12/2011 Himmelsbach 2006/0111372 Al 5/2006 Hendrix et al.
8,106,060 B2 1/2012 Pfrengle et al. 2006/0111379 Al 5/2006 Guillemont et al.
8,119,648 B2* 2/2012 Himmelsbach et al. . 514/263.21 2006/0134206 Al 6/2006 Iyer et al.
8,158,633 B2 4/2012 Hendrix et al. 2006/0142310 Al 6/2006 Pfrengle et al.

CKE

A R

T
M

Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

US 9,173,859 B2

Page 3
(56) References Cited 2012/0142712 A1 6/2012 Pfrengle et al.
2012/0165251 Al 6/2012 Klein et al.
U.S. PATENT DOCUMENTS 2012/0208831 Al 8/2012 Himmelsbach et al.
2012/0219622 Al 82012 Kohlrausch et al.

2006/0173056 Al  8/2006 Kitajima et al. 2012/0219623 Al 82012 Meinicke
2006/0205711 Al 9/2006 Himmelsbach et al. 2012/0252782 Al 10/2012 H!mmelsbach etal.
2006/0205943 Al 9/2006 Dahanukar et al. 2012/0252783 Al 10/2012 H_1mmelsbach etal.
2006/0247226 Al 11/2006 Himmelsbach et al. 2012/0296091 Al 11/2012 Sieger et al.
2006/0270668 Al  11/2006 Chew et al. 2013/0122089 Al 5/2013 Kohlrausch et al.
2006/0270701 Al 11/2006 Kroth et al. 2013/0172244 Al 7/2013 Klein et al.
2007/0027168 Al 2/2007 Pfrengle et al. 2013/0184204 Al 7/2013 Pfrengle et al.
2007/0060530 Al 3/2007 Christopher et al. 2013/0196898 Al 82013 Dugi et al.
2007/0072803 Al 3/2007 Chuetal. 2013/0236543 Al 9/2013 TIto et al.
2007/0072810 Al 3/2007 Asakawa
2007/0088038 Al 4/2007 Eckhardt et al. FOREIGN PATENT DOCUMENTS
2007/0093659 Al 4/2007 Bonfanti et al.
2007/0142383 Al 6/2007 Eckhardt et al.
2007/0185091 Al 82007 Himmelsbach et al. N HBBT AL 182
2007/0196472 Al /2007 Kiel etal. CA 2418656 AL 22002
2007/0259900 Al 11/2007 Sieger et al. CA 2496325 AL 32004
2007/0281940 Al  12/2007 Dugi etal. CA 2508233 AL 62004
2007/0299076 Al 12/2007 Piotrowski et al. Ca 2529729 AL 122004
2008/0108816 Al 5/2008 Zutter CA 2356064 Al 9/2005
2008/0312243 Al 12/2008 Eckhardt et al. CA 2362859 Al  11/2005
2009/0088408 Al 4/2009 Meade et al. CA 2651010 AL 112007
2009/0088569 Al 4/2009 Eckhardt et al. Ca 2651089 AL 1172007
2009/0136596 Al 5/2009 Munson et al. DE 2758005 AL 7/1979
2009/0186086 Al 7/2009 Shankar et al. DE 10238243 ALl 3/2004
2009/0301105 Al 12/2009 Loerting DE 102004044221 Al 3/2006
2009/0325926 Al 12/2009 Himmelsbach DE 102004054054 Al 572006
2010/0092551 Al 4/2010 Nakamura et al. P 0223403 A2 5/1987
2010/0183531 Al 7/2010 Johncock et al. P 0342675 A2  11/1989
2010/0204250 Al /2010 Himmelsbach et al. EP 0389282 A2 9/1990
2010/0310664 Al 12/2010 Watson et al. P 0400974 A2 12/1990
2011/0009391 Al 1/2011 Braun et al. EP 400981 Al L1991
2011/0092510 Al 4/2011 Klein etal. P 0475482 AL 3/1992
2011/0144083 Al 6/2011 Himmelsbach et al. P 0775704 AL 5/1997
2011/0144095 Al 6/2011 Himmelsbach et al. EP 0950658 Al  10/1999
2011/0195917 Al 82011 Dugi etal. P 1066265 Al 1/2001
2011/0206766 Al 8/2011 Friedl etal. EP 1310245 Al 5003
2011/0275561 Al 11/2011 Graefe-Mody et al. P 1106873 A2 4/2004
2012/0035158 Al 2/2012 Himmelsbach et al. P 1535906 Al 6/2005
2012/0040982 Al 2/2012 Himmelsbach et al. EP 1537880 Al 6/2005
2012/0053173 Al 3/2012 Banno et al. EP 1557165 Al 72005
2012/0094894 Al 4/2012 Graefe-Mody et al. EP 1586571 Al 10/2005
2012/0107398 Al 5/2012 Schneider et al. EP 1743655 Al 1/2007
2012/0121530 Al 5/2012 Klein et al. EP 1760076 3/2007

DOCKET
AL A

R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

US 9,173,859 B2

Page 4

(56) References Cited WO 03037327 Al 5/2003
WO 03053929 Al 7/2003

FOREIGN PATENT DOCUMENTS WO 03055881 Al 7/2003

WO 03057200 A2 7/2003

EP 1897892 A2 3/2008 WO 03064454 Al 8/2003
EP 2143443 Al 1/2010 WO 03088900 A2  10/2003
ES 385302 Al 4/1973 WO 03094909 A2  11/2003
ES 2256797 T3 7/2006 WO 03099279 A1  12/2003
ES 2263057 T3 12/2006 WO 03099836 A1  12/2003
FR 2707641 Al 1/1995 WO 03103629 A1  12/2003
GB 2084580 A 4/1982 WO 03104229 A1  12/2003
HU 9003243 5/1990 WO 03106428 A1  12/2003
HU 0002308 A2 7/2000 WO 2004002924 Al 1/2004
1P S374895 A 6/1962 WO 2004011416 Al 2/2004
P 770120 3/1995 WO 2004016587 Al 2/2004
P 8333339 12/1996 WO 2004018467 A2 3/2004
1P 11193270 7/1999 WO 2004018468 A2 3/2004
P 2000502684 A 3/2000 WO 2004018469 Al 3/2004
P 2001213770 A 8/2001 WO 2004028524 Al 4/2004
P 2001278812 A 10/2001 Wwo 2004033455 AL 4/2004
P 2002348279 A 12/2002 WO 2004035575 Al 4/2004
P 2003286287 A 10/2003 WO 2004041820 A1 5/2004
P 2003300977 A 10/2003 wo 2004046148 AL 6/2004
1P 2004161749 A 6/2004 WO 2004048379 Al 6/2004
P 2004250336 A 9/2004 WO 2004050658 Al 6/2004
P 2006045156 A 2/2006 WO 2004052362 Al 6/2004
1P 2010053576 A 3/2010 WO 2004058233 Al 7/2004
P 2010070576 A 4/2010 WO 2004062689 Al 7/2004
P 2010524580 A 7/2010 WO 2004065380 Al 8/2004
KR 20070111099 A 11/2007 Wwo 2004074246 A2 9/2004
WO 9107945 Al 6/1991 WO 2004081006 Al 9/2004
WO 9205175 Al 4/1992 WO 2004082402 Al 9/2004
WO 9219227 A2 11/1992 WO 2004096806 A1  11/2004
WO 0402150 Al 2/1994 WO 2004096811 A1  11/2004
WO 9403456 Al 2/1994 WO 2004106279 A2  12/2004
WO 9532178 Al 11/1995 WO 2004108730 A1  12/2004
WO 9609045 Al 3/1996 WO 2004111051 A1 12/2004
WO 9611917 Al 4/1996 WO 2005000846 Al 1/2005
WO 9636638 Al 11/1996 WO 2005000848 Al 1/2005
WO 9723447 Al 7/1997 WO 2005007647 Al 1/2005
WO 9723473 Al 7/1997 WO 2005007658 A2 1/2005
WO 9746526 Al 12/1997 WO 2005012288 Al 2/2005
WO 9807725 2/1998 WO 2005023179 A2 3/2005
WO 0811893 3/1998 WO 2005049022 A2 6/2005
WO 9818770 Al 5/1998 WO 2005051950 Al 6/2005
WO 0822464 Al 5/1998 WO 2005058901 Al 6/2005
WO 0828007 Al 7/1998 WO 2005061489 Al 7/2005
WO 9840069 A2 9/1998 WO 2005063750 Al 7/2005
WO 0846082 Al  10/1998 WO 2005082906 Al 9/2005
WO 0856406 Al  12/1998 WO 2005085246 Al 9/2005
WO 9929695 Al 6/1999 WO 2005092870 A1  10/2005
WO 9938501 A2 8/1999 WO 2005092877 A1 10/2005
WO 9950248 Al  10/1999 WO 2005095343 A1 10/2005
WO 9956561 Al  11/1999 WO 2005095381 A1 10/2005
WO 9967279 Al 12/1999 WO 2005097798 A 10/2005
WO 0073307 A2 12/2000 WO 2005116000 Al  12/2005
WO 0107441 Al 2/2001 WO 2005116014 A1 12/2005
WO 0140180 A2 6/2001 WO 2005117861 Al 12/2005
WO 0151919 7/2001 WO 2005117948 Al 12/2005
WO 0152825 7/2001 WO 2006005613 Al 1/2006
WO 0152825 A2 7/2001 WO 2006027204 Al 3/2006
WO 0152852 Al 7/2001 WO 2006029577 Al 3/2006
WO 0166548 Al 9/2001 WO 2006029769 Al 3/2006
WO 0168646 Al 9/2001 WO 2006036664 Al 4/2006
WO 0172290 A2  10/2001 WO 2006040625 Al 4/2006
WO 0177110 Al 10/2001 WO 2006041976 Al 4/2006
WO 0196301 Al 12/2001 WO 2006047248 Al 5/2006
WO 0197808 Al  12/2001 WO 2006048209 Al 5/2006
WO 0202560 A2 1/2002 WO 2006048427 Al 5/2006
WO 0214271 Al 2/2002 WO 2006068163 Al 6/2006
WO 0224698 Al 3/2002 WO 2006071078 Al 7/2006
WO 0253516 A2 7/2002 WO 2006076231 A2 7/2006
WO 02068420 Al 9/2002 WO 2006083491 A2 8/2006
WO 03000241 A2 1/2003 WO 2006135693 A2  12/2006
WO 03002531 A2 1/2003 WO 2006137085 Al 12/2006
WO 03004496 Al 1/2003 WO 2007007173 A2 1/2007
WO 03024965 A2 3/2003 WO 2007014886 Al 2/2007

DOC KET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

US 9,173,859 B2

Page 5

(56) References Cited WO 2013098372 Al 7;2013

WO 2013103629 Al 7/2013

FOREIGN PATENT DOCUMENTS WO 2013171167 Al 112013

WO 2013174768 Al 11/2013
WO 2007033350 Al 3/2007
WO 2007035355 A2 3/2007 OTHER PUBLICATIONS
WO 2007035665 Al 3/2007 Levien, T.L. et al, “New drugs in development for the treatment of
WO 2007041053 A2 4/2007 diabetes”, Diabetes Spectrum, American Diabetes Association, US,
WO 2007071738 6/2007 vol. 22, No. 2, Jan. 1, 2009, pp. 92-106.
WO 2007072083 Al 6/2007 Lovshin, J.A. et al., “Incretin-based therapies for type 2 diabetes
WO 2007078726 A2 7/2007 mellitus.” Nature Reviews Endocrinology, 2009, vol. 5, pp. 262-269.
WO 2007093610 Al 8/2007 « . . . .
WO 5007099345 Al 9/2007 March, J. “Advanced Organic Chemistry: Reactions, Mechanisms,
WO 2007120702 A2 10/2007 and Structure”. Fourth Edition, 1992, Pp. 652-653.
WO 2007120936 A2  10/2007 Matsumiya, Teruhiko, et al., “Therapeutic Drugs for Clinicians”
WO 2007128721 A 11/2007 Diagnosis and Treatment (2008) vol. 96, No. 2 pp. 389-390.
WO 2007128724 Al 11/2007 Mayo Clinic Staff: “Nonalchoholic fatty liver disease: Prevention”
WO 2007128761 A2 11/2007 [retrieved on Nov. 30, 2012]. retrieved from the Internet: ,URL:
wo 2007135196 A2 11/2007 http://www.mayoclinic.com/health/nonalcoholic-fatty-liver-dis-
WO 2007137107 A2 11/2007 .
WO 2007147185 Al 12/2007 ease/DS00577DSECTION=prevention>.
WO 2007148185 A2  12/2007 Medline Plus, “Obesity” 2013, Retrieved from internet on Aug. 22,
WO 2007149797 A2 12/2007 2013, http://www.nlm.nih.gov/medlineplus/obesity.html.
WO 2008005569 A2 1/2008 Meece, J. “When Oral Agents Fail: Optimizing Insulin Therapy in the
WO 2008005576 Al 1/2008 Older Adult”. Consultant Pharmacist, The Society, Arlington, VA
%8 38828 gggg " %882 US. vol. 24, No. Suppl B, Jun. 1, 2009, p. 11-17.

Mendes, F.D, et al. “Recent advances in the treatment of non-alco-
WO 2008055870 Al 5/2008 e
WO 2008055940 A2 5/2008 holic fatty liver disease”. Expert Opinion on Investigational Drugs,
WO 2008070692 A2 6/2008 vol. 14, No. 1, Jan. 1, 2005, p. 29-35.
WO 2008081205 Al 7/2008 Merck: “Initial Therapy with Janumet (sitagliptin/metformin) pro-
WO 2008083238 A2 7/2008 vided significantly greater blood sugar lowering compared to
WO 2008087198 Al 7/2008 metformin alone in patients with type 2 diabetes”. Webwire.com,
wg %8828332;5 ﬁ} ggggg Jun. 8, 2009, p. 1-4. http://www.webwire.com/ViewPressRel.
WO 2008113000 Al 9/2008 asp?ald=96695. o _
WO 2008130998 A2  10/2008 Nathan, D. et al., “Management of Hyperglycemia in Type 2 Diabe-
WO 2008131149 A2  10/2008 tes: A Consensus Algorithm for the Initiation and Adjustment of
WO 2008137435 A1  11/2008 Therapy.” Diabetes Care, Aug. 2006, vol. 29, No. 8, pp. 1963-1972.
WO 2009011451 A 1/2009 Nauck, M. A. et al., “Efficacy and Safety of Adding the Dipeptidyl
WO 2009022007 Al 2/2009 Peptidase-4 Inhibitor Alogliptin to Metformin Therapy in Patients
WO 2009022008 Al 2/2009 with Type 2 Diabetes Inadequately Controlled with Metformin
WO 2009022009 Al 2/2009 Monotherapy: A Multicentre, Randomised, Double-Blind, Placebo-
wo 2009022010 Al 2/2009 Cotrolled Study.” Clinical Practice, 2008, vol. 63, No. 1, pp. 46-55.
WO 2009024542 A2 2/2009 Nauck. M. A. et al. “Effi d Saf £ the Dipeptidyl
WO 2009063072 A2 5/2009 auck, M. A. et al, “Bificacy and Safety of the Dipeptidy
WO 2009099734 Al /2000 Peptidase-4 Inhibitor, Sitagliptin, Compared with the Sulfonylurea,
WO 2009111200 Al 9/2009 Glipizide, in Patients with Type 2 Diabetes Inaduately Controlled on
WO 2009112691 A2 9/2009 Metformin alone: A Randomized, Double-Blind, Non-Inferiority
WO 2009121945 A2 10/2009 Trial” Diabetes Obesity and Metabolism, 2007, vol. 9, No. 2, pp.
WO 2009123992 Al 10/2009 194-205.
WO 2009147125 A1 12/2009 Nielsen, L., “Incretin Mimetics and DPP-IV Inhibitors for the Treat-
WO 2010015664 Al 2/2010 ment of Type 2 Diabetes.” DDT, 2005, vol. 10, No. 10, pp. 703-710.
WO 2010018217 A2 2/2010 Nielsen, L., “Incretin mimetics and DPP-IV inhibitors for the treat-
wo 2010029089 A2 3/2010 ment of type 2 diabetes.” Drug Discovery Today, 2005, vol. 10, No.
WO 2010043688 Al 4/2010 10, pp. 703-710.
%8 %8}88;‘;?;2 ﬁ% 47‘;38}8 Nihon Ijinpo, Japan Medicinal Journal, 2001, No. 4032, p. 137.
WO 2010079197 Al 72010 O’Farrell, et al., “Pharmacokinetic and Pharmacodynamic Assess-
WO 2010086411 Al 8/2010 ments of the Dipeptidyl Peptidase-4 Inhibitor PHX1149: Double-
WO 2010092124 Al 8/2010 Blind, Placebo-controlled, Single-and Multiple-Dose Studies in
WO 2010092125 Al 8/2010 Healthy Subjects”. Clinical Therapeutics, Excerpta Medica,
WO 2010092163 A2 8/2010 Princeton, NJ, vol. 29, No. 8, 2007, p. 1692-1705.
WO 2010096384 A2 8/2010 Office Action for U.S. Appl. No. 10/695,597 mailed May 2, 2008.
WO 2010106457 A2 9/2010 Patani George A. et al.: “Bioisoterism : A Rational Approach in Drug
WO 2010147768 Al 12/2010 Design”, Chemical Reviews, 1996, vol. 96, No. 8, pp. 3147-3176.
wo 2011011541 Al 122011 Pei, Z.: “From the bench to the bedside: Dipeptidyl peptidase IV
%8 %8}}8%3%2; ﬁé 3%8}} inh_ib_itors, a new c_lass of oral antihyperglycemic agents” Current
WO 5011064352 Al 6/2011 Opinion in Drug Discovery and Development, Current Drugs, Lon-
WO 2011113947 Al 9/2011 don, GB vol. 11, No. 4, Jul. 1, 2008 pp. 512-532.
WO 2011138380 Al 11/2011 Plummer, C.J.G. et al., “The Effect of Melting Point Distributions on
WO 2011138421 A1 11/2011 DSC Melting Peaks.” Polymer Bulletin, 1996, vol. 36, pp. 355-360.
WO 2011161161 A1 12/2011 Pospisilik, et al; Dipeptidyl Peptidase IV Inhibitor Treatment Stimu-
WO 2011163206 A2  12/2011 lates ? —Cell Survival and Islet Neogenesis in Streptozotocin-In-
WO 2012031124 A2 3/2012 duced Diabetic Rats; Diabetes, vol. 52, Mar. 2003 pp. 741-750.
WO 2012065993 Al 5/2012 Pratley, R. et al., “Inhibition of DPP-4: a new therapeutic approach

Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

Nsights

Real-Time Litigation Alerts

g 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
O 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,

/ . o
Py ,0‘ opposing counsel or company faced cases similar to yours.

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

-xplore Litigation

Docket Alarm provides insights to develop a more
informed litigation strategy and the peace of mind of

knowing you're on top of things.

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.

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




