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CLAIMS 

That which is claimed: 

1. 	A polypeptide comprising the amino acid sequence: 

ProLysProGluXaaiProGlyXaa2AspAlaSerXaa3GluGluXaa4Xaa5XaaeTyrTyrAla 

Xaa7LeuArgXaaeTyrXaa9  AsnIrpXaaioThrArgGinArgTyr (SEQ ID NO:1) 

or a salt thereof, wherein: 

Xaai  is Ala, His, or Ser; 

Xaa2  is Glu or Lys; 

Xaa3  is Pro or Ala; 

Xaa4  is Leu or Trp; 

Xaa5  is Asn, Ala, or Thr; 

Xaag  is Arg or Lys; 

Xaa7  is Ser, Asp, or Ala; 

Xaa8  is His or Lys; 

Xaag is Leu or lie; and 

Xaate  is Val or Leu. 

2. 	A polypeptide consisting of the amino acil, sequence: 

ProLysProGluXaai  ProGlyXaa2AspAlaSerXaa3 f IL1GIu Xaa4Xaa5  

Xaa6TyrTyrAlaXaa7LeuArg Xaa8Tyr Xaao As Trp XaaioThrArgGInArgTyr —NH2  (SEQ ID 

NO:2) or a salt thereof, wherein: 

Xaai  is Ala, His, or Ser; 

Xaa2  is Glu or Lys; 

Xaa3  is Pro or Ala; 

Xaa4  is Leu or Trp; 

Xaa5  is Asn, Ala, or Thr; 

Xaa6  is Arg or Lys; 

Xaa7  is Ser, Asp, or Ala; 

Xaag  is His or Lys; 

Xaag.  is Leu or Ile; and 

Xaaio  is Val or Leu. 
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3. 	The polypeptide of claim 2 which is selected from the group consisting of: 

ProLysProGluAlaProGlyLysAspAlaSerProGluGluLeuAsnArgTyrTyrAla 

SerLeuArgHisTyrLeuAshTroValThrArgGInArgTyr—NH2  (SEQ ID NO:3), 

ProLysProGluAlaProGlyLysAspAlaSerProGiuGluLeuAsnArgTyrTyrAla 

SerLeuArgLysTyrLeuAsnTrpLeuThrArgGInArgTyr—NH2  (SEQ ID NO:4), 

ProLysProGluAlaProGlyLysAspAlaSerProGluGluLeuAsnArgTyrTyrAla 

SerLeuArgHisTyrLeuAsnTrpLeUThrArgGInArgTyr—NH2  (SEQ ID NO:5), 

ProLysProGluAlaProGyLysAspAlaSerProGluGluTrpAsnArgTyrTyrAla 

AspLeuArgLysTyrLeuAsnTrpLeuThrArgGInArgTyr—NH2  (SEQ ID NO:6), 

ProLysProGluAlaProGlyLysAspAlaSerProGluGluTrpAsnArgTyrTyrAla 

AspLeuArgHisTyrLeuAsnTrpLeuThrArgGInArgTyr—N H2 (SEQ ID NO:7), 

ProLysProGluAlaProGlyLysAspAlaSerProGluGluTrpAsnArgTyrTyrAla 

SerLeuArgLysTyrLeuAsnTrpLeuThrArgGInArgTyr—NH2  (SEQ IDNO:: 

ProLysProGluAlaProGlyLysAspAlaSerProGluGluTrpAsnArgTyrTyr A  a 

SerLeuArgHisTyrLeuAsnTrpLeuThrArgGInArgTyr—NH2  (SEQ ID 	• 9), 

ProLysProGluAlaProGlyLysAspAlaSerProGluGluTrpAsnArgTyr ' rAla 

AspLeuArgLysTyrLeuAsnTrplialThrArgGInArgTyr—NH2  (SEQ I NO:10), 

ProLysProGluAlaProGlyLysAspAlaSerProGluGluTrpAsnArg yrTyrAla 

AspLeuArgHisTyrLeuAsnTrpValThrArgGInArgTyr—N H2 (sra ID NO:11), 

ProLysProGluAlaProGlyLysAspAlaSerProGluGluTrpAs 	i rgTyrTyrAla 

SerLeuArgLysTyrLeuAsnTrplialThrArgGInArgTyr—NH. (SEQ ID NO:12), 

ProLysProGluAlaProGlyLysAspAlaSerProGiuGluTrp snArgTyrTyrAla 

SerLeuArgHisTyrLeuAsnTrpValThrArgGinArgTyr— H2  (SEQ ID NO:13), 

ProLysProGluAlaProGlyGluAspAlaSerProGluGlu euAsnArgTyrTyrAla 

SerLeuArgHisTyrLeuAsnTrpValThrArgGinArgT r—NH2  (SEQ ID NO:14), 

ProLysProGluHisProGlyLysAspAlaSerProGI 	luTrpAsnArgTyrTyrAla 

AlaLeuArgLysTyrLeuAsnTroValThrArgGIn , gTyr—N H2 (SEQ ID NO:15), 

ProLysProGluHisProGlyLysAspAlaSerPr• 	luGluLeuAsnLysTyrTyrAla 

AlaLeuArgHisTyrLeuAsnTroValThrArg 	ArgTyr—NH2  (SEQ ID NO:16), 

ProLysProGiuHisProGlyLysAspAlaSe. 	roGluGluLeuAsnArgTyrTyrAla 

SerLeuArgHisTyrIleAsnTroValThrAp;  GInArgTyr—N H2 (SEQ ID NO:17), 

ProLysProGluHisProGlyLysAspAl-iperProGluGiuLeuAlaArgTyrTyrAla 

SerLeuArgHisTyrLeuAsnTrpValT rArgGinArgTyr—NH2  (SEQ ID NO:18), 

ProLysProGluHisProGlyLysA •AlaSerProGluGluTrpAsnArgTyrTyrAla 
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SerLeuArgHisTyrileAsnTrpilalThrArgGInArgTyr—NH, (SEQ ID NO:19), 

ProLysProGlul-lisProGlyLysAspAlaSerProGluGluTrpAsnArgTyrTyrAla 

AspLeuArgl-lisTyrIleAsnTrpValThrArgGInArgTyr—NH2  (SEQ ID NO:20), 

Pro LysProGiuHisProGlyLysAspAlaSerProGiuGluTrpAsnArgTyrTyrAla 

AspLeuArgHisTyrLeuAsnirpValThrArgGInArgTyr—NH2  (SEQ ID NO:21), 

ProLysProGluSerProGlyLysAspAlaSerProGiuGluTrpAsnArgTyrTyrAla 

AspLeuArgHisTyrIleAshIrpValThrArgGInArgTyr—N1-12  (SEQ ID NO:22), 

ProLysProGluSerProGlyLysAspAlaSerProGluGIuTrpAsnArgTyrTyrAla 

AspLeuArgHisTyrLeuAsnTrpVaIThrArgGInArgTyr--NH2  (SEQ ID NO:23), 

ProLysProGluHisProGlyLysAspAlaSerProGluGluTrpAsnArgTyrTyrAla 

AspLettArgHisTyrLeuAsnTrpLeuThrArgGInArgTyr—NFI2  (SEQ ID NO:24) 

ProLysProGluHisProGlyLysAspAlaSerProGluGI Li TrpAlaLysTyrTyrAla 

AlaLeuArgHisTyrileAsnTrpValThrArgGInArgTyr--NH2  (SEQ ID NO:2r 

ProLysProGluAlaProGlyLysAspAlaSerProGluGluTrpAsnArgTyrTyr la 

AspLeuArgHisTyrIleAsnTrpValThrArgGinArgTyr—N H2 (SEQ ID 	:26), 

ProLysProGluHisProGlyLysAspAlaSerProGluGluTrpAsnArgTy 	yrAla 

SerLeuArgLysTyrLeuAsnTrpValThrArgGInArgTyr—NH2  (SE 	ID NO:27), 

ProLysProGluNisProGlyLysAspAlaSerAlaGluGluTrpAlaLy- yrTyrAla 

AlaLeuArgHisTyrIleAsnTrpValThrArgGinArgTyr—NH2  (S.* ID NO;28), 

ProLysProGluAlaProGlyLysAspAlaSerAlaGILIGILITrpA- iArgTyrTyrAla 

SerLeuArgHisTyrLeuAsnTrpValThrArgGInArgTyr—N 	(SEQ ID N0:29), 

ProLysProGlitHisProGlyLysAspAlaSerAlaGILIGIuL LJAlaArgTyrTyrAla 

SerLeuArgHisTyrLeuAsnTrpValThrArgGlnArgTy —NH2  (SEQ ID NO:30), 

ProLysProGluAlaProGlyLysAspAIaSerAIaGlu e uTrpAsnArgTyrTyrAla 

SerLeuAr9LysTyrLeuAsnTrpValThrArgGInA..Tyr—N112  (SEQ ID NO:31), 

ProLysProG luSerProGlyLysAspAlaSerAl ' luGluTrpThrLysTyrTyrAla 

AlaLeuArgHisTyrileAsnTrpValThrArgGII AI gTyr—NH2  (SEQ ID NO:32), 

ProLysProGluAlaProGlyLysAspAlaSe a•roGILIGILILeuAsnArgTyrTyrAla 

SerLeuArgLysTyrLeuAsnTrpValThr,  rgGInArgTyr—NI-12  (SEQ ID NO:33), 

ProLysProGluHisProGlyGiuAspAl SerProGiuGluTrpAlaLysTyrTyrAla 

AlaLeuArgHisTyrIleAsnTrpValT rArgGlnArgTyr—NH2  (SEQ ID NO:34), 

ProLysProGluAlaProGlyGliiA DAIaSerAlaGluGluTrpAsnArgTyrTyrAla 

SerLeuArgHisTyrLeuAsnTrf 	alThrArgGInArgTyr—N H2 (SEQ ID NO:35), 

ProLysProGluSerProGly 	uAspAlaSerProGluGluTrpThrLysTyrTyrAla 
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AlaLeuArgHisTyrileAsnTroValThrArgGInArgTyr—NH2  (SEQ ID NO:36), and 

ProLysProGluAlaProGlyGluAspAlaSerProGILIGIuTrpAsnArgTyrTyrAla 

AspLeuArgllisTyrLeuAsnTrpLeuThrArgGInArgTyr—NH2  (SEQ ID NO:37). 

4. The polypeptide of claim 1 which comprises the amino acid sequence: 

ProLysProGtuAlaProGlyLysAspAlaSerProGluGluTrpAsnArgTyrTyrAla 

AspLeuArgHisTyrLeuAsnTrpLeuThrArgGlnArgTyr (SEQ IDNO:38). 

5. The polypeptide of claim 1 which consists of the amino acid segue 	e: 

ProLysProGluAlaProGlyLysAspAlaSerProGluGluTrpAsnArgTyrTyrAla 

AspLeuArgHisTyrLeuAsnTrpLeuThrArgGInArgTyr (SEQ IDNO:38). 

6. The polypeptide of claim 2 which consists of the amino ad 	sequence: 

ProLysProGluAlaProGlyLysAspAlaSerProGluGluTrpAsnArgTyr 	rAla 

AspLeuArgHisTyrLeuAsnTrpLeuThrArgGlnArgTyr—NH2  (SEQ 	NO:7). 

7. A pharmaceutical combination comprising a polype.ptide according to any one of 

claims 1-6 and exendin-4. 

8. A pharmaceutical combination comprising . polypeptide according to any one of 

claims 1-6 and GLP-1. 

9. A pharmaceutical composition comps' ing a polypeptide according to any one of 

claims 1-6 and a pharmaceutically accept 	le carrier 

10. A method of treating a metabo c disorder in a human subject, said method 

comprising administering a polypep so or pharmaceutical combination of any one of 

claims 1-8 to a subject in need the •cof.  

11. A method of treating o esity in a human subject, said method comprising 

administering a polypeptide or pharmaceutical combination of any one of claims 1-8 to a 

subject in need thereof.  
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12. Use of a polypeptide or pharmaceutical combination of any one of claims 1-8 in 

the preparation of a medicament for use in the treatment of a metabolic disorder. 

13. Use of a polypeptide or pharmaceutical combination of any one of claims 1-8 in 

the preparation of a medicament for use in the treatment of obesity 

14. A polypeptide or pharmaceutical combination according to any one of claii s 1-8 

for use in the treatment of a metabolic disorder. 

15. A polypeptide or pharmaceutical combination according to any one • 	claims 1-8 

for use in the treatment of obesity. 

16. The method or use of any one of claims 10, 12, or 14 where t 	metabolic 

disorder is Type 2 Diabetes Mellitus. 

17. A nucleic acid molecule encoding a polypeptide sequen e according to any one 

of claims 1-6. 

18. An expression vector comprising a nucleic acid n •lecule according to claim 17. 

19. A host cell containing an expression vector a 	ording to claim 18, 
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CLAIMS 

That which is claimed: 

1. 	A polypeptide comprising the amino acid sequence: 

ProLysProGluXaatProGlyXaa2AspAlaSerXaa3GluGluXaa4Xaa6Xaa6TyrTyrAla 

Xaa7LeuArgXaa3TyrXaas  AsnTrpXaatoThrArgGlnArgTyr (SEQ ID NO:1) 

or a salt thereof, wherein: 

Xaa, is Ala, His, or Ser; 

Xaa2  is Glu or Lys; 

Xaa3 is Pro or Ala; 

Xaat  is Leu or Trp; 

Xaas  is Asn, Ala, or Thr; 

Xaa6  is Arg or Lys; 

Xaa, is Ser, Asp, or Ala; 

Xaas is His or Lys; 

Xaas  is Leu or Ile; and 

Xaato is Val or Leu. 

2. 	A polypeptide consisting of the amino acid sequence: 

ProLysProGluXaalProGlyXaa2AspAlaSerXaa3GluGlu XaaaXaas 

Xaa6TyrTyrAlaXaa7LeuArg XaasTyr Xaas  AsnTrp XaatoThrArgGlnArgTyr —NH2  (SEQ ID 

NO:2) or a salt thereof, wherein: 

Xaa, 	is Ala, His, or Ser; 

Xaa2 is Glu or Lys; 

Xaa3  is Pro or Ala; 

Xaat  is Leu or Trp; 

Xaas  is Asn, Ala, or Thr; 

Xaa6  is Arg or Lys; 

Xaa, is Ser, Asp, or Ala; 

Xaas  is His or Lys; 

Xaas  is Leu or Ile; and 

Xaato  is Val or Leu. 
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3. 	The polypeptide of claim 2 which is selected from the group consisting of: 

ProLysProGluAlaProGlyLysAspAlaSerProGluGluLeuAsnArgTyrTyrAla 

SerLeuArgHisTyrLeuAsnTrpValThrArgGInArgTyr—N H2 (SEQ ID NO:3), 

ProLysProGluAlaProGlyLysAspAlaSerProGluGluLeuAsnArgTyrTyrAla 

SerLeuArgLysTyrLeuAsnTrpLeuThrArgGInArgTyr—NH2  (SEQ ID NO:4), 

ProLysProGluAlaProGlyLysAspAlaSerProGluGluLeuAsnArgTyrTyrAla 

SerLeuArgHisTyrLeuAsnTrpLeuThrArgGlnArgTyr—NH2  (SEQ ID NO:5), 

ProLysProGluAlaProGlyLysAspAlaSerProGluGluTrpAsnArgTyrTyrAla 

AspLeuArgLysTyrLeuAsnTrpLeuThrArgGInArgTyr—N H2 (SEQ ID NO:6), 

ProLysProGluAlaProGlyLysAspAlaSerProGluGluTrpAsnArgTyrTyrAla 

AspLeuArgHisTyrLeuAsnTrpLeuThrArgGlnArgTyr—NH2  (SEQ ID NO:7), 

ProLysProGluAlaProGlyLysAspAlaSerProGluGluTrpAsnArgTyrTyrAla 

SerLeuArgLysTyrLeuAsnTrpLeuThrArgGInArgTyr—NH2 (SEQ IDNO:8), 

ProLysProGluAlaProGlyLysAspAlaSerProGluGluTrpAsnArgTyrTyrAla 

SerLeuArgHisTyrLeuAsnTrpLeuThrArgGlnArgTyr—NH2  (SEQ ID NO:9), 

'ProLysProGluAlaProGlyLysAspAlaSerProGluGluTrpAsnArgTyrTyrAla 

AspLeuArgLysTyrLeuAsnTrpValThrArgGInArgTyr—NH2  (SEQ ID NO:10), 

ProLysProGluAlaProGlyLysAspAlaSerProGluGluTrpAsnArgTyrTyrAla 

AspLeuArgHisTyrLeuAsnTrpValThrArgGlnArgTyr—NH2 (SEQ ID NO:11), 

ProLysProGluAlaProGlyLysAspAlaSerProGluGluTrpAsnArgTyrTyrAla 

SerLeuArgLysTyrLeuAsnTrpValThrArgGInArgTyr—N H2 (SEQ ID NO:12), 

ProLysProGluAlaProGlyLysAspAlaSerProGluGluTrpAsnArgTyrTyrAla 

SerLeuArgHisTyrLeuAsnTrpValThrArgGInArgTyr—NH2 (SEQ ID NO:13), 

ProLysProGluAlaProGlyGluAspAlaSerProGluGluLeuAsnArgTyrTyrAla 

SerLeuArgHisTyrLeuAsnTrpValThrArgGInArgTyr—NH2  (SEQ ID NO:14), 

ProLysProG IuHisProGlyLysAspAlaSerProGluGluTrpAsnArgTyrTyrAla 

AlaLeuArgLysTyrLeuAsnTrpValThrArgGlnArgTyr—NH2  (SEQ ID NO:15), 

ProLysProGluHisProGlyLysAspAlaSerProGluGluLeuAsnLysTyrTyrAla 

AlaLeuArgHisTyrLeuAsnTrpValThrArgGInArgTyr—N H2 (SEQ ID NO:16), 

ProLysProGluHisProGlyLysAspAlaSerProGluGluLeuAsnArgTyrTyrAla 

SerLeuArgHisTyrIleAsnTrpValThrArgGInArgTyr—NH2 (SEQ ID NO:17), 

ProLysProGluHisProGlyLysAspAlaSerProGluGluLeuAlaArgTyrTyrAla 

SerLeuArgHisTyrLeuAsnTrpValThrArgGInArgTyr—N H2 (SEQ ID NO:18), 

ProLysProGluHisProGlyLysAspAlaSerProGluGluTrpAsnArgTyrTyrAla 
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SerLeuArgHisTyrIleAsnTrpValThrArgGInArgTyr—NH2  (SEQ ID NO:19), 

ProLysProGluHisProGlyLysAspAlaSerProGluGluTrpAsnArgTyrTyrAla 

AspLeuArgHisTyrIleAsnTrpValThrArgGInArgTyr—NH2 (SEQ ID NO:20), 

ProLysProGluHisProGlyLysAspAlaSerProGluGluTrpAsnArgTyrTyrAla 

AspLeuArgHisTyrLeuAsnTrpValThrArgGInArgTyr—N H2 (SEQ ID N0:21), 

ProLysProGluSerProGlyLysAspAlaSerProGluGluTrpAsnArgTyrTyrAla 

AspLeuArgHisTyrIleAsnTrpValThrArgGInArgTyr—NH2  (SEQ ID NO:22), 

ProLysProGluSerProGlyLysAspAlaSerProGluGluTrpAsnArgTyrTyrAla 

AspLeuArgHisTyrLeuAsnTrpValThrArgGlnArgTyr—NH2 (SEQ ID N0:23), 

ProLysProGluHisProGlyLysAspAlaSerProGluGluTrpAsnArgTyrTyrAla 

AspLeuArgHisTyrLeuAsnTrpLeuThrArgGlnArgTyr—NH2  (SEQ ID NO:24), 

ProLysProGluHisProGlyLysAspAlaSerProGluGluTrpAlaLysTyrTyrAla 

AlaLeuArgHisTyrIleAsnTrpValThrArgGInArgTyr—NH2 (SEQ ID NO:25), 

ProLysProGluAlaProGlyLysAspAlaSerProGluGluTrpAsnArgTyrTyrAla 

AspLeuArgHisTyrIleAsnTrpValThrArgGInArgTyr—N H2 (SEQ ID NO:26), 

ProLysProGluHisProGlyLysAspAlaSerProGluGluTrpAsnArgTyrTyrAla 

SerLeuArgLysTyrLeuAsnTrpValThrArgGInArgTyr—N H2 (SEQ ID N0:27), 

ProLysProGluHisProGlyLysAspAlaSerAlaGluGluTrpAlaLysTyrTyrAla 

AlaLeuArgHisTyrIleAsnTrpValThrArgGInArgTyr—N H2 (SEQ ID N0:28), 

ProLysProGluAlaProGlyLysAspAlaSerAlaGluGluTrpAsnArgTyrTyrAla 

SerLeuArgHisTyrLeuAsnTrpValThrArgGlnArgTyr—NH2  (SEQ ID N0:29), 

ProLysProGluHisProGlyLysAspAlaSerAlaGluGluLeuAlaArgTyrTyrAla 

SerLeuArgHisTyrLeuAsnTrpValThrArgGInArgTyr—NH2 (SEQ ID NO:30), 

ProLysProGluAlaProGlyLysAspAlaSerAlaGluGluTrpAsnArgTyrTyrAla 

SerLeuArgLysTyrLeuAsnTrpValThrArgGInArgTyr—N H2 (SEQ ID NO:31), 

ProLysProGluSerProGlyLysAspAlaSerAlaGluGluTrpThrLysTyrTyrAla 

AlaLeuArgHisTyrIleAsnTrpValThrArgGInArgTyr—NH2 (SEQ ID NO:32), 

ProLysProGluAlaProGlyLysAspAlaSerProGluGluLeuAsnArgTyrTyrAla 

SerLeuArgLysTyrLeuAsnTrpValThrArgGInArgTyr—N H2 (SEQ ID NO:33), 

ProLysProGluHisProGlyGluAspAlaSerProGluGluTrpAlaLysTyrTyrAla 

AlaLeuArgHisTyrlleAsnTrpValThrArgGlnArgTyr—NH2  (SEQ ID N0:34), 

ProLysProGluAlaProGlyGluAspAlaSerAlaGluGluTrpAsnArgTyrTyrAla 

SerLeuArgHisTyrLeuAsnTrpValThrArgGInArgTyr—N H2 (SEQ ID NO:35), 

ProLysProGluSerProGlyGluAspAlaSerProGluGluTrpThrLysTyrTyrAla 
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AlaLeuArgHisTyrIleAsnTrpValThrArgGInArgTyr—NH2 (SEQ ID NO:36), and 

ProLysProGluAlaProGlyGluAspAlaSerProGluGluTrpAsnArgTyrTyrAla 

AspLeuArgHisTyrLeuAsnTrpLeuThrArgGInArgTyr—NH2  (SEQ ID NO:37). 

4. The polypeptide of claim 1 which comprises the amino acid sequence: 

ProLysProGluAlaProGlyLysAspAlaSerProGluGluTrpAsnArgTyrTyrAla 

AspLeuArgHisTyrLeuAsnTrpLeuThrArgGlnArgTyr (SEQ IDNO:38). 

5. The polypeptide of claim 1 which consists of the amino acid sequence: 

ProLysProGluAlaProGlyLysAspAlaSerProGluGluTrpAsnArgTyrTyrAla 

AspLeuArgHisTyrLeuAsnTrpLeuThrArgGInArgTyr (SEQ IDNO:38). 

6. The polypeptide of claim 2 which consists of the amino acid sequence: 

ProLysProGluAlaProGlyLysAspAlaSerProGluGluTrpAsnArgTyrTyrAla 

AspLeuArgHisTyrLeuAsnTrpLeuThrArgGInArgTyr—NH2 (SEQ ID NO:7). 

7. A salt form of the polypeptide of claim 6. 

8. A salt form of the polypeptide according to claim 7, wherein said salt is the 

acetate salt. 

9. A pharmaceutical combination comprising a polypeptide according to any one of 

claims 1-8 and an exendin-4 or GLP-1. 

10. A pharmaceutical composition comprising a polypeptide according to any one of 

claims 1-8 and a pharmaceutically acceptable carrier. 

11. Use of a polypeptide or pharmaceutical composition or combination of any one of 

claims 1-10 in the preparation of a medicament for use in the treatment of a metabolic 

disorder such as obesity or Type 2 diabetes mellitus. 

12. A polypeptide or pharmaceutical composition or combination according to any 

one of claims 1-10 for use in the treatment of a metabolic disorder such as obesity or 

Type 2 diabetes mellitus. 
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13. A nucleic acid molecule encoding a polypeptide sequence according to any 

of claims 1-6. 

one 

14. An expression vector comprising a nucleic acid molecule according to claim 13. 

15. A host cell containing an expression vector according to claim 14. 
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