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W02006/055809 discloses the activity of VEGFRl antibodies in multiple cancer 

xenograft models. Activity against certain non-neoplastic, angiogenic diseases, such as 

insulin-dependent diabetes mellitus and autoimmune nephritis, were also disclosed. 

However, to date, no antibody targeting VEGFRl has been taught or suggested for 

therapeutic use for diabetic nephropathy or other forms of progressive CKD. 

There remains a need to provide alternative methods to treat CKD. In particular, there 

remains a need to provide methods to treat diabetic nephropathy. 

In one aspect, the present disclosure provides use of a VEGFRl antibody, wherein the 

VEGFRl antibody is an. antibody comprising a light chain variable region (LCVR.) and a 

heavy chain variable region (HCVR). wherein the LCVR comprises the complementarity 

determining regions (CDR.s) LCD.R1, LCDR2, a id. the HCVR. comprises the 

CDRs H.CDR1, HCDR2. and HCDR3, wherein the LCDR1 is the polypeptide of 

RASOSVSSSYLA (SEP IP NO: 8), the LC.D.R2 is the polypeptide of G ASSRAT (SEP ID 

NO: 9), the LCDR3 is the polypeptide of OOYGSSPLT (SEP ID NO: 10). the HCDR1 is the 

polypeptide of GFAFSSYGMH (SEP ID NO: 2), the .H.C.D.R.2 is the polypeptide of 

VIWYDGSNKYYADSVRG (SEC) ID NO: 3), and the HCDR3 is the polypeptide of 

PHYGSGVHH YFYYG LP V (SEP ID NO: 4) in the manufacture of a medicament for the 

treatment of chronic kidney disease. 

In another aspect, the present disclosure -provides use of a VEGFRl antibody., wherein 

the VEGFRl antibody is an antibody comprising a light chain variable region (LCVR) and a 

heavy chain variable region. (HCVR), wherein the LCVR. comprises the complementarity 

determining regions (CDRs) LCPKL LCDR2, and LCDR3, and the HCVR comprises the 

CDRs HC.DR.L HC.DR2, and HC.D.R3, wherein i the polypeptide of 

RASOSVSSSYLA. (SEP ID NP: 8). the LCDR2 is the polypeptide of GASSRAT (SEP ID 

NO: 9). the LCDR3 is the polypeptide of OOYGSSPLT (S.I O fU NO; 10). the HCDR.1 is the 

polypeptide of GFAFSSYGMH (SEP ID NO: 2), the HCDR2 is the polypeptide of 

VIWYDGSNKYYADSVRG (SEP ID NO: 3), and, the HCDR3 is the polypeptide of 

DH YGSGVHHYFYYGLDV (SEP ID NO: 4) in the manufacture of a medicament for 

decreasing proteinurea. 

In another aspect, the present disclosure provides use of a VEGFRl antibody, wherein the 

VEGFRl. antibody is an antibody comprising a light chain variable region (LCVR) and a 

heavy chain variable region HC'/R), wherein the LCVR comprises the complementarity 

determining regions (CDRs) LCDR.1. LCDR.2. and LC.DR3, and the HCVR. comprises the 

CT jR X! l' "n ?DR2, and HCDR3. wherein the LCDR1 is the polypeptide of 
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RASOSVSSSYLA (SEP ID NO: 8). the LC.D.R2 is the polypeptide of GASSRAT 

(SEP ID NO: 9). the LCDR3 is the polypeptide of OOYGSSPLT (SEP ID NO: 10). the 

HCDR1 is the polypeptide of GFAFSSYGMH (SEP ID NO: 2). the H.CDR2 is the 

polypeptide of VIWYDGSNKYY ADSVRG (SEP ID NO: 3), and the HCDR3 is the 

polypeptide o» »"d; \\ 'SGVHH t I v 'AiLDV (SEP ID NO: 4) in the .manufacture of a 

medicament for decreasing albuminuria. 

In another aspect, the present disclosure provides use of a VEGFRl antibody, wherein 

the VEGFRl antibody is an antibody comprising a light chain variable region (LCVR) and a 

heavy chain variable region. (HCVR), wherein the LCVR comprises the complementarity 

determining regions (CDRs) LCDR1, LCDR2. a) < A2R1. ~nd the HCVR comprises the 

CDRs HCDR1, HCDR2, and. HCDR3, wherein the LCDR.1 is the polypeptide of 

RASOSVSSSYLA (SEP ID NO: 8). the LCDR2 is the- polypeptide of GASSRAT (SEP ID 

NO: 9). the LCDR3 is the polypeptide of OOYGSSPLT (S : 10). the HCDRl. is the 

polypeptide of GFAFSSYGMH (SEP ID NO: 2). tfce I i ? is the polypeptide of 

VIW YDGSNKYYADSVRG (SEP ID NO: 3). and the HCDR.3 is the polypeptide of 

DHYGSGVHHYFYYGLDV (SEP ID NO: 4) in the manufacture of a medicament for 

decreasing the loss of glomerular filtration, rate .reflected bv an increase in serum, creatinine. 

in another aspect, the present disclosure provides use of a VEGFRl antibody, wherein 

the.V vj.PR.1 antibody is an an.ti.bodv comprising"a light chain variable region. (LCVR.) and a 

heavy chain variable region (HCVR), wherein the LCVR. comprises the complementarity 

determining regions (CDRs) LCDR.1, LCDR.2. and LCDR3, and the .HCVR comprises the 

CDRs HCDRL HCDR2. and HCDR3. wherein the LCDR1 is the polypeptide of 

.RASOSVSSSYLA CAP NO: 8). the LCDR.2 Is the polypeptide of GASSRAT (SEP ID 

NO: 9). the LCDR3 is the polypeptide of OOYGSSPLT (SEP ID NP: 10). the HCDRl is the 

polypepti.de of GFAFSSYGMH. (SEC I'M (Q: 2). the HC-DR2 is the polypeptide of 

VIWYDGSNKYYADSVRG (SEP ID NP: 3). and the HCDR3 is the polypeptide of 

DHYGSGVHHYFYYGLDV (SEP ID NO: 4) in. the manufacture of a medicament for 

protecting against renal histopathological lesions. 

In another aspect, the present disclosure provides a VEGFRl antibody for use in. the 

treatment of chronic kidney disease, wherein the VEGFRl antibody is an antibody 

comprising a light chain variable .region. (LCVR) and a heavy chain variable region (HCVR), 

wherein the LCVR comprises the complementarity determining regions (CDRs) LCDR1. 

LCDR.2. and LC.DR.3, and the HCVR comprises the CDRs HCDRL H.CDR2, and FICDR.3. 

wherein the LCDR1 is the polypeptide of RASOSVSSSYL v vlUliiP NP: 8), the LCDR2 is 
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the polypeptide of GASSRAT (SEP ID NO: 9),, the LC.DR.3 is the polypeptide of 

OOYGSSPLT (SEP ID NP: 10). the HCDR1 is the polypeptide of GFAFSSYGMH (SEP ID 

NO: 2). the H.CDR.2 is the polypeptide of VIW VDGSNKYYADSVRG (SEP ID NO: 3). and 

the HCDK3 is the polypeptide of PHYG SGVHHYFYYGLDV (SEP ID NO: 4). 

In another aspect, the present disclosure provides a VEGFRl antibody for use in. 

decreasing proteinuria, wherein the VEGFRl. antibody is an antibody comprising a light 

chain, variable region (LCVR.) and a heavy chain variable region. (HCVR). wherein the LCVR. 

comprises the complementarity determining regions (CDRs) LCDRL LCDR2, and LCDR3, 

and the HCVR comprises the CDRs HC-DRl, H€DR2„ and HCDR3, wherein the LCDR.1 is 

the polypeptide of RASOSVSSSYLA (S» "P li I '± > 8), the LCDR2 is the polypeptide of 

GASSRAT (SEP tl ? 1 JO: 9). the LC.DR.3 is the polypeptide of OOYGSSPLT (SPP P* NP: 

10). the HCDR1 is the polypeptide of GFAFSSYGMH (SEP ID NO: 2). the HCDR2 is the 

polypeptide of VIWYDGSNKYY ADSVRG (SEP ID NO: 3). and the .H.CD.R3 is the 

polypeptide of PHYGSGVHHYPYYOLD V (SEP II) NO: 4). 

In another aspect, the present disclosure provides a VEGFRl antibody for use in 

decreasing albuminuria, wherein the VEGFRl antibody is an antibody comprising alight 

chain varicible region (LCVR) and a heavy chain variable region (HCVR). wherein the LCVR 

comprises the complementarity determining regions (CDRs) LCDRL LCDR2. and LCDR3. 

and the HCVR. comprises the CDRs HCDR1. BCDR.2, and. HCDR.3. wherein, the LCDR1 is 

the polypeptide of RASOSVSSSYLA ? S F 1 t) 1 -1'J: 8). the LCDR2 is the polypeptide of 

GASSRAT (SEP ID NO: 9). the LCDR3 is the polypeptide of OOYGSSPLT (SEP 'P NO: 

10). the HCDR1 is the polypeptide of GFAFSSYGMH. (SEC) IP NO: 2), the HCDR2 is the 

polypeptide of VIWYDGSNKYYADSVRG (SEP ID NO: 3). and, the H.CDR3 is the 

polypeptide of PHY GSGVHHYFY Y GLD V (SEP ID NO: 4). 

In another aspect, the present disclosure provides a VEGFRl antibody for use in. 

decreasing the loss of glomerular filtration rate reflected bv an increase in serum, creatinine, 

wherein the VEGFRl antibody is tin, antibody comprising a light chain, variable region 

(LCVR) and a heavy chain variable region (HCVR). wherein the LCVR comprises the 

complementarity determining regions s) LCDRL LCDR.2. and LCDR3, and the HCVR. 

comprises the CDRs HCDRL HCDR2. and HCDR3, wherein the LCDRl is the polypeptide 

of RASOS VSSS YLA (SEP ID NO: 8). the LCD.R.2 is the polypeptide of GASSRAT (SEP 

ID NO: 9). the LCDR3 is the polypeptide of OPYGSSPLT (SEP ID NO: 10). the HCDR1 is 

the polypeptide of GFAFSSYGMH (SEP ID NO: 2). the BCD.R.2 is the polypeptide of 
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VIWYDGSNKYY ADSVRG (SEP ID NO: 3). and the HCDR.3 is the polvt3epti.de of 

PHYGSGVHHYPYYGLDV (SEP ID NO: 4). 

In another aspect, the present disclosure provides a VEGFRl antibody for use in 

protecting against renal histopathological lesions, wherein, the VEGFRl antibody is an 

antibody comprising a light chain varictble .region. (LCVR) and a heavy chain, variable region 

(HCVR), wherein the LCVR comprises the complementarity determining regions (CDRs) 

LCDRL LCDR2. and. LCDR3. and the 1 iC VR comprises the CDRs HCDRL HC.DR2, and 

HCDR3. wherein the LCDR1 is the polypeptide of RASOSVSSSYLA (SEP ID NO: 8), the 

LCDR.2 is the polypeptide of GAS; ^} i <i 0 NO: 9), the LCD.R.3 is the polypeptide of 

OOYGSSPLT s>! u'l) MO: 10). the HCDR1 is the polypeptide of GFAFSSYGMH (SEP ID 

NO: 2), • DR.2 is the polypeptide of VIW YD GSNKY Y AD S VRG (SEP ID NO: 3). and 

the HCDR.3 is the polypeptide of DH YGSG VHHYFY YGLDV (SEP ID NO: 4). 

Accordingly, the present invention provides a method of treating chronic kidney 

disease in a patient, comprising administering to the patient an effective amount of a 

VEGFRl antibody. In another embodiment, the present invention provides a method of 

treating chronic kidney disease in a patient, comprising administering to the patient an 

effective amount of a VEGFRl antibody, wherein the chronic kidney disease is caused by 

diabetes mellitus. More particularly, the methods of the present invention provide for a 

patient at stage 3 or stage 4 of chronic kidney disease. 

In an embodiment, the present invention provides a method of treating chronic kidney 

disease in a patient, comprising administering to a patient in need thereof, an effective 

amount of a VEGFRl antibody, wherein the chronic kidney disease is diabetic nephropathy. 

In another embodiment, the present invention provides a method of treating chronic kidney 

disease in a patient, comprising administering to a patient in need thereof, an effective 

amount of a VEGFRl antibody, wherein the chronic kidney disease is focal segmental 

glomerulosclerosis. In an embodiment, the present invention provides a method of treating 

chronic kidney disease in a patient, comprising administering to a patient in need thereof, an 

effective amount of a VEGFRl antibody, wherein the chronic kidney disease is nephrotic 

syndrome. 

In an embodiment, the present invention provides a method of decreasing proteinuria 
in a patient, comprising administering to a patient in need thereof, an effective amount of a 
VEGFRl antibody. In a farther embodiment, the present invention provides a method of 
decreasing proteinuria in a patient, comprising administering to a patient in need thereof, an 
effective amount of a VEGFRl antibody, wherein the proteinuria is caused by chronic kidney 
disease. In a further embodiment, the present invention 
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WE CLAIM: 

1. UseA-fflrethed-ef treafeg-ekromc lafeey-diseaseja-arpatient^ eempasi&g 

5 VEGFRl antibody, wherein the VEGFRl antibody is an antibody 

comprising a light chain variable region (LCVR) and a heavy chain 

variable region (HCVR), wherein the LCVR comprises the 

complementarity determining regions (CDRs) LCDR1, LCDR2, and 

LCDR3, and the HCVR comprises the CDRs HCDR1, HCDR2, and 

10 HCDR3, wherein the LCDR1 is the polypeptide of RASQSVSSSYLA 

(SEQ ID NO: 8), the LCDR2 is the polypeptide of GASSRAT (SEQ ID 

NO: 9), the LCDR3 is the polypeptide of QQYGSSPLT (SEQ ID NO: 10), 

the HCDR1 is the polypeptide of GFAFSSYGMH (SEQ ID NO: 2), the 

HCDR2 is the polypeptide of VIWYDGSNKYY ADSVRG (SEQ ID NO: 

15 3), and the HCDR3 is the polypeptide of DHYGSGVHHYFYYGLDV 

(SEQ ID NO: 4) in the manufacture of a medicament for the treatment of 

chronic kidney disease. 

2. The method-use according to Claim 1, wherein the chronic kidney disease 

20 is caused by diabetes mellitus. 

3. The method-use according to Claim 1 or 2, wherein the patient is at stage 3 

or stage 4 of chronic kidney disease. 

25 4. The method-use according to any one of Claims 1 -3, wherein the chronic 

kidney disease is diabetic nephropathy or focal segmental 

glomerulosclerosis. 

5. Use A method eMeereasiag-pFetekmria in a patient, comp4siag 

VEGFRl antibody, 
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wherein the VEGFRl antibody is an antibody comprising a light chain 

variable region (LCVR) and a heavy chain variable region (HCVR), 

wherein the LCVR comprises the complementarity determining regions 

(CDRs) LCDR1, LCDR2, and LCDR3, and the HCVR comprises the 

CDRs HCDR1, HCDR2, and HCDR3, wherein the LCDR1 is the 

polypeptide of RASQSVSSSYLA (SEQ ID NO: 8), the LCDR2 is the 

polypeptide of GASSRAT (SEQ ID NO: 9), the LCDR3 is the polypeptide 

of QQYGSSPLT (SEQ ID NO: 10), the HCDR1 is the polypeptide of 

GFAFSSYGMH (SEQ ID NO: 2), the HCDR2 is the polypeptide of 

VIWYDGSNKYY ADSVRG (SEQ ID NO: 3), and the HCDR3 is the 

polypeptide of DHYGSGVHHYFYYGLDV (SEQ ID NO: 4) in the 

manufacture of a medicament for decreasing proteinurea. 

The ffH*thed~use according to Claim 5, wherein the proteinuria is caused by 

diabetic nephropathy. 

Use A^Befeed-^4eCTeast&g-alb:Hfflinuri'a ffl-a-patteat^-eegy4siftg 

VEGFRl antibody, wherein the VEGFRl antibody is an antibody 

comprising a light chain variable region (LCVR) and a heavy chain 

variable region (HCVR), wherein the LCVR comprises the 

complementarity determining regions (CDRs) LCDR1, LCDR2, and 

LCDR3, and the HCVR comprises the CDRs HCDR1, HCDR2, and 

HCDR3, wherein the LCDRl is the polypeptide of RASQSVSSSYLA 

(SEQ ID NO: 8), the LCDR2 is the polypeptide of GASSRAT (SEQ ID 

NO: 9), the LCDR3 is the polypeptide of QQYGSSPLT (SEQ ID NO: 10), 

the HCDR1 is the polypeptide of GFAFSSYGMH (SEQ ID NO: 2), the 

HCDR2 is the polypeptide of VIWYDGSNKYYADSVRG (SEQ ID NO: 

3), and the HCDR3 is the polypeptide of DHYGSGVHHYFYYGLDV 

(SEQ ID NO: 4) in the manufacture of a medicament for decreasing 

albuminuria. 
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The method use according to Claim 7, wherein the albuminuria is caused 

by diabetic nephropathy. 

Use A method of deerea*Hftg~the loss of glefflet^aiM^tra^ft-fate reflected 

by-afHfl^rease-ffl-seiTm-efeatiBifte4a-ar-pati«H%-6efflpi4sfflg-adgriflkteHag-te 

a-patteat-iimeed-tfaereof, an effeetive-agtem^of a VEGFRl antibody, 

wherein the VEGFRl antibody is an antibody comprising a light chain 

variable region (LCVR) and a heavy chain variable region (HCVR), 

wherein the LCVR comprises the complementarity determining regions 

(CDRs) LCDR1, LCDR2, and LCDR3, and the HCVR comprises the 

CDRs HCDR1, HCDR2, and HCDR3, wherein the LCDR1 is the 

polypeptide of RASQSVSSSYLA (SEQ ID NO: 8), the LCDR2 is the 

polypeptide of GASSRAT (SEQ ID NO: 9), the LCDR3 is the polypeptide 

of QQYGSSPLT (SEQ ID NO: 10), the HCDR1 is the polypeptide of 

GFAFSSYGMH (SEQ ID NO: 2), the HCDR2 is the polypeptide of 

VIW YD GSNKYY AD S VRG (SEQ ID NO: 3), and the HCDR3 is the 

polypeptide of DHYGSGVHHYFYYGLDV (SEQ ID NO: 4) in the 

manufacture of a medicament for decreasing the loss of glomerular 

filtration rate reflected by an increase in serum creatinine. 

Use A mefeed-e£preteetHjg-agaiftsi-feaal-jastepatkeleffical lesiefts-ffl-a 

ametmt-of a VEGFRl antibody, wherein the VEGFRl antibody is an 

antibody comprising a light chain variable region (LCVR) and a heavy 

chain variable region (HCVR), wherein the LCVR comprises the 

complementarity determining regions (CDRs) LCDR1, LCDR2, and 

LCDR3, and the HCVR comprises the CDRs HCDR1, HCDR2, and 

HCDR3, wherein the LCDR1 is the polypeptide of RASQSVSSSYLA 

(SEQ ID NO: 8), the LCDR2 is the polypeptide of GASSRAT (SEQ ID 

NO: 9), the LCDR3 is the polypeptide of QQYGSSPLT (SEQ ID NO: 10), 

the 1-ICDR1 is the polypeptide of GFAFSSYGMH (SEQ ID NO: 2), the 

HCDR2 is the polypeptide of VIWYDGSNKYYADSVRG (SEQ ID NO: 
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3), and the HCDR3 is the polypeptide of DHYGSGVHHYFYYGLDV 

(SEQ ID NO: 4). in the manufacture of a medicament for protecting against 

renal histopathologieal lesions. 

5 11. The method use according to any one of Claims 1 -10, wherein the 

VEGFRl antibody has a KD for VEGFRl of less than 80 pM as 

determined by surface plasmon resonance. 

12. The method-use according to any one of* Claims 1-11, wherein the 

10 VEGFRl antibody neutralizes VEGF-A binding in vitro to VEGFRl with 

an IC50 less than 2.0 nM. 

13. The method-use according to any one of Claims 1-12, wherein the 

VEGFRl antibody neutralizes P1GF binding in vitro to VEGFRl with an 

15 IC50 less than 2.0 nM. 

14. The method-use according to any one of Claims 1-13, wherein the 

VEGFRl antibody comprises a LCVR that is the polypeptide of SEQ ID 

NO: 11, and a HCVR that is the polypeptide of SEQ ID NO: 5. 

20 

15. The method-use according to any one of Claims 1 -14, wherein the 

VEGFRl antibody comprises a light chain (LC) and a heavy chain (HC), 

wherein the LC is the polypeptide of SEQ ID NO: 12, and the HC is the 

polypeptide of SEQ ID NO: 6. 

25 

16. The method-use according to any one of Claims 1-14, wherein the 

VEGFRl antibody comprises a light chain (LC) and a heavy chain (HC), 

wherein the LC is the polypeptide of SEQ ID NO: 12, and the HC is the 

polypeptide of SEQ ID NO: 7. 

30 
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The methed-use according to any one of Claims 1-15, wherein the 

VEGFRl antibody comprises two light chains and two heavy chains, 

wherein each light chain is the polypeptide of SEQ ID NO: 12, and each 

heavy chain is the polypeptide of SEQ ID NO: 6. 

The method-use according to any one of Claims 1-14 or 16, wherein the 

VEGFRl antibody comprises two light chains and two heavy chains, 

wherein each light chain is the polypeptide of SEQ ID NO: 12, and each 

heavy chain is the polypeptide of SEQ ID NO: 7. 

A VEGFRl antibody for use in the treatment of chronic kidney disease, 

wherein the VEGFRl antibody is an antibody comprising a light chain 

variable region (LCVR) and a heavy chain variable region (HCVR), 

wherein the LCVR comprises the complementarity determining regions 

(CDRs) LCDR1, LCDR2, and LCDR3, and the HCVR comprises the 

CDRs HCDR1, HCDR2, and HCDR3, wherein the LCDR1 is the 

polypeptide of RASQSVSSSYLA (SEQ ID NO: 8), the LCDR2 is the 

polypeptide of GASSRAT (SEQ ID NO: 9), the LCDR3 is the polypeptide 

of QQYGSSPLT (SEQ ID NO: 10), the HCDR1 is the polypeptide of 

GFAFSSYGMH (SEQ ID NO: 2), the HCDR2 is the polypeptide of 

VIWYDGSNKYY ADSVRG (SEQ ID NO: 3), and the HCDR3 is the 

polypeptide of DHYGSGVHHYFYYGLDV (SEQ ID NO: 4). 

A VEGFRl antibody for use according to Claim 19, wherein the chronic 

kidney disease is caused by diabetes mellitus. 

A VEGFRl antibody for use according to Claim 19 or 20, wherein the 

chronic kidney disease is at stage 3 or stage 4. 


