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What is claimed: 

(A--trilacl)  An isolated antibody or antibody fragment thereof comprising an 

antigen binding region that binds to a V-domain Ig Suppressor of T cell 

Activation (VISTA), wherein binding of the antibody or antibody fragment 

to VISTA modulates or enhances an immune response, and wherein the 

antibody comprises:  

a) 	an antibody VII domain comprising:  

i) a VH CDR1 having the amino acid sequence of SEO ID  

NO: I 

ii) a VH CDR2 having the amino acid sequence of SEQ ID NO:2 

and 

iii) a VII CDR3 having the amino acid sequence of SEQ ID  

NO:3 

and 

b) 	an antibody VL domain comprising:  

i) 	a VL CDR1 having the amino acid sequence of SEO ID  

NO :4 

a VL CDR2 having the amino acid sequence of SEO ID NO:5 

and 

iii) 	a VL CDR3 having the amino acid sequence of SEQ ID  

NO:6: 

or 

c) 	an antibody VH domain comprising:  

i) 	a VII CDR1 having the amino acid sequence of SEC/ ID 

NO :13 

a VII CDR2 having the amino acid sequence of SEO ID 

NO:14 and 

iii) 	a VH CDR3 having the amino acid sequence of SEQ ID 

NO :15 
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d) 	an antibody VL domain comprising:  

i) 	a VL CDR1 having the amino acid sequence of SEO ID 

NO :16 

a VL CDR2 having the amino acid sequence of SEQ ID 

NO:17 and 

iii) 	a VL CDR3 having the amino acid sequence of SEO ID 

NO:18.  

2. The antibody or antibody fragment of claim I, wherein the antibody 

fragment is a Fab, F(ab')2, or scFv antibody fragment. 

3. The antibody or antibody fragment of claim 1 which comprises an antibody 

constant region. 

4 	(Canceled) The antibody or antibody fragment of claim 1, wherein VISTA i✓ 

expressed on a hematopoietic cell. 

(Canceled) The antibody or antibody fragment of claim 1, wherein the 

hematopoietic cell is a m n cyte or a neutr phil. 

q7 	(Canceled) 

hematopoietic cell is a T cell. 

(Canceled) The 	antib dy r antib dy fragment f claim 1, wherein the 

hemat poictic cell is a B cell, a natural killer (NK) cell or a natural killer T 

(NKT) cell. 

9 	(Canceled) The antibody or antibody fragment of claim 1, wherein VISTA I, 

expressed on a tumor cell. 

49, 	(Canceled) The antib dy r antib dy fragment of claim 1 wherein VISTA i 

expressed in a turn r micr envir nment (TME). 
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11. 	(Canceled) The antib dy r antibody fra,,ment of any ne f claims 1 10, 

further c mprising one or more heavy chain complementary determining 

heavy chain CDRs comprises an amin acid sequence selected from SEQ ID 

NOs:1 3, 7 9, 13 15, 19 21,'t5 27, 31 33 and the one or more light chain 

CDRs c mprises an nmin acid sequence selected fr m SEQ ID NOs:1 6, 

10 12, 16 18,22 21, 28 30, 31 36. 

11" 
kmended)  The antibody or antibody fragment of any one of claims 1-W 

further comprising at least one heavy chain and at least one light chain. 

137 	(Canceled) An antibody or antibody fragment according to claim 12, wherein 

at least ono heavy chain comprises SEQ ID NO:1 3. 

-14, 	(Canceled) 

at least one light chain c mprises SEQ ID NO:1 6. 

5 
4-5; (Amended) An antibody or antibody fragment according to claim.4-2; 

wherein at least one h avy chain comprises SEQ ID NO:1 3 and wherein at 

least one light chain comprises SEQ ID NO:1 Gthe antibody comprises:  

a) 	an antibody VH domain comprising:  

i) a VH CDRI having the amino acid sequence of SEO ID  

NO:1 

ii) a VH CDR2 having the amino acid sequence of SEQ ID NO:2 

and 

iii) a VII CDR3 having the amino acid sequence of SEO ID  

NO :3 

b) 	an antibody VL domain comprising:  

i) 	a VL CDR1 having the amino acid sequence of SEQ ID  

NO :4 

a VL CDR2 having the amino acid sequence of SEO ID NO:5  

and 
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iii) 	a VL CDR3 having the amino acid sequence of SEQ ID  

NO:6. 

16. (Canceled) An antib dy r antib dy fragment according to claim 12, wherein 

at least ne h avy chain c mprises the heavy chain variable regi a sequence 

as shown in SEQ ID NO:37 10. 

17. (Canceled) An antibody or antibody fragment according to claim 12, wherein 

at 1 ast one fiat chain c mprises th light chain variable region sequence a 

.hown in SEQ ID NO:11 15. 
4- 

1-St 	(Arnen+164) An antibody or antibody fragment according to claim 4-2r 

wherein at least one heavy chain comprises the heavy chain variable region 

sequence as shown in SEQ ID NO:37 1038, and wherein at least one light 

chain comprises the light chain variable region sequence as shown in SEQ 

ID NO: 41 4541. 

.a_. 	 6 

I 49' 	
(A...e..ded) 	The antibody or antibody fragment of any one of claims 1-101-fc 

wherein the antibody is a monoclonal antibody. 

g 
I •2& (Amended) 	The antibody or antibody fragment of any one of claims 1  1019, 

wherein the antibody is a humanized antibody. 

-24-. 	.(Amended)  The antibody or antibody fragment of any one of claims 1-104th 

wherein the antibody comprises a human constant region. 
to 

-22. 	.(44Fnen4leell  An antibody or antibody fragment according to any one of claims 

1--14421-wherein the antibody molecule is specific for an epitope within the 

amino acid sequence SEQ ID NO: 46. 

4-34 	(Canceled) The antibody r antibody fragment of any ne f claims 1 10, 

wherein the antibody binds to an epit pc f VISTA with an affinity of a 

least 1x104  liter/mole. 
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24 	(Canceled) The antibody or antibody fragment of any one of claims 1 10, 

wherein the antibody binds to an epit pe of VISTA with an affinity of at 

least 	lx104 	liter/nide. 

2.-5, 	(Canceled) The antibody or antibody fragment of any one of claims 1 10, 

• C 	Z 

least 1x104  liter/mole. 	
lD 

Yettielteki44-The antibody or antibody fragment of any one of claims 1  Ion, 

wherein the modulation of the immune response comprises an increase in 

CD45+ leukocytes, CD4+ T cells, or CD8+ T cells, or a combination thereof, 

or a decrease in VISTA-expressing immune cells. 

(Amended) The antibody or antibody fragment of any one of claims 1-44422; 

wherein the modulation of the immune response comprises enhanced 

production of cytokines, enhanced T-cell response, and/or modulates Foxp3 

expression. 

(A...endcd) The antibody or fragment thereof of claim 441, wherein the 

variable light chain antibody VL domain comprises a human framework 

region. 

14•• 

	

724 	The antibody or fragment thereof of claim 1, which comprises a whole 

antibody. 

	

30. 	(Canceled) The antibody r antib dy fragment of any one of claims 1 10, 

regions (CDRs) and one or more light chain CDRs of an antibody selected 

from the group c nsisting of: VSTB112 (S2), VSTB116 (S5), VSTB95 

(S16), VSTB50 (S11), VSTB53 (513) and VSTB60 (S17). 

	

34, 	(Canceled) The antibody r antib dy fragment f any He f claims 1 10, 

antibody selected from the group consisting of: VSTB112 (S2), VSTB 116 

(55), VSTB95 (S16), VST1350 (S11), VSTB53 (S13) and VSTB60 (S17). 
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32, 	(Canceled) An antibody r antibody fraoment accordinb  to claim 12, wherein 

at least one heavy chain comprises all three hem y chain CDRs of an 

antibody .,elected from the gr up consisting of: VSTB112 (S2), VSTB116 

(S5), VSTB95 (S16), VSTB50 (S11), VSTB53 (S13) and VSTB60 (S17). 

	

23, 	(Canceled) 

wherein at lea.,t one light chain comprises all three light chain CDRs fan  

antibody .,clected from the group c nsisting f: VSTB112 (S2), VSTB116 

(S5), VSTB95 (S16), VSTB50 (511), VSTB53 (S13) and VSTB60 (517). 

	

24. 	(Canceled) The antibody or antibody fragment according to claim 12, 

wherein at least one heavy chain comprises all three heavy chain CDRs of an 

antibody selected from the group consisting  of: VSTB112 (S2), VSTB116 

(S5), VSTB95 (S16), VSTB50 (S11), VSTB53 (S13) and VSTB60 (S17), 

an antibody selected from the  oroup consiAint, of: VSTB112 (S2), VSTB116. 

(S5), VSTB95 (S16), VSTB50 (S11), VSTB53 (S13) and VSTB60 (S17). 

35. (Canceled) The 	antibody or antibody fragment according to claim 12, 

wherein at least one heavy chain comprises the heavy chain variable reoion 

requence of an antibody selected from the group consisting of: VSTB112 

(S2), VSTB116 (S5), VSTB95 (S16), VSTB50 (S11), VSTB53 (S13) a.a 

VSTBCO (S17). 

36. (Canceled) The antibody or antibody fraoment acc rding t claim 	12, 

wherein at least one light chain comprises the light chain variable region 

equence of an antibody selected from the group consisting of: VSTB112 

(S2), VSTB116 (S5), VSTB95 (S16), VSTB50 (S11), VSTB53 (S13) and 

VSTB60 (S17). 

3.7, 	(Canceled) 

wherein at least ne heavy chain c mprises the heavy chain variable regi a 

equence of an antib dy selected fr m the or up c nsisting f: VSTB112 

(S2), VSTB116 (85), VSTB95 (SI6), VSTB50 (S11), VSTB53 (S13) and 
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VSTB60 (S17), and wherein at least one light chain comprises the light chain 

of: VSTB112 (S2), VSTB116 (85), VSTB95 (816), VSTB50 (S11), 

VSTB53 (S13) and VSTB60 (S17). 

	

(5 	 10 

	

381 	The antibody or antibody fragment of claim-22-wherein the epitope is a 

conformational epitope. 

	

tie 
	 15 

-(Amended) The antibody or antibody fragment of claim38rwherein the 

conformational epitope comprises or is present within residues 103-111 

(NLTLLDSCL (SEQ ID NO:62)) and 136-146 (VQTCKDAPSNC (SEQ ID 

NO:63)) of human VISTA (SEQ ID NO:46). 

40. (Canceled) The antibody or antibody fragment of claim 38, wherein the 

conformational epitope comprises or is pre,,ent within residues 21 36 

(LLGPVDKGHDVTF (SEQ ID NO:61)), and 51 65 (RRPIRNLTFQDL 

(SEQ ID NO:65) of human VISTA (SEQ ID NO:16). 

human 	VISTA (SEQ ID NO:16). 

-42:- 	A composition comprising the antibody or antibody fragment of any one of 

claims 1-217-and a pharmaceutically acceptable carrier, diluent, or excipient. 

13. 	A composition comprising: 

a VISTA antagonist c mprising an antib d) r antibody fragment there f 

Suppressor of T cell Activation (VISTA); and 

a-vaec-ine, 

11. 	The composition of claim 13, wherein the vaccine is a viral vector  N  actin, 

bacterial vaccine, DNA vaccine, RNA vaccine, peptide vaccine, or protein 
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15. 	A pharmaceutical composition comprising: 

an antib dy or antib dy fragment there f comprising-an antigen binding 

region that binds to a V domain Ig Suppressor of T cell Activation 

(-VIS-T-A)and 

a vaccine, 

.16. 	The pharmaceutical composition of claim 15, wherein the vaccine is a viral 

vector vaccine, bacterial vaccine, DNA vaccine, RNA vaccine, peptide 

47. 	The use of the antibody or antibody fragment of any one of claims 1-29-in 

the manufacture of a medicament for treating cancer in an individual in need 

thereof. 
14- 

-48, 	The use of the composition of 4+Ry-Ellie-ef•claim., 	12, 13 and 15 M the 

manufacture of a medicament for treating or preventing cancer in an 

individual in need thereof. 
>0 

•49r The use of any one of Claims 47-48, wherein the individual is a mammal. 

-69, 	The use of any one of Claims  17 18, wherein the individual is a human. 

51. The use of claim 50, wherein a vaccine is to be tLed in combination with th. 

medicament. 

52. The use of claim 51, wherein the vaccine is a viral \ ector s accine, bacterial 

vaccine, DNA vaccine, RNA vaccine, peptide vaccine, or protein vaccine. 

.5.37 (Artien434)-The use of a V-domain Ig Suppressor of T cell Activation 

(VISTA) antagonist antibody or antibody fragment thereof comprising an  

antigen binding region that binds to VISTA in the manufacture of a 

medicament for treating a cancer in an individual in need thereof, wherein 

the antibody comprises:  
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a) 	an antibody VII domain comprising:  

a VII CDR1 having the amino acid sequence of SEO ID  

NO  :1 

a VH CDR2 having the amino acid sequence of SEQ ID NO:2 

and 

iii) a VH CDR3 having the amino acid sequence of SEQ ID  

NO  :3 

b) 	an antibody VL domain comprising:  

i) a VL CDRI having the amino acid sequence of SEQ ID  

NO  

ii) 

:4 

VL CDR2 having the amino acid sequence of SEQ ID NO:5  

and 

Hi) 	a VL CDR3 having the amino acid sequence of SEQ ID  

NO:6. 

or 

c) 	an antibody VII domain comprising:  

i) 	a VII CDRI having the amino acid sequence of SEQ ID 

NO  :13 

a VII CDR2 having the amino acid sequence of SEQ ID 

NO:14 and 

Hi) 	a VII CDR3 having the amino acid sequence of SEQ ID 

NO:15 

and 

d) 	an antibody VL domain comprising:  

i) 	a VL CDRI having the amino acid sequence of SEQ ID 

NO  :16 

VL CDR2 having the amino acid sequence of SEQ ID 

NO:17 and 

Hi) 	a VL CDR3 having the amino acid sequence of SEQ ID 

NO:18.  
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; wherein the  VISTA antaonist comprises an antibody or antibody fragment 

thereof comprising an antigen  binding region that binds to VISTA; and 

‘vherein the antibody r antibody fragment binds t VISTA, thereby 

modulating or enhancing an immune response to the cancer. 
23 	 aa_ 
347 	The use of claim-5.3, wherein the cancer is a leukemia, lymphoma, 

myelodisplastic syndrome or myeloma, or a combination thereof. 

The use of claim54; wherein the leukemia is a lymphocytic leukemia or a 

myelogenous leukemia. 

4-567 	The use of claim 54, wherein the leukemia is acute lymphoblastic leukemia 

(ALL), chronic lymphocytic leukemia (CLL), acute myeloid (myelogenous) 

leukemia (AML), chronic myelogenous leukemia (CML); hairy cell 

leukemia, T-cell prolymphocytic leukemia, large granular lymphocytic 

leukemia, or adult T-cell leukemia. 

as 
-5* 	The use of claimar  wherein the cancer is an acute myeloid (myelogenous) 

leukemia (AML). 

12 
—HT 	The use of claim-557wherein the cancer is a chronic myelogenous leukemia 

(CML). 

	

—59t 	The use of claim 53; wherein the cancer is a solid tumor. 
pg. 

'6137 (Ame,,ded) 	The use of claim 3339, wherein the solid tumor is surrounded by 

a tumor stroma comprising myeloid cells, T-cells, or a combination of 

myeloid cells and T-cells. 

	

_IQ 	a -Sr 
-64-.— The use of claim-5.9-or-613; wherein the solid tumor is infiltrated with myeloid 

cells, T cells or a combination of myeloid cells and T-cells. 

3.; 
	

Da- 

	

-6-2, 	The use of claim-SS-cm/herein the cancer is a lung cancer. 

	

3-2 	 31 
-437— The use of claim4r27  wherein the lung cancer is a non-small cell lung 

carcinoma (NSCLC). 
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33 	 12- 

	

-64 	The use of the antibody or antibody fragment of claims 1-.in the 

manufacture of a medicament for suppressing tumor growth in an individual 

in need thereof. 

	

3't 
	

IV- .30 ounct 33 
-65-: 	(Amended) The use of any one of claims 17 	51, 53 61 a..4 61, wherein the 

medicament is suitable for parenteral or nonparenteral administration,-fee 

35 
	

IS 30 atkot 13  
-66:- The use of any one of claims 47 51, 53 61 and 61, wherein the dosage of the 

composition, antibody or fragment is 0.1-15 mg/kg per administration. 
(1530 	33 

-64, The use of any one of claims 47 	51, 53 61 aad 61, wherein the medicament 

is suitable for administering weekly, once every two weeks, once every three 

weeks, once every month, once every 2 months, or once every 3 months. 

68. 	An antibody or fragment thereof that binds VISTA and which comprises an 

antibody VH domain comprising a VI4 CDRI having-awancine-neid 

equence that is substantial]) similar t SEQ ID NO:1, a VII CDP2 having 

SEQ-ID-NOr3, and-which-fth cher-Lempays,... instak,..1)  

comprising a VL CDR1 having  an amino acid sequence that is substantially 

imilar to SEQ ID NO:1, a VL CDR2 having an amino acid sequence that i., 

.,ubstantially similar to SEQ ID NO:5 and a VL CDR3 having  an amino acid 

.697 	An isolated nucleic acid which comprises a nucleotide sequence encoding 

38 	 11- 
the antibody of claim 1. 

•—ce. 	An expression vector comprising the nucleic acid of claim 69-operably 

linked to a promoter. 

..44. 	A host cell transformed with the expression vector of claim 70, 
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40 
-747 	A method of producing antibody or fragment thereo of claim 1, the method 

comprising culturing host cells according to claim 	under conditions for 

production of said antibody or fragment. 

1+1 	 40  
9-3r The method according to claim 72 	further comprising isolating said antibody. 

O 
 

container, and further comprising a package insert or label indicating that the 

75. An antibody or antibody fragment thereof, wherein the antibody is selected 

(S16), VSTBSO (S11), VSTB53 (S13) and VSTBCO (S17). 

76. The use of a V domain Ig Suppressor of T cell Activation (VISTA) 

individual in need thereof; 

fragment there f c mprising an antigen binding region that binds t 

VISTA; wherein the antibody or antibody fragment binds to VISTA, 

and 

wherein the medicament is u,ed in c mbinati n with a sec ad cancer 

creatfnent, 

77. The use of claim 76, wherein the second cancer treatment is surgery, 

chemotherapy, radiation therapy, biologic therapy, targeted therapy, or 

78. An is lated antib dy r antib dy fragment thereof comprising an antigen 

binding region that binds to a V domain Ig Suppressor f T cell Activation 

comprising a VII CDR1 having the amino acid sequence of SEQ ID NO:25, 

a VII CDR2 having the amino acid oequence of SEQ ID NO:26 and a VII 
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CDR3 having the amino  acid sequence  of SEQ ID NO:27, and  which further  

acid sequence  of SEQ ID NO:28, a  \'L CDR2 having-the-amine-aeid  

b 
 

of SEQ ID NO:30. 

79. 	The antibody r antibody fragment  f claim 78, c mprisino  ne or m r. 

SO. 	The antibody or antibody fragment  of claim  79, wherein the antibody  V1-1 

domain comprises  SEQ ID NO:37. 

SEQ ID NO:11. 

82. The antibody or antibody fragment  of any one of claims 78 80, wherein the 

antibody comprises a heavy chain constant region. 

83. The antibody or antibody fragment  of claim  82, wherein the heavy chain  

constant region  is a human heavy chain c nstant region. 

85. 	The antibody or antibody fraornent  of claim  81, wherein the 1,,G1 heavy  

chain constant  regi n comprises the amino  acid sequence  of the  IgG1 heavy  

ain e nstant re,,i n present in SEQ ID NO:61. 

S6. 	The antib  dy r antibody fragment  f claim 81, NI herein the IgG1 heavy 

chain constant  regi n has been  modified to enhance protease resistance  of the  

antibody. 

87. 	The antibody r antib  dy fragment f claim 86, wherein the IgG1 heavy 

of the antib  dy c [uprises the amin  acid sequence  f the  IgG1 heavy chain-

constant region present  in SEQ ID NO:60. 
2686630.v1 
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St 	The antibody or antibody frabment  of claim  82, wherein the antibody  

cemprLes a light chain constant region. 

89. 	The antibody or antibody fragment of claim 88, wherein the light chain 

constant  re;i n  is a human  light chain constant region. 

• • _ 

chain constant region comprises the amino acid sequence of the light chain 

constant region present  in SEQ ID NO:56. 

91. The antibody or antibody fragment of any one of claims 78 80, wherein the 

.itib 	dy comprises a Ilan y chain c mprising SEQ ID NO.G0 

chain comprising  SEQ  ID NO:56. 

92. The antib  dy r antibody fragment  f any ne f claims 73 80, wherein th 

chain comprising  SEQ ID NO:56. 

93. The antibody or antibody frabment  of any one  of claims 78 80, wherein the 

antib  dy r antib  dy frabment  is expressed  in a  cell that  is deficient  in 

fueesylittien-edzyfnes: 

91. 	The antibody or antibody frabment  of claim 93, wherein the cell is a Chine.ie 

hamster ovary  (CHO) cell. 

95. A compositi n comprisine, the antibody or antibody fragment of any one of 

claims  78 91 and a pharmaceutically acceptable carrier, diluent, or excipient. 

96. The use  of the antibody or antibody fragment of any one of claims 78 91 in 

the manufacture  f a medicament for treatinb  cancer  in an  individual in need  

thereof.  

97. The use  of the composition  of claim 95 in the manufacture of a medicament 

f r treating cancer  in an individual in need there f. 

98. The use  of claim  96 or  97, wherein the cancer  is a luno  cancer. 
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99. The use f claim 96 r 97, wherein the medicament is used in combination 

with a second cancer treatment. 

100. The use of claim 99, wherein the second cancer treatment is surgery, 

chemotherapy, radiation therapy, biologic therapy, taroeted therapy, Of 

101. The use of claim 96 or 97, wherein the cancer is a bladder cancer. 

102. The use of claim 96 or 97, wherein the cancer is a breast cancer. 

103. The uso of the antib dy r antib dy fraoment of any ne f claims 78 91 in 

carcinoma (NSCLC) in an individual in need there f. 

The use of the composition of claim 95 in the manufacture of a medicament 

for treating a non small cell Juno  carcinoma (NSCLC) bra. *.-1" 

need thereof. 

-144. (Amended) The use of an antibody or an antibody fragment thereof in the 

manufacture of a medicament : 	 _ . 	 for treating 

a tumor in an individual in need thereof, wherein the antibody binds V-

domain Ig Suppressor of T cell Activation (VISTA) and comprises:  

a) an antibody VH domain comprising:  

i) 	a VH CDRI having the amino acid sequence of SEO ID  

NO :1 

a VH CDR2 having the amino acid sequence of SEQ ID NO:2 

and 

iii) 	a VH CDR3 having the amino acid sequence of SEQ ID  

NO :3 

and 

b) an antibody VL domain comprising:  

i) 	a VL CDR1 having the amino acid sequence of SEO ID 

NO :4 
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ii) a VL CDR2 having the amino acid sequence of SEQ ID NO:5 

and 

iii) 	a VL CDR3 having the amino acid sequence of SEO ID  

NO:6.  

or 

c) an antibody VH domain comprising:  

i) 	a VII CDRI having the amino acid sequence of SEQ ID 

NO:  13 

a VH CDR2 having the amino acid sequence of SEO ID 

NO:14 and 

Hi) 	a VII CDR3 having the amino acid sequence of SEQ ID 

NO  :15 

d) an antibody VL domain comprising:  

i) 	a VL CDR1 having the amino acid sequence of SEO ID  

NO  :16 

a VL CDR2 having the amino acid sequence of SEQ ID  

NO:17 and  

Hi) 	a VL CDR3 having the amino acid sequence of SEO ID 

NO:18 

and the antibody fragment comprises an antigen binding region that binds to 

VISTA.  

106. (Canceled) The 	use of Claim 105, wherein the immune response is an 

antitumor 	immune response. 

43 
40; 	(A—cid:led) The use of an antibody or an antibody fragment thereof in the 

manufacture of a medicamen 	 or treating 

cancer  in an individual in need thereof, wherein the antibody binds V- 

domain Ig Suppressor of T cell Activation (VISTA)  and comprises:  

a) 	an antibody VII domain comprising:  
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i) a VH CDRI having the amino acid sequence of SEQ ID 

NO: I 

ii) a VH CDR2 having the amino acid sequence of SEO ID NO:2 

and 

iii) a VH CDR3 having the amino acid sequence of SEO ID  

NO  :3 

b) an antibody VL domain comprising:  

i) 	a VL CDR1 having the amino acid sequence of SEO ID  

NO  :4 

a VL CDR2 having the amino acid sequence of SEO ID NO:5 

and 

iii) 	a VL CDR3 having the amino acid sequence of SEQ ID  

NO:6.  

Or 

c) an antibody VII domain comprising:  

i) 	a VH CDRI having the amino acid sequence of SEO ID 

NO  :13 

a VH CDR2 having the amino acid sequence of SEO ID 

NO:14 and 

iii) 	a VII CDR3 having the amino acid sequence of SE0 ID 

NO  :15 

d) an antibody VL domain comprising:  

i) 	a VL CDR1 having the amino acid sequence of SEQ ID  

NO  :16 

a VL CDR2 having the amino acid sequence of SEO ID 

NO:17 and 

Hi) 	a VL CDR3 having the amino acid sequence of SEQ ID  

NO:18  

and the antibody fragment comprises an antigen binding region that binds to 

VISTA, thereby enhancing an immune response t the cancer wherein the 
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antibody or antibody fragment elicits a biological response is selected from 

the group consisting of: 

a. activation of monocytes; 

b. induction of T-cell proliferation and cytokine secretion; 

c. increased survival of monocytes; 

d. induction of antibody-dependent cell-mediated cytotoxicity (ADCC) 

in cells-expressing VISTA; and 

e. induction of antibody-dependent cellular phagocytosis (ADCP) in 

cells-expressing VISTA. 

▪ 1 to human VISTA (SEQ ID NO:'16). 	 4- 6 
409. -{Herr) An antibody or antibody fragment according to claim 1.2-or -1-8-

wherein at least one heavy chain comprises the heavy chain sequence as  

shown in SEQ ID NO:47, and wherein at least one light chain comprises the 

Ik9 	
light chain sequence as shown in SEQ ID NO:48.  

LE- 

-1443. (Hew)-An antibody or antibody fragment according to claim-1-27  wherein at  

least one heavy chain comprises the heavy chain sequence as shown in 8E0 

ID NO:51, and wherein at least one light chain comprises the light chain  

sequence as shown in SEQ ID NO:52.  

4(2 	 fl36,42. 4-3 
-1-14. (New) The use of any one of claims4-3-67,-145-and44-7. wherein the 

antibody comprises the heavy chain variable region sequence as shown in 

SEQ ID NO:38, and the light chain variable region sequence as shown in  

SEQ ID NO: 41.  

10- 	 1236Atatigotvolk 
442, 44:41,1,L) The use of any one of claims43-474435-10,7-ancl-1447  wherein the 

antibody comprises the heavy chain sequence as shown in SEQ ID NO:47, 

and the light chain sequence as shown in SEQ ID NO:48.  
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3 atok  43 

(Nov.') The use of any one of claims 53 67, 105 and 107, wherein the  

antibody comprises the heavy chain sequence as shown in SE0 ID NO:51  

and the light chain sequence as shown in SEO ID NO:52.  

41 	 4, 6,44 
-444: -EllileAv) An antibody or antibody fragment according to claim 1, 3,4.2,4a-109- 

or 11, wherein the heavy chain constant region is an IgGI heavy chain  

constant region. 

5.0 	 ,43 ow, 46.4a 
-H57 +New) The use of any one of claims 

the antibody comprises an IgG1 heavy chain constant region. 
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