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FIG. 1A

CL25 hu 10-4 VH

EVQLVQSGAEVKKPGESLKI SCKGSGYTFTSYGLSWVROMPGKGLEWMGETY PGSG
NTYYNEKFKGQVTISADKST STAYLOWSSLKASDTAMY YCARYDYLGSSYGFDYWG
AGTTVTVSS (SEQ ID NO:22)

CL25 hu 10-4 VL
DIQMTQSPSSLSASVGDRVTITCKASQDVSTAVAWYQQKPGKAPKLLLY SASYRYS
GVPSRFSGSGSGTDYTLTISSLOPEDFATYYCOQHYNTPYTFGGGTKLEIK (SEQ
ID NO:80)

HzCL25 VH
EVOLVOSGAEVKKPGESLKISCKGSGYTEFTSYGLSWVROMPGKGLEWMGETYPGSG
NTYYNEKFKGOVTISADKSISTAYLOWSSLKASDTAMYYCARYDYLGSSYGEDYWG
AGTTVTVSS (SEQ ID NO:22)

HzCL25 VL
DIVMTQSPDSLAVSLGERATINCKASQDVSTAVAWYQQKPGOPPKLLIYSASYRYS
GVPDRFESGSGSGTDFTLTISSLOAEDVAVYYCQOHYNTPYTEGGGTKLEIK (SEQ
ID NO:23)

CL25 hu 10-6 VH
EVOLVOSGAEVKKPGESLKISCKGSGYTFTSYGLSWVROMPGKGLEWMGE IYPGSG
NTYYNEKFKGOQVTISADKSISTAYLOWSSLKASDTAMYYCARYDYLGSSYGEDYWG
AGTTVTVSS (SEQ ID NO:22)

CL25 hu 10-6 VL
ATRMTQSPSSFSASTGDRVTITCKASQDVSTAVAWYQQKPGKAPKLLIYSASYRYS
GVPSRESGSGSGTDFTLTISCLOSEDFATYYCQQHYNTPYTFGGGTKLEIK (SEQ
ID NO:81)

CL25 hu 11-4 VH
OVQLVQSGAEVKKPGASVKVSCKASGY TFTSYGLSWVRQOAT GQGLEWMGE TY PGSG
NTYYNEKFKGRVTMTANTSISTAYMELSSLRSEDTAVYYCARYDYLGSSYGFDYWG
AGTTVTVSS (SEQ ID NO:82)

CL25 hu 11-4 VL
DIQMTQSPSSLSASVGDRVT I TCKASQDVSTAVAWYQQKPGKAPKLLLYSASYRYS
GVPSRFSGSGSGTDYTLTISSLQPEDFATYYCQOHYNTPYTFGGGTKLETK (SEQ
ID NO:80)
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FIG. 1B

CL25 hu 11-5 VH

QVOLVQSGAEVKKPGASVKVSCKASGY TFTSYGLSWVRQATGOGLEWMGETY PGSG
NTYYNEKFKGRVTMTANTSISTAYMELSSLRSEDTAVYYCARYDYLGSSYGFDYWG
AGTTVTVSS (SEQ ID NO:82)

CL25 hu 11-5 VL

DIVMTQSPDSLAVSLGERAT INCKASQDVSTAVAWYQQKPGQPPKLLTYSASYRYS
GVPDRFSGSGSGTDFTLTISSLOAEDVAVYYCOQHYNTPYTFGGGTKLEIK (SEQ
ID NO:23)

CL25 hu 11-6 VH
OVQLVQSGAEVKKPGASVKVSCKASGY TFTSYGLSWVRQATGQGLEWMGET YPGSG
NTYYNEKFKGRVTMTANTSISTAYMELSSLRSEDTAVYYCARYDYLGSSYGFDYWG
AGTTVTVSS (SEQ ID NO:82)

CL25 hu 11-6 VL
ATRMTQSPSSFSASTGDRVTITCKASQDVSTAVAWYQQKPGKAPKLLIYSASYRYS
GVPSRFSGSGSGTDFTLTISCLQSEDFATYYCQOHYNTPYTFGGGTKLETIK (SEQ
ID NO:81)

CL25 hu 8-4 VH

OVQLVQSGAEVKKPGASVKVSCKASGY TFTSYGLSWVROATGQGLEWMGE TY PGSG
NTYYNEKFKGRVTMTRNTSTSTAYMELSSLRSEDTAVYYCARYDYLGSSYGFDYWG
AGTTVTVSS (SEQ ID NO:83)

CL25 hu 8-4 VL
DIQMTQSPSSLSASVGDRVTITCKASQDVSTAVAWY QQKPGKAPKLLLY SASYRYS
GVPSRFSGSGSGTDYTLTISSLQPEDFATYYCQQHYNTPYTFGGGTKLETIK (SEQ
ID NO:80)

CL25 hu 8-5 VH
QVQLVQSGAEVKKPGASVKVSCKASGY TFTSYGLSWVRQATGQGLEWMGET Y PGSG
NTYYNEKFKGRVTMTRNTSISTAYMELSSLRSEDTAVYYCARYDYLGSSYGFDYWG
AGTTVTVSS (SEQ ID NO:83)

CL25 hu 8-5 VL
DIVMTQSPDSLAVSLGERATINCKASQDVSTAVAWYQQKPGQPPKLLIYSASYRYS
GVPDRFSGSGSGTDFTLTISSLOAEDVAVY YCOQHYNTPYTFGGGTKLETK (SEQ
ID NO:23)
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FIG. 1C

CL25 hu 8-6 VH
QVOLVOSGAEVKKPGASVKVSCKASGYTEFTSYGLSWVRQATGOQGLEWMGETYPGSG
NTYYNEKFKGRVTMTRNTSISTAYMELSSLRSEDTAVYYCARYDYLGSSYGEDYWG
AGTTVTVSS (SEQ ID NO:83)

CL25 hu 8-6 VL
ATRMTQSPSSFSASTGDRVTITCKASQDVSTAVAWYQQKPGKAPKLLIYSASYRYS
GVPSREFSGSGSGTDEFTLTISCLQSEDFATYYCQQHYNTPYTFGGGTKLEIK (SEQ
ID NO:81)

CL25 hu 9-4 VH

QVQLVQSGAEVKKPGSSVKVSCKASGY TFTSYGLSWVRQAPGQGLEWMGET Y PGSG
NTYYNEKFKGRVTITADESTSTAYMELSSLRSEDTAVYYCARYDYLGSSYGFDYWG
AGTTVTVSS (SEQ ID NO:84)

CL25 hu 9-4 VL
DIQMTQSPSSLSASVGDRVT I TCKASQDVSTAVAWYQQKPGKAPKLLLYSASYRYS
GVPSRFSGSGSGTDYTLTISSLQPEDFATYYCQQOHYNTPYTFGGGTKLEIK (SEQ
ID NO:80)

CL25 hu 9-5 VH

OVQLVQSGAEVKKPGSSVKVSCKASGY TFTSYGLSWVRQAPGQGLEWMGE TYPGSG
NTYYNEKFKGRVTITADESTSTAYMELSSTLRSEDTAVYYCARYDYLGSSYGFDYWG
AGTTVTVSS (SEQ ID NO:84)

CL25 hu 9-5 VL
DIVMTQSPDSLAVSLGERATINCKASQDVSTAVAWYQQKPGQPPKLLIYSASYRYS
GVPDRFSGSGSGTDFTLTISSLOQAEDVAVYYCQQHYNTPYTFGGGTKLEIK (SEQ
ID NO:23)

CL25_hu 9-6 VH
QVOLVOSGAEVKKPGSSVKVSCKASGYTFTSYGLSWVRQAPGOGLEWMGEIYPGSG
NTYYNEKFKGRVTITADESTSTAYMELSSLRSEDTAVYYCARYDYLGSSYGEDYWG
AGTTVTVSS (SEQ ID NO:84)

CL25_hu 9-6 VL
ATRMTOSPSSFSASTGDRVTITCKASQDVSTAVAWYQOKPGKAPKLLIYSASYRYS
GVPSRESGSGSGTDFTLTISCLOSEDFATYYCQQHYNTPYTFGGGTKLEIK (SEQ
ID NO:81)
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FIG. 1E
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FIG. 2A
Cell binding-MDA-MB-231 cells
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FIG. 2B

Cell binding-A378 cells
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FIG. 3A

Cellular CD73 inhibition - A375 cells
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FIG. 3B
Cellular CD73 inhibition - MDA-MB-231 cells
1x107
Max APCP inhibition
gqge]
D 6><106" v - CL25
EI - HzCL25
451064
- |so ctrl
2x10°%
0 . .
0.0001 0.01 1 100

Ab Conc. (ug/ml)



WO 2021/138498 PCT/US2020/067576
9 0f 40

FIG. 3C

Cellular CD73 inhibition - MDAMR.231 cells
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FIG. 4

Recombinant CD73 inhibition
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FIG. 5
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FIG. 7A

Cell binding-MDA-MB-231cells
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FIG. 7B
Cell binding-A375 cells
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FIG. 8A

Cellular CD73 inhibition - A375 cells
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FIG. 9
Recombinant CD73 inhibition
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FIG. 10
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FIG. 11

Surface CD73 after 24 hour antibody incubation
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FIG. 12A

3-F03_VH yeast
EVOLVESGGGLVQPGGSLRLSCAASGFTESSYDMHWVROAPGKGLEWVAVMSYDGS
NKYYADSVKGRETISRDNSKNTLY LOMNSLRAEDTAVYYCATEIAAKGDYWGQGT L
VIVSS (SEQ ID NO:77)

3-F03_VL yeast
ATIQMTQSPSSLSASVGDRVTITCRASQGISNY LAWY QOKPGKAPKLLIYAASTLOS
GVPSREFSGSGSGTDEFTLTISSLQPEDFATYYCQQOSYSTPHFGQGTRLEIK (SEQ
ID NO:65)

3-F03_VH
VOLVESGGGLVQPGGSLRLSCAASGFTEFSSYDMHWVROAPGKGLEWVAVMSYDGSN
KYYADSVKGREFTISRDNSKNALY LOMNSLRAEDTAVYYCATETAAKGDYWGQGTLV
TVSS (SEQ ID NO:60)

3-F03 VL

TOMTQSPSSLSASVGDRVTITCRASQGISNY LAWYQOKPGKAPKLLIYAASTLQSG
VPSREFSGSGSGTDFTLTISSLOQPEDFATYYCQQOSYSTPHEFGOGTRLEIK (SEQ
ID NO:61)

3-F03 411 VH
EVOLVESGGGLVQPGGSLRLSCAASGEFTEFSSYDMHWVRQAPGKGLEWVAVMSYDGS
NKYYADSVKGRETISRDNSKNALYLOMNSLRAEDTAVYYCATETAAKGDYWGQGT L
VTVSS (SEQ ID NO:62)

3-F03 411 VL

IOMTOSPSSLSASVGDRVTITCRASQGISNY LAWYQOKPGKAPKLLIYAASTLOSG
VPSRESGSGSGTDFTLTISSLOPEDFATYYCQQSYSTPHEFGQGTRLEIK (SEQ
ID NO:61)

3-F03 413 VH
EVOQLVESGGGLVQPGGSLRLSCAASGFTFSSYDMHWVRQAPGKGLEWVAVMSYEGS
NKYYADSVKGREFTISRDNSKNALY LOMNSLRAEDTAVYYCATETAAKGDYWGQGTL
VIVSS (SEQ ID NO:63)

3-F03 413 IC

IOMTQSPSSLSASVGDRVTITCRASQGISNY LAWYQOKPGKAPKLLIYAASTLQSG
VPSREFSGSGSGTDFTLTISSLOQPEDFATYYCQQOSYSTPHEFGOGTRLEIK (SEQ
ID NO:61)
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FIG. 12B

3-F03 396 VH
EVOLVESGGGLVQPGGSLRLSCAASGFTFSSYDMHWVRQAPGKGLEWVAVMSYDGS
NKYYADSVKGRETISRDNSKNTLYLOMNSLRAEDTAVYYCATETAAKGDYWGQGTL
VTVSS (SEQ ID NO:77)

3-F03 396 VL
ATOMTOSPSSLSASVGDRVTITCRASQGISNYLAWYQOKPGKAPKLLIYAASTLOS
GVPSRESGSGSGTDFTLTISSLOPEDFATYYCQQSYSTPHFGQGTRLEIK (SEQ
ID NO:6b)

3-F03 408 VH
EVOLVESGGGLVQPGGSLRLSCAASGFTFSSYDMHWVRQAPGKGLEWVAVMSYDGS
NKYYADSVKGREFTISRDNSKNTLY LOMNSLRAEDTAVYYCATETAAKGDYWGQGTL
VTVSS (SEQ ID NO:77)

3-F03 408 VL

TOMTQSPSSLSASVGDRVTITCRASQGISNY LAWYQOKPGKAPKLLIYAASTLQSG
VPSREFSGSGSGTDFTLTISSLOQPEDFATYYCQQOSYSTPHEFGOGTRLEIK (SEQ
ID NO:61)

3-F03 402 VH
VOLVESGGGLVQPGGSLRLSCAASGFTFSSYDMHWVROAPGKGLEWVAVMSYDGSN
KYYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCATEIAAKGDYWGQGTLV
TVSS (SEQ ID NO:85)

3-F03 402 VL

ATOMTQOSPSSLSASVGDRVTITCRASQGISNY LAWYQOKPGKAPKLLIYAASTLOS
GVPSREFSGSGSGTDFTLTISSLQPEDFATYYCQQSYSTPHFGQGTRLEIK (SEQ
ID NO:65)

3-F03 384 VH
EVOLVESGGGLVQPGGSLRLSCAASGFTFSSYDMHWVRQAPGKGLEWVAVMSYDGS
NKYYADSVKGREFTISRDNSKNTLY LOMNSLRAEDTAVYYCATETAAKGDYWGQGTL
VTVSS (SEQ ID NO:77)

3-F03 384 VL
DIOMTQSPSSLSASVGDRVTITCRASQGISNYLAWYQOKPGKAPKLLIYAASTLQS
GVPSRESGSGSGTDFTLTISSLOPEDFATYYCQQOSYSTPHFGQGTRLEIK (SEQ
ID NO:64)
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FIG. 12C

3-F03 399 VH
EVOLVESGGGLVQPGGSLRLSCAASGFTFSSYDMHWVRQAPGKGLEWVAVMSYDGS
NKYYADSVKGRETISRDNSKNALYLOMNSLRAEDTAVYYCATETAAKGDYWGQGTL
VTVSS (SEQ ID NO:62)

3-F03 399 VL
ATOMTOSPSSLSASVGDRVTITCRASQGISNYLAWYQOKPGKAPKLLIYAASTLOS
GVPSRESGSGSGTDFTLTISSLOPEDFATYYCQQSYSTPHFGQGTRLEIK (SEQ
ID NO:6b)

3-F03 414 VH
VOLVESGGGLVQPGGSLRLSCAASGFTEFSSYDMHWVROQAPGKGLEWVAVMSYDGSN
KYYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCATEIAAKGDYWGQGTLV
TVSS (SEQ ID NO:85)

3-F03 414 VL

IOMTOSPSSLSASVGDRVTITCRASQGISNY LAWYQOKPGKAPKLLIYAASTLOSG
VPSREFSGSGSGTDFTLTISSLOQPEDFATYYCQQOSYSTPHEFGOGTRLEIK (SEQ
ID NO:61)

3-F03 390 VH
VOLVESGGGLVQPGGSLRLSCAASGFTEFSSYDMHWVROQAPGKGLEWVAVMSYDGSN
KYYADSVKGRFTISRDNSKNTLY LOMNSLRAEDTAVYYCATETAAKGDYWGQGTLV
TVSS (SEQ ID NO:85)

3-F03 390 VL
DIOMTQSPSSLSASVGDRVTITCRASQGISNYLAWYQOKPGKAPKLLIYAASTLQS
GVPSRESGSGSGTDFTLTISSLOPEDFATYYCQQSYSTPHFGQGTRLEIK (SEQ
ID NO:64)

3-F03 398 VH
EVOLVESGGGLVQPGGSLRLSCAASGFTFSSYDMHWVRQAPGKGLEWVAVMSYEGS
NKYYADSVKGREFTISRDNSKNTLY LOMNSLRAEDTAVYYCATETAAKGDYWGQGTL
VTVSS (SEQ ID NO:86)

3-F03 398 VL
ATOMTOSPSSLSASVGDRVTITCRASQGISNYLAWYQOKPGKAPKLLIYAASTLOS
GVPSRESGSGSGTDFTLTISSLOPEDFATYYCQQOSYSTPHFGQGTRLEIK (SEQ
ID NO:6b)
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FIG. 12D

3-F03 387 VH
EVOLVESGGGLVQPGGSLRLSCAASGFTFSSYDMHWVRQAPGKGLEWVAVMSYDGS
NKYYADSVKGRETISRDNSKNALYLOMNSLRAEDTAVYYCATETAAKGDYWGQGTL
VTVSS (SEQ ID NO:62)

3-F03 387 VL
DIOMTQSPSSLSASVGDRVTITCRASQGISNYLAWYQOKPGKAPKLLIYAASTLOS
GVPSRESGSGSGTDFTLTISSLOPEDFATYYCQQSYSTPHFGQGTRLEIK (SEQ
ID NO:64)

3-F03 386 VH
EVOLVESGGGLVQPGGSLRLSCAASGFTFSSYDMHWVRQAPGKGLEWVAVMSYEGS
NKYYADSVKGREFTISRDNSKNTLY LOMNSLRAEDTAVYYCATETAAKGDYWGQGTL
VTVSS (SEQ ID NO:86)

3-F03 386 VL
DIOMTQSPSSLSASVGDRVTITCRASQGISNYLAWYQOKPGKAPKLLIYAASTLQS
GVPSRESGSGSGTDFTLTISSLOPEDFATYYCQQSYSTPHFGQGTRLEIK (SEQ
ID NO:64)

3-F03 401 VH
EVOLVESGGGLVQPGGSLRLSCAASGEFTEFSSYDMHWVROQAPGKGLEWVAVMSYEGS
NKYYADSVKGREFTISRDNSKNALYLOMNSLRAEDTAVYYCATETAAKGDYWGQGT L
VTVSS (SEQ ID NO:63)

3-F03 401 VL

ATOMTQOSPSSLSASVGDRVTITCRASQGISNY LAWYQOKPGKAPKLLIYAASTLOS
GVPSREFSGSGSGTDFTLTISSLQPEDFATYYCQQSYSTPHFGQGTRLEIK (SEQ
ID NO:65)

3-F03 410 VH
EVOLVESGGGLVQPGGSLRLSCAASGEFTEFSSYDMHWVROQAPGKGLEWVAVMSYEGS
NKYYADSVKGREFTISRDNSKNTLYLOMNSLRAEDTAVYYCATETAAKGDYWGQGT L
VTVSS (SEQ ID NO:86)

3-F03 410 VL

IOMTOSPSSLSASVGDRVTITCRASQGISNY LAWYQOKPGKAPKLLIYAASTLOSG
VPSRESGSGSGTDFTLTISSLOPEDFATYYCQQSYSTPHFGQGTRLEIK (SEQ
ID NO:61)
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FIG. 12E

3-FO3 389 VH
EVOLVESGGGLVQPGGSLRLSCAASGFTFSSYDMHWVRQAPGKGLEWVAVMSYEGS
NKYYADSVKGRETISRDNSKNALYLOMNSLRAEDTAVYYCATETAAKGDYWGQGTL
VTVSS (SEQ ID NO:63)

3-F03 389 VL
DIOMTQSPSSLSASVGDRVTITCRASQGISNYLAWYQOKPGKAPKLLIYAASTLOS
GVPSRESGSGSGTDFTLTISSLOPEDFATYYCQQSYSTPHFGQGTRLEIK (SEQ
ID NO:64)

3-F03 392 VH
VOLVESGGGLVQPGGSLRLSCAASGFTEFSSYDMHWVROQAPGKGLEWVAVMSYEGSN
KYYADSVKGREFTISRDNSKNTLY LOMNSLRAEDTAVYYCATETAAKGDYWGQGTLV
TVSS (SEQ ID NO:87)

3-F03 392 VL
DIOMTQSPSSLSASVGDRVTITCRASQGISNYLAWYQOKPGKAPKLLIYAASTLQS
GVPSRESGSGSGTDFTLTISSLOPEDFATYYCQQSYSTPHFGQGTRLEIK (SEQ
ID NO:64)

3-F03 404 VH
VOLVESGGGLVQPGGSLRLSCAASGFTFSSYDMHWVROAPGKGLEWVAVMSYEGSN
KYYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCATEIAAKGDYWGQGTLV
TVSS (SEQ ID NO:87)

3-F03 404 VL

ATOMTQOSPSSLSASVGDRVTITCRASQGISNY LAWYQOKPGKAPKLLIYAASTLOS
GVPSREFSGSGSGTDFTLTISSLQPEDFATYYCQQSYSTPHFGQGTRLEIK (SEQ
ID NO:65)

3-F03 419 VH
VOLVESGGGLVQPGGSLRLSCAASGFTEFSSYDMHWVROAPGKGLEWVAVMSYEGSN
KYYADSVKGRFTISRDNSKNALYLOMNSLRAEDTAVYYCATEIAAKGDYWGQGTLV
TVSS (SEQ ID NO:88)

3-F03 419 VL

IOMTOSPSSLSASVGDRVTITCRASQGISNY LAWYQOKPGKAPKLLIYAASTLOSG
VPSRESGSGSGTDFTLTISSLOPEDFATYYCQQSYSTPHFGQGTRLEIK (SEQ
ID NO:61)
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FIG. 12F

3-F03 416 VH
VOLVESGGGLVQPGGSLRLSCAASGFTEFSSYDMHWVROAPGKGLEWVAVMSYEGSN
KYYADSVKGREFTISRDNSKNTLY LOMNSLRAEDTAVYYCATETAAKGDYWGQGTLV
TVSS (SEQ ID NO:87)

3-F03 416 VL

IOMTQSPSSLSASVGDRVTITCRASQGISNY LAWYQOKPGKAPKLLIYAASTLQOSG
VPSREFSGSGSGTDFTLTISSLOPEDFATYYCQQOSYSTPHEGOGTRLEIK (SEQ
ID NO:61)

3-F03 407 VH
VOLVESGGGLVQPGGSLRLSCAASGFTEFSSYDMHWVROQAPGKGLEWVAVMSYEGSN
KYYADSVKGRFTISRDNSKNALYLOMNSLRAEDTAVYYCATEIAAKGDYWGQGTLV
TVSS (SEQ ID NO:88)

3-F03 407 VL

ATOMTQOSPSSLSASVGDRVTITCRASQGISNY LAWYQOKPGKAPKLLIYAASTLOS
GVPSRESGSGSGTDFTLTISSLOPEDFATYYCQQSYSTPHFGQGTRLEIK (SEQ

ID NO:6b)

3-F03 395 VH
VOLVESGGGLVQPGGSLRLSCAASGFTEFSSYDMHWVROQAPGKGLEWVAVMSYEGSN
KYYADSVKGRFTISRDNSKNALYLOMNSLRAEDTAVYYCATETAAKGDYWGQGTLV
TVSS (SEQ ID NO:88)

3-F03 395 VL
DIOMTQSPSSLSASVGDRVTITCRASQGISNYLAWYQOKPGKAPKLLIYAASTLQS
GVPSRESGSGSGTDFTLTISSLOPEDFATYYCQQSYSTPHFGQGTRLEIK (SEQ
ID NO:64)

3-F03 388 VH
EVOLVESGGGLVQPGGSLRLSCAASGFTFSSYDMHWVRQAPGKGLEWVAVMSY SGS
NKYYADSVKGREFTISRDNSKNALY LOMNSLRAEDTAVYYCATETAAKGDYWGQGTL
VTVSS (SEQ ID NO:69)

3-F03 388 VL
DIOMTQSPSSLSASVGDRVTITCRASQGISNYLAWYQOKPGKAPKLLIYAASTLQS
GVPSRESGSGSGTDFTLTISSLOPEDFATYYCQQOSYSTPHFGQGTRLEIK (SEQ
ID NO:64)
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FIG. 12G

3-F03 397 VH
EVOLVESGGGLVQPGGSLRLSCAASGFTFSSYDMHWVRQAPGKGLEWVAVMSY SGS
NKYYADSVKGRETISRDNSKNTLYLOMNSLRAEDTAVYYCATETAAKGDYWGQGTL
VTVSS (SEQ ID NO:68)

3-F03 397 VL
ATOMTOSPSSLSASVGDRVTITCRASQGISNYLAWYQOKPGKAPKLLIYAASTLOS
GVPSRESGSGSGTDFTLTISSLOPEDFATYYCQQSYSTPHFGQGTRLEIK (SEQ
ID NO:6b)

3-F03 385 VH
EVOLVESGGGLVQPGGSLRLSCAASGFTFSSYDMHWVRQAPGKGLEWVAVMSY SGS
NKYYADSVKGREFTISRDNSKNTLY LOMNSLRAEDTAVYYCATETAAKGDYWGQGTL
VTVSS (SEQ ID NO:68)

3-F03 385 VL
DIOMTQSPSSLSASVGDRVTITCRASQGISNYLAWYQOKPGKAPKLLIYAASTLQS
GVPSRESGSGSGTDFTLTISSLOPEDFATYYCQQSYSTPHFGQGTRLEIK (SEQ
ID NO:64)

3-F03 400 VH
EVOLVESGGGLVQPGGSLRLSCAASGFTFSSYDMHWVRQAPGKGLEWVAVMSY SGS
NKYYADSVKGREFTISRDNSKNALY LOMNSLRAEDTAVYYCATETAAKGDYWGQGTL
VTVSS (SEQ ID NO:69)

3-F03 400 VL
ATOMTOSPSSLSASVGDRVTITCRASQGISNYLAWYQOKPGKAPKLLIYAASTLOS
GVPSRESGSGSGTDFTLTISSLOPEDFATYYCQQSYSTPHFGQGTRLEIK (SEQ
ID NO:6b)

3-F03 409 VH
EVOLVESGGGLVQPGGSLRLSCAASGFTFSSYDMHWVRQAPGKGLEWVAVMSY SGS
NKYYADSVKGREFTISRDNSKNALY LOMNSLRAEDTAVYYCATETAAKGDYWGQGTL
VTVSS (SEQ ID NO:69)

3-F03 409 VL

TOMTQSPSSLSASVGDRVTITCRASQGISNY LAWYQOKPGKAPKLLIYAASTLQSG
VPSREFSGSGSGTDFTLTISSLOPEDFATYYCQQOSYSTPHEFGOGTRLEIK (SEQ
ID NO:61)
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FIG. 12H

3-FO3 403 VH
VOLVESGGGLVQPGGSLRLSCAASGFTEFSSYDMHWVROAPGKGLEWVAVMSYSGSN
KYYADSVKGRETISRDNSKNTLY LOMNSLRAEDTAVYYCATETAAKGDYWGQGTLV
TVSS (SEQ ID NO:32)

3-F03 403 VL
ATOMTOSPSSLSASVGDRVTITCRASQGISNYLAWYQOKPGKAPKLLIYAASTLOS
GVPSRESGSGSGTDFTLTISSLOPEDFATYYCQQSYSTPHFGQGTRLEIK (SEQ
ID NO:6b)

3-F03 415 VH
VOLVESGGGLVQPGGSLRLSCAASGFTEFSSYDMHWVROQAPGKGLEWVAVMSYSGSN
KYYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCATEIAAKGDYWGQGTLV
TVSS (SEQ ID NO:32)

3-F03 415 VL

IOMTOSPSSLSASVGDRVTITCRASQGISNY LAWYQOKPGKAPKLLIYAASTLOSG
VPSREFSGSGSGTDFTLTISSLOQPEDFATYYCQQOSYSTPHEFGOGTRLEIK (SEQ
ID NO:61)

3-F03 391 VH
VOLVESGGGLVQPGGSLRLSCAASGFTEFSSYDMHWVROQAPGKGLEWVAVMSYSGSN
KYYADSVKGRFTISRDNSKNTLY LOMNSLRAEDTAVYYCATETAAKGDYWGQGTLV
TVSS (SEQ ID NO:32)

3-F03 391 VL
DIOMTQSPSSLSASVGDRVTITCRASQGISNYLAWYQOKPGKAPKLLIYAASTLQS
GVPSRESGSGSGTDFTLTISSLOPEDFATYYCQQSYSTPHFGQGTRLEIK (SEQ
ID NO:64)

3-F03 406 VH
VOLVESGGGLVQPGGSLRLSCAASGFTEFSSYDMHWVROQAPGKGLEWVAVMSY SGSN
KYYADSVKGRFTISRDNSKNALY LOMNSLRAEDTAVYYCATETAAKGDYWGQGTLV
TVSS (SEQ ID NO:67)

3-F03 406 VL
ATOMTOSPSSLSASVGDRVTITCRASQGISNYLAWYQOKPGKAPKLLIYAASTLOS
GVPSRESGSGSGTDFTLTISSLOPEDFATYYCQQOSYSTPHFGQGTRLEIK (SEQ
ID NO:6b)



WO 2021/138498 PCT/US2020/067576
26 of 40

FIG. 121

3-F03 412 VH
EVOLVESGGGLVQPGGSLRLSCAASGEFTEFSSYDMHWVROQAPGKGLEWVAVMSY SGS
NKYYADSVKGREFTISRDNSKNALY LOMNSLRAEDTAVYYCATETAAKGDYWGQGTL
VTVSS (SEQ ID NO:69)

3-F03 412 VL

IOMTOSPSSLSASVGDRVTITCRASQGISNY LAWYQOKPGKAPKLLIYAASTLOSG
VPSRFESGSGSGTDFTLTISSLOPEDFATYYCQQSYSTPHEGQGTRLEIK (SEQ
ID NO:61)

3-F03 394 VH
VOLVESGGGLVQPGGSLRLSCAASGFTEFSSYDMHWVROQAPGKGLEWVAVMSYSGSN
KYYADSVKGREFTISRDNSKNALY LOMNSLRAEDTAVYYCATETAAKGDYWGQGTLV
TVSS (SEQ ID NO:67)

3-F03 394 VL
DIOMTQSPSSLSASVGDRVTITCRASQGISNYLAWYQOKPGKAPKLLIYAASTLQS
GVPSRESGSGSGTDFTLTISSLOPEDFATYYCQQSYSTPHFGQGTRLEIK (SEQ
ID NO:64)

3-F03 418 VH
VOLVESGGGLVQPGGSLRLSCAASGFTFSSYDMHWVROAPGKGLEWVAVMSY SGSN
KYYADSVKGRFTISRDNSKNALYLOMNSLRAEDTAVYYCATEIAAKGDYWGQGTLV
TVSS (SEQ ID NO:67)

3-F03 418 VL

IOMTOSPSSLSASVGDRVTITCRASQGISNY LAWYQOKPGKAPKLLIYAASTLOSG
VPSRESGSGSGTDFTLTISSLOPEDFATYYCQQSYSTPHFGQGTRLEIK (SEQ
ID NO:61)

3 FO3 417 VH
VOLVESGGGLVQPGGSLRLSCAASGFTEFSSYDMHWVROAPGKGLEWVAVMSYDGSN
KYYADSVKGRFTISRDNSKNALYLOMNSLRAEDTAVYYCATEIAAKGDYWGQGTLV
TVSS (SEQ ID NO:60)

3 FO3 417 VL

IOMTOSPSSLSASVGDRVTITCRASQGISNY LAWYQOKPGKAPKLLIYAASTLOSG
VPSRESGSGSGTDFTLTISSLOPEDFATYYCQQSYSTPHFGQGTRLEIK (SEQ
ID NO:61)
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FIG. 12J

3 F03 393 VH
VOLVESGGGLVQPGGSLRLSCAASGFTEFSSYDMHWVROQAPGKGLEWVAVMSYDGSN
KYYADSVKGRETISRDNSKNALY LOMNSLRAEDTAVYYCATETAAKGDYWGQGTLV
TVSS (SEQ ID NO:60)

3 F03 393 VL
DIOMTQSPSSLSASVGDRVTITCRASQGISNYLAWYQOKPGKAPKLLIYAASTLOS
GVPSRESGSGSGTDFTLTISSLOPEDFATYYCQQSYSTPHFGQGTRLEIK (SEQ
ID NO:64)

3 FO3 405 VH
VOLVESGGGLVQPGGSLRLSCAASGFTEFSSYDMHWVROQAPGKGLEWVAVMSYDGSN
KYYADSVKGREFTISRDNSKNALY LOMNSLRAEDTAVYYCATETAAKGDYWGQGTLV
TVSS (SEQ ID NO:60)

3 FO3 405 VL
ATOMTOSPSSLSASVGDRVTITCRASQGISNYLAWYQOKPGKAPKLLIYAASTLOS
GVPSRESGSGSGTDFTLTISSLOPEDFATYYCQQSYSTPHFGQGTRLEIK (SEQ
ID NO:6b)
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FIG. 13

Cell binding-MDA-MB-231 cells
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FIG. 14

Cellular CD73 inhibition - MDA-MB-231 cells
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FIG. 15

Human IgGl heavy chain CHl-hinge-CH2-CH3, with N297A
mutation
ASTKGPSVEFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAV
LOSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPC
PAPELLGGPSVFLEFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVH
NAKTKPREEQYASTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPTEKTISKAKG
QPREPQVYTLPPSREEMTKNQVSLTCLVKGEFYPSDIAVEWESNGQPENNYKTTPPV
LDSDGSFFLYSKLTVDKSRWQOGNVEFSCSVMHEALHNHYTQKSLSLSPG (SEQ
ID NO:73)

Human IgGl heavy chain CHl-hinge-CH2-CH3, with N297A
mutation with C-terminal lysine
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDY FPEPVTVSWNSGALTSGVHTFPAV
LOSSGLYSLSSVVTVPSSSLGTQTYTICNVNHKPSNTKVDKRVEPKSCDKTHTCPPC
PAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVH
NAKTKPREEQYASTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPTEKTISKAKG
QPREPQVYTLPPSREEMTKNQVSLTCLVKGEFYPSDIAVEWESNGQPENNYKTTPPV
LDSDGSFFLYSKLTVDKSRWQOGNVEFSCSVMHEALHNHYTQKSLSLSPGK (SEQ
ID NO:75)

Human kappa light chain constant region
RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFEY PREAKVOWKVDNALQSGNSQESV
TEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSEFNRGEC (SEQ
ID NO:74)



PCT/US2020/067576

WO 2021/138498
31 0f 40
FIG. 16A
)
w® BO000 - ccrerarcrnaactriieretttnestrenrstitensaanan, Untreated
(14
g
S 4000- - HzCL25
‘L’L’ -A- Compound 9
14
—— HzCL25/Compound 9 0.5
e 2000- P HM
>
& 600uM AMP
0 L] T L] T 1
-6 -4 -2 0 2 4
Concentration (nM or ng/ml)
FIG. 16B
i)
w 201 T 1 Untreated
14
g .@- Antibody A
o 4000+
2] -A- Compound 9
L
2 - Antibody A/Compound 9 0.5uM
- 2000 od 43
> A a8 08
o g ST AT e 600 uM AMP
o L] L] L] T 1
-6 -4 -2 0 2 4

Concentration (nM or ng/ml)



WO 2021/138498 PCT/US2020/067576

IFNy HTRF Signal Ratio

32 0f 40

FIG. 16C
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FIG. 17A
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FIG. 19A
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FIG. 20A

HzCL25 heavy chain DNA sequence
GAAGTGCAGCTCGTGCAGTCCGGAGCCGAAGTGARARAGCCTGGAGAGTCCCTGAAGATC
AGCTGCAAGGGTTCCGGCTATACATTCACCTCCTACGGGCTCAGCTGGGTCAGACAGATG
CCGGGAAAGGGTCTTGAGTGGATGGGAGAGATCTACCCGGGCTCCGGCAACACCTACTAC
AACGAAAAGTTCAAGGGCCAGGTCACCATTTCCGCCGACAAGTCAATCTCCACCGCTTAC
CTCCAATGGTCGAGCCTGAAGGCATCGGATACCGCGATGTACTACTGCGCCCGCTACGAC
TACCTGGGCTCGTCATACGGCTTCGATTACTGGGGGGCGGGAACTACCGTGACTGTGTCC
TCCGCCTCCACTAAGGGACCCTCAGTGTTCCCCCTTGCCCCGAGCTCCAAGAGCACTTCG
GGCGGAACCGCTGCCCTGGGTTGCCTCGTGAAGGATTACTTCCCCGAGCCTGTGACCGTG
TCCTGGAACTCCGGGGCCTTGACCAGCGGAGTCCACACCTTCCCGGCCGTGCTGCAATCA
TCCGGTCTGTACAGTCTGTCCTCCGTGGTCACGGTGCCCTCGTCCTCACTGGGGACTCAG
ACTTACATCTGTAACGTGAACCATAAGCCATCGAACACCARAAGTCGACARAACGGGTGGAA
CCTAAGTCATGCGACAAGACCCACACGTGCCCACCTTGCCCCGCCCCCGAGCTCCTGGGG
GGGCCGAGCGTGTTCCTCTTCCCGCCGAAACCGAAGGACACCCTGATGATCTCGAGGACT
CCTGAAGTCACTTGCGTGGTCGTGGACGTGTCGCACGAGGACCCCGAAGTCAAGTTCAAT
TGGTACGTGGACGGAGTCGAAGTGCACAACGCTAAGACCAAACCCCGCGAGGAGCAGTAC
GCAAGCACCTACCGCGTTGTCAGCGTGCTCACCGTGCTGCATCAGGATTGGCTGAATGGA
AAGGAGTACAAGTGCAAAGTGTCCAACAAGGCCCTGCCTGCACCAATTGAAAAGACCATC
TCCAAGGCCAAGGGCCAGCCCCGGGAGCCCCAAGTCTACACTCTGCCGCCGTCGAGAGAA
GAAATGACCAAGAACCAAGTGTCCCTGACTTGTCTGGTCAAGGGCTTCTATCCTTCGGAC
ATCGCGGTGGAATGGGAGAGCAACGGCCAGCCGGAGAACAATTACAAGACTACGCCACCC
GTGCTGGACTCTGACGGCTCCTTTTTCCTGTATTCCAAGCTCACCGTGGACAAGAGCCGC
TGGCAACAGGGAAACGTGTTCAGCTGCTCCGTGATGCACGAAGCCCTGCACAACCACTAC
ACCCAGAAGTCCCTGAGCTTGTCCCCTGGT (SEQ ID NO:89)

HzCL25 light chain DNA sequence
GACATCGTGATGACCCAGTCCCCGGATTCACTCGCGGTGTCTTTGGGGGAGAGGGCAACC
ATTAACTGCAAGGCCTCACAGGATGTGTCCACTGCTGTCGCCTGGTACCAGCAGAAGCCT
GGGCAGCCGCCCAAGCTGCTGATCTACTCGGCCTCCTACCGCTATTCCGGAGTCCCCGAC
CGGTTCTCCGGCTCGGGTTCCGGAACTGATTTCACCCTGACAATTTCGTCGCTGCAAGCC
GAGGACGTGGCCGTGTACTACTGCCAACAGCATTACAACACTCCTTACACTTTTGGTGGC
GGAACTAAGCTCGAGATCAAGCGGACGGTGGCAGCTCCGTCAGTGTTCATCTTCCCTCCA
TCGGACGAACAGCTGAAGTCCGGCACCGCGTCCGTCGTGTGTCTGTTGAACAACTTCTAC
CCGCGGGAAGCCAAGGTCCAGTGGAAAGTCGACAACGCGCTGCAGTCCGGAAATAGCCAG
GAAAGCGTGACCGAACAGGACTCCAAGGACAGCACCTACTCCCTGAGCTCAACCCTGACC
CTGAGCAAGGCCGACTATGAGAAGCACAAAGTGTACGCCTGCGAAGTGACCCACCAAGGC
CTGAGCAGCCCAGTGACCAAGTCCTTCAACCGCGGGGAGTGT (SEQ ID NO:90)
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FIG. 20B

3-F03_411 heavy chain DNA sequence
GAAGTGCAGTTGGTGGAGAGCGGGGGCGGACTGGTGCAGCCGGGGGGCTCGCTGCG
GCTGTCCTGCGCCGCGTCCGGTTTCACTTTTTCGAGCTACGACATGCACTGGGTCC
GCCAAGCACCGGGGAAGGGTCTGGAATGGGTGGCCGTGATGTCGTACGACGGCTCC
AACAAGTACTACGCCGACTCCGTGAAGGGACGGTTCACCATCTCCCGCGACAACAG
CAAGAACGCCCTTTACCTCCAAATGAACAGCCTGAGGGCCGAGGACACAGCCGTAT
ACTACTGCGCGACCGAGATCGCCGCCAAGGGGGACTACTGGGGTCAAGGCACTCTG
GTCACCGTGTCCTCCGCCTCCACTAAGGGACCCTCAGTGTTCCCCCTTGCCCCGAG
CTCCAAGAGCACTTCGGGCGGAACCGCTGCCCTGGGTTGCCTCGTGAAGGATTACT
TCCCCGAGCCTGTGACCGTGTCCTGGAACTCCGGGGCCTTGACCAGCGGAGTCCAL
ACCTTCCCGGCCGTGCTGCAATCATCCGGTCTGTACAGTCTGTCCTCCGTGGTCAC
GGTGCCCTCGTCCTCACTGGGGACTCAGACTTACATCTGTAACGTGAACCATAAGC
CATCGAACACCAAAGTCGACAAACGGGTGGAACCTAAGTCATGCGACAAGACCCACLC
ACGTGCCCACCTTGCCCCGCCCCCGAGCTCCTGGGGGGGCCGAGCGTGTTCCTCTT
CCCGCCGAAACCGAAGGACACCCTGATGATCTCGAGGACTCCTGAAGTCACTTGCG
TGGTCGTGGACGTGTCGCACGAGGACCCCGAAGTCAAGTTCAATTGGTACGTGGAC
GGAGTCGAAGTGCACAACGCTAAGACCAAACCCCGCGAGGAGCAGTACGCAAGCACLC
CTACCGCGTTGTCAGCGTGCTCACCGTGCTGCATCAGGATTGGCTGAATGGAAAGG
AGTACAAGTGCAAAGTGTCCAACAAGGCCCTGCCTGCACCAATTGAARAAGACCATC
TCCAAGGCCAAGGGCCAGCCCCGGGAGCCCCAAGTCTACACTCTGCCGCCGTCGAG
AGAAGAAATGACCAAGAACCAAGTGTCCCTGACTTGTCTGGTCAAGGGCTTCTATC
CTTCGGACATCGCGGTGGAATGGGAGAGCAACGGCCAGCCGGAGAACAATTACAAG
ACTACGCCACCCGTGCTGGACTCTGACGGCTCCTTTTTCCTGTATTCCAAGCTCAC
CGTGGACAAGAGCCGCTGGCAACAGGGAAACGTGTTCAGCTGCTCCGTGATGCACG
AAGCCCTGCACAACCACTACACCCAGAAGTCCCTGAGCTTGTCCCCTGGT (SEQ
ID NO:91)
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FIG. 20C

3-F03_411 and 3-F03_413 light chain DNA sequence
ATCCAGATGACTCAGTCCCCTTCCTCGTTGTCCGCTTCCGTGGGTGATCGGGTCAC
AATCACTTGCCGGGCCAGCCAGGGAATTTCCAACTACCTCGCCTGGTACCAGCAGA
AGCCCGGAAAGGCACCGAAGCTGCTGATCTACGCCGCGTCCACTCTGCAATCCGGA
GTGCCTTCTCGGTTCTCGGGCTCGGGAAGCGGCACCGACTTTACCCTGACCATTAG
CAGCCTGCAGCCCGAGGACTTCGCAACCTACTACTGTCAGCAGTCCTACTCAACCC
CTCACTTCGGACAGGGTACTAGACTCGAGATCAAGAGGACTGTGGCCGCGCCGETCG
GTGTTCATCTTCCCACCCTCGGACGAGCAGCTGAAGTCCGGCACCGCCAGCGETGGET
CTGCCTGCTGAACAACTTCTATCCGCGCGAAGCCAAGGTCCAGTGGAAAGTGGATA
ATGCGCTGCAGAGCGGGAACTCCCAAGAGTCCGTGACGGAACAGGACTCCAAAGAC
TCCACCTACTCACTGTCATCCACCCTGACCCTGTCAAAGGCCGACTACGAGAAGCA
TAAGGTCTACGCCTGCGAAGTGACCCACCAAGGGCTGAGCTCGCCCGTGACCAAGT
CCTTCAACCGGGGCGAATGC (SEQ ID NO:92)

3-F03 413 heavy chain DNA sequence
GAAGTGCAGTTGGTGGAGAGCGGGGGCGGACTGGTGCAGCCGGGGGGCTCGCTGCG
GCTGTCCTGCGCCGCGTCCGGTTTCACTTTTTCGAGCTACGACATGCACTGGGTCC
GCCAAGCACCGGGGAAGGGTCTGGAATGGGTGGCCGTGATGTCGTACGAAGGCTCC
AACAAGTACTACGCCGACTCCGTGAAGGGACGGTTCACCATCTCCCGCGACAACAG
CAAGAACGCCCTTTACCTCCAAATGAACAGCCTGAGGGCCGAGGACACAGCCGETAT
ACTACTGCGCGACCGAGATCGCCGCCAAGGGGGACTACTGGGGTCAAGGCACTCTG
GTCACCGTGTCCTCCGCCTCCACTAAGGGACCCTCAGTGTTCCCCCTTGCCCCGAG
CTCCAAGAGCACTTCGGGCGGAACCGCTGCCCTGGGTTGCCTCGTGAAGGATTACT
TCCCCGAGCCTGTGACCGTGTCCTGGAACTCCGGGGCCTTGACCAGCGGAGTCCAC
ACCTTCCCGGCCGTGCTGCAATCATCCGGTCTGTACAGTCTGTCCTCCGTGGTCAC
GGTGCCCTCGTCCTCACTGGGGACTCAGACTTACATCTGTAACGTGAACCATAAGC
CATCGAACACCAAAGTCGACAAACGGGTGGAACCTAAGTCATGCGACAAGACCCAC
ACGTGCCCACCTTGCCCCGCCCCCGAGCTCCTGGGGGEGEGCCGAGCGTGTTCCTCTT
CCCGCCGAAACCGAAGGACACCCTGATGATCTCGAGGACTCCTGAAGTCACTTGCG
TGGTCGTGGACGTGTCGCACGAGGACCCCGAAGTCAAGTTCAATTGGTACGTGGAC
GGAGTCGAAGTGCACAACGCTAAGACCAAACCCCGCGAGGAGCAGTACGCAAGCAC
CTACCGCGTTGTCAGCGTGCTCACCGTGCTGCATCAGGATTGGCTGAATGGAAAGG
AGTACAAGTGCAAAGTGTCCAACAAGGCCCTGCCTGCACCAATTGAAAAGACCATC
TCCAAGGCCAAGGGCCAGCCCCGGGAGCCCCAAGTCTACACTCTGCCGCCGTCGAG
AGAAGAAATGACCAAGAACCAAGTGTCCCTGACTTGTCTGGTCAAGGGCTTCTATC
CTTCGGACATCGCGGTGGAATGGGAGAGCAACGGCCAGCCGGAGAACAATTACAAG
ACTACGCCACCCGTGCTGGACTCTGACGGCTCCTTTTTCCTGTATTCCAAGCTCAC
CGTGGACAAGAGCCGCTGGCAACAGGGAAACGTGTTCAGCTGCTCCGTGATGCACG
AAGCCCTGCACAACCACTACACCCAGAAGTCCCTGAGCTTGTCCCCTGGT (SEQ
ID NO:93)



