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Claims

5-1.  The-An antibody that specificallv binds to Fibroblast Activation Protein (FAP), wherein said
antibody comprises (i) a heavy chain variable region comprisingefamy-one-of-claims1-4-wherein
i i ch i 2 04 ising a heavy chain CDR1 selected

from the group of SEQ ID NO: 3, SEQ ID NO: 13, and SEQ ID NO: 23; a heavy chain CDR2
selected from the group of SEQ ID NO: 47, SEQ ID NO: 81, and SEQ ID NO: 113; and the heavy
chain CDR3 of SEQ ID NO: 135, and a light chain variable region comprising the light chain
CDR1 of SEQ ID NO: 143, the light chain CDR2 of SEQ ID NO: 151, and the light chain CDR3 of
SEQ ID NO: 163-,

prises or (i1) a heavy chain

variable region comprising a heavy chain CDR1 selected from the group of SEQ ID NO: 9, SEQ ID
NO: 19, and SEQ ID NO: 31; a heavy chain CDR2 selected from the group of SEQ ID NO: 61,
SEQ ID NO: 95, and SEQ ID NO: 127; and the heavy chain CDR3 of SEQ ID NO: 137, and a light
chain variable region comprising the light chain CDR1 of SEQ ID NO: 147, the light chain CDR2
of SEQ ID NO: 155, and the light chain CDR3 of SEQ ID NO: 167.

2. The antibody of any-ene-of-claims 1(1)-5, wherein said antibody comprises a heavy chain variable

region eemprising-the-amine-aeid-sequense-of SEQ ID NO: 267 and a light chain variable region
comprisie-the-amine-aerd-sequense-of SEQ 1D NO: 265,
$:3,_ The antibody of any-ene-efclaims 1(i1)-4-06, wherein said antibody comprises a heavy chain

variable region cemprising-the-amine-actd-sequense-of SEQ ID NO: 299, and a light chain variable
region eemprisingthe-amine-aeid-sequence-of SEQ ID NO: 285297,
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The antibody of any one of claims 1 to 83, wherein said antibody comprises an Fc region ex-a
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the group of SEQ ID NO: 3,

and SEQ ID NO: 101; and the heavy chain

2

SEQ ID NO: 69
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from the group of SEQ ID NO: 35

CDR3 of SEQ ID NO:
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137, and a light chain variable region comprising the light chain CDR1 of SEQ ID NO: 147, the
light chain CDR2 of SEQ ID NO: 155, and the light chain CDR3 of SEQ ID NO: 167-, or (ii) a
heavy chain CDR1 selected from the group of SEQ ID NO: 3, SEQ ID NO: 13, and SEQ ID NO:
23: a heavy chain CDR?2 selected from the group of SEQ ID NO: 35. SEQ ID NO: 69. and SEQ ID
NO: 101; and the heavy chain CDR3 of SEQ ID NO: 135, and a light chain variable region
comprising the light chain CDR1 of SEQ ID NO: 143, the light chain CDR2 of SEQO ID NO: 151
and the light chain CDR3 of SEQ ID NO: 163: and an Fc region of an immunoglobulin.

+2:6._The antibody of any-ene-ef-claims 10-325(1), wherein said antibody comprises a heavy chain

7.

variable region eemprising-the-amino-asid-sequence-of SEQ ID NO:207, and a light chain variable
region eemprising-the-amino-seid sequence-of SEQ ID NO: 205.

The antibody of claim 5(ii), wherein said antibody comprises a heavy chain variable region of SEQ

ID NO: 197, and a light chain variable region of SEQ ID NO: 195,

+4-8. The antibody of any one of claims 9-424-7, wherein said Fc region is an IgG Fc region.

+5-0. The antibody of any one of claims 1 to +48, wherein said antibody is a full-length IgG class

antibody.



1101

+6:10. The antibody of any one of claims 1 to 459, wherein said antibody comprises a human constant

region.
+#11. The antibody of any one of claims 1 to 4610, wherein said antibody is a human antibody.

+8:12. The antibody of any one of claims 1 to 211, wherein said antibody comprises a glycoengineered

Fc region,

+9:13. The antibody of claim $812, wherein said antibody has an increased proportion of non-

fucosylated oligosaccharides in said Fc region, as compared to a non-glycoengineered antibody.

20-14. The antibody of claims +8-12 or 4913, wherein at least about 20% to about 100% of the N-linked

oligosaccharides in said Fc region are non-fucosylated.

2415, The antibody of any one claims 48-12 to 2614, wherein said antibody has an increased proportion

of bisected oligosaccharides in said Fc region, as compared to a non-glycoengineered antibody.

2216. The antibody of any one of claims +8-12 to 23135, wherein at least about 20% to about 100% of

the N-linked oligosaccharides in said Fc region are bisected.

23-17. The antibody of any one of claims 18-12 to 2216, wherein at least about 20% to about 50% of the

N-linked oligosaccharides in said Fc region are bisected, non-fucosylated,

24-18. The antibody of any one of claims 1 to 2317, wherein said antibody has increased effector

function and/or increased Fc receptor binding affinity.

25:19. The antibody of claim 2418, wherein said increased effector function is increased ADCC.
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3+:20. _An isolated polynucleotide encoding an antibody heavy chain and/or an antibody light chain a

polypeptide-that forms part of the antibody according to any one of claims 1 to 3819.

32:21. An isolated polypeptide encoded by the polynucleotide of claim 3420.

33:22. A composition comprising (i) a first isolated polynucleotide encoding a polypeptide comprising a

the sequence selected-from-the-group-of SEQID-NO—197 SEQ 1D NO:+ 201 SEQ 1D NO-203,
SEOQIDNG- 207 SEOINDANG:- 211 SEOID NG 218 CSEOL ITI A 210 SEO I N AT _CRO
L)LJY F A S T ),)J—/\< 30 W B T A A 1) LJJ—JY XL A.V,kv) L)LJY ATESTITOTY iy ) [ =y RTINS J’ UA_/\{
TN 207 QRO IIDNG-221 QEOINDNO-225 SO NN 120 SEOIDLAOLAAY CEOLID
AX7TN Acul, LJ.LJ\\I [ 4 = L, L.).L../\( KN oz EY ULJY L3 I N (N Ay Py uu\,( JF 10 SZ I W L W ) Ty UJ.J\{ P& arg
O 247 CRAOY IO 2581 _QEO IDNMNO- 288 SEO IO 250 QEA INUNO: 267 SEQ ID NO
TN -y ULJV LT ITNRY -~y UL./\( AN Lope y RIS KIZTIY . A [} uLJ\( A AN H\}.J’ .
267 SEQID RO 271 SO I NM-278 SR ITY MNO: 270 SO IILAMN 207 RN I AL 107
PR A = =g o L e TEFIN r~ LR E v = o ) BRI TN E=ACRv P e g & oy =Ty
O I NG 201 SEOID NG 205 SEQ T ML 200 SEO TN 202 SEOIN N 20T ned
b.)L./\(' LUV o A 1, R -y LAY o y = XE52TTY =2 > )L—/\ XIFTTN U.X.J\( [ S e § A% & WL

sequence selectedtrom-the-group-of SEQIBD-NO-93-SHGID NGO+ 195, SEQID- NG99 SEQ
,

DN 205 SBO I
TEFTTN v e NT 3 WL e ey

IO IAN8 SEOQ TN MNO-220  §
TN O car—r- T

It
o AD

NO=309(ii) a first isolated polynucleotide encoding a polypeptide comprising the sequence of SEQ

ID NO: 299 and a second isolated polynucleotide encoding a polypeptide comprising the sequence

of SEQ ID NO: 297, (iii) a first isolated polynucleotide encoding a polypeptide comprising the

sequence of SEQ ID NO: 197 and a second isolated polynucleotide encoding a polypeptide

comprising the sequence of SEQ TD NQ: 195, or (iv) a first isolated polvnucleotide encoding a

polypeptide comprising the sequence of SEQ ID NO: 207 and a second isolated polvnucleotide

encoding a polypeptide comprising the sequence of SEQ ID NO: 205.

34:23. A vector comprising the polynucieotide of claim 3420.

35:24. A host cell comprising the polynucleotide of claim 3420, the composition of claim 3322, or the

vector of claim 3423,

36-25. The host cell of claim 3524, wherein said host cell'has been manipulated to express increased

levels of one or more polypeptides having GnTTII activity.

3%:26. The host cell of claim 3625, wherein said polypeptide having GnTIII activity is a fusion
polypeptide comprising the catalytic domain of GnTIII and the Golgi localization domain of ManIL

38:27. _The host cell of claim 36-25 or 3726, wherein said host cell has been further manipulated to

express increased levels of one or more polypeptides having Manll activity.

35:28. A method of producing an antibody that specifically binds to Fibroblast Activation Protein (FAP),

said method comprising
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a) culturing the host cell of claim 35-24 in a medium under conditions allowing the expression of
the antibody, and

b) recovering the antibody.

46:29. A method of producing an antibody that specifically binds to Fibroblast Activation Protein (FAP),
said method comprising

a) culturing the host cell of any one of claims 36-25 to 38-27 in a medium under conditions
allowing the expression of the antibody and the modification of the oligosaccharides present on the
Fe region of said antibody by said polypeptide having GnTIII activity, and

b) recovering the antibody

44:30. _An antibody that specifically binds to FAP, wherein said antibody is produced by the method of
claim 39-28 or 4629.

4Z:31. An antibody conjugate comprising the antibody of any one of claims 1 to 38-19 and a cytotoxic

agent.

43:32. A pharmaceutical formulation comprising the antibody of any one of claims 1 to 36-19 and a

pharmaceutically acceptable carrier.

44-33. The pharmaceutical formulation of claim 4332, further comprising an additional therapeutic

agent.
45-34. _The antibody of any one of claims 1 to 36-19 for use as a medicament.

46-35. The antibody of any one of claims 1 to 38-19 for the treatment of a disease characterized by

expression of FAP,
47-36. _The antibody of claim 4635, wherein said disease is cancer.

4%:37. The antibody of any one of claims 1 to 36-19 for use in inducing cell lysis of a tumor cell or a

stromal cell of a tumor.

49:38. Use of the antibody of any one of claims 1 to 36-19 in the manufacture of a medicament.

56:39. Use of the antibody of any one of claims 1 to 36-19 for the manufacture of a medicament for

treatment of a disease characterized by expression of FAP.

54-40. The use of claim 5039, wherein said medicament further comprises an additional therapeutic

agent.

52-41. The use of claim $6-39 or 5340, wherein said disease is cancer.

5342. Use of the antibody of any one of claims 1 to 36-19 for the manufacture of a medicament for

inducing lysis of a tumor cell or a stromal cell of a tumor.
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54-43. The use of claim $342, wherein said cell lysis is induced by antibody dependent cytotoxicity of
the antibody.

44. The antibody of any one of claims 1 to 19 for use in a method of diagnosis or detection.

$545. A diagnostic agent comprising the antibody of any one of claims 1 to 19 and a label that allows

detection of a complex of said diagnostic agent and FAP.



