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ANTI-CD3 ANTIBODIES AND METHODS OF USE

FIELD OF THE INVENTION
The present invention relates to anti-cluster of differentiation 3 (CD3) antibodies and methads of
using the same.

BACKGROUND

Cell proliferative disorders, such as cancer, are characterized by the uncontrolled growth of cell
subpopulations. They are the leading cause of death in the developed world and the second leading
cause of death in developing countries, with over 12 million new cancer cases diagnosed and 7 million
cancer deaths occurring each year. The National Cancer institute estimates that greater than half a
million Americans will die of cancer in 2013, accounting for nearly one out of every four deaths in the
country. As the elderty population has grown, the incidence of cancer has concurrently risen, as the
probability of developing cancer is more than two-fold higher after the age of seventy. Cancer care thus
represents a significant and ever-increasing societal burden.

Longstanding approaches to cancer treatment include chemotherapy, radiation therapy, and
surgery to remove solid tumors. Recently, bispecific antibody-based immunotherapies have been
developed. Such bispecific antibodies are capable of simultaneously binding cell surface antigens on
cytotoxic cells and tumor cells, with the intent that the bound cytotoxic celt will destroy the bound tumor
cell. Existing bispecific antibodies currently undergoing clinicatl trials for treating cancer are limited by
their short half-lives and/or variable efficacy. Thus, there is an unmet need in the field for the
development of effective bispecific antibodies for use in cancer treatment.

SUMMARY
The present invention-disclosure relates to anti-cluster of differentiation 3 (CD3) antibodies and
methods of using the same.

In one aspect, the-inventionfeaturasthere is provided an anti-cluster of differentiation 3 (CD3)

antibody, wherein the anti-CD3 antibody comprises a binding domain comprising the following six
hypervariabie regions (HVRs): (a) an HVR-H1 comprising the amino acid sequence of SEQ |D NO: 1; (b)
an HVR-H2 comprising the amino acid sequence of SEQ 1D NO: 2; (¢) an HVR-H3 comprising the amino
acid sequence of SEQ ID NO: 3; (d) an HVR-L1 comprising the amino acid sequence of SEQ 1D NO: 4,
(e) an HVR-1.2 comprising the amino acid sequence of SEQ ID NO: §; and (f) an HVR-L3 comprising the
amino acid sequence of SEQ 1D NO: 6. _in another aspect, there is provided an anti-CO3 antibody,

wherein the anti-CD3 antibody comprises a binding domain comprising (a) a VH domair comprising an

aming acid sequence of SEQ 1D NO: 184 and (b) s VL. domain comprising an amine acid sequence of

SEQ 1D NO: 185, In some embodiments, the binding domain comprises (a) a heavy chain variabie (VH)
domain comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 184, (b) a light chain variabie (Vi.) domain comprising an amino acid sequence
having at least 95% sequence identity to the amino acid sequence of SEQ ID NO: 185; or (c) a VH
domain as in (a) and a VL. domain as in (b). In some embodiments, the VH domain comprises the amino
acid sequence of SEQ 1D NO: 184. in some embodiments, the VL domain comprises the amino acid
sequence of SEQ ID NO: 185. In ancther aspect, there is provided an anti-CD3 antibody. wherein the

anti-CD3 antibody comprises a binding domain comprising (2) a VH domain comprising an amino acid

sequence of SEQ 1D NO: 188 and (b) 2 VL domain comprising an amino acid sequence of SEQ 1B NO:

187. In some embodiments, the binding domain comprises (a) a heavy chain variable (VH) domain
comprising an amino acid sequence having at least 95% sequence identity to the amino acid sequence of
SEQID
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NQ: 186; (b) a light chain variable (VL) domain comprising an amino acid sequence having at least 95%
sequence identity to the amino acid sequence of SEQ ID NO: 187; or (c) a VH domain as in (a) and a VL
domain as in {(b). In some embodiments, the VH domain comprises the amino acid sequence of SEQ ID
NO: 186. In some embadiments, the VL domain comprises the aminec acid sequence of SEQ I1D NO: 187.

In one aspect, the invention featuresthere is provided an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises a binding domain comprising the following six HVRs: (a) an HVYR-H1 comprising
the amino acid sequence of SEQ ID NO: 7; (b) an HVR-H2 comprising the amino acid sequence of SEQ
D NO: 8; (c) an HVR-H3 comprising the amino acid sequence of X\ X,YSX;XsXsFDY, wherein X, is
selected from the group consisting of D, T, and S; X, is selected from the group consisting of G, A, and S;
XsisRorN; X;is YorA; and Xsis Y or A (SEQ ID NO: 181); (d) an HVR-L1 comprising the amino acid
sequence of SEQ ID NO: 10; (e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 11; and
(fy an HVR-L3 comprising the amino acid sequence of X, XpSXsX4LRT, wherein Xy is K or T; X; is Q or A;
Xzis F or A; and X4 is f or A (SEQ ID NO: 182). In some embodiments, the binding domain comprises the
following six HVRs: (a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 7; (b) an HVR-
H2 comprising the amino acid sequence of SEQ ID NO: §; (¢} an HVR-H3 comprising the amino acid
sequence of SEQ ID NO: 9; (d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 10; (e)
an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 11; and (f) an HVR-L3 comprising the
amino acid sequence of SEQ 1D NO: 12. |n another aspect, there is provided an anti-CD3 antibody,
wherein the anti-CD3 anfibody comprises a binding domain comprising (a} & VH domain comprising an
amino acid sequence of SEQ 1D NO: 188 and (b) a VL domain comprising an amino acid sequence of
SEQ 1D NQ: 188, in some embodiments, the binding domain comprises (a) a VH domain comprising an
amino acid sequence having at least 95% sequence identity to the amino acid sequence of SEQ ID NO:
188; (b) a VL domain comprising an amino acid sequence having at least 95% sequence identity to the
amino acid sequence of SEQ ID NO: 189; or (¢) a VH domain as in (a) and a VL domain as in (b). in
some embodiments, the VH domain comprises the amino acid sequence of SEQ 1D NO: 188. In some
embodiments, the VL. domain comprises the amino acid sequence of SEQ ID NO: 189.

in other embodiments, the binding domain comprises the following six HVRs: (a) an HVR-H1
comprising the amino acid sequence of SEQ 1D NO: 7; (b) an HVR-H2 comprising the amino acid
sequence of SEQ ID NO: 8; (c) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 13; (d)
an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 10; (e) an HVR-L2 comprising the amino
acid sequence of SEQ ID NO: 11; and (f) an HVR-L3 comprising the amino acid sequence of SEQ D NO:
12. In another aspect, there is provided an anti-CO3 antibady, wherein the anti-CD3 antibody comprises a
binding domain comprising {a) a VH domain comprising an amino acid sequence of SEQ (D NO: 190 and
(b) 2 VL domain comprising an amino acid sequence of SEQ 1D NO: 191, In some embodiments, the
binding domain comprises (a) a VH domain comprising an amino acid sequence having at least 95%
sequence identity to the amino acid sequence of SEQ ID NO: 190; (b) a VL domain comprising an amino
acid sequence having at least 95% sequence identity to the amino acid sequence of SEQ iD NO: 191; or
(c) a VH domain as in (a) and a VI. domain as in (b). |n some embodiments, the VH domain comprises
the amino acid sequence of SEQ ID NO: 190. in some embodiments, the VL domain comprises the
amino acid sequence of SEQ ID NO: 191.

In other embodiments, the binding domain comprises the following six HVRs: (a) an HVR-H1

comprising the amino acid sequence of SEQ 1D NO: 7; (b) an HVR-H2 comprising the amino acid
sequence of SEQ ID NO: 8; (c) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 8; (d) an
HVR-L1 comprising the amino acid sequence of SEQ ID NO: 10; (e} an HVR-L2 comprising the amino
acid sequence of SEQ ID NO: 11; and {f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO:
14. In ancther aspect, there is provided an anti-CD3 antibody, wherein the anti-CD3 anfibody comprises

a binding domain comprising (a) 8 VH domain comprising an amine acid sequence of SEQ 1D NO: 192

and (b) a VL domain comprising an amino acid sequence of SEQ {D NO: 183, In some embodiments, the

binding domain comprises (a) a VH domain comprising an amino acid
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sequence having at least 95% sequence identity to the amino acid sequence of SEQ ID NO: 192;
{b) a VL domain comprising an amino acid sequence having at least 95% sequence identity to the amino
acid sequence of SEQ ID NO: 193; or {¢) a VH domain as in (a) and a VL domain as in (b). In some
embodiments, the VH domain comprises the amino acid sequence of SEQ ID NO: 182. in some
embodiments, the VL domain comprises the amino acid sequence of SEQ |D NO: 193.

In other embodiments, the binding domain comprises the following six HVRs: (a) an HVR-H1
comprising the amino acid sequence of SEQ 1D NO: 7; (b) an HVR-H2 comprising the amino acid
sequence of SEQ ID NO: 8; (c) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 9; (d) an
HVR-L1 comprising the amino acid sequence of SEQ ID NO: 10; (e) an HVR-L2 comprising the amino
acid sequence of SEQ ID NO: 11; and (f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO:
15. In another aspect, there is provided an anti-CD3 antibody. wherein the anti-CD3 antibody comptises a
binding domain comprising (a) a VH domain comprising an aming acid sequence of SEQ 1D NO: 194 and
(b) a VL domain comprising an amino acid sequence of SEQ |D NO: 195. In some embodiments, the
binding domain comprises {a) a VH domain comprising an amino acid sequence having at least 95%
sequence identity to the amino acid sequence of SEQ ID NO: 194; (b} a VL domain comprising an amino
acid sequence having at least 35% sequence identity to the amino acid sequence of SEQ ID NO: 195; or
{c) a VH domain as in (a) and a VL domain as in (b). In some embodiments, the VH domain comprises
the amino acid sequence of SEQ ID NO: 194. In some embodiments, the VL domain comprises the
amino acid sequence of SEQ ID NO: 195.

in other embodiments, the binding domain comprises the following six HVRs: (a) an HVR-H1
comprising the amino acid sequence of SEQ ID NO: 7; (b) an HVR-H2 comprising the amine acid
sequence of SEQ ID NO: 8; {c) an HVYR-H3 comprising the amino acid sequence of SEQ 1D NO: g; (d) an
HVR-L1 comprising the amino acid sequence of SEQ 1D NO: 10; (e) an HVR-1.2 comprising the amino
acid sequence of SEQ ID NO: 11; and (f) an HVR-L3 comprising the amino acid sequence of SEQ D NO:
16. In another aspect, there is provided an anti-CD3 antibody, wherein the anti-CD3 antibody comprises a
binding domain comprising (a) & VH domain comprising an aming acid sequence of SEQ ID NO: 196 and
{b) a VL domain comprising an amine acid sequence of SEQ [D NO: 187, In some embodiments, the
binding domain comprises (a) a VH domain comprising an aminc acid sequence having at least 95%
sequence identity to the amino acid sequence of SEQ 1D NO: 196; (b) a VL domain comprising an amino
acid sequence having at least 95% sequence identity to the amino acid sequence of SEQ ID NO: 187; or
(c) a VH domain as in (a) and a VL domain as in (b). In some embodiments, the VH domain comprises
the amino acid sequence of SEQ iD NO: 196. In some embodiments, the VL domain comprises the
amino acid sequence of SEQ 1D NO: 197.

in other embodiments, the binding domain comprises the following six HVRs: (a) an HVR-H1

comprising the amino acid sequence of SEQ 1D NO: 7; (b) an HVR-H2 comprising the amino acid
sequence of SEQ 1D NO: 8; (c) an HVR-H3 comprising the amino acid sequence of SEQ D NO: 17; (d)
an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 10; (e} an HVR-L2 comprising the amino
acid sequence of SEQ iD NO: 11; and (f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO:
12. In another aspect, there is provided an ant-CD3 antibody, wherein the anti-CD3 antibody comprises a

binding domain comprising (@) a VH domain comprising an aming acid seguence of SEQ 1D NO: 198 and

(b) & VL domain comprising an amino acid seguence of SEQ 1D NQ: 189. In some embodiments, the

binding domain comprises (a) a VH domain comprising an amino acid sequence having at least 95%
sequence identity to the amino acid sequence of SEQ 1D NO: 198; (b) 8 VL domain comprising an amino
acid sequence having at least 95% sequence identity fo the amino acid sequence of SEQ iD NO: 199; or
(¢c) a VH demain as in (a) and a VL domain as in (b). In some embodiments, the VH domain comprises
the amino acid sequence of SEQ ID NO: 188. In some embodiments, the Vi. domain comprises the
amino acid sequence of SEQ 1D NO: 199.

in other embodiments, the binding domain comprises the foliowing six HVRs: (a) an HVR-H1
comprising the amino acid sequence of SEQ 1D NO: 7; (b) an HVR-H2 comprising the amino acid
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sequence of SEQ ID NO: 8; {c) an HVR-H3 comprising the amino acid sequence of SEQ ID NO:
18; (d) an HVR-L.1 comprising the amino acid sequence of SEQ ID NO: 10; (e) an HVR-L2 comprising the
amino acid sequence of SEQ ID NO: 11; and (f} an HVR-L3 comprising the amino acid sequence of SEQ

ID NO: 12. In another aspect, there is provided an anti-CD3 antibody, wherein the anti-CD3 antibody
comprises a binding domain comprtising (a) a VH domain comprising an amino acid sequence of SEQ (D

NG: 200 and (b} a VL domain comprising an amino acid sequence of SEQ 10 NO: 201. In some
embodiments, the binding domain comprises (a) a VH domain comprising an amino acid sequence
having at least 95% sequence identity to the amino acid sequence of SEQ ID NO: 200; (b} a VL domain
comprising an amino acid sequence having at least 95% sequence identity to the amino acid sequence of
SEQ ID NO: 201; or (¢) a VH domain as in (a) and a VL domain as in (b). in some embodiments, the VH
domain comprises the amino acid sequence of SEQ ID NO: 200. In some embodiments, the VL domain
comprises the amino acid sequence of SEQ iD NO: 201.

in other embodiments, the binding domain comprises the following six HVRs: (a) an HVR-H1
comprising the amino acid sequence of SEQ D NO: 7; (b) an HVR-H2 comprising the amino acid
sequence of SEQ ID NO: 8; (¢) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 19; (d)
an HVR-L1 comprising the amino acid sequence of SEQ 1D NO: 10; (e) an HVR-L.2 comprising the amino
acid sequence of SEQ ID NO: 11; and (f) an HVR-L3 comprising the amino acid sequence of SEQ 1D NO:
12. In_another aspect, there is provided an anti-CD3 antibody, wherein the anti-CD3 antibody comprises a
binding domain comprising (a) 2 VH domain comprising an amino acid sequence of SEQ 1D NO: 202 and
(b} a VL domain comprising an amine acid sequence of SEQ (D NO: 203. In some embodiments, the
binding domain comprises (a) a VH domain comprising an amino acid sequence having at least 95%
sequence identity to the amino acid sequence of SEQ ID NO: 202; (b) a VL. domain comprising an amino
acid sequence having at least 95% sequence identity to the amino acid sequence of SEQ ID NO: 203; or
(c) a VH domain as in (a) and a VL domain as in (b). In some embodiments, the VH domain comprises
the amino acid sequence of SEQ iD NO: 202. In some embodiments, the VL domain comprises the
amino acid sequence of SEQ D NO: 203.

In other embodiments, the binding domain comprises the following six HVRs: {(a) an HVR-H1
comprising the amino acid sequence of SEQ 1D NO: 7; (b) an HVR-H2 comprising the amino acid
sequence of SEQ D NO: 8; (c) an HVR-H3 comprising the amino acid sequence of SEQ 1D NO: 20; (d)
an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 10; (e) an HVR-L2 comprising the amino
acid sequence of SEQ ID NO: 11; and {f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO:
12. in ancther agpect, there is provided an anti-CD3 antibody, wherein the anti-CD3 antibody comprises a
binding domain comprising (a) a VH domain comprising an aminc acid sequence of SEG 1D NO: 204 and
(b} a VL domain comprising an aming acid sequence of SEQ {D NO: 205. In some embodiments, the
binding domain comprises (a) a VH domain comprising an amino acid sequence having at least 95%
sequence identity to the amino acid sequence of SEQ ID NO: 204; (b) a VL domain comprising an amino
acid sequence having at least 95% sequence identity to the amino acid sequence of SEQ 1D NO: 205; or
{c) a VH domain as in (a) and a VL domain as in (b). In some embodiments, the VH domain comprises
the amino acid sequence of SEQ ID NO: 204. In some embodiments, the VL domain comprises the
amino acid sequence of SEQ ID NO: 205.

in other embodiments, the binding domain comprises the following six HVRs: (a) an HVR-H1
comprising the amino acid sequence of SEQ 1D NO: 7; (b) an HVR-H2 comprising the amino acid
sequence of SEQ [D NO: 8; (¢) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 21; (d)
an MVR-L1 comprising the amino acid sequence of SEQ ID NO: 10; (e) an HVR-L2 comprising the amino
acid sequence of SEQ 1D NO: 11; and (f) an HVR-L3 comprising the amino acid sequence of SEQ |D NO:
22. In another aspect, there is provided an anti-CD3 antibody, wherein the anti-CD3 antibody comprises &
hinding domain comprising (2) a VH domain comprising an amino acid seqauence of SEQ ID NO: 206 and
(b} a VL domain comprising an amino acid sequence of SEQ D NO: 207, In some embodiments, the
binding domain comprises (a) a ViH domain comprising an amino acid sequence having at least 95%
sequence identity to the amino acid sequence of SEQ {D NQO: 2086; (b} a VL domain comprising an amina
acid sequence having at least 95% sequence identity to the amino acid sequence of SEQ ID NO: 207; or
(c) a VH domain as in (a) and a VL domain as in (b). In some
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embodiments, the VH domain comprises the amino acid sequence of SEQ ID NO: 206. In some
embodiments, the VL domain comprises the amino acid sequence of SEQ ID NO: 207.

in-some-aspocts—the laventien-featuresDisclosed is an anti-CD3 antibody comprising a binding
domain comprising: (a) a VH domain comprising an amino acid sequence of SEQ ID NO: 188 and (b) a
VL domain comprising an amino acid sequence of SEQ 1D NO: 189; (a) a VH domain comprising an
amino acid sequence of SEQ 1D NO: 190 and (b) a VL domain comprising an amino acid sequence of
SEQ ID NO: 191; (a) a VH domain comprising an amino acid sequence of SEQ ID NO: 192 and (b) a VL
domain comprising an amino acid sequence of SEQ ID NO: 193; (a) a VH domain comprising an amino
acid sequence of SEQ ID NO: 194 and (b) a VL. domain comprising an amino acid sequence of SEQ ID
NO: 195; (a) a VH domain comprising an amino acid sequence of SEQ ID NO: 186 and (b) a VL domain
comprising an amino acid sequence of SEQ ID NO: 197; (a) a VH domain comprising an amino acid
sequence of SEQ ID NO: 198 and (b) a VL domain comprising an amino acid sequence of SEQ 1D NO:
199; (a) a VH domain comprising an amino acid sequence of SEQ iD NO: 200 and (b) a VL domain
comprising an amino acid sequence of SEQ ID NO: 201; (a) a VH domain comprising an amino acid
sequence of SEQ D NO: 202 and (b) a VL domain comprising an amino acid sequence of SEQ ID NO:
203; {(a) a VH domain comprising an amino acid sequence of SEQ ID NO: 204 and (b) a VL domain
comprising an amino acid sequence of SEQ 1D NO: 205; or (a) a VH domain comprising an amino acid
sequence of SEQ 1D NO: 206 and (b) a VL domain comprising an amino acid sequence of SEQ iD NO:
207.

In serre angther aspects, there is provided-inventien-features an anti-CD3 antibody, wherein

the anti-CD3 antibody comprises a binding domain comprising the following six HVRs: (a) an HVR-H1
comprising the amino acid sequence of SEQ ID NO: 23; (b) an HVR-H2 comprising the amino acid
sequence of LINPYKGVX, TYXoXsXaXsKXs, wherein Xy is Sor T; XpisNor A; X;isQor D; XsisKor S;
Xsis F or V; and Xg is D or G (SEQ ID NO: 183); (c) an HVR-H3 comprising the amino acid sequence of
SEQ ID NO: 25; (d) an HVR-L.1 comprising the amino acid sequence of SEQ D NO: 26; (e) an HVR-L2
comprising the amiho acid sequence of SEQ ID NO: 27; and (f) an HVR-L3 comprising the amino acid
sequence of SEQ 1D NO: 28. in some embodiments, the binding domain comprises the following six
HVRs: (a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 23; (b) an HVR-H2
comprising the amino acid sequence of SEQ 1D NO: 24; (c) an HVR-H3 comprising the amino acid
sequence of SEQ iD NO: 25; (d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 26; (e)
an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 27; and (f) an HVR-L3 comprising the
amino acid sequence of SEQ 1D NO: 28. In another aspect. there is provided an anti-CD3 antibody

wherein the anti-CD3 antibody comprises a binding domain comprising (a) a VH domain comprising an

aming acid seguence of SEQ 1D NO: 208 and (b) a VL domain comprising an amino acid sequence of

SEQ 1D NQG: 209, In some embodiments, the binding domain comprises (a) a VH domain comprising an

amino acid sequence having at least 95% sequence identity to the amino acid sequence of SEQ ID NO:
208; (b) a VL domain comprising an amino acid sequence having at least 95% sequence identity to the
amino acid sequence of SEQ 1D NO: 209; or (c) a VH domain as in {(8) and a VL domain asin (b}). In
some embodiments, the VH domain comprises the amino acid sequence of SEQ ID NO: 208. in some
embadiments, the VL. domain comprises the amino acid sequence of SEQ ID NO: 209.

In other embodiments, the binding domain comprises the following six HVRs: (a) an HVR-H1
comprising the amino acid sequence of SEQ ID NO: 23; (b) an HVR-H2 comprising the amino acid
sequence of SEQ ID NO: 29; (¢) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 25; (d)
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an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 26; (e) an HVR-L2 comprising
the amino acid sequence of SEQ ID NO: 27; and (f) an HVR-L3 comprising the amino acid sequence of
SEQ 1D NO: 28._in ancother aspect, there is provided an anti-CD3 antibody, wherein the anti-CD3 antibody
comprises a binding domain comprising {(a) a VH domain comprising an amino acid sequence of SEQ 1D
NO: 210 and (b) a VL domain comprising an amino acid sequence of SEQ 1D NO: 211. in some
embodiments, the binding domain comprises {a) a VH domain comprising an amino acid sequence
having at least 95% sequence identity to the amino acid sequence of SEQ ID NO: 210; (b) a VL domain
comprising an amino acid sequence having at least 95% sequence identity to the amino acid sequence of
SEQ ID NQO: 211; or (c) a VH domain as in (a) and a VL domain as in (b). in some embodiments, the VH
domain comprises the amino acid sequence of SEQ ID NO: 210. In some embodiments, the VL domain
comprises the amino acid sequence of SEQ ID NO: 211.

in other embodiments, the binding domain comprises the following six HVRs: (a)an HVR-H1
comprising the amino acid sequence of SEQ ID NO: 23; (b) an HVR-H2 comprising the amino acid
sequence of SEQ ID NO: 30; (c) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 25; (d)
an HVR-L.1 comprising the amino acid sequence of SEQ D NO: 26; (e} an HVR-L2 comprising the amino
acid sequence of SEQ ID NO: 27; and {f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO:
28. In another aspect, there is provided an anti-CD3 antibody, wherein the anti-CDB3 antibody comprises &
binding domain comprising (a) a VH domain comprising an amino acid sequence of SEQ D NO: 212 and
(b} a VL domain comprising an amino acid sequence of SEQ 1D NO: 213, in some embodiments, the
binding domain comprises (a) a VH domain comprising an amino acid sequence having at least 95%
sequence identity to the amino acid sequence of SEQ [D NO: 212; (b) a VL domain comprising an amino
acid sequence having at least 95% sequence identity to the amino acid sequence of SEQ 1D NO: 213; or
(c) a VH domain as in (a) and a VL. domain as in (b). In some embodiments, the VH domain comprises
the amino acid sequence of SEQ ID NO: 212. In some embodiments, the VL domain comprises the
amino acid sequence of SEQ |D NO: 213.

in-some-aspeets-the-inventen-featuresDisclosed is an anti-CD3 antibody comprising a binding
domain comprising: (a)a VH domain comprising an amino acid sequence of SEQ [D NO: 208 and (b} a
VL domain comprising an amino acid sequence of SEQ 1D NO: 209; (a) a VH domain comprising an
amino acid sequence of SEQ 1D NO: 210 and {b) a VL domain comprising an amino acid sequence of
SEQ ID NO: 211; or (a) a VH domain comprising an amino acid sequence of SEQ ID NO: 212 and (b) a
VL domain comprising an amino acid sequence of SEQ 1D NO: 213.

In seme-anather aspects, there is provided-invention-featdres an anti-CD3 antibody, wherein the
anti-CD3 antibody comprises a binding domain comprising the following six HVRs: {a) an HVR-H1
comprising the amino acid sequence of SEQ ID NO: 31; (b) an HVR-H2 comprising the amino acid
sequence of SEQ ID NO: 32; (c) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 33; (d)
an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 34; (e) an HVR-L2 comprising the amino
acid sequence of SEQ ID NO: 35; and (f) an HVR-L3 comprising the amino acid sequence of SEQ 1D NO:
36. In_another aspect, there is provided an anti-CD3 antibody. wherein the anti-CD3 antibody comprises a
binding domain comprising (a) a VH domain comprising an amino acid seguence of SEQ 1D NO: 214 and
(b)Y a VL domain comprising an amine acid sequence of SEQ 1D NO: 215. In some embodiments, the
binding domain comprises (a) a VH domain comprising an amino acid sequence having at least 95%
sequence identity to the amino acid sequence of SEQ ID NO: 214; (b} a VL domain comprising an amino
acid sequence having at least 95% sequence identity to the amino acid sequence of SEQ ID NO: 215; or
{¢c) a VH domain as in {a) and a VL domain as in (b). In some embodiments, the VH domain comprises
the amino acid sequence of SEQ ID NO: 214. in some embodiments, the VL domain comprises the
amino acid sequence of SEQ ID NO: 215. in another aspect, there is provided an anti-CD3 antibody,
wherein the anti-CD3 antibody comprises a binding domain comprising (a) a VH domain comprising an
amino acid seguence of SEQ 1D NO: 216 and (b} a VL. domain comprising an amino acid sequence of
SEQ ID NO: 217, In some embodiments, the binding domain comprises (a) a VH domain comprising an
amino acid sequence having at least 95% sequence identity to the amino acid sequence of SEQ 1D NO:
216; (b) a VL domain comprising an amino acid sequence having at least 95% sequence identity o the
amino acid sequence of SEQ ID NO: 217; or (c} a VH
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domain as in (&) and a VL domain as in {(b). In some embodiments, the VH domain corﬁprises
the amino acid sequence of SEQ ID NO: 216. In some embodiments, the VL domain comprises the
amino acid sequence of SEQ ID NO: 217.

in-some-aspocts—theinveptionfeatures-Disclosed is an anti-CD3 antibody, wherein the anti-CD3
antibody comprises a binding domain comprising: (a) a VH domain comprising an amino acid sequence
of SEQ 1D NO: 214 and (b) a VL domain comprising an amino acid sequence of SEQ 1D NO: 215, or (a) a
VH domain comprising an amino acid sequence of SEQ D NO: 216 and (b} a VL domain comprising an
amino acid sequence of SEQ ID NO: 217.

In another aspect, there is provided-inventionfeakres an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises a binding domain comprising the following six HVRs: (a) an HVR-H1 comprising
the amino acid sequence of SEQ ID NO: 37; (b) an HVR-H2 comprising the amino acid sequence of SEQ
1D NO: 38; (c) an HVR-H3 comprising the amino acid sequence of SEQ 1D NO: 39; (d) an HVR-L1
comprising the amino acid sequence of SEQ ID NO: 40; (e} an HVR-L2 comprising the amino acid
sequence of SEQ ID NO: 41; and (f) an HVR-L3 comprising the amino acid sequence of SEQ 1D NO: 42.
In another aspect, there is provided an anti-CD3 antibody, wherein the anti-CD3 antibody comprises a
binding domain comprising (a) & VH domain comprising an aming acid sequence of SEQ 1D NO: 218 and
{b) a VL domain comprising an amino acid sequence of SEQ 1D NO: 219. In some embodiments, the
binding domain comprises (a) a VH domain comprising an amino acid sequence having at ieast 95%
sequence identity to the amino acid sequence of SEQ 1D NO: 218; (b) a VL domain comprising an amino
acid sequence having at least 95% sequence identity {o the amino acid sequence of SEQ D NO: 219; or
(c) a VH domain as in (a) and a VL domain as in (b}). In some embodiments, the VH domain comprises
the amino acid sequence of SEQ ID NO: 218. In some embodiments, the VL domain comprises the
amino acid sequence of SEQ ID NO: 219. In another aspect, there is provided an anti-CD3 antibody,
wherein the anti-CD3 antibody comprises a binding domain comprising (a) a VH domain comprising an
amino acid sequence of SEQ 1D NO: 220 and (b) a VL domain comprising an amino acid sequence of
SEQ 1D NO: 221, In some embodiments, the binding domain comprises (a) a VH domain comprising an
amino acid sequence having at least 95% sequence idenfity to the amino acid sequence of SEQ 1D NO:
220; (b) a VL. domain comprising an amino acid sequence having at least 95% sequence identity to the
amino acid sequence of SEQ ID NO: 221; or (¢c) a VH domain as in (a) and a VL domain asin (b). In
some embodiments, the VH domain comprises the amino acid sequence of SEQ 1D NO: 220. in some
embodiments, the VL domain comprises the amino acid sequence of SEQ ID NO: 221.

In-some-aspesis-the-inventionfesturesDisclosed is an anti-CD3 antibody, wherein the anti-CD3
antibody comprises a binding domain comprising: {a) a VH domain comprising an amino acid sequence
of SEQ iD NO: 218 and (b) a VL domain comprising an amino acid sequence of SEQ ID NO: 219, or (a) a
VH domain comprising an amino acid sequence of SEQ 1D NO: 220 and (b) a VL. domain comprising an
amino acid sequence of SEQ 1D NO: 221.

In seme-another aspects, there is provided-inventionfeatures an anti-CD3 antibody, wherein the

anti-CD3 antibody comprises a binding domain comptrising the following six HVRs: (a) an HVR-H1
comprising the amino acid sequence of SEQ ID NO: 43; (b) an HVR-H2 comprising the amino acid
sequence of SEQ ID NO: 44; (c) an HVR-H3 comprising the amino acid sequence of SEQ 1D NO: 48; (d)
an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 46; (e) an HVR-L2 comprising the amino
acid sequence of SEQ ID NO: 47; and (f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO:
48. [h another aspect, there is provided an anti-CD3 antibody. wherein the anti-CD3 antibody comprises a

binding domain comprising (a) a Vi domain comprising an amino acid seguence of SEQ (D NO: 222 and

(b) 2 VL domain comprising an amino acid sequence of SEQ 1D NO: 223, In some embodiments, the

binding domain comprises (a) a VH domain comprising an amino acid sequence having at least 95%
sequence identity to the amino acid sequence of SEQ 1D NO: 222; (b) a VL domain comprising an amino
acid sequence having at least 95% sequence identity to the amino acid sequence of
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SEQ ID NO: 223; or (c) a VH domain as in (a) and a VL domain as in (b). In some embodiments,
the VH domain comprises the amino acid sequence of SEQ 1D NO: 222. In some embodiments, the VL
domain comprises the amino acid sequence of SEQ ID NO: 223. In another aspect, there is provided an
anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising (a) a VH
domain comprising an amino acid sequence of SEQ ID NO: 224 and (b) a VL. domain comprising an
amino acid sequence of SEQ 1D NQ: 225. In some embodiments, the binding domain comprises (a) a VH
domain comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 224; (b) a VL domain comprising an amino acid sequence having at least 95%
sequence identity to the amino acid sequence of SEQ ID NO: 225; or (¢) a VH domain as in (a) and a VL
domain as in (b). In some embodiments, the VH domain comprises the amino acid sequence of SEQ 1D
NO: 224. In some embodiments, the VL domain comprises the amino acid sequence of SEQ |D NO: 225.
In another aspect, there is provided an anti-CD3 antibody, wherein the anti-CD3 antibody comprises a
binding domain comprising (a) a VH domain comprising an amino acid sequence of SEQ 1D NQ; 226 and
{b) a VL domain comprising an amino acid sequence of SEQ 1D NO: 227, In some embadiments, the
binding domain comprises (a) a VH domain comprising an amino acid sequence having at least 95%
sequence identity to the amino acid sequence of SEQ 1D NO: 226; (b) a VL domain comprising an amino
acid sequence having at least 95% sequence identity fo the amino acid sequence of SEQ ID NO: 227; or
{c}a VH domain as in (a) and a VL domain as in (b). In some embodiments, the VH domain comprises
the amino acid sequence of SEQ 1D NO: 226. In some embodiments, the Vi domain comprises the
amino acid sequence of SEQ ID NO: 227.

In-some-aspecisthe-invention-featuresDisclosed is an anti-CD3 antibody, wherein the anti-CD3
antibody comprises a binding domain comprising: (a) a VH domain comprising an amino acid sequence
of SEQ 1D NO: 222 and (b) a VL domain comprising an amino acid sequence of SEQ ID NO: 223; (a) a
VH domain comprising an amino acid sequence of SEQ 1D NO: 224 and (b} a VL domain comprising an
amino acid sequence of SEQ ID NO: 225; (a) a VH domain comprising an amino acid sequence of SEQ
ID NO: 226 and (b) a VL domain comprising an amino acid sequence of SEQ ID NO: 227.

In anctherseme aspects, therg is provided-ipvantiss-features an anti-CD3 antibody, wherein the
anti-CD3 antibody comprises a binding domain comprising the following six HVRs: {a) an HVR-H1
comprising the amino acid sequence of SEQ 1D NO: 49; (b) an HVR-H2 comprising the amino acid
sequence of SEQ 1D NO: 50; (¢) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 51; (d)
an HVR-1.1 comprising the amino acid sequence of SEQ 1D NO: 52; (e) an HVR-L2 comprising the amino
acid sequence of SEQ ID NO: 53; and (f) an HVR-L.3 comprising the amino acid sequence of SEQ 1D NO:
54. In ancther aspect, there is provided an anti-CD3 antibody, wherein the anti-CD3 antibody comprises a
binding domain comprising {a) a VH domain comprising an aming acid seguence of SEQ ID NQ; 228 and
(b) a VL domain comprising an amino acid sequence of SEQ ID NO: 229. In some embodiments, the
binding domain comprises (a) a VH domain comprising an amino acid sequence having at least 95%
sequence identity to the amino acid sequence of SEQ ID NO: 228; (b) a VL domain comprising an amino
acid sequence having at least 95% sequence identity to the amino acid sequence of SEQ ID NO: 229; or
(c) a VH domain as in {a) and a VL domain as in {b). In some embodiments, the VH domain comprises
the amino acid sequence of SEQ ID NO: 228, in some embodiments, the VL domain comprises the
amino acid sequence of SEQ ID NO: 229. In another aspect, there is provided an anti-CD3 antibody,
wherein the anti-CD3 antibody comprises a binding domain comprising (&) a VH domain comprising an
amino acid sequence of SEQ 1D NO: 230 and (b) a VL. domain comprising an amino acid seqguence of
SEQ ID NQ: 231, in some embodiments, the binding domain comprises (a) a VH domain comprising an
amino acid sequence having at least 95% sequence identity to the amino acid sequence of SEQ ID NO:
230; (b) a VL domain comprising an amino acid sequence having at least 95% sequence identity to the
amino acid sequence of SEQ ID NO: 231; or (¢} a VH domain as in (a) and a VL. domain as in (b). In
some embodiments, the VH domain comprises the amino acid sequence of SEQ (D NO: 230. in some
embodiments, the VL domain comprises the amino acid sequence of SEQ 1D NO: 231.

lsome-aspesis—thednvention-featuresDisclosed is an anti-CD3 antibody, wherein the anti-CD3

antibody comprises a binding domain comprising: (a) a VH domain comprising an amino acid sequence
of SEQ ID
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NO: 228 and (b) a VL. domain comprising an amino acid sequence of SEQ ID NO: 229, or (a) a
VH domain comprising an amino acid sequence of SEQ {D NO: 230 and (b) a VL domain comprising an
amino acid sequence of SEQ 1D NO: 231.

In another aspect, there is provided-inventien-foatures an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises a binding domain comprising the following six HVRs: (a) an HVR-H1 comprising
the amino acid sequence of SEQ ID NO: 55; (b) an HVR-H2 comprising the amino acid sequence of SEQ
ID NO: 56; {c} an HVR-H3 comprising the amino acid sequence of SEQ 1D NO: 57; (d) an HVR-L1
comprising the amino acid sequence of SEQ 1D NO: 88; (e) an HVR-L2 comprising the amino acid
sequence of SEQ ID NO: 59; and (f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO: 60.
In some embodiments, the binding domain comprises {a) a VH domain comprising an amino acid
sequence having at least 95% sequence identity to the amino acid sequence of SEQ iD NO: 232; (b) a
VL domain comprising an amino acid sequence having at teast 95% sequence identity to the amino acid
sequence of SEQ ID NO: 233; or (¢) a VH domain as in (a) and a V1. domain as in (b). in some
embodiments, the VH domain comprises the amino acid sequence of SEQ 1D NO: 232. In some
embodiments, the VL domain comprises the amino acid sequence of SEQ {D NO: 233.

in another aspect, there is provided-inventiorfeatures an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises a binding domain comprising: {a) a VH domain comprising an amino acid
sequence of SEQ ID NO: 232 and (b) a VL domain comprising an amino acid sequence of SEQ ID NO:
233.

In another aspect, therg is providedinvention-featuras an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises a binding domain comprising the following six HVRs: (a) an HVR-H1 comprising
the amino acid sequence of SEQ ID NO: 61; (b) an HVR-H2 comprising the amino acid sequence of SEQ
ID NO: 62; (¢) an HVR-H3 comprising the amino acid sequence of SEQ 1D NO: 63; (d) an HVR-L1
comprising the amino acid sequence of SEQ (D NO: 64; (e) an HVR-L.2 comprising the amino acid
sequence of SEQ ID NO: 65; and (f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO: 66.
in some embodiments, the binding domain comprises (a) a VH domain comprising an amino acid
sequence having at least 95% sequence identity {o the amino acid sequence of SEQ ID NO: 234; (b) a
VL domain comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 235; or (c) a VH domain as in (a) and a VL. domain as in (b). In some
embodiments, the VH domain comprises the amino acid sequence of SEQ ID NO: 234. Ih some
embodiments, the VL domain comprises the amino acid sequence of SEQ ID NO: 235.

in another aspect, there is provided-invention-fesiures an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises a binding domain comprising: (a) a VH domain comprising an amino acid
sequence of SEQ ID NO: 234 and (b) a VL domain comprising an amino acid sequence of SEQ ID NO:
2385,

in another aspect, there is provided-invention-tsaiwres an anti-CD3 antibody, wherein the anti-

CB3 antibody comprises a binding domain comprising the following six HVRs: (a) an HVR-H1 comprising
the amino acid sequence of SEQ D NO: 67; (b) an HVR-H2 comprising the amino acid sequence of SEQ
ID NO: 68; (¢) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 69; (d) an HVR-L1
comprising the amino acid sequence of SEQ ID NO: 70; (e) an HVR-L2 comprising the amino acid
seguence of SEQ ID NO: 71; and (f) an HVR-L3 comprising the amino acid sequence of SEQ 1D NO: 72.
In some embodiments, the binding domain comprises (a) a VH domain comprising an amino acid
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having at least 95% sequence identity to the amino acid sequence of SEQ ID NO: 236; (b)a VL
domain comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 237; or (¢) 2 VH domain as in (a) and a VL domain as in (b). in some
embodiments, the VH domain comprises the amino acid sequence of SEQ ID NO: 236. in some
embodiments, the VL domain comprises the amino acid sequence of SEQ 1D NO; 237.

In another aspect, there is provided-investion-features an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises a binding domain comprising: (a) a VH domain comprising an amino acid
sequence of SEQ 1D NO: 236 and (b) a VL domain comprising an amino acid sequence of SEQ ID NO:
237.

In another aspect, there is provided-invention features an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises a binding domain comprising the following six HVRs: (a} an HVR-H1 comprising
the amino acid sequence of SEQ ID NO: 73; (b) an HVR-H2 comprising the amino acid sequence of SEQ
ID NO: 74; (¢) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 75; {(d) an HVR-L1
comprising the amino acid sequence of SEQ ID NO: 76; (e) an HVR-L2 comprising the amino acid
sequence of SEQ ID NO: 77; and (f) an HVR-L3 comprising the amino acid sequence of SEQ 1D NO: 78.
in some embodiments, the binding domain comprises (a) a VH domain comprising an amino acid
sequence having at least 95% sequence identity to the amino acid sequence of SEQ ID NO: 238; (b) a
VL domain comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 239; or (¢) a VH domain as in (a) and a VL domain as in (b). In some
embodiments, the VH domain comprises the amino acid sequence of SEQ 1D NO: 238. In some
embodiments, the VL domain comprises the amino acid sequence of SEQ ID NO: 239.

in another aspect, there is provided-invention-featuraes an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises a binding domain comprising: (a) a VH domain comprising an amino acid
sequence of SEQ 1D NO: 238 and (b) a VL domain comprising an amino acid sequence of SEQ ID NO:
239.

in another aspect, therg is provided-invention-features an anti-CD3 antibody, wherein the anti-

CD3 antibody comprises a binding domain comprising the following six HVRs: (a) an HVR-H1 comprising
the amino acid sequence of SEQ 1D NO: 79; (b) an HVR-H2 comprising the amino acid sequence of SEQ
iD NO: 80; (c) an HVR-H3 comprising the amino acid sequence of SEQ 1D NO: 81; (d) an HVR-L1
comprising the amino acid sequence of SEQ ID NO: 82; (e) an HVR-L2 comprising the amino acid
sequence of SEQ ID NO: 83; and {f) an HVR-L3 comprising the amino acid sequence of SEQ 1D NO: 84,
In some embodiments, the binding domain comprises (a) a VH domain comprising an amino acid
sequence having at least 95% sequence identity to the amino acid sequence of SEQ ID NO: 240; (b) a
VL domain comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 241; or {c) a VH domain as in (a) and a VL domain as in (b). In some
embodiments, the VH domain comprises the amino acid sequence of SEQ D NO: 240. In some
embodiments, the VL domain comprises the amino acid sequence of SEQ D NO: 241.

In another aspect, there is provided -nventien-features an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises a binding domain comprising: (a) a VH domain comprising an amino acid
sequence of SEQ 1D NO: 240 and (b) a VL domain comprising an amino acid sequence of SEQ ID NO:
241,

in another aspect, there is provided-imvestion-fogtures an anti-CD3 antibody, wherein the anti-

CD3 antibody comprises a binding domain comprising the following six HVRs: (a) an HVR-H1 comprising
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10



10

15

20

25

30

35

40

acid sequence of SEQ ID NO: 85; (b) an HVR-H2 comprising the amino acid sequence of SEQ 1D
NO: 86; (¢) an HVR-H3 comprising the amino acid sequence of SEQ |D NO: 87; (d) an HVR-L1
comprising the amino acid sequence of SEQ 1D NO: 88; (e) an HVR-L2 comprising the amino acid
sequence of SEQ D NO: 89; and (f) an HVR-L3 comprising the amino acid sequence of SEQ iD NO: 90,
In some embodiments, the binding domain comprises (a) a VH domain comprising an amino acid
sequence having at least 95% sequence identity to the amino acid sequence of SEQ ID NQ: 242; (b) a
VL domain comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 243; or (c) a VH domain as in {(a) and & VL domain as in (b). in some
embodiments, the VH domain comprises the amino acid sequence of SEQ ID NO: 242. in some
embodiments, the VL domain comprises the amino acid sequence of SEQ 1D NO: 243,

In another aspect, there is provided-inventiorfeatures an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises a binding domain comprising: (a) a VH domain comprising an amino acid
sequence of SEQ ID NO: 242 and (b) a VL domain comprising an amino acid sequence of SEQ iD NO:
243,

In another aspect, there is provided-invention-features an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises a binding domain comprising the following six HVRs: (a) an HVR-H1 comprising
the amino acid sequence of SEQ {D NO: 91; (b) an HVR-H2 comprising the amino acid sequence of SEQ
ID NO: 92; (¢) an HVR-H3 comprising the amino acid sequence of SEQ 1D NO: 93; {(d) an HVR-L1
comprising the amino acid sequence of SEQ D NO: 94; (e) an HVR-L2 comprising the amino acid
sequence of SEQ ID NO: 95; and (f) an HVR-L.3 comprising the amino acid sequence of SEQ iD NO: 6.
in some embodiments, the binding domain comprises (a) a VH domain comprising an amino acid
sequence having at least 95% sequence identity to the amino acid sequence of SEQ ID NO: 244, (b) a
VL. dornain comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ D NO: 245; or {¢) a VH domain as in (a) and a VL domain as in (b). In some
embodiments, the VH domain comprises the amino acid sequence of SEQ ID NO: 244. In some
embodiments, the VL domain comprises the amino acid sequence of SEQ 1D NO: 245.

In another aspect, there is provided-invention-features an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises a binding domain comprising: (a) a VH domain comprising an amino acid
sequence of SEQ ID NO: 244 and (b) a VL. domain comprising an amino acid sequence of SEQ {D NO:
245,

In another aspect, there is provided invention-features an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises a binding domain comprising the following six HVRs: (a) an HVR-H1 comprising
the amino acid sequence of SEQ ID NO: 97; (b) an HVR-H2 comprising the amino acid sequence of SEQ
ID NO: 98; (c) an HVR-H3 comprising the amino acid sequence of SEQ 1D NO: 93; (d) an HVR-L1
comprising the amino acid sequence of SEQ {D NO: 100; (e) an HVR-L2 comprising the amino acid
sequence of SEQ ID NO: 101; and {f) an HVR-L3 comprising the aminoc acid sequence of SEQ ID NO:
102. In some embodiments, the binding domain comprises {(a) a VH domain comprising an amino acid
sequence having at least 95% sequence identity to the amino acid sequence of SEQ ID NO: 246; (b) a
VL domain comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 247; or (¢) a VH domain as in (g) and a VL domain as in (b). In some
embodiments, the VH domain comprises the amino acid sequence of SEQ ID NO: 246. In some
embodiments, the VL domain comprises the amino acid sequence of SEQ 1D NO: 247,
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in another aspect, there s provided-nventionfeatures an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises a binding domain comprising: (a) a VH domain comprising an amino acid
sequence of SEQ ID NO: 246 and (b) a VL domain comprising an amino acid sequence of SEQ [D NO:
247,

In another aspect, there is provided-invention-features an anfi-CD3 antibody, wherein the anti-
CD3 antibody comprises a binding domain comprising the following six HVRs: (a) an HVR-H1 comprising
the amino acid sequence of SEQ 1D NO: 103; (b) an HVR-H2 comprising the amino acid sequence of
SEQ 1D NO: 104; (c) an HVR-H3 comprising the amino acid sequence of SEQ ID NC: 105; (d) an HVR-
L1 comprising the amino acid sequence of SEQ 1D NO: 106; (e} an HVR-L2 comprising the amino acid
sequence of SEQ 1D NO: 107; and (f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO:
108. in some embodiments, the binding domain comprises (a) 2 VH domain comprising an amino acid
sequence having at least 95% sequence identity to the amino acid sequence of SEQ ID NO: 248; (b) a
VL domain comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 249; or (c) a VH domain as in (a) and a VL domain as in (b). In some
embodiments, the VH domain comprises the amino acid sequence of SEQ {D NO: 248. In some
embodiments, the VL domain comprises the amino acid sequence of SEQ ID NO: 249.

In another aspect, therg is provided-nventionfoatures an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises a binding domain comprising: (a) a VH domain comprising an amino acid
sequence of SEQ 1D NO: 248 and (b) a2 VL domain comprising an aminoc acid sequence of SEQ ID NO:
249,

in another aspect, there is provided-inventisnfeatures an anti-CD3 antibody, wherein the anti-

CD3 antibody comprises a binding domain comprising the following six HVRs: (a) an HVR-H1 comprising
the amino acid sequence of SEQ D NO: 109; (b) an HVR-H2 comprising the amino acid sequence of
SEQ D NO: 110; (¢) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 111; (d) an HVR-
L1 comprising the amino acid sequence of SEQ [D NO: 112; (e) an HVR-L2 comprising the amino acid
sequence of SEQ ID NO: 113; and (f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO:
114. In some embodiments, the binding domain comprises (a) a VH domain comprising an amino acid
sequence having at least 95% sequence identity to the amino acid sequence of SEQ ID NO: 250; (b) a
VL domain comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 251; or (¢) a VH domain as in (a) and a VL domain as in (b). In some
embodiments, the VH domain comprises the amino acid sequence of SEQ {D NO: 250, In some
embodiments, the VL. domain comprises the amino acid sequencs of SEQ D NO: 251.

in another aspect, there is provided-aventiondfeatwrss an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises a binding domain comprising: (a) a VH domain comprising an amino acid
sequence of SEQ 1D NO: 250 and (b) a VL domain comprising an aminoc acid sequence of SEQ ID NO:
251,

In another aspect, there is provided-inventionfeatures an anti-CD3 antibody, wherein the anti-

CD3 antibody comprises a binding domain comprising the foliowing six HVRs: (a) an HVR-H1 comprising
the amino acid sequence of SEQ ID NO: 115; (b) an HVR-H2 comprising the amino acid sequence of
SEQ iD NO: 116; (c) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 117; (d) an HVR-
L1 comprising the amino acid sequence of SEQ 1D NO: 118; (e) an HVR-L2 comprising the amino acid
sequence of SEQ ID NO: 119; and (f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO:
120. In some embodiments, the binding domain comprises (a) a VH domain comprising an amino acid
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having at least 95% sequence identity to the amino acid sequence of SEQ 1D NO: 252; (b) a VL
domain comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 253; or (c) a VH domain as in (a) and a VI. domain as in (b). In some
embodiments, the VH domain comprises the amino acid sequence of SEQ 1D NO: 252. In some
embodiments, the VL domain comprises the amino acid sequence of SEQ ID NO: 253.

In another aspect, there is provided -inventonfestures an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises a binding domain comprising: {a) a VH domain comprising an amino acid
sequence of SEQ ID NO: 252 and (b) a VL domain comprising an amino acid sequence of SEQ 1D NO:
253.

In another aspect, there is provided-inventionfeatures an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises a binding domain comprising the following six HVRs: (a) an HVR-H1 comprising
the amino acid sequence of SEQ ID NO: 121; (b) an HVR-H2 comprising the amino acid sequence af
SEQ 1D NO: 122; {¢) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 123; (d) an HVR-
L1 comprising the amino acid sequence of SEQ ID NQO: 124, (e) an HVR-L2 comprising the amino acid
sequence of SEQ ID NO: 125; and (f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO:
126. In some embodiments, the binding domain comprises (a) a VH domain comprising an amino acid
sequence having at least 95% sequence identity to the amino acid sequence of SEQ ID NO: 254; (b) a
VL domain comprising an amino acid sequence having at least 85% sequence identity to the amino acid
sequence of SEQ ID NO: 255; or (¢) a VH domain as in (a) and a VL domain as in (b). In some
embodiments, the VH domain comprises the amino acid sequence of SEQ 1D NO: 254. |n some
embodiments, the V0L domain comprises the amino acid sequence of SEQ ID NO: 255.

in another aspect, there is provided-nverntion-features an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises a binding domain comprising: (a) a VH domain comprising an amino acid
sequence of SEQ 1D NO: 254 and (b) a VL domain comprising an amino acid sequence of SEQ ID NO:
255.

in another aspect, there is provided-inventionfeatures an anti-CD3 antibody, wherein the anti-

CD3 antibody comprises a binding domain comprising the following six HVRs: (a) an HVR-H1 comprising
the amino acid sequence of SEQ 1D NO: 127; (b) an HVR-H2 comprising the amino acid sequence of
SEQ ID NO: 128; {c) an HVR-H3 comprising the amino acid sequence of SEQ D NO: 129; (d) an HVR-
L1 comprising the amino acid sequence of SEQ iD NO: 130; (e) an HVR-L2 comprising the amino acid
sequence of SEQ ID NO: 131; and (f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO:
132. In some embodiments, the binding domain comprises (a) a VH domain comprising an amino acid
sequence having at least 95% sequence identity to the amino acid sequence of SEQ ID NO: 256; (b} a
VL domain comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 257; or (¢) a VH domain as in (a) and a VL domain as in (b). In some
embodiments, the VH domain comprises the amino acid sequence of SEQ 1D NO: 256. In some
embodiments, the VL domain comprises the amino acid sequence of SEQ ID NO: 257,

in another aspect, there is provided-nventionfeaiures an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises a binding domain comprising: (a) a VH domain comprising an amino acid
sequence of SEQ 1D NO: 256 and {b) a VL domain comprising an amino acid sequence of SEQ {D NO:
257.

In another aspect, there is provided-rventisnfsatures an anti-CD3 antibody, wherein the anti-

CD3 antibody comprises a binding domain comprising the following six HVRs: (a) an HVR-H1 comprising
the amino
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acid sequence of SEQ ID NO: 133; (b) an HVR-H2 comprising the amino acid sequence of SEQ
ID NO: 134; {¢) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 135; (d) an HVR-L1
comprising the amino acid sequence of SEQ ID NO: 136; (e) an HVR-L2 comprising the amino acid
sequence of SEQ 1D NO: 137; and {f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO:
138. In some embodiments, the binding domain comprises (a) a VH domain comprising an amino acid
sequence having at least 95% sequence identity to the amino acid sequence of SEQ 1D NO: 258; (b) a
VL domain comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 259; or (¢) a VH domain as in (a) and a VL domain as in (b). in some
embodiments, the VH domain comprises the amino acid sequence of SEQ 1D NO: 258. In some
embodiments, the VL domain comprises the amino acid sequence of SEQ ID NO: 259.

in another aspect, there is providedinvention-features an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises a binding domain comprising: {a) a VH domain comprising an amino acid
sequence of SEQ ID NO: 258 and (b) a VL domain comprising an amino acid sequence of SEQ ID NO:
259.

in another aspect, there is provided-invention-faatures an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises a binding domain comprising the following six HVRs: (a) an HVR-H1 comprising
the amino acid sequence of SEQ ID NO: 139; (b) an HVR-H2 comprising the amino acid sequence of
SEQ ID NO: 140; {¢) an HVR-H3 comprising the amino acid sequence of SEQ 1D NO: 141; (d) an HVR-
L1 comprising the amino acid sequence of SEQ ID NO: 142; (e) an HVR-L2 comprising the amino acid
sequence of SEQ ID NO: 143; and (f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO:
144. In some embodiments, the binding domain comprises (a) a VH domain comprising an amino acid
sequence having at least 95% sequence identity to the amino acid sequence of SEQ ID NO: 260; (b) a
VL. domain comprising an amino acid sequence having at least 85% sequence identity to the amino acid
sequence of SEQ ID NO: 261; or (¢} a VH domain as in () and a VL domain asin (b). In some
embodiments, the VH domain comprises the amino acid sequence of SEQ 1D NO: 260. in some
embodiments, the VL. domain comprises the amino acid sequence of SEQ ID NO: 261.

in another aspect, there is provided-nvertion-features an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises a binding domain comprising: (a) a VH domain comprising an amino acid
sequence of SEQ ID NO: 260 and (b) a VL domain comprising an amino acid sequence of SEQ 1D NO:
261.

In another aspect, there is provided-investion-features an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises a binding domain comprising the following six HVRs: (a) an HVR-H1 comprising
the amino acid sequence of SEQ {D NO: 145; (b) an HVR-H2 comprising the amino acid sequence of
SEQ ID NO: 146; (¢) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 147; (d) an HVR-
L1 comprising the amino acid sequence of SEQ 1D NO: 148; (e) an HVR-L2 comprising the amino acid
sequence of SEQ ID NQ: 149; and (f} an HVR-L.3 comprising the amino acid sequence of SEQ 1D NO:
150. In some embodiments, the binding domain comprises (a) a VH domain comprising an amino acid
sequence having at least 95% sequence identity to the amino acid sequence of SEQ ID NO: 262; (b) a
VL domain comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 263; or {c} a VH domain as in {(a) and a VL. domain as in (b}. in some
embodiments, the VH domain comprises the amino acid sequence of SEQ ID NO: 262. In some
embodiments, the VL domain comprises the amino acid sequence of SEQ {D NO: 263,
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In another aspect, there is provided-inventicafsatures an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises a binding domain comprising: (a) a VH domain comprising an amino acid
sequence of SEQ iD NO: 262 and (b) a VL domain comprising an amino acid sequence of SEQ [D NO:
263.

In another aspect, therg is provided invention fsatures an anti-CD3 antibody, wherein the anti-
CD3 antibedy comprises a binding domain comprising the foliowing six HVRs: (a) an HVR-H1 comprising
the amino acid sequence of SEQ 1D NO: 151; (b) an HVR-H2 comprising the amino acid sequence of
SEQ D NO: 152; (c) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 153; (d) an HVR-
L1 comprising the amino acid sequence of SEQ ID NO: 154; (e) an HVR-L2 comprising the amino acid
sequence of SEQ 1D NO: 155; and (f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO:
156. In some embodiments, the binding domain comprises (a) a VH domain comprising an amino acid
sequence having at least 95% sequence identity to the amino acid sequence of SEQ ID NO: 264; (b) a
VL domain comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 265; or (¢} a VH domain as in (a) and a VL domain as in (b). In some
embodiments, the VH domain comprises the amino acid sequence of SEQ ID NO: 264. in some
embodiments, the VL domain comprises the amino acid sequence of SEQ ID NO: 265.

In another aspect, therg is provided-invention-festures an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises a binding domain comprising: (a) a VH domain comprising an amino acid
sequence of SEQ ID NO: 264 and (b) a V.. domain comprising an amino acid sequence of SEQ ID NO:
265.

In another aspect, there is provided-inventionfoatures an anti-CD3 antibody, wherein the anti-
CD3 antibody binds to an epitope on CD3 comprising amino acid residue Giu6 of CD3. in certain
aspesisembodiments, the inventiendisclosure features an anti-CD3 antibody, wherein the epitope further
comprises one or more additional amino acid residues selected from the group consisting of Gin1, Asp2,
wherein the epitope comprises amino acid residues Gin1, Asp2, and Glu6 of CD3. in certain
aspeciembodiments, the inventondisclosure features an anti-CD3 antibody, wherein the epitope
comprises amino acid residues Gin1, Asp2, Glu6, and Met7 of CD3. In another aspesctembodiment, the
inventiondisclosure features an anti-CD3 antibody, wherein the epitope does not comprise amino acid
residue Glub of CD3. in a further aspestembodiment, the disclosureinventien features an anti-CD3
antibody, wherein the epitope does not comprise amino acid residues Gly3 and Glub of CD3. In certain
aspestembodiments, the invertiondisclosure features an anti-CD3 antibody, wherein the epitope consists
of amino acid residues Gin1, Asp2, Glug, and Met7 of CD3.

in related aspesisembediments, the inventendisclosure features an anti-CD3 antibody that binds

such an epitope and that is a multispecific antibody. in some embodiments, the multispecific antibody is
a bispecific antibody. In some embodiments, the bispecific antibody comprises a second binding domain
that binds to a second biological molecule, wherein the second biological molecule is a cell surface
antigen. In some embodiments, the cell surface antigen is a tumor antigen. in some embodiments, the
tumor antigen is selected from the group consisting of CD20; FcRH5 (Fc Receptor-like 5); HER2; LYPDA;
LyBGED (lymphocyte antigen 6 complex, locus G61); Ly6-D, MEGT1); PMEL17 (siiver homolog; SILV;
D12S53E; PMEL17; (S1); (SIL); ME20; gp100); Ly8E (lymphocyte antigen 6 complex, locus E; Ly67, RIG-
E, SCA-2, TSA-1), CD19; CD33; CD22 (B-cell receptor CD22-B isoform); CD79a (CD79A, CD79a,
immunoglobulin-associated alpha; BMPR 18 (bone morphogenetic protein receptor-type (B); CD78b
(CD79B, CD798, 1 Gb (immunoglobulin-associated beta), B29); EDAR (Ectodysplasin A Receptor);
GFRA1 (GDNF-Ra1);
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SNRPD1; SOX10; Sp17; SSX-2; SSX-4; STEAP1; survivin; SYT-SSX1 or -SSX2 fusion protein;
TAG-1; TAG-2; Telomerase; TGF-betaRll; TRAG-3; Triosephosphate isomerase; TRP-1/ gp75; TRP-2;
TRP2-INTZ; tyrosinase; VEGF; WT1: XAGE-1b/GAGED?2a; and SLC35D3. In some embodiments, the
tumor antigen is selected from the group consisting of CD20, FcRH5, HER2, LYPD1, LY6G6D, PMEL17,
LYBE, CD19, CD33, CD22, CD79A, CD79B, EDAR, GFRA1, MRP4, RET, Steap1, and TenB2.

In some embodiments, the tumor antigen is CD20 and the second binding domain comprises the
following six HVRs: (a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 157; (b) an
HVR-H2 comprising the amino acid sequence of SEQ ID NO: 158; (¢) an HVR-H3 comprising the amino
acid sequence of SEQ 1D NO: 159; (d) an HVR-L1 comprising the amino acid sequence of SEQ 1D NO:
160; (e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 161; and (f) an HVR-L3
comprising the amino acid sequence of SEQ ID NO: 162. [n another aspect. there is provided an anti-
CD3 antibody, wherein the anti-CD32 anfibody comprises a second binding domain comprising (a) a VH
domain comprising an amino acid sequence of SEQ 1D NQ: 266 and (b) a VL domain comprising an
amino acid seguence of SEQ 1D NO: 267. In some embodiments, the second binding domain comprises
(a) a VH domain comprising an amino acid sequence having at least 95% sequence identity to the amino
acid sequence of SEQ ID NO: 266; (b) a VL domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ 1D NO: 267; or (c) @ VH domain as in (a) and
a VL domain as in (b). In some embodiments, the VH domain comprises the amino acid sequence of
SEQ ID NO: 266. in some embodiments, the VL domain comprises the amino acid sequence of SEQ D
NO: 267.

In some embodiments, the tumor antigen is FcRH5 and the second binding domain comprises
the following six HVRs: (a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 163; (b) an
HVR-H2 comprising the amino acid sequence of SEQ ID NO: 164; (c) an HVR-H3 comprising the amino
acid sequence of SEQ ID NO: 165; (d) an HVR-L1 comprising the amino acid sequence of SEQ {D NO:
166; (e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 167; and (f) an HVR-L3
comprising the amino acid sequence of SEQ ID NO: 168. In another aspect, there is provided an anti-
CD3 antibody, wherein the anti-CD3 antibody comprises a second binding domain comprising {a) a VM
domain comprising an amino acid sequence of SEQ 1D NGO: 268 and (b) a VL domain comprising an
amino acid seauence of SEQ {0 NO: 269, In some embodiments, the second binding domain comprises
(a) a VH domain comprising an amino acid sequence having at least 95% sequence identity to the amino
acid sequence of SEQ ID NO: 268; (b) a VL domain comprising an aminc acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ ID NO: 269; or (¢) a VH domain as in (a) and
a VL domain as in (b). In some embaodiments, the VH domain comprises the amino acid sequence of
SEQ ID NO: 268. In some embodiments, the VL domain comprises the amino acid sequence of SEQ 1D
NO: 269.

In some embodiments, the tumor antigen is HER2 and the second binding domain comprises the

foliowing six HVRs: (a) an HVR-H1 comprising the amino acid sequence of SEQ ID NOG: 169; (b) an
HVR-H2 comprising the amino acid sequence of SEQ ID NO: 170; (c) an HVR-H3 comprising the amino
acid sequence of SEQ ID NO: 171; (d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO:
172; (e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 173; and (f) an HVR-L3
comprising the amino acid sequence of SEQ ID NO; 174. in another aspect, there is provided an anii-

CD3 antibody, wherein the anti-CD3 antibody comprises a second binding domain comprising (8) a VH

domain comprising an amino acid sequence of SEQ 1D NO: 270 and (b} a VL domain comprising an

amino acid sequence of SEQ 1D NO: 271. in some embodiments, the second binding domain comprises

(a) & VH domain comprising an amino acid sequence having at least 95% sequence identity to the amino
acid sequence of SEQ ID NO: 270; (b) a VL domain comprising an amino acid sequence having at least
95% sequence identity fo the amino acid sequence of SEQ ID NO: 271; or (¢) a VH domain as in (a) and

a VL domain as in (b). In some embodiments, the VH domain comprises the
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amino acid sequence of SEQ [D NO: 270. In some embodiments, the VL domain comprises the
amino acid sequence of SEQ ID NO: 271.

in some embodiments, the tumor antigen is HER2 and the second binding domain comprises the
following six HVRs: (a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 581; (b) an
HVR-H2 comprising the amino acid sequence of SEQ 1D NO: 582; (c) an HVR-H3 comprising the amino
acid sequence of SEQ ID NO: §83; (d) an HVR-L1 comprising the amino acid sequence of SEQ D NO:
584; (e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 585; and (f) an HVR-L3
comprising the amino acid sequence of SEQ 1D NO: 586. In another aspect, there is provided an anti-
CD3 antibody_ wherein the anti-CD3 antibody comprises a second binding domain comprising (a) 2 VH
domain comprising an amino acid seguence of SEQ 1D NO: 583 and (b} a VL domain comprising an
amino acid sequence of SEQ 1D NO: 594. In some embodiments, the second binding domain comprises
(a) a VH domain comprising an amino acid sequence having at least 95% sequence identity to the amino
acid sequence of SEQ ID NO: 593; (b) a VL domain comprising an amino acid sequence having at least
95% sequence identity {o the amino acid sequence of SEQ ID NO: 594; or (¢) a VH domain as in {a) and
a VL domain as in (b). In some embodiments, the VH domain comprises the amino acid sequence of
SEQ 1D NO: 583. In some embodiments the VL domain comprises the amino acid sequence of SEQ ID
NQ: 594.

in some embodiments, the tumor antigen is HER2 and the second binding domain comprises the

foliowing six HVRs: (a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 587; (b} an
HVR-H2 comprising the amino acid sequence of SEQ 1D NO: 588; (¢) an HVR-H3 comprising the amino
acid sequence of SEQ ID NO: 589; (d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO:
590; (e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 581; and (f) an HVR-L3
comprising the amino acid sequence of SEQ 1D NO: 592. In another aspect, there is provided an anti-
a)a VH

domain comprising an amino acid sequence of SEQ ID NO: 585 and (b) a VL domain comprising an

CD3 antibody, wherein the anti-CD3 antibody comprises a second binding domain comprisin

amine acid sequence of SEQ 1D NO: 586. In some embodimerts, the second binding domain comprises

(a) a VH domain comprising an amino acid sequence having at least 95% sequence identity to the amino
acid sequence of SEQ ID NO: 595; (b) a VL. domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ D NO: 596; or {c) a VH domain as in (a} and
a VL domain as in (b). In some embodiments, the VH domain comprises the amino acid sequence of
SEQ ID NO: 595. in some embadiments, the VL domain comprises the amino acid sequence of SEQ ID
NQO: 596.

In some embodiments, the tumor antigen is RET and the second binding domain comprises the
following six HVRs: (a) an HVR-H1 comprising the amino acid sequence of SEQ 1D NO: 613; (b) an HVR-
H2 comprising the amino acid sequence of SEQ ID NO: 614; (¢) an HVR-H3 comprising the amino acid
sequence of SEQ ID NO: 615; (d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 616;
(e) an HVR-L.2 comprising the amino acid sequence of SEQ ID NO: 617; and (f) an HVR-L.3 comprising
the amino acid sequence of SEQ ID NO: 618. In some embodiments, the second binding domain
comprises (a) a VH domain comprising an amino acid sequence having at least 95% sequence identity to
the amino acid sequence of SEQ 1D NO: 619; (b) a VL domain comprising an amino acid sequence
having at least 95% sequence identity to the amino acid sequence of SEQ 1D NO: 620; or (¢) a VH
domain as in {a) and a VL domain as in (b). In some embodiments, the VH domain comprises the amino
acid sequence of SEQ ID NO: 619. In some embodiments, the VL domain comprises the amino acid
sequence of SEQ ID NO: 620.

in some embodiments, the tumor antigen is LYPD1 and the second binding domain comprises
the following six HVRs: (a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 175; (b} an
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HVR-H2 comprising the amino acid sequence of SEQ ID NO: 176; (c) an HVR-H3 comprising the
amino acid sequence of SEQ ID NO: 177; (d) an HVR-L1 comprising the amino acid sequence of SEQ ID
NO: 178; (e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 179; and (f) an HVR-L3
comprising the amino acid sequence of SEQ ID NO: 180._in ancther aspect, there is provided an anti-

CD3 antibody, wherein the anti-CD3 antibody comprises a second binding domain comprising (a) a VH

domain comprising an amino acid sequence of SEQ 1D NQ: 272 and (b) a VL domain comprising an

amino acid sequence of SEQ 1D NO: 273, In some embodiments, the second binding domain comprises
(a) a VH domain comprising an amino acid sequence having at least 95% sequence identity to the amino
acid sequence of SEQ ID NO: 272; (b) a VL domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ ID NO: 273; or (c) a VH domain as in (a) and
a VL domain as in (b). In some embodiments, the VH domain comprises the amino acid sequence of
SEQ [D NO: 272. In some embodiments, the VL. domain comprises the amino acid sequence of SEQ ID
NO: 273.

in some assectsembodiments, the isvestiondisclosure features an anti-CD3 antibody, wherein
the anti-CD3 antibody comprises a second binding domain comprising: (a) a VH domain comprising an
amino acid sequence of SEQ ID NO: 266 and {b) a VL domain comprising an amino acid sequence of
SEQ ID NO: 267; (a) a VH domain comprising an amino acid sequence of SEQ 1D NO: 268 and (b) a VL
domain comprising an amino acid sequence of SEQ ID NO: 269; (a) a VH domain comprising an amino
acid sequence of SEQ ID NO: 270 and (b) a VL domain comprising an amino acid sequence of SEQ D
NO: 271; (a) a VH domain comprising an amino acid sequence of SEQ ID NO: 272 and (b} a VL domain
comprising an amino acid sequence of SEQ ID NO: 273; (a) a VH domain comprising an amino acid
sequence of SEQ ID NO: 593 and (b) a VL domain comprising an amino acid sequence of SEQ ID NO:
594; {a) a VH domain comprising an amino acid sequence of SEQ ID NO: 595 and (b) a VL domain
comprising an amino acid sequence of SEQ {D NO: 596; or (a) a VH domain comprising an amino acid
sequence of SEQ 1D NO: 619 and (b) a VL domain comprising an amino acid sequence of SEQ ID NO:
620.

In another aspect, there is provided-invention-features an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises an anti-CD3 arm comprising a first binding domain comprising the following six
HVRs: (a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 1; (b) an HVR-H2 comprising
the amino acid sequence of SEQ ID NO: 2; (c) an HVR-H3 comprising the amino acid sequence of SEQ
1D NO: 3; (d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 4; (e) an HVR-L2
comprising the amino acid sequence of SEQ ID NO: 5; and (f) an HVR-L3 comprising the amino acid
sequence of SEQ 1D NO: 6; and an anti-CD20 arm comprising a second binding domain comprising the
following six HVRs: (a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 157; {b) an
HVR-H2 comprising the amino acid sequence of SEQ ID NO: 158; (¢) an HVR-H3 comprising the amino
acid sequence of SEQ ID NO: 159; (d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO:
160; (e} an HVR-L2 comprising the amino acid sequence of SEQ iD NO: 161; and (f) an HVR-L3
comprising the amino acid sequence of SEQ ID NO; 162,

In another aspect, there ig provided inventisnfeatures an anti-CD3J antibody, wherein the anti-

CD3 antibody comprises an anti-CD3 arm comprising a first binding domain comprising (a) a VH domain
comprising an amino acid sequence of SEQ 1D NO: 184 and (b) a VL domain comprising an amine acid
sequence of SEQ ID NO: 185, and an anti-CD20 arm comprising a second binding domain comprising (a)
a VH domain comprising an amino acid sequence of SEQ [D NO: 266 and (b) a VL domain comprising an
amino acid sequence of SEQ iD NO: 267.
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In another aspect, there is provided-investienfeaiures an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises an anti-CD3 arm comprising a first binding domain comprising (a) a VH domain
comprising an amino acid sequence of SEQ ID NO: 184 and (b) a VL domain comprising an amino acid
sequence of SEQ D NO: 185, and an anti-CD20 arm comprising a second binding domain comprising (a)
a VH domain comprising an amino acid sequence of SEQ 1D NO: 266 and (b) a VL domain comprising an
amino acid sequence of SEQ 1D NO: 267, wherein the anti-CD3 antibody comprises an N297G
substitution mutation.

In another aspect, there is provided-imvestion-features an anti-CD3 antibody, wherein the anti-
CD3 antibody comprises an anti-CD3 arm comprising a first binding domain comprising (a) a VH domain
comprising an amino acid sequence of SEQ 1D NO: 184 and (b) a VL domain comprising an amino acid
sequence of SEQ ID NO: 185, and an anti-CD20 arm comprising a second binding domain comprising (a)
a VH domain comprising an amino acid sequence of SEQ 1D NO: 266 and (b) a VL domain comprising an
amino acid sequence of SEQ ID NQO: 267, wherein (a) the anti-CD3 arm comprises T366S, L368A,
Y407V, and N297G substitution mutations and (b) the anti-CD20 arm comprises T366W and N287G
substitution mutations.

In some embodiments, any one of the preceding anti-CD3 antibodies can comprise one or more
heavy chain constant domains, wherein the one or more heavy chain constant domains are selected from
a first CH1 (CH1,) domain, a first CH2 (CH2,) domain, a first CH3 (CH3;,) domain, a second CH1 (CH1,)
domain, second CH2 (CH2,} domain, and a second CH3 (CH3,) domain. In some embodiments, at least
ohe of the one or more heavy chain constant domains is paired with another heavy chain constant
domain. In some embodiments, the CH3, and CH3, domains each comprise a protuberance or cavity,
and wherein the protuberance or cavity in the CH3; domain is positionabie in the cavity or protuberance,
respectively, in the CH3, domain. In some embodiments, the CH3; and CH3; domains meet at an
interface between said protuberance and cavity. {n some embodiments, the CH2, and CH2, domains
each comprise a protuberance or cavity, and wherein the protuberance or cavity in the CH2, domain is
positionable in the cavity or protuberance, respectively, in the CH2, domain. in some embodiments, the
CH2, and CH2, domains meet at an interface between said protuberance and cavity.

in some embodiments, the half-life of any one of the preceding anti-CD3 antibodies may be about
7 days.

in another aspect. there is provided an immunoconjugate comprising the anti-CD3 antibody
described herein and a cytotoxic agent. In some embodiments, the invention-disclosure features an
immunoconjugate comprising any one of the preceding anti-CD3 antibodies conjugated to a cytotoxic
agent. &lse-In another aspect, there is provided is-a composition comprising any one of the preceding
anti-CD3 antibodies. In some embodiments, the composition further comprises a pharmaceutically
acceptable carrier, excipient, or diluent. In some embodiments, the composition is a pharmaceutical
composition. In some embodiments, the composition further comprises a PD-1 axis binding antagonist or
an additional therapeutic agent. In another sspectembodiment, the inveptiondisclosure features an
isolated nucleic acid that encodes any of the anti-CD3 antibodies disclosed herein, comprising a
vector (e.g., an expression vector) for expressing the antibody. In ancther aspect, there is provided
an isolated nucleic acid encoding the anti-CD3 antibody described herein. In another aspect there
is provided a vector comprising the isolated nucleic acid described herein.

In another aspasiembodiment, the invertiondisclosure features host cells comprising the
preceding nucleic acids and/or vectors._in another aspect, there is provided a host cell comprising
the vector described herein. in some embodiments, the host cell is a mammalian cell (e.g., a Chinese
hamster ovary (CHO) cell). In other embodiments, the host cell is a prokaryotic cell {e.g., an E. cofi cell).
in another aspect, there is provided a method of producing the anti-CD3 antiboedy described hersin, the
methed comprising culturing the host cell described herein in a culfure medium, A
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method of producing any one of the preceding anti-CD3 antibodies is also provided, the method
comprising culturing the host cell that produces the anti-CD3 antibody and recovering the anti-CD3
antibody from the host cell or the culture medium.

in_another aspect, there is provided use of any one of the anti-CD3 antibody described herein for
use as g medicament. in some aspaatsembodiments, any one of the preceding anti-CD3 antibodies can
be for use as a medicament. In some embodiments, any one of the preceding anti-CD3 antibodies can
be for use in freating or delaying progression of a celi proliferative disorder or an autoimmune disorder in
a subject in need thereof. In some embodiments, any one of the preceding anti-CD3 antibodies can be
for use in enhancing immune function in a subject having a cell proliferative disorder or an autoimmune
disorder,

in another aspect, there is provided use of the anti-CD3 antibody described herein in the

manufacture of a medicament for treating or delaving progression of a cell proliferative disorder or an

autoimmune disorder in a subject, In some aspestsembodiments, the imventiondisclosure features the use

of any ane of the preceding anti-CD3 antibodies in the manufacture of a medicament jor treating or
delaying progression of a celi proliferative disorder or an autoimmune disorder. In anothersome aspects,

there is provided-invention-features the use of any one of the preceding anti-CD3 antibodies in the
manufacture of a medicament for enhancing immune function in a subject having a celi proliferative
disorder or an autoimmune disorder.

A further aspect-embodiment of the disclosureinveniion is a method of treating or delaying the

progression of a cell profiferative disorder or an autoimmune disorder in a subject in need thereof, the
method comprising administering to the subject an effective amount any one of the preceding anti-CD3
antibodies. In another sspestembodiment, the disclosureinvention features a method of enhancing

immune function in a subject having a cell proliferative disorder or an autoimmune disorder, the method
comprising administering to the subject any one of the preceding anti-CD3 antibodies. In some
embodiments, the anti-CD3 antibody binds to (a) a CD3 molecule located on an immune effector cell and
{(b) a second biological molecule located on a target cell other than the immune effector cell. In some
embodiments, the anti-CD3 antibody activates the immune effector cell following binding to (a) and (b). In
some embodiments, the activated immune effector cell is capable of exerting a cytoioxic effect and/or an
apoptotic effect on the target cell. In some embodiments, the anti-CD3 antibody is administered to the
subject in a dosage of about 0.01 mg/kg to about 10 mg/kg. In some embodiments, the anti-CD3
antibody is administered to the subject in a dosage of about 0.1 mg/kg to about 10 mg/kg. in some
embodiments, the anti-CD3 antibody is administered to the subject in a dosage of about 1 mg/kg. In
some embodiments, the anti-CD3 antibody is administered subcutaneously, intravenously,
inframuscularly, topically, orally, transdermally, intraperitoneally, intraorbitally, by implantation, by
inhalation, intrathecally, intraventricularly, or intranasally. In some embodiments, the anti-CD3 antibody is
administered subcutaneously. In some embodiments, the anti-CD3 antibody is administered
intravenously.

In some embodiments, the method further comprises administering to the subject a PD-1 axis
binding antagonist or an additional therapeutic agent. in some embadiments, the additional therapeutic
agent is administered prior to or subsequent to the administration of the anti-CD3 antibody. in some
embodiments, the additional therapeutic agent is administered concurrently with the anti-CD3 antibody.
In some embodiments, the PD-1 axis binding antagonist is selected from the group consisting of a PD-1
binding antagonist, a PD-L1 binding antagonist, and a PD-L.2 binding antagonist. In some embodiments,
the PD-1 axis binding antagonist is a PD-1 binding antagonist. In some embodiments, the PD-1 binding
antagonist is selected from the group consisting of MDX-1106 (nivolumab), MK-3475 {(lambroiizumab),
CT-011 (pidilizumab), and AMP-224. In other embodiments, the PD-1 axis binding antagonist is a PD-1.1
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binding antagonist. in some embodiments, the PD-L1 binding antagonist is selected from the
group consisting of: YW243.55.570, MPDL3280A, MDX-1105, and MEDI4736. In other embodiments,
the PD-1 axis binding antagonist is a PD-L2 binding antagonist. in some embodiments, the PD-L2
binding antagonist is an antibody or an immunoadhesin.

In another aspect, there is provided use of an anti-CD3 antibody in the manufacture of a
medicament for treating or delaving the progression of a cell profiferative disorder or an autoimmune
disorder in g subiect in need thereof | wherein the anti-CD3 antibody comprises an anti-CD3 arm and an
anti-CD20 arm and wherein the medicament is formulated for administration with a PD-1 axis binding
antagonist. In another aspect, there is provided use of an anti-CD3 antibody in the manufacture of a
medicament for enhancing immune function in a subject having a cell proliferative disorder or an
autoimmune disorder, wherein the anti-CD3 antibody comprises an anti-CD3 arm and an anti-CD20 arm
and wherein the medicament is formulated for administration with a PD-1 axis binding antagonist. In
some assesisembodimentss, the inventiondisclosure features a method of treating or delaying the
progression of a cell proliferative disorder or an autoimmune disorder in a subject in need thereof, the
method comprising administering to the subject an anti-CD3 antibody and a PD-1 axis binding antagonist,
wherein the anti-CD3 antibody comprises an anti-CD3 arm and an anti-CD20 arm. in some
aspestembodiments, the inventiondisclosure features a method of enhancing immune function in a
subject having a cell proliferative disorder or an autoimmune disorder, the method comprising
administering to the subject an anti-CD3 antibody and a PD-1 axis binding antagonist, wherein the anti-
CD3 antibody comprises an anti-CD3 arm and an anti-CD20 arm (i.e., a CD20 TDB). In some
embodiments, (a) the anti-CD3 arm comprises a first binding domain comprising (i) a VH domain
comprising an amino acid sequence of SEQ D NO: 184, and (i) a VL. domain comprising an amino acid
sequence of SEQ ID NO: 185; (b) the anti-CD20 arm comprises a second binding domain comprising (i} a
VH domain comprising an amino acid sequence of SEQ ID NO: 266, and (ii) a VL. domain comprising an
amino acid sequence of SEQ ID NQ: 267; and/or (c) the PD-1 axis binding antagonist is an anti-PD-L1
antibody.

In some embodiments, the anti-CD3 antibody comprises an anti-CD20 arm comprising a N297G
substitution mutation. In some embodiments, the anti-CD3 antibody comprises an anti~-CD3 arm
comprising T366S, L368A, Y407V, and/or N297G substitution mutation(s) and an anti-CD20 arm
comprising T368W and/or N297G substitution mutation(s). In some embodiments, the anti-CD3 antibody
comprises an anti-CD3 arm comprising a N297G substitution mutation. In some embodiments, the anti-
CD3 antibody comprises an anti-CD20 arm comprising T366S, L368A, Y407V, and/or N297G substitution
mutation(s} and an anti-CD3 arm comprising T366W and/or N297G substitution mutation(s).

in some embodiments, the anti-CD3 antibody comprises an anti-HER2 arm comprising a
N297G substitution mutation. in some embodiments, the anti-CD3 antibody comprises an anti-CD3 arm
comprising T366S, L368A, Y407V, and/or N297G substitution mutation(s) and an anti-HER2 arm
comprising N297G, N297A, L234A, 1.235A, and/or D265A substitution mutation(s). In some
embodiments, the anti-CD3 antibody comprises an anti-CD3 arm comprising a N297G substitution
mutation. in some embodiments, the anti-CD3 antibody comprises an anti-HER2 arm comprising T3668S,
L368A, Y407V, and/or N297G substitution mutation(s) and an anti-CD3 arm comprising N297G, N297A,
1L234A, L235A, and/or D265A substitution mutation(s).

In some embodiments, the method further comprises administering to the subject a

glucacorticoid. In some embodiments, the glucocorticold is selected from the group consisting of
dexamethasone, hydrocortisone, cortisone, prednisolone, prednisone, methylprednisone, triamcinolone,
paramethasone, betamethasone, fiudrocortisone, and pharmaceutically acceptable esters, salts, and
complexes thereof. In some embodiments, the glucocorticoid is dexamethasone. In some embodiments,
the glucocorticoid is a pharmaceutically acceptable ester, salt, or complex of dexamethasone.

in some embodiments, the method further comprises administering fo the subject rituximab.

in some embodiments, the method further comprises administering to the subject obinutuzumab.
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In some embodiments, the method further comprises administering to the subject an antibody-
drug conjugate (ADC).

In any of the preceding uses or methods, the cell proliferative disorder can be cancer. In some
embodiments, the cancer is selected from the group consisting of breast cancer, colorectal cancer, non-
small cell lung cancer, non-Hodgkin's lymphoma (NHL), B celf lymphoma, B cell leukemia, multiple
myeloma, renal cancer, prostate cancer, liver cancer, head and neck cancer, melanoma, ovarian cancer,
mesothelioma, glioblastoma, germinal-center B-cell-tike (GCB) DLBCL, activated B-cell-like (ABC)
DLBCL, follicular lymphoma (FL), mantle cell lymphoma (MCL.), acute myeloid leukemia (AML), chronic
lymphoid leukemia (CLL), marginal zone lymphoma (MZL), small lymphocytic leukemia {SLL),
lymphoplasmacytic lymphoma (LL), Waldenstrom macroglobulinemia (WM), central nervous system
tlymphoma (CNSL), Burkitt's ilymphoma (BL), B-cell prolymphaocytic leukemia, Splenic marginal zone
lymphoma, Hairy cell leukemia, Splenic lymphoma/leukemia, unclassifiable, Splenic diffuse red pulp small
B-ceil lymphoma, Hairy cell leukemia variant, Waldenstrém macroglobulinemia, Heavy chain diseases, a
Heavy chain disease, y Heavy chain disease, y Heavy chain disease, Plasma cell myeloma, Solitary
plasmacytoma of bone, Extraosseous plasmacytoma, Extranodal marginal zone fiymphoma of mucosa-
associated lymphoid tissue (MALT lymphoma), Nodal marginal zone lymphoma, Pediatric nodal marginal
zone lymphoma, Pediatric follicuiar lymphoma, Primary cutaneous follicle centre lymphoma, T-
cell/histiocyte rich large B-cell lymphoma, Primary DLBCL of the CNS, Primary cutaneous DLBCL, leg
type, EBV-positive DLBCL of the elderly, DLBCL associated with chronic inflammation, Lymphomatoid
granulomatosis, Primary mediastinal {thymic) large B-celi lymphoma, Intravascular large B-cell
lymphoma, ALK-positive large B-celi lymphoma, Plasmablastic lymphoma, Large B-cell iymphoma arising
in HHV8-associated muiticeniric Castleman disease, Primary effusion lymphoma: B-cell lymphoma,
unciassifiable, with features intermediate between diffuse large B-cell lymphoma and Burkitt lymphoma,
and B-cell lymphoma, unclassifiable, with features intermediate between diffuse large B-cell lymphoma
and classical Hodgkin lymphoma. In some embodiments, the preferred cancer is germinal-center B-cell-
like (GCB) DLBCL, activated B-celi-like (ABC) DLBCL, follicular iymphoma (FL), mantle cell lymphoma
{MCL), acute myeloid leukemia {AML.), chronic lymphoid leukemia (CLL), marginal zone lymphoma
(MZL), small iymphocytic leukemia (SLL), lymphoplasmacytic lymphoma (L), Waldenstrom
macrogtohulinemia (WM), central nervous system lymphoma (CNSL), or Burkitt's lymphoma (BL)

in any of the preceding uses or methods, the autoimmune disorder can be selected from the
group consisting of rheumatoid arthritis, juvenile rheumatoid arthritis, systemic lupus erythematosus
(SLE), Wegener's disease, inflammatory bowe! disease, idiopathic thrombocytopenic purpura (ITP),
thrombotic thrombocytopenic purpura (TTP), autoimmune thrombocytopenia, muitiple sclerosis, psoriasis,
igA nephropathy, igM polyneuropathies, myasthenia gravis, vasculitis, diabetes mellitus, Reynaud's
syndrome, Sjorgen’s syndrome, giomerulonephritis, Neuromyelitis Optica (NMO) and IgG neuropathy.

in another aspect, there is provided a kit comprising: {a) the composition of any one of preceding
ant-CD3 antibodies; and (b) a package insert comprising instructions for administering the composition to
a subject fo treat or delay progression of a cell proliferative disorder or an autoimmune disorder. in
another aspastembodiment, the invention-disclosure features a kit comprising: (a) a composition
comprising any one of the preceding anti-CD3 antibodies and (b) a package insert comprising instructions
for administering the compaosition to a subject to treat or delay progression of a cell proliferative disorder.

in any of the preceding uses or methods, the subject can be a human.
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WHAT IS CLAIMED IS:

1. An anti-cluster of differentiation 3 (CD3) antibody, wherein the anti-CD3 antibody comprises a
binding domain comprising the following six hypervariable regions (HVRs):

(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 1;

{b) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 2;

(¢} an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 3;

(d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 4;

(e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 5; and

(f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO: 6.

2. The anti-CD3 antibody of claim 1, wherein the binding domain is selected from a group
consisting of (i) a binding domain comprising (a) a heavy chain variable (VH) domain comprising an
amino acid sequence having at least 95% sequence identity to the amino acid sequence of SEQ ID
NO: 184; (b) a light chain variable (VL) domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ 1D NO: 185; or (c} a VH domain as in (a)
and a VL domain as in (b); and (ii) a binding domain comprising (a) a VH domain comprising an
amino acid sequence having at least 95% sequence identity to the amino acid sequence of SEQ ID
NO: 186; (b) a VL domain comprising an amino acid sequence having at least 95% sequence identity
to the amino acid sequence of SEQ (D NO: 187; or (c) a VH domain as in (&) and a VL domain as in

(b).

3. The anti-CD3 antibody of claim 2(i), wherein the binding domain is selected from a group
consisting of (a} a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ ID NQ: 184; and (b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ ID NO: 185.

4. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
(a) a VH domain comprising an amino acid sequence of SEQ ID NO: 184 and (b) 2 VL domain

comprising an amino acid sequence of SEQ ID NO: 185.

5. The anti-CD3 antibody of claim 2(if), wherein the binding domain is selected from a group
consisting of (a} a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ 1D NO: 186; and (b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ ID NO: 187.

6. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising

(a) a VH domain comprising an amino acid sequence of SEQ 1D NQO: 186 and (b) a VL domain
comprising an amino acid sequence of SEQ ID NO: 187.
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7.

An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising

the foliowing six HVRs:

8.

(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 7;

(b} an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 8;

(c) an HVR-H3 comprising the amino acid sequence of X;XoYSXX4XsFDY, wherein X, is
selected from the group consisting of D, T, and S; X, is selected from the group
consisting of G, A, and S; Xgis Ror N; Xgis Y or A; and Xs is Y or A (SEQ 1D NO: 181);

(d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 10;

(e} an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 11; and

(f) an HVR-L.3 comprising the amino acid sequence of X;X,SX3X4LRT, wherein X, is Kar T;
X2is QorA; Xzis ForA;and Xy is | or A(SEQ ID NO: 182).

The anti-CD3 antibody of claim 7, wherein the binding domain is selected from a group

consisting of

(i} a binding domain comprising the following six HVRs:

{a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 7;

{b) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 8;

(c} an HVR-H3 comprising the amino acid sequence of SEQ ID NO: ©;

(d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 10;

(e} an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 11; and
(f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO: 12;

(if) a binding domain comprising the following six HVRs:

{a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 7;

{b) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 8;

(¢) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 13;

(d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 10;

(e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 11; and
(f) an HVR-L3 comprising the amino acid sequence of SEQ I1D NO: 12;

(iii) a binding domain comprising the following six HVRs:

(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 7;

(b) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 8;

(c) an HVR-H3 comprising the amino acid sequence of SEQ 1D NO: 9;

(d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 10;

(e) an HVR-L.2 comprising the amino acid sequence of SEQ D NO: 11; and
(f) an HVR-L3 comprising the amino acid sequence of SEQ 1D NO: 14;

(iv) a binding domain comprising the following six HVRs:
{a) an HVR-H1 comprising the amino acid sequence of SEQ iD NO: 7;

(b) an HVR-H2 comprising the amino acid sequence of SEQ D NO: 8;
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(c) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 9;

(d) an HVR-L1 comprising the amino acid sequence of SEQ D NO: 10;

(e) an HVR-L2 comprising the amino acid sequence of SEQ 1D NO: 11; and
(f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO: 15;

{v) a binding domain comprising the following six HVRs:

{(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 7;

{b) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 8;

(c) an HVR-H3 comprising the amino acid sequence of SEQ 1D NO: 9;

(d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 10;

(e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 11; and
{f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO: 16;

(vi) a binding domain comprising the following six HVRs:

(a) an HVR-H1 comprising the amino acid sequence of SEQ {D NO: 7;

{b) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 8;

{c) an HVR-H3 comprising the amino acid sequence of SEQ 1D NO: 17;

(d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 10;

(e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 11; and
(f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO: 12;

(vii) a binding domain comprising the following six HVRs:

(a) an HVR-H1 comprising the aminc acid sequence of SEQ 1D NO: 7;

(b) an HVR-H2 comprising the amino acid sequence of SEQ 1D NO: 8;

(c) an HVR-H3 comprising the amino acid sequence of SEQ [D NO: 18;

(d) an HVR-~L1 comprising the amino acid sequence of SEQ ID NO: 10;

(e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 11; and
(f) an HVR-L3 comprising the amine acid sequence of SEQ ID NO: 12;

(viii) a binding domain comprising the following six HVRs:

(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 7;

(b) an HVR-H2 comprising the amino acid sequence of SEQ 1D NO: 8;

(c) an HVR-H3 comprising the amino acid sequence of SEQ 1D NO: 19;

(d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 10;

(e) an HVR-L2 comprising the amino acid sequence of SEQ D NO: 11; and
(f) an HVR-L3 comprising the amino acid sequence of SEQ {D NO: 12;

(ix) a binding domain comprising the following six HVRs:

(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 7;
(b) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 8;
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(¢) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 20;

(d) an HVR-L.1 comprising the amino acid sequence of SEQ ID NO: 10;

(e) an HVR-L.2 comprising the amino acid sequence of SEQ ID NO: 11; and
(f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO: 12;

and

(x) a binding domain comprising the following six HVRs:

(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 7;
b
(c
(d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 10;

)
)
) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 8;

) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 21;

)

{e) an HVR-L.2 comprising the amino acid sequence of SEQ ID NO: 11; and
(f) an HVR-L.3 comprising the amino acid sequence of SEQ ID NO: 22;

9. The anti-CD3 antibody of claim 8(i), wherein the binding domain comprises {a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 188; (b) a VL domain comprising an amino acid sequence having at ieast
95% sequence identity to the amino acid sequence of SEQ ID NO: 189; or (¢) a VH domain as in (a)
and a VL domain as in (b).

10. The anti-CD3 antibody of claim 9, wherein the binding domain is selected from a group
consisting of (a} a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ ID NO: 188; and (b} a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ ID NO: 189.

1. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
(a) a VH domain comprising an amino acid sequence of SEQ ID NO: 188 and (b) a VL domain
comprising an amino acid sequence of SEQ ID NO: 189.

12. The anti-CD3 antibody of claim 8(ii), wherein the binding domain comprises (a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity o the amino acid
sequence of SEQ {D NO: 180; (b) a VL domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ D NO: 191; or (¢) a VH domain as in (a)
and a VL domain as in (b).

13. The anti-CD3 antibody of claim 12, wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ 1D NO: 190; and (b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ ID NO: 191.
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14. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
(a) a VH domain comprising an amino acid sequence of SEQ ID NO: 180 and (b) a VL domain

comprising an amino acid sequence of SEQ ID NO: 191.

15, The anti-CD3 antibody of claim 8(iii), wherein the binding domain comprises (a) a VH domain
comprising an amino acid sequence having at least 85% sequence identity to the amino acid
sequence of SEQ ID NO: 192; (b) a VL domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ [D NO: 193; or (c) a VH domain as in (a)

and a VL. domain as in (b).

16. The anti-CD3 antibady of claim 15, wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ ID NO: 192; and (b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ ID NO: 193.

17. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
(a) a VH domain comprising an amino acid sequence of SEQ D NO: 192 and (b) a VL domain

comprising an amino acid sequence of SEQ ID NO: 183.

18. The anti-CD3 antibody of claim 8(iv), wherein the binding domain comprises (a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 194; (b} a VL domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ {D NO: 195; or (¢) a VH domain as in (a)
and a VL domain as in (b).

19. The anti-CD3 antibody of claim 18, wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ ID NO: 194; and (b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ 1D NO: 195.

20. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
(a) a VH domain comprising an amino acid sequence of SEQ 1D NO: 184 and (b) a VL domain
comprising an amino acid sequence of SEQ (D NO: 195.

21. The anti-CD3 antibody of claim 8(v), wherein the binding domain comprises (a) a VH domain
comprising an amino acid sequence having at least 85% sequence identity to the amino acid
sequence of SEQ ID NO: 196; (b) a VL. domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ ID NO: 197; or {¢) a VH domain as in (a)

and a VL domain as in (b).
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22, The anti-CD3 antibody of claim 21, wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ D NO: 196; and (b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ iD NO: 197.

23. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
(a) a VH domain comprising an amino acid sequence of SEQ ID NO: 196 and (b} a VL. domain
comprising an amino acid sequence of SEQ |D NO: 197,

24. The anti-CD3 antibody of claim 8(vi), wherein the binding domain comprises (a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity {o the amino acid
sequence of SEQ {D NO: 198; (b) a VL domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ ID NO: 199; or (c) a VH domain as in (a)
and a VL domain as in (b).

25, The anti-CD3 antibody of claim 24, wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ ID NO: 198; and (b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ ID NO: 199.

26. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
(a) a VH domain comprising an amino acid sequence of SEQ ID NO: 198 and (b} a VL domain
comprising an amino acid sequence of SEQ ID NO: 199.

27. The anti~-CD3 antibody of claim 8(vii), wherein the binding domain comprises (a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NQO: 200; (b) a VL domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ 1D NO: 201; or (¢} a VH domain as in (a)
and a VI domain as in (b).

28. The anti-CD3 antibody of claim 27, wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ ID NO: 200; and (b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ 1D NO: 201.

29. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising

(a) a VH domain comprising an amino acid sequence of SEQ {D NO: 200 and (b) a VL domain
comprising an amino acid sequence of SEQ ID NO: 201.
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30. The anti-CD3 antibody of claim 8(viii), wherein the binding domain comprises (a) a VH
domain comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 202; (b) a VL. domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ 1D NO: 203; or (¢) a VH domain as in (a)
and a VL domain as in (b).

31. The anti-CD3 antibody of claim 30, wherein the binding domain is selected from a group
consisting of {(a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ ID NO: 202; and {b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ ID NO: 203.

32. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
(a) a VH domain comprising an amino acid sequence of SEQ {D NO: 202 and (b) a VL. domain
comprising an amino acid sequence of SEQ ID NO: 203.

33. The anti-CD3 antibody of claim 8(ix), wherein the binding domain comprises (a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity te the amino acid
sequence of SEQ ID NO: 204; (b) a VL domain comprising an amino acid sequence having at least
05% sequence identity to the amino acid sequence of SEQ ID NO: 205; or (¢) a VH domain as in (a)

and a VL domain as in (b).

34, The anti-CD3 antibody of claim 33, wherein the binding domain is selected from a group
consisting of {(a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ ID NO: 204; and (b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ ID NO: 205.

35. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
(a) a VH domain comprising an amino acid sequence of SEQ ID NO: 204 and {(b) a VL domain
comprising an amino acid sequence of SEQ ID NO: 205.

36. The anti-CD3 antibody of claim 8(x), wherein the binding domain comprises (a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 206; (b) a VL. domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ iD NO: 207; or (¢) a VH domain as in (a)

and a VL domain as in (b).

37. The anti-CD3 antibody of claim 36, wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ ID NO: 206; and (b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ (D NO: 207.
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38.

An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising

(a) a VH domain comprising an amino acid sequence of SEQ |ID NO: 206 and (b) a VL domain

comprising an amino acid sequence of SEQ ID NO: 207.

39.

An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising

the following six HVRs:

40.

(a) an HVR-H1 comprising the amino acid sequence of SEQ 1D NO: 23;

(b) an HVR-H2 comprising the amino acid sequence of LINPYKGVX  TY XXX XsK X,
wherein X;isSorT; XsisNorA; XzisQorD; XsisKor8; XsisForV;and XgisDor G
{SEQ ID NO: 183);

(c) an HVR-H3 comprising the amino acid sequence of SEQ 1D NO: 25;

(d) an HVR-L1 comprising the aminc acid sequence of SEQ ID NO: 26;

(e) an HVR-L2 comprising the amino acid sequence of SEQ [D NO: 27; and

(fy an HVR-L3 comprising the aminc acid sequence of SEQ ID NO: 28.

The anti-CD3 antibody of claim 39, wherein the binding domain is selected from the group

consisting of

and

(i) a binding domain comprising the following six HVRs:

(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 23;

(b) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 24;

(c) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 25;

(d) an HVR-L1 comprising the amino acid sequence of SEQ 1D NO: 26;

(e) an HVR-[.2 comprising the amino acid sequence of SEQ 1D NO: 27; and
(fy an HVR-L3 comprising the amino acid sequence of SEQ ID NO: 28;

(i} a binding domain comprising the following six HVRs:

(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 23;

(b) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 29;

(¢) an HVR-H3 comprising the amino acid sequence of SEQ 1D NO: 25;

(d) an HVR-L1 comprising the amino acid sequence of SEQ 1D NO: 26;

(e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 27; and
() an HVR-L3 comprising the amino acid sequence of SEQ iD NO: 28;

(iii) a binding domain comprising the following six HVRs:

(a) an HVR-H1 comprising the amino acid sequence of SEQ 1D NO: 23;

(b} an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 30;

(c) an HVR-H3 comprising the amino acid sequence of SEQ 1D NO: 25;

(d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 26;

(e) an HVR-L.2 comprising the amino acid sequence of SEQ ID NO: 27; and
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(f) an HVR-L3 comprising the amino acid sequence of SEQ 1D NO: 28.

41. The anti-CD3 antibody of claim 40(i), wherein the binding domain comprises (a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 208; (b) a VL domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ ID NO: 209; or (c) a VH domain as in (a)
and a VL domain as in (b}.

42, The anti-CD3 antibody of claim 41, wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ 1D NO: 208; and (b} a binding domain wherein the Vi. domain comprises the amino acid
sequence of SEQ ID NO: 209.

43. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
(a) a VH domain comprising an amino acid sequence of SEQ iD NO: 208 and (b) a VL domain
comprising an amino acid sequence of SEQ 1D NO: 209,

44, The anti-CD3 antibody of claim 40(ii), wherein the binding domain comprises (a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 210; (b) a VL domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ ID NO: 211; or (¢) a VH domain as in (a)
and a VL domain as in (b).

45, The anti-CD3 antibody of claim 44, wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ ID NO: 210; and (b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ ID NO: 211.

46. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
(a) a VH domain comprising an amino acid sequence of SEQ ID NO: 210 and (b) a VL domain
comprising an amino acid sequence of SEQ ID NO: 211.

47. The anti-CD3 antibody of claim 40(iii), wherein the binding domain comprises (a) a VH
domain comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 212; (b) a VL domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ iD NO: 213; or (¢) a VH domain as in (a)
and a VL domain as in (b).

48. The anti-CD3 antibody of claim 47, wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
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SEQ [D NO: 212; and (b} a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ D NO: 213.

49. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
(a) a VH domain comprising an amino acid sequence of SEQ ID NO: 212 and (b) a VL. domain
comprising an amino acid sequence of SEQ ID NO: 213.

50. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
the following six HVRs:

(a) an HVR-H1 comprising the amino acid sequence of SEQ 1D NO: 31;

(b) an HVR-H2 comprising the amino acid sequence of SEQ {D NO: 32;

(c) an HVR-H3 comprising the amino acid sequence of SEQ {D NO: 33;

(d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 34;

(e) an HVR-L2 comprising the amino acid sequence of SEQ 1D NO: 35; and

(f)y an HVR-L3 comptising the amino acid sequence of SEQ 1D NO: 36.

51. The anti-CD3 antibody of claim 50, wherein the binding domain is selected from a group
consisting of (i} a binding domain comprising (a) a VH domain comprising an amino acid sequence
having at least 95% sequence identity to the amino acid sequence of SEQ (D NO: 214; (b) a VL
domain comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 215; or (¢) a VH domain as in (a) and a VL domain as in (b); and (i} a
binding domain comprising (a) a VH domain comprising an amino acid sequence having at least 95%
sequence identity to the aminc acid sequence of SEQ ID NO: 216; (b) a VL. domain comprising an
amino acid sequence having at least 95% sequence identity to the amino acid sequence of SEQ 1D
NO: 217; or (c) a VH domain as in (a) and a VL domain as in (b).

52. The anti-CD3 antibody of ciaim 51(i), wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ ID NO: 214; and (b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ ID NO: 215,

53. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising i
(a) a VH domain comprising an amino acid sequence of SEQ ID NO: 214 and (b) a VL domain
comprising an amino acid sequence of SEQ 1D NO: 215.

54, The anti-CD3 antibody of claim 51(ii), wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of ;
SEQ ID NQO: 216; and (b} a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ 1D NO: 217.
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55. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
(a) a VH domain comprising an amino acid sequence of SEQ D NO: 216 and (b) a VL domain
comprising an amino acid sequence of SEQ ID NO: 217.

56. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising

the following six HVRs:
{a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 37,

{b) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 38;

(c) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 39;
(d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 40;
{e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 41; and
(fy an HVR-L3 comprising the amino acid sequence of SEQ ID NO: 42.

57. The anti-CD3 antibody of claim 56, wherein the binding domain is selected from a group
consisting of (i) a binding domain comprising (a) a VH domain comprising an amino acid sequence
having at least 95% sequence identity fo the amino acid sequence of SEQ 1D NO: 218; (b)a VL

domain comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 219; or (¢} a VH domain as in (a) and a VL domain as in (b); and (i) a ;
binding domain comprising (a) a VH domain comprising an amino acid sequence having at least 95% i
sequence identity to the amino acid sequence of SEQ 1D NO: 220; (b) a VL domain comprising an

amino acid sequence having at ieast 95% sequence identity to the amino acid sequence of SEQ 1D

NOQ: 221; or (¢) a VH domain as in (a) and a VL domain as in (b).

58. The anti-CD3 antibody of claim 57(i), wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of

SEQ ID NO: 218; and (b) a binding domain wherein the VL. domain comprises the amino acid
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sequence of SEQ ID NO: 219,

59. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
(a) a VH domain comprising an amino acid sequence of SEQ [D NO: 218 and (b) a VL domain

comprising an amino acid sequence of SEQ {D NO: 219.

60. The anti-CD3 antibody of claim 57(if}, wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ ID NO: 220; and (b) a binding domain wherein the VL domain comprises the amino acid

sequence of SEQ ID NO: 221.

61. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising

(a) a VH domain comprising an amino acid sequence of SEQ ID NO: 220 and (b) a VL domain

comprising an amino acid sequence of SEQ ID NO: 221.
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62.

An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising

the foliowing six HVRs:

63.

(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 43;
(b} an HVR-H2 comprising the amino acid sequence of SEQ 1D NO: 44;
{c) an HVR-H3 comprising the amino acid sequence of SEQ 1D NO: 45;
(d) an HVR-L1 comprising the amino acid sequence of SEQ 1D NO: 486;
(e} an HVR-L2 comprising the amino acid sequence of SEQ 1D NO: 47; and
{f) an HVR-L3 comprising the amino acid sequence of SEQ 1D NO: 48.

The anti-CD3 antibody of claim 62, wherein the binding domain is selected from a group

consisting of

64.

(i) a binding domain comprising (a) a VH domain comprising an amino acid sequence having
at least 85% sequence identity to the amino acid sequence of SEQ ID NO: 222; (bya VL

domain comprising an amino acid sequence having at least 95% sequence identity to the

amino acid sequence of SEQ ID NO: 223; or (¢) a VH domain as in {a) and a VL domain as in

(b}

(i) a binding domain comprising {(a) a VH domain comprising an amino acid sequence having
at least 95% sequence identity to the amino acid sequence of SEQ 1D NO: 224; (b) a VL
domain comprising an amino acid sequence having at least 95% sequence identity to the
amino acid sequence of SEQ {D NO: 225; or {¢) a VH domain as in {(a) and a VL domain as in
(b); and

(iii} a binding domain comprising (a) a VH domain comprising an amino acid sequence having
at least 95% sequence identity to the amino acid sequence of SEQ ID NO: 226; (b) a VL
domain comprising an amino acid sequence having at least 95% sequence identity to the
amino acid sequence of SEQ ID NO: 227; or (¢) a VH domain as in {a) and a VL domain as in

(b).

The anti-CD3 antibody of claim 63(i), wherein the binding domain is selected from a group

consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ D NO: 222; and (b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ ID NO: 223.

65.

An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising

(a) a VH domain comprising an amino acid sequence of SEQ ID NO: 222 and (b} a VL domain

comprising an amino acid sequence of SEQ ID NO: 223.

66.

The anti-CD3 antibody of claim 63(ii), wherein the binding domain is selected from a group

consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
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SEQ ID NO: 224; and (b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ ID NO: 225,

67. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
(a) a VH domain comprising an amino acid sequence of SEQ D NO: 224 and (b) a VL domain
comprising an amino acid sequence of SEQ ID NO: 225.

68. The anti-CD3 antibody of claim 63(iil), wherein the binding domain is selected from a group
consisting of (a} a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ ID NO: 226; and (b} a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ ID NO: 227.

69. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
{(a) a VH domain comprising an amino acid sequence of SEQ 1D NO: 226 and (b) a VL. domain

comprising an amino acid sequence of SEQ 1D NO: 227.

70. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
the following six HVRs:

(a) an HVR-H1 comprising the amino acid sequence of SEQ 1D NO: 49;

(b) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 50;

{c) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 51;

{d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 52;

(e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 53; and

() an HVR-L3 comprising the amino acid sequence of SEQ ID NO: 54,

71. The anti-CD3 antibody of claim 70, wherein the binding domain is selected from a group
consisting of
(i) a binding domain comprising (a) a VH domain comprising an amino acid sequence having
at least 95% sequence identity to the amino acid sequence of SEQ ID NO: 228; (b) a VL
domain comprising an amino acid sequence having at least 85% sequence identity to the
amino acid sequence of SEQ |ID NO: 229; or (¢) a VH domain as in (a) and a VL domain as in
(b); and
(ii) a binding domain comprising (a) a VH domain comprising an amino acid sequence having
at least 95% sequence identity to the amino acid sequence of SEQ ID NO: 230; (bya VL
domain comprising an amino acid sequence having at least 95% sequence identity fo the
amino acid sequence of SEQ 1D NO: 231; or (¢) a VH domain as in (a) and a VL domain as in

(b).

72. The anti-CD3 antibody of claim 71(i), wherein the binding domain is seiected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
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SEQ D NO: 228; and (b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ 1D NO: 220.

73. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising

(a) a VH domain comprising an amino acid sequence of SEQ ID NO: 228 and (b) a VL domain
comprising an amino acid sequence of SEQ ID NO: 229.

74. The anti-CD3 antibody of claim 71(ii}, wherein the binding domain is selected from a group
consisting of (a) a binding domain whereinthe VH domain comprises the amino acid sequence of SEQ
ID NO: 230; and (b) a binding domain wherein the VL domain comprises the amino acid sequence of
SEQ D NO: 231.

75. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
(a) a VH domain comprising an amino acid sequence of SEQ 1D NO: 230 and (b) a VL domain
comprising an amino acid sequence of SEQ ID NO: 231.

76. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
the following six HVRs:

(a) an HVR-H1 comprising the amino acid sequence of SEQ 1D NO: 55;

{b) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 56;

(c) an HVR-H3 comprising the amino acid sequence of SEQ D NO: 57;

{d)} an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 58;

(e) an HVR-1L.2 comprising the amino acid sequence of SEQ ID NO: 59; and

(N an HVR-L3 comprising the amino acid sequence of SEQ |D NO: 60.

77. The anti-CD3 antibody of claim 76, wherein the binding domain comprises {a) a VH domain
comprising an amino acid sequence having at ieast 95% sequence identity to the amino acid
sequence of SEQ ID NO: 232; (b) a VL domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ ID NO: 233; or (¢) a VH domain as in (a)
and a VL domain as in (b).

78. The anti-CD3 antibody of claim 77, wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ ID NO: 232; and (b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ ID NO: 233.

79. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising

(a) a VH domain comprising an amino acid sequence of SEQ ID NO: 232 and (b) a VL domain
comprising an amino acid sequence of SEQ 1D NO: 233.
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80. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
the following six HVRs:

(a) an HVR-H1 comprising the amino acid sequence of SEQ {D NO: 61;

(b) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 62;

(¢} an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 63;

(d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 64;

(e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 65; and

() an HVR-L3 comprising the amino acid sequence of SEQ iD NO: 66.

81. The anti-CD3 antibody of claim 80, wherein the binding domain comprises (a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 234; (b) a VL domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ 1D NO: 235; or (¢) a VH domain as in {(a)

and a VL domain as in (b).

82. The anti-CD3 antibody of claim 81, wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ 1D NO: 234; and (b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ D NO: 235,

83. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
(a) a VH domain comprising an amino acid sequence of SEQ 1D NO: 234 and (b) a VL. domain

comprising an amino acid sequence of SEQ ID NO: 235.

84. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
the following six HVRs:

(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 67;

(b) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 68;

(¢} an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 69;

(d} an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 70;

(e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 71; and

(f) an HVR-L3 comprising the aminc acid sequence of SEQ iD NO: 72.

85. The anti-CD3 antibody of claim 84, wherein the binding domain comprises (a) a VH domain
comprising an amino acid sequence having at least 95% seguence identity to the amino acid
sequence of SEQ ID NO: 236; (b) a VL domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ ID NO: 237; or {c) a VH domain as in (a)

and a VL domain as in {b).
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86. The anti-CD3 antibody of claim 85, wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ ID NO: 236; and (b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ ID NO: 237.

87. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
(a) a VH domain comprising an amino acid sequence of SEQ ID NO: 236 and (b) a VL domain

comprising an amino acid sequence of SEQ ID NO: 237,

88. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
the following six HVRs:

(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 73;

(b) an HVR-H2 comprising the amino acid sequence of SEQ iD NO: 74;

(¢} an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 75;

(d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 76;

(e) an HVR-L.2 comprising the amino acid sequence of SEQ iD NO: 77; and

(fy an HVR-L3 comprising the amino acid sequence of SEQ 1D NO: 78.

89, The anti-CD3 antibody of claim 88, wherein the binding domain comprises (a) a VH domain
comprising an amino acid sequence having at teast 95% sequence identity to the amino acid
sequence of SEQ 1D NO: 238; (b) a VL domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ ID NO: 239; or (¢) a VH domain as in (a)

and a VL domain as in (b).

0. The anti-CD3 antibody of claim 89, wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ D NO: 238; and (b) a binding domain wherein the VL. domain comprises the amino acid
sequence of SEQ (D NO: 239.

91. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
(a}a VH domain comprising an amino acid sequence of SEQ ID NO: 238 and (b} a VL. domain
comprising an amino acid sequence of SEQ ID NO: 238.

92. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
the following six HVRs:

(a) an HVR-H1 comprising the amino acid sequence of SEQ D NO: 79;

{b) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 80;

(c) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 81;

(d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 82;

(8) an HVR-L2 comprising the amino acid sequence of SEQ iD NO: 83; and
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(f) an HVR-L3 comprising the amino acid sequence of SEQ D NO: 84.

a3. The anti-CD3 antibody of claim 92, wherein the binding domain comprises (a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ {D NO: 240; {b) a VL domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ D NO: 241; or (¢) a VH domain as in (a)

and a VL domain as in (b).

94. The anti-CD3 antibody of claim 83, wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ ID NO: 240; and (b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ ID NO: 241.

95. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
(a) a VH domain comprising an amino acid sequence of SEQ 1D NO: 240 and (b) a VL domain
comprising an amino acid sequence of SEQ 1D NO: 241.

96. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
the following six HVRs:

(a) an HVR-H1 comprising the amino acid sequence of SEQ 1D NO: 85;

(b) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 86;

(c) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 87;

(d) an HVR-L1 comprising the amino acid sequence of SEQ iD NO: 88;

(e) an HVR-L2 comprising the amino acid sequence of SEQ [D NO: 89; and

() an HVR-L3 comprising the amino acid sequence of SEQ ID NO: 90.

97. The anti-CD3 antibody of claim 96, wherein the binding domain comprises (a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ 1D NO: 242; {b) a VL domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ ID NO: 243; or {¢) a VH domain as in (a)

and a VL. domain as in (b).

98. The anti-CD3 antibody of claim 97, wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ ID NO: 242; and (b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ 1D NO: 243.

99. An anii-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising

(a) a VH domain comprising an amino acid sequence of SEQ ID NO: 242 and (b) a VL. domain
comprising an amino acid sequence of SEQ iD NO: 243.
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100.  An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
the following six HVRs:

(a) an HVR-H1 comprising the amino acid sequence of SEQ D NO: 91;

{b) an HVR-H2 comprising the amino acid sequence of SEQ 1D NO: 82;

{c) an HVR-H3 comprising the amino acid sequence of SEQ 1D NO: 93;

(d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 94;

{(e) an HVR-L2 comprising the amino acid sequence of SEQ D NO: 85; and

(f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO: 86.

101.  The anti-CD3 antibody of claim 100, wherein the binding domain comprises (a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 244; (b) a VL domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ ID NO: 245; or (c) a VH domain as in (a)
and a VL domain as in (b).

102.  The anti-CD3 antibody of claim 101, wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ ID NO: 244; and (b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ ID NO: 245.

103.  An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
{a) a VH domain comprising an amino acid sequence of SEQ ID NO: 244 and (b} a VL domain

comprising an amino acid sequence of SEQ ID NO: 245.

104.  An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
the following six HVRs:

(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO; 97;

(b) an HVR-H2 comprising the amino acid sequence of SEQ iD NO: 98;

(¢} an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 99;

(d) an HVR-L1 comprising the aminc acid sequence of SEQ ID NO: 100;

(e) an HVR-L.2 comprising the amino acid sequence of SEQ ID NO: 101; and

() an HVR-L3 comprising the amino acid sequence of SEQ {D NO: 102.

105.  The anti-CD3 antibody of claim 104, wherein the binding domain comprises (a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 246; (b) a VL domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ 1D NO: 247; or (¢) a VH domain as in (a)

and a VL domain as in (b).
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106.  The anti-CD3 antibody of claim 105, wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ 1D NO: 246; and (b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ ID NO: 247.

107.  An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
(a) a VH domain comprising an amino acid sequence of SEQ ID NO: 246 and (b) a2 VL domain

comprising an aminoc acid sequence of SEQ ID NO: 247.

108.  An anti-CD3 antibody, wherein the anti-CD3 antibody comptises a binding domain comprising
the following six HVRs:

{a) an HVR-H1 comprising the amino acid sequence of SEQ iD NO: 103;

(b) an HVR-H2 comprising the amino acid sequence of SEQ 1D NO: 104;

(c} an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 105;

(d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 106;

(e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 107; and

() an HVR-L3 comprising the amino acid sequence of SEQ 1D NO: 108.

109.  The anti-CD3 antibody of claim 108, wherein the binding domain comprises (a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 248; (b) a VL domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ ID NO: 249; or (¢) a VH domain as in {a)

and a VL domain as in (b).

110.  The anti~-CD3 antibody of claim109, wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ ID NO: 248; and (b) a binding domain wherein the VL. domain comprises the amino acid
sequence of SEQ ID NO: 249.

111.  An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
(a) a VH domain comprising an amino acid sequence of SEQ ID NO: 248 and (b) a VL domain

comprising an amino acid sequence of SEQ 1D NO: 249.

112.  An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
the following six HVRs:

(8) an HVR-H1 comprising the amino acid sequence of SEQ D NO: 109;

(b) an HVR-H2 comprising the amino acid sequence of SEQ {D NO: 110;

(¢) an HVR-H3 comprising the amino acid sequence of SEQ iD NO: 111;

(d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 112;

(e) an HVR-L2 comprising the amino acid sequence of SEQ iD NO: 113; and
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() an HVR-L3 comprising the amino acid sequence of SEQ 1D NO: 114.

113. * The anti-CD3 antibody of claim 112, wherein the binding domain comprises {(a) a VH domain
comprising an amino acid sequence having at least 85% sequence identity to the amino acid
sequence of SEQ ID NO: 250; (b) a VL domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ ID NO: 251; or (¢} a VH domain as in (a)

and a VL domain as in (b).

114,  The anti-CD3 antibody of claim 113, wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ ID NO: 250; and (b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ ID NO: 251.

115.  An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
(a) a VH domain comprising an amino acid sequence of SEQ 1D NO: 250 and (b) a VL. domain

comprising an amino acid sequence of SEQ [D NO: 251.

116.  An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
the following six HVRs:

(2) an HVR-H1 comprising the amino acid sequence of SEQ 1D NO: 115;

(b} an HVR-H2 comprising the amino acid sequence of SEQ |ID NO: 116;

{c) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 117;

(d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 118;

(e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 119; and

(f) an HVR-L3 comprising the amino acid sequence of SEQ 1D NO: 120.

117.  The anti-CD3 antibody of claim 116, wherein the binding domain comprises {a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 252; (b) a VL domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ ID NO: 253; or {¢} a VH domain as in (a)

and a VL domain as in (b).

118.  The anti-CD3 antibody of claim 117, wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ 1D NQO: 252; and {b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ ID NO: 253.

119.  An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising

(a) a VH domain comprising an amino acid sequence of SEQ [D NO: 252 and (b} a VL. domain
comprising an amino acid sequence of SEQ ID NO: 253.
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120.  An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
the following six HVRs:

(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 121;

(b) an HVR-H2 comprising the aminoc acid sequence of SEQ 1D NO: 122;

(c) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 123;

(d) an HVR-L1 comprising the aminc acid sequence of SEQ D NO: 124;

(e) an HVR-L2 comprising the amino acid sequence of SEQ 1D NO: 125; and

(H an HVR-L3 comprising the amino acid sequence of SEQ ID NO: 126.

121.  The anti-CD3 antibody of claim 120, wherein the binding domain comprises (a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 254; (b) a VL domain comprising an aminc acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ 1D NO: 255; or {c) a VH domain as in (a)

and a VL domain as in {b).

122.  The anti-CD3 antibody of ciaim 121, wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ D NO: 254; and (b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ 1D NO: 255.

123.  An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
(a) a VH domain comprising an amino acid sequence of SEQ 1D NO: 254 and (b) a VL domain

comprising an amino acid sequence of SEQ ID NO: 255.

124.  An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
the foliowing six HVRs:

(a) an HVR-H1 comprising the amino acid sequence of SEQ {D NO: 127;

(b) an HVR-H2 comprising the amino acid sequence of SEQ {D NO: 128;

(¢) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 129;

(d) an HVR-L1 comprising the amino acid sequence of SEQ |D NO: 130;

{e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 131; and

(f) an HVR-L3 comprising the amino acid sequence of SEQ 1D NO: 132.

125.  The anti-CD3 antibody of claim 124, wherein the binding domain comprises (a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ 1D NO: 256; (b) a VL domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ ID NO: 257; or {¢) a VH domain as in (a)

and a VL domain as in (b).
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126.  The anti-CD3 antibody of claim 125, wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ ID NO: 256; and (b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ D NO: 257.

127.  An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
(a) a VH domain comprising an amino acid sequence of SEQ ID NO: 256 and (b) a VL domain

comprising an amino acid sequence of SEQ ID NO: 257.

128.  An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising

the foliowing six HVRs:
(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 133;
(b} an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 134;
(c) an HVR-H3 comprising the amino acid sequence of SEQ 1D NO: 135;
{d)} an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 136;
(e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 137; and
() an HVR-L3 comprising the amino acid sequence of SEQ ID NO: 138.

129.  The anti-CD3 antibody of claim 128, wherein the binding domain comprises (a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 258; (b) a VL domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ ID NO: 259; or {c} a VH domain as in (a)

and a VL domain as in (b).

130.  The anti-CD3 antibody of claim 129, wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ ID NO: 258; and (b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ {D NO: 259.

131.  An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
(a) a VH domain comprising an amino acid sequence of SEQ ID NO: 258 and (b) a VL domain
comprising an amino acid sequence of SEQ ID NO: 288.

132.  An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising

the following six HVRs;
(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 139;
(b) an HVR-H2 comprising the amino acid sequence of SEQ [D NO: 140; 1
{c) an HVR-H3 comprising the aminc acid sequence of SEQ ID NO: 141;
(d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 142;
(e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 143; and
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(f) an HVR-L.3 comprising the amino acid sequence of SEQ 1D NO: 144.

133.  The anti-CD3 antibody of claim 132, wherein the binding domain comprises (a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 260; (b) a VL domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ ID NO: 261; or (c) a VH domain as in (a)

and a VL domain as in {(b).

134.  The anti~-CD3 antibody of claim 133, wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ ID NO: 260; and (b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ ID NO: 261.

135.  An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
(a) a VH domain comprising an amino acid seguence of SEQ ID NO: 260 and (b) a VL. domain
comprising an amine acid sequence of SEQ ID NO: 261.

136.  An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
the following six HVRs:

(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 145;

{b) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 146;

{c) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 147;

(d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 148;

(e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 149; and

(f) an HVR-L3 comprising the amino acid sequence of SEQ |D NO: 150.

137. The anti-CD3 antibody of claim 136, wherein the binding domain comprises (a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity fo the amino acid
sequence of SEQ ID NO: 262; (b) a VL domain comprising an amino acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ ID NO: 263; or (c) a VH domain as in (a)

and a VL domain as in (b).

138.  The anti-CD3 antibody of claim 137, wherein the binding dormain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ 1D NO: 262; and (b) a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ iD NO: 263.

139.  An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising

(a) 2 VH domain comprising an amino acid sequence of SEQ ID NO: 262 and {b) a VL domain

comprising an amino acid sequence of SEQ 1D NO: 263.
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140.  An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
the following six HVRs:

(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 151;

(b} an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 152;

(¢) an HVR-H3 comprising the amino acid sequence of SEQ 1D NO: 153;

{d) an HVR-L1 comprising the amino acid sequence of SEQ D NO: 154;

(e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 155; and

{f} an HVR-L3 comprising the amino acid sequence of SEQ ID NO: 156.

141, The anti-CD3 antibody of claim 140, wherein the binding domain comprises (a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity to the amino acid
sequence of SEQ ID NO: 264; (b) a VL domain comprising an amine acid sequence having at least
95% sequence identity to the amino acid sequence of SEQ ID NO: 265; or (¢) a VH domain as in (a)

and a VL. domain as in (b).

142.  The anti-CD3 antibody of claim 141, wherein the binding domain is selected from a group
consisting of (a) a binding domain wherein the VH domain comprises the amino acid sequence of
SEQ ID NO: 264; and (b} a binding domain wherein the VL domain comprises the amino acid
sequence of SEQ ID NO: 265.

143.  Ananti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising
(a) a VH domain comprising an amino acid sequence of SEQ ID NO: 264 and (b) a VL domain
comprising an aminc acid sequence of SEQ ID NO: 265.

144.  An anti-CD3 antibody, wherein the anti-CD3 antibody binds to an epitope on CD3 comprising
amino acid residue Glub of CD3.

145.  The anti-CD3 antibody of claim 144, wherein the epitope further comprises one or more
additional amino acid residues selected from the group consisting of GIn1, Asp2, and Met7 of CD3;
wherein optionally the epitope comprises amino acid residues Gin1, Asp2, and Glu6 of CD3; wherein
optionally the epitope comprises amino acid residues Gin1, Asp2, Giu6, and Met7 of CD3; wherein
optionally the epitope does not comprise amino acid residue Glub of CD3; wherein optionally the
epitope does not comprise amino acid residues Gly3 and Glu5 of CD3; and wherein optionally the
epitope consists of amino acid residues Gin1, Asp2, Giu6, and Met7 of CD3.

146.  The anti-CD3 antibody of any one of claims 1-148, wherein the binding domain binds to a
human CD3 polypeptide or a cynomolgus monkey (cyno) CD3 polypeptide.
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147.  The anti-CD3 antibody of claim 146, wherein the human CD3 polypeptide or the cyno CD3
polypeptide is a human CD3¢ polypeptide or a cyno CD3¢ polypeptide, respectively; and wherein
optionally the human CD3 polypeptide or the cyno CD3 polypeptide is a human CD3y polypeptide or
a cyno CD3y polypeptide, respectively.

148. The anti-CD3 antibody of any one of claims 1-147, wherein the anti-CD3 antibody binds the
human CD3¢ polypeptide with a Kd of 250 nM or lower.

149. The anti-CD3 antibody of claim 148, wherein the anti-CD3 antibody binds the human CD3¢
polypeptide with a Kd of 100 nM or lower; wherein optionally the anti-CD3 antibody binds the human
CD3¢ polypeptide with a Kd of 15 nM or lower; wherein optionally the anti-CD3 antibody binds the
human CD3¢ polypeptide with a Kd of 10 nM or lower; and wherein optionally the anti-CD3 antibody
binds the human CD3¢ polypeptide with a Kd of 5 nM or lower.

150.  The anti-CD3 antibody of any one of claims 1-149, wherein the anti-CD3 antibody comprises

an aglycosylation site mutation.

151.  The anti-CD3 antibody of claim 150, wherein the aglycosylation site mutation is a substitution
mutation; and wherein optionally the aglycosylation site mutation reduces effector function of the anti-
CD3 antibody.

152.  The anti-CD3 antibody of any one of claims 1-151, wherein the anti-CD3 antibody comprises
a substitution mutation in the Fc region that reduces effector function; wherein optionally the
substitution mutation is at amino acid residue N297, L234, L.235, and/or D265 (EU numbering);
wherein optionally the substitution mutation is selected from the group consisting of N297G, N297A,
L.234A, 1.235A, and D265A; and wherein optionally the substitution mutation is an N297G mutation.

153.  The anti-CD3 antibody of any one of claims 1-152, wherein the anti-CD3 antibody is

monoclonal, human, humanized, or chimeric.
154.  The anti-CD3 antibody of any one of claims 1-153, selected from a group consisting of (a) an
anti-CD3 antibody which is an antibody fragment that binds CD3; and (b) an anti-CD3 antibody which

is a full-length antibody.

155, The anti-CD3 antibody of claim 154 (a), wherein the antibody fragment is selected from the
group consisting of Fab, Fab’-SH, Fv, scFv, and (Fab’), fragments.

156. The anti-CD3 antibody of any one of claims 1-155, wherein the anti-CD3 antibody is an igG
antibody.
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157.  The anti-CD3 antibody of any one of claims 1-156, selected from a group consisting of {(a) an
anti-CD3 antibody which is a monospecific antibody; and (b) an anti-CD3 antibody which is a

multispecific antibody.

158.  The anti-CD3 antibody of claim 157(b), wherein the multispecific antibody is a bispecific
antibody; wherein optionally the bispecific antibody comprises a second binding domain that binds to
a second biological molecule, wherein the second biological molecule is a cell surface antigen;
wherein optionally the cell surface antigen is a tumor antigen; and wherein optionally the tumor
antigen is selected from the group consisting of CD20, HER2, FcRHS5 (Fc Receptor-like 5), and

LYPD1.

159.  The anti-CD3 antibody of claim 158, selected from a group consisting of

(i) an antibody wherein the tumor antigen is selected from the group consisting of CD20 and HERZ;

(i) an antibody wherein the tumor antigen is CD20 and the second binding domain comprises the
following six HVRs:

(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 157;

{b) an HVR-H2 comprising the amino acid sequence of SEQ {D NO: 158;

{c} an HVR-H3 comprising the amino acid sequence of SEQ 1D NO: 159;

(d) an HVR-L1 comprising the amino acid sequence of SEQ 1D NO: 160;

(e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 161; and

(fy an HVR-L3 comprising the amino acid sequence of SEQ D NO: 162;

iif) an antibody wherein the tumor antigen is FcRH5 and the second binding domain comprises
the following six HVRs:

(a) an HVR-H1 comprising the amino acid sequence of SEQ {D NO: 163;

(b) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 164,

{c) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 165;

(d) an HVR-L1 comprising the amino acid sequence of SEQ |D NO: 166;

(e) an HVR-L2 comprising the amino acid sequence of SEQ 1D NO: 167; and

(f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO: 168,;

(iv) an antibody wherein the tumor antigen is HER2 and the second binding domain comprises the
following six HVRs:

(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 169;

(b) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 170;

(c) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 171;

(d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 172;

(e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 173; and

(f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO: 174;
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(v) an antibody wherein the tumor antigen is HER2 and the second binding domain comprises the
following six HVRs:

(a) an HVR-H1 comprising the amino acid sequence of SEQ 1D NO: 581;

(b} an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 582;

(c) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 583;

{d) an HVR-L1 comprising the amino acid sequence of SEQ 1D NO: 584;

{e) an HVR-L2 comprising the amino acid sequence of SEQ [D NO: 585; and

(H an HVR-L3 comprising the amino acid sequence of SEQ D NO: 586;

(vi) an antibody wherein the tumor antigen is HER2 and the second binding domain comprises the

following six HVRs:
(a) an HVR-H1 comprising the amino acid sequence of SEQ 1D NO: 587;
(b) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 588;
(c) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 589;
{d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 590;
(e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 591; and
(f)y an HVR-L3 comprising the amino acid sequence of SEQ 1D NO: 592;

and
(vii) an antibody wherein the tumor antigen is LYPD1 and the second binding domain comprises the
following six HVRs:
(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 175;
(b) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 176;
(
(

¢} an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 177;

d) an HVR-L.1 comprising the amino acid sequence of SEQ 1D NO: 178;

(e) an HVR-L2 comprising the amino acid sequence of SEQ |D NO: 179; and

(f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO: 180.

160. The anti-CD3 antibody of claim 159(i), wherein the second binding domain comprises (a) a
VH domain comprising an amino acid sequence having at least 95% sequence identity to the amino
acid sequence of SEQ ID NO: 266; (b) a VL. domain comprising an amino acid sequence having at
ieast 95% sequence identity to the amino acid sequence of SEQ 1D NO: 267; or (¢) a VH domain as in

(a) and a VL domain as in (b).

161.  The anti-CD3 antibody of claim 160, wherein the second binding domain is selected from a
group consisting of (a) a second binding domain wherein the VH domain comprises the amino acid
sequence of SEQ ID NO: 266; and (b) a second binding domain wherein the VL domain comprises

the amino acid sequence of SEQ ID NO: 267.

387




162.  An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a second binding domain
comprising (a) a VH domain comprising an amino acid sequence of SEQ 1D NO: 266 and (b) a VL
domain comprising an amino acid sequence of SEQ D NO: 267.

163.  The anti-CD3 antibody of claim 159(iii), wherein the second binding domain comprises (a) a
VH domain comprising an amino acid sequence having at least 95% sequence identity to the amino
acid sequence of SEQ ID NO: 268; (b) a VL domain comprising an amino acid sequence having at
least 95% sequence identity to the amino acid sequence of SEQ {D NO: 269; or (¢) a VH domain as in
{a)and a VL domain as in (b).

164.  The anti-CD3 antibody of claim163, wherein the second binding domain is selected from a
group consisting of (a} a second binding domain wherein the VH domain comprises the amino acid
sequence of SEQ ID NO: 268; and (b) a second binding domain wherein the VL domain comprises
the amino acid sequence of SEQ 1D NO: 260.

165.  An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a second binding domain
comprising (a) a VH domain comprising an amino acid sequence of SEQ 1D NO: 268 and (b) a VL

domain comprising an amino acid sequence of SEQ 1D NO: 269.

166.  The anti-CD3 antibody of claim 159(iv), wherein the second binding domain comprises (a) a
VH domain comprising an amino acid sequence having at least 95% sequence identity to the amino
acid sequence of SEQ iD NQ: 270; (b) a VL domain comprising an amine acid sequence having at
least 95% sequence identity to the amino acid sequence of SEQ 1D NO: 271; or (¢) a VH domain as in
(a) and a VL. domain as in (b).

167.  The anti-CD3 antibody of claim 166, wherein the second binding domain is selected from a
group consisting of (a) a second binding domain wherein the VH domain comprises the amino acid
sequence of SEQ ID NO: 270; and (b) a second binding domain wherein the VL domain comprises
the amino acid sequence of SEQ ID NO: 271.

168.  An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a second binding domain
comprising (a) a VH domain comprising an amino acid sequence of SEQ ID NO: 270 and (b) a VL
domain comprising an amino acid sequence of SEQ 1D NO: 271.

169.  The anti-CD3 antibody of claim 159(v), wherein the second binding domain comprises (a) a
VH domain comprising an amino acid sequence having at least 95% sequence identity to the amino
acid sequence of SEQ ID NO: 593; (b) a VL domain comprising an amino acid sequence having at
least 95% sequence identity to the amino acid sequence of SEQ ID NO: 594; or (¢) a VH domain as in
(a) and a VL domain as in (b).
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170.  The anti-CD3 antibody of claim 169, wherein the second binding domain is selected from a
group consisting of (a) a second binding domain wherein the VH domain comprises the amino acid
sequence of SEQ ID NO: 593; and (b) a second binding domain wherein the VL domain comprises
the amino acid sequence of SEQ ID NO: 594.

171.  Ananti-CD3 antibody, wherein the anti-CD3 antibody comprises a second binding domain
comprising (a) a VH domain comprising an amino acid sequence of SEQ ID NO: 593 and (b) a VL
domain comprising an amino acid sequence of SEQ ID NO: 594,

172.  The anti-CD3 antibody of claim 159(vi), wherein the second binding domain comprises (a) a
VH domain comprising an amino acid sequence having at least 95% sequence identity to the amino
acid sequence of SEQ ID NO: 595; {b) a VL domain comprising an amino acid sequence having at
least 95% sequence identity to the amino acid sequence of SEQ ID NO: 596; or (¢) a VH domain as in
(a) and a VL domain as in (b).

173.  The anti-CD3 antibody of claim 172, wherein the second binding domain is selected from a
group consisting of (a) a second binding domain wherein the VH domain comprises the amino acid
sequence of SEQ ID NO: 595; and (b) a second binding domain wherein the VL domain comprises
the amino acid sequence of SEQ ID NO: 596.

174.  An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a second binding domain
comprising (a) a VH domain comprising an amino acid sequence of SEQ 1D NO: 595 and (b) a VL

domain comprising an amino acid sequence of SEQ 1D NO: 506.

175.  The anti-CD3 antibody of claim 159(vii), wherein the second binding domain comprises (a) a
VH domain comprising an amino acid sequence having at least 95% sequence identity to the amino
acid sequence of SEQ ID NO: 272; (b) a VL domain comprising an amino acid sequence having at
least 95% sequence identity to the amino acid sequence of SEQ D NO: 273; or {c) a VH domain as in
(a) and a VL domain as in (b).

176.  The anti-CD3 antibody of claim 175, wherein the second binding domain is selected from a
group consisting of (a) a second binding domain wherein the VH domain comprises the amino acid
sequence of SEQ ID NO: 272; and (b) a second binding domain wherein the VL domain comprises
the amino acid sequence of SEQ ID NO: 273.

177.  An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a second binding domain
comprising (a) a VH domain comprising an amine acid sequence of SEQ ID NO: 272 and (b) a VL
domain comprising an amino acid sequence of SEQ 1D NO: 273.

178.  An anti-CD3 antibody, wherein the anti-CD3 antibody comprises an anti-CD3 arm comprising
a first binding domain comprising the foliowing six HVRs:
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(a) an HVR-H1 comprising the aminc acid sequence of SEQ ID NO: 1;
{b) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 2;
(c) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 3;
(d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 4;
(e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 5; and
(f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO: 6; and

an anti-CD20 arm comprising a second binding domain comprising the following six HVRs:
(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 157;
(b) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 158;
(c) an HVR-H3 comprising the amino acid sequence of SEQ 1D NO:159;
(d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 160;
(e) an HVR-L2 comprising the amino acid sequence of SEQ D NO: 161; and
(f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO: 162.

179.  An anti-CD3 antibody, wherein the anti-CD3 antibody comprises an anti-CD3 arm comprising
a first binding domain caomprising (a) a VH domain comprising an amino acid sequence of SEQ ID
NO: 184 and (b) a VL. domain comprising an amino acid sequence of SEQ D NO: 185, and an anti-
CD20 arm comprising a second binding domain comprising (a) a VH domain comprising an amino
acid sequence of SEQ ID NO: 266 and (b) a VL domain comprising an amino acid sequence of SEQ
1D NO: 267.

180.  An anti-CD3 antibody, wherein the anti-CD3 antibody comprises an anti-CD3 arm comprising
a first binding domain comprising (a) a VH domain comprising an amino acid sequence of SEQ [D
NQO: 184 and (b) a VL domain comprising an amino acid sequence of SEQ D NO: 185, and an anti-
CD20 arm comprising a second binding domain comprising (a) a VH domain comprising an amino
acid sequence of SEQ ID NO: 266 and (b) a VL domain comprising an amino acid sequence of SEQ
1D NQO: 267, wherein the anti-CD3 antibody comprises an N297G substitution mutation.

181.  An anti-CD3 antibody, wherein the anti-CD3 antibody comprises an anti-CD3 arm comprising
a first binding domain comprising (a) a VH domain comprising an amino acid sequence of SEQ D
NO: 184 and (b) a VL domain comprising an amino acid sequence of SEQ [D NO: 185, and an anti-
CD20 arm comprising a second binding domain comprising (a) a VH domain comprising an amino
acid sequence of SEQ iD NO: 266 and (b) a VL domain comprising an amino acid sequence of SEQ
D NO: 267, wherein (a) the anti-CD3 arm comprises T366S, L368A, Y407V, and N297G substitution
mutations and (b) the anti-CD20 arm comprises T366W and N297G substitution mutations.

182.  The anti-CD3 antibody of any one of claims 1-181, wherein the anti-CD3 antibody comprises
one or more heavy chain constant domains, wherein the one or more heavy chain constant domains
are selected from a first CH1 (CH1,) domain, a first CH2 (CH2,) domain, a first CH3 (CH3,) domain, a
second CH1 (CH1,) domain, second CH2 (CH2,) domain, and a second CH3 (CH3,) domain.
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183.  The anti-CD3 antibody of claim 182, wherein at least one of the one or more heavy chain
constant domains is paired with another heavy chain constant domain; wherein optionally the CH3,
and CH3, domains each comprise a protuberance or cavity, and wherein the protuberance or cavity in
the CH3, domain is positionable in the cavity or protuberance, respectively, in the CH3, domain; and
wherein optionally the CH3; and CH3, domains meet at an interface between said protuberance and

cavity.

184.  The anti-CD3 antibody of any one of claims 182-183, wherein the CH2, and CH2, domains
each comprise a protuberance or cavity, and wherein the protuberance or cavity in the CH2, domain
is positionable in the cavity or protuberance, respectively, in the CH2, domain; and wherein optionally

the CH2, and CH2, domains meet at an interface between said protuberance and cavity.

185.  The anti-CD3 antibody of any one of claims 1-184, wherein the half-life of the anti-CD3
antibody is about 7 days.

186.  An isolated nucleic acid encoding the anti-CD3 antibody of any one of claims 1-185.

187. A vector comprising the isolated nucleic acid of claim 186.

188. A host cell comprising the vector of claim 187.

189. The host cell of claim 188, wherein the host cell is a mammalian cell; and wherein optionally
the mammalian cell is a Chinese hamster ovary (CHO) celi.

190.  The host cell of claim 188, wherein the host cell is a prokaryotic cell; and wherein optionally
the prokaryotic cell is E. cofi.

191. A method of producing the anti-CD3 antibody of any one of claims 1-185, the method
comprising culturing the host cell of claim 188 in a culture medium.

182.  The method of claim 191, wherein the method further comprises recovering the anti-CD3
antibody from the host cell or the culture medium.

193.  An immunoconjugate comprising the anti-CD3 antibody of any one of claims 1-185 and a

cytotoxic agent.

194. A composition comprising the anti-CD3 antibody of any one of claims 1-185.
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195.  The composition of claim 194, further comprising a pharmaceutically acceptable carrier,
excipient, or diluent; wherein optionally the composition is a pharmaceutical composition; and wherein
optionally the composition further comprises a PD-1 axis binding antagonist or an additional
therapeutic agent.

196. The anti-CD3 antibody of any one of claims 1-185 for use as a medicament.

197.  Use of the anti-CD3 antibody of any one of claims 1-185 in the manufacture of a medicament
for treating or delaying progression of a cell proliferative disorder or an autoimmune disorder in a

subject.

198.  Use of the anti-CD3 antibody of any one of claims 1-185 in the manufacture of a medicament
for enhancing immune function in a subject having a cell proliferative disorder or an autoimmune

disorder.

109.  The use of claim 197 or claim 198, wherein the cell proliferative disorder is a cancer; wherein
optionally the cancer is selected from the group consisting of breast cancer, colorectal cancer, non-
small cell lung cancer, non-Hodgkin's lymphoma (NHL), B cell lymphoma, B cell leukemia, multiple
myeloma, renal cancer, prostate cancer, liver cancer, head and neck cancer, melanoma, ovarian
cancer, mesothelioma, giioblastoma, germinal-center B-celi-like (GCB) DLBCL, activated B-ceil-like
(ABC) DLBCL, follicular lymphoma (FL), mantle cell lymphoma (MCL.), acute myeloid ieukemia (AML),
chronic lymphoid leukemia (CLL), marginal zone lymphoma (MZL.), small iymphocytic leukemia (SLL),
lymphoplasmacytic lymphoma (LL), Waldenstrom macroglobulinemia (WM), central nervous system
lymphoma (CNSL), Burkitt's lymphoma (BL), B-cell prolymphocytic leukemia, Splenic marginal zone
lymphoma, Hairy cell feukemia, Splenic lymphoma/ieukemia, unclassifiable, Splenic diffuse red pulp
small B-cell lymphoma, Hairy cell leukemia variant, Waldenstrém macrogiobulinemia, Heavy chain
diseases, a Heavy chain disease, y Heavy chain disease, p Heavy chain disease, Plasma cel!
myeloma, Solitary plasmacytoma of bone, Extraosseous plasmacytoma, Extranodal marginal zone
lymphoma of mucosa-associated lymphoid tissue (MALT lymphoma}, Nodal marginal zone
lymphoma, Pediatric nodal marginal zone lymphoma, Pediatric follicular iymphoma, Primary
cutaneous follicle centre lymphoma, T-celi/histiocyte rich large B-cell lymphoma, Primary DLBCL of
the CNS, Primary cutaneous DLBCL, leg type, EBV-positive DLBCL of the elderly, DLBCL associated
with chronic inflammation, Lymphomatoid granulomatosis, Primary mediastinal (thymic) large B-cell
tymphoma, Intravascular large B-cell lymphoma, ALK-positive large B-cell lymphoma, Plasmablastic
lymphoma, Large B-cell lymphoma arising in HHV8-associated multicentric Castieman disease,
Primary effusion lymphoma: B-cell lymphoma, unclassifiable, with features intermediate between
diffuse large B-cell lymphoma and Burkitt lymphoma, and B-cell lymphoma, unclassifiable, with
features intermediate between diffuse large B-cell lymphoma and classical Hodgkin lymphoma; and
wherein optionally the cancer is germinal-center B-cell-like (GCB) DLBCL, activated B-cell-like (ABC)
DLBCL, follicuiar lymphoma (FL), mantle cell lymphoma (MCL), acute myeloid leukermia (AML.),
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chronic lymphoid leukemia (CLL), marginal zone lymphoma (MZL), small lymphocytic leukemia (SLL),
lymphoplasmacytic lymphoma (LL), Waldenstrom macroglobulinemia (WM), central nervous system
lymphoma {CNSL), or Burkit's lymphoma (BL).

200.  The use of claim 197 or claim 198, wherein the autoimmune disorder is selected from the
group consisting of rheumatoid arthritis, juvenile rheumatoid arthritis, systemic lupus erythematosus
(SLE), Wegener's disease, inflammatory bowel disease, idiopathic thrombocytopenic purpura (1TP),
thrombotic thrombocytopenic purpura (TTP), autocimmune thrombocytopenia, multiple sclerosis,
psoriasis, IgA nephropathy, |gM polyneuropathies, myasthenia gravis, vasculitis, diabetes meliitus,
Reynaud’s syndrome, Sjorgen’s syndrome, giomerulonephritis, Neuromyelitis Optica (NMO) and 1gG
neuropathy.

201.  The use of any one of claims 197-200, wherein the anti-CD3 antibody binds to (a) a CD3
molecule located on an immune effector cell and (b) a second biological molecule located on a target
cell other than the immune effector cell; wherein optionally the anti-CD3 antibody activates the
immune effector cell following binding to (a) and (b); and wherein optionally the activated immune
effector cell is capable of exerting a cytotoxic effect and/or an apoptotic effect on the target cell.

202.  The use of any one of claims 197-201, wherein the anti-CD3 antibody is formulated for
administration to the subject in a dosage of about 0.01 mg/kg to about 10 mg/kg; wherein optionally
the anti-CD3 antibody is formulated for administration {o the subject in a dosage of about 0.1 mg/kg to
about 10 mg/kg; and wherein optionally the anti-CD3 antibody is formulated for administration to the
subject in a dosage of about 1 mg/kg.

203.  The use of any one of claims 197-202, wherein the medicament further comprises a PD-1
axis binding antagonist and/or an additional therapeutic agent; wherein optionaily the PD-1 axis
binding antagonist or additional therapeutic agent is formutated for administration prior to or
subsequent to the administration of the anti-CD3 antibody; and wherein opticnally the PD-1 axis
binding antagonist or additional therapeutic agent is formulated for concurrent administration with the
anti-CD3 antibody.

204.  The use of claim 203, wherein the PD-1 axis binding antagonist is selected from the group
consisting of a PD-1 binding antagonist, a PD-L1 binding antagonist, and a PD-L2 binding antagonist.

205.  The use of claim 204, wherein the PD-1 axis binding antagonist is a PD-1 binding antagonist;
wherein optionally the PD-1 binding antagonist is selected from the group consisting of MDX-1106
(nivolumab), MK-3475 (lambrolizumab), CT-011 (pidilizumab), and AMP-224.

206. The use of claim 204, wherein the PD-1 axis binding antagonist is a PD-L.1 binding
antagonist; and wherein optionally the PD-L.1 binding antagonist is selected from the group consisting
of: YW243.55.570, MPDL3280A, MDX-1105, and MEDI4736.
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207.  The use of claim 204, wherein the PD-1 axis binding antagonist is a PD-L2 binding
antagonist; and wherein optionally the PD-L2 binding antagonist is an antibody or an immunoadhesin.

208.  Use of an anti-CD3 antibody in the manufacture of a medicament for freating or delaying the
progression of a cell proliferative disorder or an autoimmune disorder in a subject in need thereof
wherein the anti-CD3 antibody comprises an anti-CD3 arm and an anti-CD20 arm and wherein the
medicament is formulated for administration with a PD-1 axis binding antagonist.

208.  Use of an anti-CD3 antibody in the manufacture of a medicament for enhancing immune
function in a subject having a cell proliferative disorder or an autoimmune disorder, wherein the anti-
CD3 antibody comprises an anti-CD3 arm and an anti-CD20 arm and wherein the medicament is
formulated for administration with a PD-1 axis binding antagonist.

210.  The use of claim 208 or 208, wherein:
(a) the anti-CD3 arm comprises a first binding domain comprising:
(i) a VH domain comprising an amino acid sequence of SEQ ID NO: 184, and
(i) a VL domain comprising an amino acid sequence of SEQ ID NO: 185; and
(b) the anti-CD20 arm comprises a second binding domain comprising:
(i} a Vi domain comprising an amino acid sequence of SEQ ID NO: 268, and
(i) a VL domain comprising an amino acid sequence of SEQ 1D NO: 267; and
{c) the PD-1 axis binding antagonist is an anti-PD-L1 antibody.

211, The use of any one of claims 197-210, wherein the medicament further comprises a
glucocorticoid; and wherein optionally the glucocorticoid is dexamethasone.

212.  The use of any one of claims 197-211, wherein the medicament further comprises a

rituximab.

213.  The use of any one of claims 197-211, wherein the medicament further comprises an

obinutuzumab.

214.  The use of any one of claims 197-213, wherein the medicament further comprises an
antibody-drug conjugate (ADC).

215.  The use of any one of claims 197-214, wherein the anti-CD3 antibody is formulated for
administration subcutaneously, intravenously, intramuscularly, topically, orally, transdermally,
intraperitoneally, intraorbitally, by implantation, by inhatlation, intrathecally, intraventricularly, or
intranasally; wherein optionally the anti-CD3 antibody is formulated for administration subcutaneously;
and wherein optionally the anti-CD3 antibody is formulated for administration intravenously.
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216.  The use of any one of claims 197-215, wherein the subject is a human,

217. A kit comprising:
(a) the composition of any one of claims 194-195; and
{b) a package insert comprising instructions for administering the composition to a subject fo

treat or delay progression of a celi proliferative disorder or an autoimmune disorder.
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WHAT IS CLAIMED I8:

1. Ananti-cluster of differentiation 3 (CD3} antibody, wherein the anti-CD3 antibody comprises a
binding domain comprising the following six hypervariable regions (HVRs):
{(a) an HVR-H1 comprising the amino acid seguence of SEQ ID NO: 1;
{b} an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 2;
{¢) an HVR-H3 cc;mpriséng the amino acid sequence of SEQ ID NO: 3;
(d} an HVR-L1 comprising the amino acid sequence of SEQ 1D NO: 4;
{e) an HVR-L2 comprising the amino acid sequence of SEQ 1D NO: 5; and
(f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO: 6.

2. The anti-CD3 antibody of claim 1, wherein the binding domain comprises (a) & heavy chain
variable (VH) domain comprising an amino acid sequence having at least 95% sequence identity to the
amino acid sequence of SEQ ID NO: 184; (b) a light chain variable (Vi_),rd‘omain comprising an amino acid

sequence having at least 95% sequence identity to the amino acid se’duence of SEQ ID NO: 185; or (¢} a
VH domain as in (a) and a VL domain as in (b). /

3. The anti-GD3 antibody of claim 2, wherein the VH gdéﬁain comprises the amino acid sequence of
SEQ ID NO: 184,

4. The anti-CD3 antibody of claim 2, wherein,tﬁe VL domain comprises the amino acid sequence of
SEQ 1D NO: 185, ’

5. An anti-CD3 antibody, wherein thga"énzi-CDS antibody comprises a binding domain comprising (a)
a VH domain comprising an amino acig"éequence of SEQ ID NO: 184 and (b) a VL domain comprising an
amino acid sequence of SEQ 1D NQ:’H 85.

6. The anti-CD3 antiboc@y‘bf claim 1, wherein the binding domain comprises (a) a VH domain
comprising an amino acid ﬁseduence having at least 95% sequence identity to the amino acid sequence of
SEQ ID NO: 188; (b) ayli domain comprising an amino acid sequence having at least 95% sequence
identity to the aming/a’éid sequence of SEQ ID NO: 187; or (c) a VH domain as in (a) and a VL domain as
in (b).

i
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7. Thgfé{n’fLCDS antibody of claim 6, wherein the ViH domain comprises the amino acid sequence of
SEQ D NO: 186.

8. The anti-CD3 antibody of claim 6, wherein the VL domain comprises the amino acid sequence of
,S{EQ D NO: 187,




o] WG-2015/095392 e PETUS2014/0T098T oo s,

9. Ananti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising (a } ‘
a VH domain comprising an amino acid sequence of SEQ ID NO: 186 and (b} a VL domain compnsmg an
amino acid sequence of SEQ 1D NO: 187. é,f“'

J'

10. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprlsmg the
foliowing six HVRs: /,:*
(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 7; 3
(b) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 8;
{c} an HVR-H3 comprising the amino acid sequence of X;XgYSX;X4XsFDY, vg,h’grein Xy Is selected
from the group consisting of D, T, and S; X, is selected from the group igségi'lsisting of G, A, and S;
Xzis RorN; Xqis Y or A;and Xz is Y or A (SEQ ID NO: 181); Vi :
(dy an HVR-L1 comprising the amino acid sequence of SEQ 1D NO:_}O‘/';
(e) an HVR-L2 comprising the amino acid sequence of SEQ ID NQ:’% 1; and
(h an HVR-L3 comprising the amino acid sequence of X1X28§QQ4LRT, wherein X¢is Kor T; X, is Q
or A; Xs is F or Ajand X, is | or A (SEQ ID NO: 182).
11. The anti-CD3 antibody of claim 10, wherein the biz]dijﬁg domain comprises the following six
HVRs:
(&) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 7;
{b) an HVR-H2 comprising the amino acld sequence of SEQ ID NO: 8;
(c) an HVR-H3 comprising the amino acsd sequence of SEQ 1D NO: 9;
(d) an HVR-L1 comprising the ammo aold sequence of SEQ ID NQ: 10;
e) an HVR-L2 comprising the ammo acid sequence of SEQ ID NO: 11; and
() an HVR-L3 compnsmg the ammo acid sequence of SEQ {D NO: 12.

12. The anti-CD3 antmody of clanm 11, wherein the binding domain comprises (a) a VH domain
comprising an amino acid Sequence having at least 95% sequence identity 10 the amino acid sequence of
SEQID NO: 188; (b) a VL/,,domam comprising an amino acid seguence having at least 95% sequence
identity to the amino ae;i,d"eequence of SEQ ID NO: 188; or (¢} a VH domain as in (a) and a VL domain as
in (b).

13. The a;r.;ti’fCDB antibody of claim 12, wherein the VH domain comprises the amino acid sequence
of SEQ ID NO: 188.

1.4'-5"""\'['he anti-CD3 antibody of claim 12, wherein the VL domain comprises the amino acid sequence
of SEQ ID NO: 189.

15. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising (a)
a VH domain comprising an amino acid sequence of SEQ ID NO: 188 and (b) a VL domain comprising an
amino acid sequence of SEQ ID NO: 189. '
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18. The anti-CD3 antibody of claim 10, wherein the binding domain comprises the following six
HVRs:

(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 7;

(b) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 8;

{¢} an HVR-H3 comprising the amino acid sequence of SEQ 1D NO: 13;

(d) an HVR-L1 comprising the amino acid sequence of SEQ 1D NO: 10;

(e} an HVR-L2 comprising the amino acid sequence of SEQ 1D NO: 11; and

(fy an HVR-L3 comprising the amino acid sequence of SEQ 1D NO: 12.

17. The anti-CD3 antibody of claim 16, wherein the binding domain compri;;ég (a} a VH domain
comprising.an amino acid sequence having at least 95% sequence identity tg‘i'he amino acid sequence of
SEQ ID NO: 190; (b) a VL domain comprising an amino acid seguence hav"i%g at least 95% sequence
identity to the amino acid sequence of SEQ ID NO: 191; or (¢) a VH domam as in (a) and a VL domain as
in (b). :

18. The anti-CD3 antibody of claim 17, wherein the VH dgﬁgain comprises the amino acid sequence
of SEQ ID NO: 190. "

i
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19. The anti-CD3 antibody of claim 17, wherem the VL domain comprises the amino acid sequence
of SEQ D NO: 191. N

20. An anti-CD3 antibody, wherein the antl CD3 antibody comprises a binding domain comprising (a)
a VH domain comprising ah amino acid sequence of SEQ 1D NO: 190 and (b) a VL domain comprising an
amino acid seguence of SEQ 1D NO: _391

21. The anti-CD3 annbody Qf cialm 10, wherein the binding domain comprises the following six
HVRs:
(@) an HVR-H1 compr:smg the amino acid sequence of SEQ 1D NO: 7;

(b} an HVR-H2 comprsszng the amino acid sequence of SEQ ID NO: 8;

(¢} an HVH~H3 comprising the amino acid sequence of SEQ ID NO: 9;

{d) an H\]R L1 comprising the amino acid sequence of SEQ 1D NC: 10;

(e) an HVR L2 comprising the amino acid sequence of SEQ {D NO: 11; and

{f

&

) “an HVR-L3 comprising the amino acid sequence of SEQ ID NO: 14.

22 The anti-CD3 antibody of claim 21, wherein the binding domain comprises (a) a VH domain
cgh:lprising an amino acid sequence having at least 95% sequence identity to the amino acid sequence of
“SEQ ID NO: 192; (b) a VL domain comprising an amino acid sequence having at least 85% sequence

identity to the amino acid sequence of SEQ {D NO: 193; or (¢) a VH domain as in (a) and a VL. domain as
in (b).
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23. The anti-CD3 antibody of claim 22, wherein the VH domain comprises the amino acid sequence
of SEQ 1D NO: 192,

24. The anti-CD3 antibody of claim 22, wherein the VL domain comprises the amino acid sequence
of SEQ D NO: 183.

25. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain-comprising (a)
a VH domain comprising an amino acid sequence of SEQ ID NO: 192 and (b) & VL domain comprising an
amino acid sequence of SEQ ID NO: 193. g

26. The anti-CD3 antibody of claim 10, whergin the binding domain compriées the following six
HVRs:
) an HVR-H1 comprising the amino acid sequence of SEQ ID'NO: 7,
) an HVR-H2 comprising the amino acid sequence of SEQ 1D NO: 8;
{c} an HVR-H3 comprising the amino acid sequence of SEO ID NO: g;
)
)

o~
o

an HVR-L1 comprising the amino acid sequence | 6f SEQ 1D NO: 10;
an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 11; and
() an HVR-L3 comprising the amino acid seqyence of SEQ ID NO: 15.

27. The anti-CD3 antibody of claim 26, whereir‘i"the binding domain comprises (a} a VH domain
comprising an amino acid sequence having at Eeast 95% sequence identity to the amino acid sequence of
SEQ ID NO: 184; (b) a VL domain compnsmg an amino acid sequence having at least 95% seguence
identity to the amino acid seguence of SEQ ID NO: 195; or {c) a VH domain as in (&) and a VL domain as
in (b). ¢

2
&

28. The anti-CD3 aﬂtibody ,e’f'ctaim 27, wherein the VH domain comprises the amino acid sequence
of SEQ 1D NO: 194, e
a/
29. The anti-CDfs;Jar:'itibody of claim 27, wherein the VL domain comprises the amino acid sequence
of SEQ ID NO: 19@;"

30. An antl CDS antibody, wherein the anti-CD3 antibody comprises a binding domain comprising (a}
aVH domam comprising an amino acid sequence of SEQ ID NO: 194 and (b) a VL domain comprising an
ammof]ac:d sequence of SEQ ID NO: 195.

/ 31. The anti-CD3 antibody of claim 10, wherein the binding domain comprises the following six
f[/ HVRs:

i (a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 7;

by an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 8;
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(¢) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 9;

{d) an HVR-L1 comprising the amino acid sequence of SEQ 1D NO: 10;

(e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 11; and
(f) an HVR-L3 comprising the amino acid sequence of SEQ 1D NO: 16.
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32. The anti-CD3 antibody of claim 31, wherein the binding domain comprises (a) a VH domam
comprising an amino acid sequence having at least 95% sequence identity to the amino acid sequence of
SEQ ID NO: 196; (b) a VL domain comprising an amino acid sequence having at least 95% sequence
identity to the amino acid sequence of SEQ 1D NO: 197; or (¢) a VH domain as in (a) and a VL domain as

in (b). 7
(b) /

33. The anti-CD3 antibody of claim 32, wherein the VH domain comprisesftﬁe amino acid sequence
of SEQ ID NO: 186. i

&

34. The anti-CD3 antibody of claim 32, wherein the VL. domain qgrﬁprises the amino acid sequence
of SEQ ID NO: 197,

N

35. An anti-CD3 antibody, wherein the anti-CD3 antlbody’compnses a binding domain comprising (a)
a VH domain comprising an amino acid seguence of SE@%D NQO: 196 and (b} a VL domain comprising an
amino acid sequence of SEQ ID NO: 197. /

Fa
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36. The anti-CD3 antibody of claim 10, wheige”i(;] the binding domain comprises the following six
HVRs: 7
(a) an HVR-H1 comprising the a.gz‘i?;o acid sequence of SEQ ID NO: 7;
(b} an HVR-H2 comprising thg;‘g?nino acid sequence of SEQ ID NO: 8;
{¢} an HVR-H3 comprising tﬁée amino acid sequence of SEQ 1D NO: 17;
(d) an HVR-L1 comprlsmg the amino acid sequence of SEQ ID NO: 10;
(e) an HVR-L2 compmsmg the amino acid sequence of SEQ ID NO: 11; and
(fy an HVR-L3co pnsmg the amino acid sequence of SEQ 1D NO: 12.

37. The anti-CDS"’gntibody of claim 36, wherein the binding domain comprises (a) a VH domain
comprising an angih‘fb acid sequence having at least 85% sequence identity fo the amino acid sequence of
SEQ ID NO: 198 (b) a VL domain comprising an amino acid sequence having at least 95% sequence
identity to Eggamino acid sequence of SEQ ID NO: 189; or (¢} a VH domain as in (a) and a VL domain as
in (b).

38, The anti-CD3 antibody of claim 37, wherein the VH domain comprises the amino acid sequence
SEQ ID NO: 198,
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39. The anti-CD3 antibody of claim 37, wherein the V0L domain comprises the amino acid sequence _{,;“;}
of SEQ 1D NO: 199. ’

40. An ant-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain compri%i:% {(a)
a VH domain comprising an amino acid sequence of SEQ ID NO: 198 and (b} a VL domain cor@p“?"‘ssing an

amino acid sequence of SEQ ID NO: 199. ///

41. The anti-CD3 antibody of claim 10, wherein the binding domain comprises the foilowmg six
HVRs: ’

{a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 7;
{b) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 8f"’»
¢) an HVR-H3 comprising the amino acid sequence of SEQ ID NO i8
d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO 10;
e} an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 11; and
f) an HVR-L3 comprising the amino acid sequence of S[EQ IDNO:12.

42. The anti-CD3 antibody of claim 41, wherein the bingjfi@ domain comprises (a) a VH domain
comprising an amino acid sequence having at least 95% séfquence identity to the amino acid sequence of
SEQ ID NO: 200; (b) a VL domain comprising an am:no ac:td seguence having at least 95% sequence
identity 1o the amino acid sequence of SEQ 1D NO:; 201 or {¢) a VH domain as in (a) and a VL domain as

in (b). rd

43. The anti-CD3 antibody of claim 42),A’ffrhereiﬂ the VH domain comprises the amino acid sequence
of SEQ 1D NO: 200.

44. The ant-CD3 antibody Otéglgim 42, wherein the VL domain comprises the amino acid sequence
of SEQ ID NO: 201, '

45, An anti-CD3 annbody, wherem the anti-CD3 antibody comprises a binding domain comprising (&)
a VH domain compnsmg an amino acid sequence of SEQ ID NO: 200 and (b} a VL domain comprising an
amino acid sequegﬁge of SEQ ID NO: 201.

46. The gﬁii-CDS antibody of claim 10, wherein the binding domain comprises the foliowing six

: an HVR-H1 comprising the amino acid sequence of SEQ 1D NO: 7;

an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 8;

an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 18;

an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 10;

an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 11; and
an HVR-L3 comprising the amino acid sequence of SEQ {D NO: 12.
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47. The anti-CD3 antibody of claim 46, wherein the binding domain comprises (a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity o the amino acid sequence
SEQ ID NO: 202; (b) a VL domain comprising an amino acid sequence having at least 95% sequence”
identity to the amino acid sequence of SEQ ID NO: 203; or {¢) 2 VH domain as in (a) and a VL doma’:i% as
in (o). !

48. The anti-CD3 antibody of claim 47, wherein the VH domain comprises the aminqagéd seguence
of SEQ 1D NO: 202.

49. The anti-CD3 antibody of claim 47, wherein the VL domain compnses th ammo acid sequence
of SEQ ID NO: 203.

50. An anti-CD3 antibody, wherein the anti-CD3 antibody compriségéﬁa binding domain comprising (a)
a VH domain comprising an amino acid sequence of SEQ 1D NO: %Q)’ﬁ and (b} a VL. domain comprising an
amino acid sequence of SEQ 1D NO: 203.

51. The anti-CD3 antibody of claim 10, wherein the binding domain comprises the foliowing six
HVRs: é
(a) an HVYR-H1 comprising the amino acud sequence of SEQ ID NO: 7;
(b) an HVR-H2 comprising the amino amd seguence of SEQ ID NO: 8;
) an HVR-H3 comprising the ammp acrd sequence of SEQ ID NO: 20;
(d) an HVR-L1 comprising the amiﬁ‘é acid sequence of SEQ ID NO: 10;
) an HVR-L2 comprising the ammo acid sequence of SEQ D NO: 11; and
fy an HVR-L3 compnsmg jhe amino acid sequence of SEQ 1D NO: 12.

..:f(

/x

52, The anti-CD3 antzbo/qy ‘of claim 51, wherein the binding domain comprises (a) a VH domain

compriging an amino amd sequence having al least 95% seguence identity to the amino acid sequence of
SEQ ID NO: 204; (b) ax\/i. domain comprising an amino acid sequence having at least 95% sequence
identity to the amin%»émd sequence of SEQ 1D NO: 205; or (¢) a VH domain as in {a) and a VL domain as
in (b). f ‘

53. The anti CD3 antibody of claim 52, wherein the VH domain comprises the amino acid sequence

of SEQ 4D NO: 204,
f/
f 54. The anti-CD3 antibody of claim 52, wherein the VL. domain comprises the amino acid sequence
e of SEQ ID NG: 205.
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55. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising (a)

a VH domain comprising an amine acid sequence of SEQ ID NO: 204 and (b) a VL domain compriséqg\an
amino acid sequence of SEQ ID NO: 205.

56. The anti-CD3 antibody of ciaim 10, wherein the binding domain comprises the foiiowinﬁ Six
HVRs: 2
{(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 7;
(b) an HVR-H2 comprising the amino acid sequence of SEQ 1D NO: g; .
(c) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 21
(d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 1/_(3:,"~
(e} an HVR-L2 comprising the amino acid sequence of SEQ D NO#11 ; and
{fy an HVR-L3 comprising the amino acid sequence of SEQ ED/N({): 22.

57. The anti-CD3 antibody of claim 56, wherein the binding dogp’éin comprises (a) a VH domain
compriging an amino acid sequence having at least 85% sequer;,e’é identity to the amino acid sequence of
SEQ D NO: 206; (b) a VL domain comprising an amino acid g.ézquence having at least 95% sequence
identity to the amino acid sequence of SEQ ID NO: 207; og,,{‘é) a VH domain as in (a} and a VL domain as
in (b).

58. The anti-CD3 antibody of claim 57, whereiﬁ"éhe VH domain comprises the amino acid sequence
of SEQ ID NO: 208.

59. The anti-CD3 antibody of claim 5//Z§'<~herein the VL domain comprises the amino acid sequence
of SEQ ID NO: 207. K

60. An anti-CD3 antibody, wqe‘?ein the anti-CD3 antibody comprises a binding domain comprising (a)
a VH domain comprising an arpi‘fio acid sequence of SEQ ID NO: 206 and (b) a VL. domain comprising an
amino acid sequence of SE}Q“""ID NO: 207.

#

61. An anti-CD3 al;;tfi'body, wherein the anti-CD3 antibody comprises a binding domain comprising the

&

following six HVRs:
(a) an HV’RH1 comprising the amino acid sequence of SEQ 1D NO: 23;
o) apf{iVR-Hz comprising the amino acid sequence of LINPYKGVX TYXoX3XsXsKXe, wherein
/@(1 isSorT; XoisNorA; XgisQorD; Xgis KorS; XsisFor V; and Xgis D or G (SEQ ID
f" NO: 183);
/ (¢} an HVR-H3 comprising the amino acid sequence of SEQ iD NO: 25;

£

4 (d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 26;

V4
/ (e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 27; and

{fy an HVR-L3 comprising the amino acid sequence of SEQ 1D NO: 28.
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62. The anii-CD3 antibody of claim 61, wherein the binding domain comprises the following six
HVRs: 4
(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 23;

(b} an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 24;
{¢) an HVR-H3 comprising the amino acid sequence of SEQ 1D NO: 25;
(d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 28;
{e) an HVR-L.2 comprising the amino acid sequence of SEQ 1D NO: 27; and
{fy an HVR-L3 comprising the amino acid sequence of SEQ 1D NO: 28.

&
K
P
7

83. The anti-CD3 antibody of claim 62, wherein the binding domain comprsses (a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity ioﬁhe amino acid sequence of
SEQ ID NO: 208; {b) a VL domain comprising an amino acid sequence havmg at least 95% sequence
identity to the amino acid sequence of SEQ ID NO: 209; or (¢) a VH domam asin (a) and a VL domain as

in{b f
(o). Yy
Nrf:‘

64. The anti-CD3 antibody of claim 63, wherein the VH dqngirain comprises the amino acid sequence

of SEQ ID NO: 208. /
Vi
/./
65. The anti-CD3 antibody of claim 63, wherein tpé VL domain comprises the amino acid sequence
of SEQ 1D NO: 209. 7

};‘
S

66. An anti-CD3 antibody, wherein the anﬁ»CDs antibody comprises a binding domain comprising (a)
a VH domain comprising an amino acid seQUence of SEQ ID NO: 208 and (b) a VL domain comprising an
amino acad sequence of SEQ ID NO: 2@9

67. The anti-CD3 antlbody oj ciafm 61, wherein the binding domain comprises the following six
HVRs:
(&) an HVR-H1 comprlsmg the amino acid sequence of SEQ ID NO: 23;
{b) an HVR-H2. compnsmg the amino acid sequence of SEQ ID NO: 29;
(¢} an HVR HB comprising the amino acid sequence of SEQ ID NO: 25;
(d) an H\/J«R L1 comprising the amino acid sequence of SEQ [D NO: 26;
(e) a HVR L2 comprising the amino acid sequence of SEQ ID NO: 27; and

() /,an HVR 1.3 comprising the amino acid sequence of SEQ 1D NO: 28,
&

&
&

68**”&A;Fhe anti-CD3 antibody of claim 67, wherein the binding domain comprises (a) a VH domain
compnsnng an amino acid sequence having at least 95% seguence identity to the amino acid sequence of
,,SEQ D NO: 210; {b) a VL domain comprising an amino acid sequence having at least 85% sequence
# ”” identity to the amino acid sequence of SEQ ID NO: 211; or (c) a VH domain as in (a) and a VL domain as
S in),

4

N I
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69. The anti-CD3 antibody of claim 68, wherein the VH domain comprises the aming acid seguence
of SEQ ID NO: 210.

70. The anti-CD3 antibody of claim 68, wherein the VL domain comprises the amino acid sequeﬁce
of SEQ 1D NO: 211.

71. An anti-GD3 antibody, wherein the anti-CD3 antibody comprises a binding domailj}:é‘\omprising (a)
a VH domain compriging an amino acid sequence of SEQ ID NO: 210 and (b) a VL doméin comprising an
amino acid sequence of SEQ ID NO: 211.

72. The anti-CD3 antibody of claim 61, wherein the binding domain comp,riéés the following six

HVRs:
{a) an HVR-H1 comprising the amino acid sequence of SEQ thIGO: 23,
(b) an HVR-H2 comprising the amino acid sequence of SEQ,flb NO: 30;
(¢} an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 25;
(d) an HVR-L1 comprising the amino acid sequence q;fSEQ D NO: 26;
(e) an HVR-L2 comprising the amino acid sequenqga""éf SEQ ID NO: 27; and
{f) an HVR-L3 comprising the amino acid sequgriée of SEQ ID NO: 28.

73. The anti-CD3 antibody of claim 72, whereijgf'@ﬁe binding domain comprises (a) a VH domain
comprising an amino acid sequence having at Ieé%t 95% sequence identity to the amino acid sequence of
SEQ ID NO: 212; (b) a VL domain comprésmgién amino acid seguence having at least 95% sequence
identity to the amino acid sequence of SEQ 1D NO: 213; or (c) a VH domain as in (a) and a VL domain as
in (o). '

74. The ant-CD3 antibody qf»f-‘élaim 73, wherein the VH domain comprises the amino acid sequence
of SEQ ID NO: 212.

75. The anti-CD3 a;jtibody of claim 73, wherein the VL domain comprises the amino acid sequence
of SEQ ID NO: 213, /'

&
Fi

76. An an‘giséDS antibody, wherein the anti-CD3 antibody comprises a binding domain comprising (a)
aVH domajn"”comprising an amino acid sequence of SEQ 1D NO: 212 and (b} a VL domain comprising an
/’V
amino acjd sequence of SEQ D NO: 213

77’ An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising the

following six HVRs:

’ {a) an HVR-H1 comprising the amino acid sequence of SEQ D NO: 31;
{b) an HVR-H2 comprising the amino acid sequence of SEQ 1D NO: 32;
{c} an HVR-H3 comprising the amino acid sequence of SEQ 1B NO: 33;

AAAAA 370 e




{d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 34;
(e} an HVR-LZ comprising the amino acid sequence of SEQ 1D NO: 35; and
{fy an HVR-L3 comprising the amino acid sequence of SEQ 1D NO: 36.

78. The anti-CD3 antibody of claim 77, wherein the binding domain comprises (&) a VH domainﬁf""
comprising an amino acid sequence having at least 95% sequence identity to the amino acid sequ\'\énce of
SEQ ID NO: 214; (b} a VL domain comprising an amino acid sequence having at least 95% seq'zjence
identity to the amino acid sequence of SEQ ID NO: 215; or (¢) a VH domain as in (a) and a VL domain as
in (b). )

79. The anti-CD3 antibody of claim 78, wherein the VH domain comprises the-amino acid sequence
of SEQ ID NO: 214.

80. The anti-CD3 antibody of claim 78, wherein the VL domain comprises the amino acid sequence
of SEQ ID NO: 215.

81. An anti-CD3 antibody, wherein the anti-CD3 antibody go'i:nprises a binding domain comprising (a)
a VH domain comprising an amino acid sequence of SEQ Ip"NO: 214 and (b} a VL domain comprising an
amino acid sequence of SEQ 1D NO: 215,

82. The anti-CD3 antibody of claim 77, wherein”‘{he binding domain comprises {a) a VH domain
comprising an amino acid seguence having at }géét 85% sequence identity to the amino acid sequence of
SEQ ID NO: 216; {b) a VL. domain comprisir}g‘\fan amino acid seguence having at least 95% seguence
identity to the amino acid sequence of S{;TdiD NQO: 217; or (¢) a VH domain as in (a) and a VL domain as
in (b).

7

83. The anti-CD3 antibody gf":z:iaim 82, wherein the VH domain comprises the amino acid sequence

of SEQ 1D NO: 2186. j/

84. The anti-CD3 gﬁiibody of claim 82, wherein the VL domain comprises the amino acid seguence
of SEQ ID NO: 217,

85. An aﬁtffCDS antibody, wherein the anti-CD3 antibody comprises a binding domain comprising (a)
a VH dom/ai'é comprising an amino acid sequence of SEQ D NO: 216 and (b) a VL domain comprising an
amino\}gé‘id sequence of SEQ ID NO: 217.
# 86. Anant-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising the
‘_r\;"‘ﬁ“oliowing six HVRs:
(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 37,
(b) an HVR-H2 comprising the amino acid sequence of SEQ 1D NO: 38;

Y o}
O
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(¢) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 39;
(d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 40; /

(e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 41; and ’

(f) an HVR-L3 comprising the amino acid sequence of SEQ 1D NO: 42.

87. The anti-CD3 antibody of claim 86, wherein the binding domain comprises (a) a VH don;,a‘i’h
comprising an amino acid sequence having at least 95% sequence identity to the amino acidl,sé{quence of
SEQ {D NO: 218; (b) a VL. domain comprising an amino acid sequence having at least 95?/o'éequence
identity to the amino acid sequence of SEQ ID NO: 219; or {¢) a VH domain as in {a) a‘pd’:a VL domain as
in {b). ’

88. The anti-CD3 antibody of claim 87, wherein the VH domain compr'esegffhe amino acid sequence
of SEQ ID NO: 218.

89. The anti-CD3 antibody of ciaim 87, wherein the VL domain,\_cél\mprises the amino acid sequence
of SEQ ID NO: 218. f

y‘f
5

80. An anti-CD3 antibody, wherein the anti-CD3 antib_lgd'gr comprises a binding domain comprising (a)
a VH domain comprising an amino acid sequence of SgEQ ID NO: 218 and (b) a VL domain comprising an
amino acid sequence of SEQ ID NO: 219.

91. The anti-CD3 antibody of claim 86, wbe‘:rein the binding domain comprises (a) a VH domain
comprising an amino acid sequence having-‘ﬁt least 95% sequence identity to the amino acid sequence of
SEQ ID NO: 220; (b) a VL domain comﬁpﬁéing an amino acid seguence having at least 85% sequence
identity to the amino acid sequencerpffSEQ iD NO: 221; or (¢) a VH domain as in (a) and & VL domain as
in (b). ‘

&
&

g2. The anti-CD3 antig,o’éiy of claim 91, wherein the VH domain comprises the amino acid seguence
of SEQ ID NO: 220.

93. The anti;Q'ESS antibody of claim 91, wherein the VL domain comprises the amino acid sequence
of SEQ ID NO#221.
A
94.:}A‘fw anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising {(a)
a Vij;ﬁz)main comprising an amino acid sequence of SEQ (D NO: 220 and (b) a VL domain comprising an
a}m’fﬁc acid sequence of SEQ 1D NO: 221,

95, An anti-GD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising the
foliowing six HVRs:
{a) an HVR-H1 comprising the amino acid seguence of SEQ D NO: 43;
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(b) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 44;
(¢} an HVR-H3 comprising the amino acid sequence of SEQ 1D NO: 45;
(d) an HVR-L1 comprising the amino acid sequence of SEQ D NO: 46;
(e) an HVR-L2 comprising the amino acid sequence of SEQ 1D NO: 47; and
() an HVR-L3 comprising the amino acid sequence of SEQ 1D NO: 48.

86. The anti-CD3 antibody of claim 95, wherein the binding domain comprises (a) a VH gd%ﬁa‘m
comprising an amino acid sequence having at least 95% sequence identity to the amino acid sequence of
SEQ D NO: 222; (b) a VL domain comprising an amino acid sequence having at least 95% sequence
identity to the amino acid sequence of SEQ 1D NO: 223; or (¢} & VH domain as in (@) ‘and a VL domain as
in (o).

97. The anti-CD3 antibody of claim 96, wherein the VH domain comprjss‘és the amino acid sequence
of SEQ ID NO: 222. ’

98. The anti-CD3 antibody of claim 86, wherein the VL domaéﬁ_r_} éomprises the amino acid sequence
of SEQ ID NO: 223.

98. An anti-CD3 antibody, wherein the anti-CD3 antipday comprises a binding domain comprising (a)
a VH domain comprising an amino acid sequence of SEO ID NO: 222 and (b) a VL domain comprising an
amino acid sequence of SEQ ID NO: 223. \

100. The anti-CD3 antibody of claim 95, whérein the binding domain comprises (a) a VH domain
comptising an amino acid seguence havir;g"at least 95% sequence identity to the amino acid seguence of
SEQ ID NO: 224; (b} a VL domain corr}pﬁsing an amino acid seguence having at least 95% sequence
identity o the amino acid sequencaﬁ?SEQ (D NO: 225: or (¢) 2 VH domain as in (a) and a VL domain as
in (b). &

101. The ant-CD3 aﬂtigoéy of claim 100, wherein the VH domain comprises the amino acid sequence
of SEQ IDNO: 224, 7

102. The anti-(}ﬁé antibody of claim 100, wherein the VL domain comprises the amino acid sequence
e
of SEQ ID NO:.225.

e
B4

103. /Aﬁ;anti-CDS antibody, wherein the anti-CD3 antibody comprises a binding domain comprising (a)
a VH domain comprising an amino acid sequence of SEQ 1D NO: 224 and (b) a VL domain comprising an
am,irii) acid sequence of SEQ 1D NO: 225,
i

_ ﬁ""- 104. The anti-CD3 antibody of claim 85, wherein the binding domain comprises {a) a VH domain
j/fé comprising an amino acid sequence having at least 85% sequence identity to the amino acid sequence of
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SEQ ID NO: 2286; (b) a VL domain comprising an amino acid sequence having at least 95% sequence
identity to the amino acid sequence of SEQ ID NO: 227; or {¢) a VH domain as in (a) and a VL domair],a'é
in (b).

105. The anti-CD3 antibody of claim 104, wherein the VH domain comprises the amino ac.j\d"{\sequence
of SEQ ID NO: 226.

106. The anti-CD3 antibody of claim 104, wherein the VL domain comprises the eniino acid sequence
of SEQ ID NO: 227.

107. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising (a)
a VH domain comprising an amino acid sequence of SEQ {D NO: 226 apd'(b) a VL domain comprising an

amino acid sequence of SEQ ID NO: 227.

108. An anti-CD3 antibody, wherein the anti-CD3 antibody eomprises a binding domain comprising the

following six HVRs; \

(@) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 49;

by an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 50;

{c) an HVR-H3 comprising the amino amd sequence of SEQ ID NO: 51;

{d) an HVR-L1 comprising the amino ac&d sequence of SEQ ID NO: 52;

{e) an HVR-L2 comprising the amfnq’\acsd sequence of SEQ 1D NO: 53; and
{fy an HVR-L3 comprising the arqine acid sequence of SEQ [D NO: 54.

109. The anti-CD3 antibody of claim 108, wherein the binding domain comprises (a) a VH domain
comprising an amino acid sequeneé having at least 95% sequence identity to the amino acid seguence of
SEQ ID NO: 228; (b) a VL dom,a‘ih comprising an amino acid sequence having at least 95% seguence
identity to the amino acid seqiience of SEQ 1D NO: 229; or (¢) a VH domain as in (a) and a VL domain as
in (b).

110. The anti—Cpé antibody of claim 108, wherein the VH domain comprises the amino acid sequence
of SEQ 1D NO: 228.

111. The ant-CD3 antibody of claim 109, wherein the VL domain comprises the amino acid sequence
of SEQ,ID NO: 229.

~112. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising (a)

a VH domain comprising an amino acid sequence of SEQ ID NO: 228 and (b} a VL domain comprising an

amino acid sequence of SEQ 1D NO: 229,
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113. The anti-CD3 antibody of claim 108, wherein the binding domain comprises (a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity to the amino acid sequence of:.,.«"
SEQ 1D NO: 230; (b) & VL. domain comprising an amino acid sequence having at least 95% sequence |,
identity to the amino acid sequence of SEQ 1D NO: 231; or (¢) a VH domain as in (a) and a VL domgm as
in (b). :

114. The anti-CO3 antibody of claim 113, wherein the VH domain comprises the amino a’c"fd sequence
of SEQ ID NO: 230.

115. The anti-CD3 antibody of ciaim 113, wherein the VL domain comprises the amino acid sequence
of SEQ ID NO: 231.

116. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising (a)
a VH domain comprising an amino acid sequence of SEQ ID NO: 230 and (b) a VL domain comprising an
amino acid sequence of SEQ ID NO: 231.

117. An anti-CD3 antibody, wherein the anti-CD3 antibo@y'éompfises a binding domain comprising the
following six HVRs: '
(&) an HVR-H1 comprising the amino acid sequénce of SEQ ID NO: 55;
(b} an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 56;
(¢) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 57;
(dy an HVR-L1 comprising the amino acid sequence of SEQ [D NO: 88;
(e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 59; and
(fy an HVR-L3 comprising the . amino acid sequence of SEQ 1D NO: 60.

118. The anti-CD3 antibody of-claim 117, wherein the binding domain comprises (a) a VH domain
comprising an amino acid seq,ué;nce having at least 95% sequence identity to the amino acid sequence of
SEQ ID NO:232;{(b)a VL démain comprising an amino acid sequence having at least 95% sequence
identity to the amino acid sequence of SEQ ID NO: 233; or (¢} a VH domain as in {a) and a VL domain as
in (b).

119. The aptﬁCDS antibody of claim 118, wherein the VH domain comprises the amino acid sequence
of SEQ 1D NO: 232.

1%0‘f”'“¥‘he anti-CD3 antibody of claim 118, wherein the VL domain comprises the amino acid sequence
of SEQ 1D NO: 233.

%
/f 121. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising (a)
a VH domain comprising an amino acid seguence of SEQ ID NO: 232 and (b} a VL domain comprising an

aming acid sequence of SEQ ID NO: 233.




"
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122. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising t]he’s
following six HVRs:

{(a) an HVR-H1 comprising the amino acid sequence of SEQ 1D NO: 61;

(o) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 62;

{¢) an HVR-H3 comprising the amino acid sequence of SEQ 1D NO: 63;

{d)} an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 64;

(e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 65; and

(fy an HVR-L3 comprising the amino acid sequence of SEQ ID NO: 66.

123. The anti-CD3 antibody of claim 122, wherein the binding domain corp;iﬁses (a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity»fo the amino acid sequence of
SEQ 1D NO: 234; (b} a VL domain comprising an amino acid sequence_;héving at least 95% sequence
identity to the amino acid sequence of SEQ ID NO: 235; or (¢) & VH;\,ddmain as in (a) and a VL domain as
in (o). £

124. The anti-CD3 antibody of claim 123, wherein the Vp;ﬁ‘aomain comprises the amino acid sequence
of SEQ 1D NO: 234. '

Vi
4

J/
125. The anti-CD3 antibody of claim 123, where_iri;the VL domain comprises the amino acid sequence
of SEQ ID NO: 235. \

126. An anti-CD3 antibody, wherein thgesénti-CDS antibody comprises a binding domain comprising {a)
a VH domain comprising an amino acid;é;aquence of SEQ ID NO: 234 and (b) a VL domain comprising an
amino acid sequence of SEQ ID NQ:*ﬁSS. '

//A‘v

127. An anti-CD3 antibody,),v(fl"lerein the anti-CD3 antibody comprises a binding domain comprising the
following six HVRs: o
a) an HVR-H1 ~;:é]’nprésing the amino acid sequence of SEQ ID NO: 87,
b) an HVH—}jz"comprising the amino acid sequence of SEQ ID NO: 68;
c) an HV‘R'—'\HB comprising the amino acid sequence of SEQ 1D NO: 69;
d) an HVR-L? comprising the amino acid sequence of SEQ {D NO: 70;
e) a,n""\HVF%-Le comprising the amino acid sequence of SEQ 1D NO: 71; and
(f)g-"én HVR-L3 comprising the amino acid sequence of SEQ ID NO: 72,

(
(
(
{
{

1;28\. The anti-CD3 antibody of claim 127, wherein the binding domain comprises (a) a VH domain
cgr‘iﬁprising an amino acid sequence having at least 85% sequence identity to the amino acid sequence of

SEQ ID NO: 238; (b) & VL domain comprising an amino acid sequence having at least 95% sequence
identity to the amino acid sequence of SEQ ID NO: 237; or (¢) & VH domain as in (a) and a VL domain as

in (b).
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129. The anti-CD3 antibody of claim 128, wherein the VH domain comprises the amino acid sequence -
of SEQ D NO: 236.

130. The anti-CD3 antibedy of claim 128, wherein the VL domain comprises the amino acid sequ"gnce

of SEQ ID NO: 237.

131. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding doma@a‘éomprising (a}
a VH domain comprising an amino acid sequence of SEQ D NO: 236 and (b} a VL dq;n”é{in comprising an
amino acid sequence of SEQ ID NO: 237. /

.‘/

132. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a bipd/i\ng domain comprising the

following six HVRs:
(@) an HVR-H1 comprising the amino acid sequence of SEQ IQI(EO: 73;

by an HVR-H2 comprising the amino acid sequence of SEQ‘TD NQO: 74;
{c) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 75;
{d) an HVR-L1 comprising the amino acid sequence gf"/SEO ID NO: 76;
{e) an HVR-L2 comprising the amino acid sequengé’;bf SEQ IDNO: 77; and
() an HVR-L3 comprising the amino acid seqq\eﬁlbe of SEQ ID NO: 78.

133. The anti-CD3 antibody of claim 132, whegeih the binding domain comprises (a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity {o the amino acid sequence of
SEQ ID NO: 238; (b) a VL domain comprisipg"an aminoc acid sequence having at teast 95% sequence
identity to the amino acid sequence of SEO ID NO: 239; or (¢} a VH domain as in ‘(a) and a VL domain as

in (o).

134. The anti-CD3 antibodyﬂpf'ﬁélaim 133, wherein the VH domain comprises the amino acid sequence
of SEQ ID NO: 238.

s
A

7/
135. The anti-CD3 gﬁ/tibody of claim 133, wherein the VL domain comprises the amino acid sequence

of SEQ 1D NO: 239,

136. An a[;tiiCDS antibody, wherein the anti-CD3 antibody comprises a binding domain comprising (a)
a VH dom;iﬁ comprising an amino acid sequence of SEQ 1D NO: 238 and (b) a VL domain comprising an

amino agid sequence of SEQ ID NO: 239.

:ﬁ‘37. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising the

j{oliowing six HVRs:
j// (a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 79;

7

/’ {b) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 80;
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{c) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 81;
(d) an HVR-L1 comprising the amino acid sequence of SEQ iD NO: 82;
(e} an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 83; and
(fiy an HVR-L3 comprising the amino acid sequence of SEQ D NO: 84.

138. The anti-CD3 antibody of claim 137, wherein the binding domain comprises (a) a VH dpmaun
comprising an amino acid sequence having at least 95% sequence identity to the amino aC|d sequence of
SEQ ID NO: 240; (b} a VL domain comprising an amino acid sequence having at least 95, , sequence
identity to the amino acid sequence of SEQ ID NO: 241; or (¢) a VH domain as in (a ) and a VL domain as
in (b).

139. The anti-CD3 antibody of claim 138, wherein the VH domain comprises the amino acid sequence
of SEQ ID NO: 240.

£

5

140. The anti-CD3 antibody of claim 138, wherein the VL domairy 6‘6mprises the amino acid sequence
of SEQ 1D NO: 241,

2

141. An anti-CD3 antibody, wherein the anti-CD3 antibgdﬂ} comprises a binding domain comprising (a)
a VH domain comprising an amino acid sequence of Sgd ID NO: 240 and (b} a VL domain comprising an

amino acid sequence of SEQ ID NO: 241,

142. An anti-CD3 antibody, wherein the antl CDB antibody comprises a binding domain comprising the

following six HVRs:

(8) an HVR-H1 comprising the ammo acid sequence of SEQ ID NO: 85;

(b} an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 86;

(¢) an HVR-H3 comprts:ng the amino acid sequence of SEQ 1D NO: 87;

{d) an HVR-L1 comprfsmg the amino acid sequence of SEQ ID NO: 88;

{e) an HVR-L2 compnsmg the amino acid sequence of SEQ ID NO: 89; and
(fy anHVR-L3 ‘9omprasmg the aminc acid sequence of SEQ ID NO: 90.

143. The anti- CDS antibody of claim 142, wherein the binding domain comprises (a) a VH domain
comprising an ammo acid sequence having at least 95% sequence identily to the amino acid sequence of
SEQ D NO 242 (b) a VL domain comprising an amino acid sequence having at least 895% sequence
1denttty to/’fhe amino acid sequence of SEQ 1D NO: 243; or (c) a VH domain as in {(8) and a VL domain as
in (b)

;f
F

I

/" 144, The anti-CD3 antibody of claim 143, wherein the VH domain comprises the amino acid sequence
" of SEQ ID NO: 242.

S ~..w,m\u,mus.r,:v;,-;.‘:»z:.:,.\r.‘,\\u:\'m;:])(:‘.!l.‘, /{)[52014/070951~ R R PN e iy S Fi 0 2 G

N
N

“378™



WO2015/695392 e s e BCTIS200 41070951

145. The anti-CD3 antibody of claim 143, wherein the VL domain comprises the amino acid sequence
of SEQ ID NO: 243. '

148. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain compnsmg ( )
a VH domain comprising an amino acid sequence of SEQ ID NO: 242 and (b) a VL domain comprtsmg an
amino acid sequence of SEQ ID NO: 243. /

147. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding dom,aiﬁ comprising the

following six HVRs:

(&) an HVR-H1 comprising the aminc acid sequence of SEQ ID NO: 91 A

(b} an HVR-H2 comprising the amino acid seguence of SEQ 1D NO: 92
(c) an HVR-H3 comprising the amino acid sequence of SEQ ID NO 98
{
(
(

an HVR-L2 comprising the amino acid sequence of SEQ 1D NO: 95; and
f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO: g6.

d} an HVR-L1 comprising the amino acid sequence of SEQ 1D, NO 94;
e)

148. The anti-CD3 antibody of claim 147, wherein the bu;dlng domain comprises (a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity to the amino acid sequence of
SEQ 1D NO: 244, (b) a VL domain comprising an ammo acid seguence having at least 95% seguence
identity to the amino acid sequence of SEQ ID NO 245 or {¢) a VH domain as in (a) and a VL. domain as
in (b).

7
W

149. The anti-CD3 antibody of claim 1),,.4’@, wherein the VH domain comprises the amino acid sequence
of SEQ ID NO: 244. '

ra
F

150. The anti-CD3 antibody gf‘;&:iaim 148, wherein the VL domain comprises the amino acid sequence

7

of SEQ 1D NO: 245. £

I

151. An anti-CD3 agti“body, wherein the anti-CD3 antibody comprises a binding domain comprising (a)
a VH domain comprgis\iﬁng an amino acid seguence of SEQ ID NO: 244 and (b} a VL domain comprising an

amino acid sequgﬁ&:e of SEQ ID NO: 245,

152. An ants GDS antibody, wherein the anti-CD3 antibody comprises a binding domain comprising the
foliowmg &ix HVRs:
/ (a) an HVR-H1 comprising the amino acid sequence of SEQ D NO: 97;

) an HVR-H2 comprising the amino acid sequence of SEQ 1D NO: 98;

) an HVR-H3 comprising the amino acid sequence of SEQ 1D NO: 89;
d) an HVR-L1 comprising the amino acid sequence of SEQ 1D NO: 100;

} an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 101; and
f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO: 102.
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153. The anti-CD3 antibody of claim 152, wherein the binding domain comprises (a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity to the amino acid sequence of
SEQ 1D NO: 248; (b) a VL domain comprising an amino acid sequence having at least 95% sequence
identity to the amino acid sequence of SEQ 1D NO: 247; or (¢) a VH domain as in (a) and a VL domajp"’és

s

in (o). /

A

154. The anti-CD3 antibody of claim 153, wherein the VH domain comprises the amino ag_ei’d sequence
of SEQ ID NO: 246.

155. The anti-CD3 antibody of claim 153, wherein the VL domain comprises th@zé'miﬂo acid sequence
of SEQ D NO: 247. g

156. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises)a"iﬁinding domain comprising (a)
a VH domain comprising an amino acid sequence of SEQ ID NO: 246_,&1‘?1(:1 (b) a VL domain comprising an
amino acid seguence of SEQ ID NO: 247.

157. An anti-CD3 antibody, wherein the anti-CD3 antibody'ébmprises a binding domain comprising the
following six HVRs: ye
(a) an HVR-H1 comprising the amino acid segu"ence of SEQ ID NO: 108;
(b) an HVR-H2 comprising the amino acid séquence of SEQ ID NO: 104;
(c) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 105:
(d) an HVR-L1 comprising the aminqécid sequence of SEQ 1D NO: 106;
(e) an HVR-L2 comprising the arpih:o acid sequence of SEQ ID NOC: 107; and
(i an HVR-L3 comprising the:,a:.'nino acid sequence of SEQ ID NO: 108.
.~'/-

158. The anti-CD3 antibody q,‘,f/é\!aim 157, wherein the binding domain comprises (a) a VH domain
comprising an amino acid seguénce having at least 85% sequence identity to the amino acid sequence of
SEQ ID NO: 248; (b} a VL. domain comprising an amino acid sequence having at teast 95% sequence
identity to the amino acid éequence of SEQ D NO: 249; or (¢) a VH domain as in (a) and a VL domain as
in (o).

159. The anti-CD3 antibody of claim 158, wherein the VH domain comprises the amino acid sequence
of SEQ 1D NO: 248,

1 5(/}". The anti-CD3 antibody of claim 158, wherein the VL domain comprises the amino acid sequence
oF-SEQ ID NO: 249.
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161. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising (a)
a VH domain comprising an amino acid sequence of SEQ ID NO: 248 and (b) a VL domain comprising an s

o
ra

162. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain compnsmg the

amino acid sequence of SEQ ID NO: 249.

following six HVRs:

{(a) an HVR-H1 comprising the amino acid sequence of SEQ 1D NO: 109;
{b) an HVR-H2 comprising the amino acid sequence of SEQ D NO: 110, /
(c) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 111;
(d) an HVR-L1 comprising the aminc acid sequence of SEQ ID NO: 112
{e) an HVR-L2 comprising the amino acid sequence of SEQ 1D NO: 113 and
(fy an HVR-L3 comprising the amino acid sequence of SEQ 1D NO 114

163. The anti-CD3 antibody of claim 162, wherein the binding domaxn comprises (a) a VH domain
comprising an amino acid sequence having at least 95% sequence ldentiiy to the amino acid sequence of
SEQ ID NO: 250; {b) a VL domain comprising an amino acid sequence having at least 95% sequence
identity to the amino acid sequence of SEQ ID NO: 251; or ( ) a VH domain as in (a) and a VL domain as

in {b).

164. The anti-CD3 antibody of claim 163, wherem the VH domain comprises the amino acid sequence
of SEQ ID NO: 250.

165. The anti-CD3 antibody of claim 163 "wherein the VL domain comprises the amino acid sequence
of SEQ ID NO: 251,

166. An anti-CD3 antibody, w@efein the anti-CD3 antibody comprises a binding domain comprising (&)
a VH domain comprising an a[piﬁo acid sequence of SEQ ID NO: 250 and (b) a VL domain comprising an
amino acid sequence of S@Gi" ID NO: 251.
167. An anti- CDS antlbody, wherein the anti-CD3 antibody comprises a binding domain comprising the
following six HVRs
(a) an HVH H1 comprising the amino acid sequence of SEQ 1D NO: 115
() an HVR-H2Z comprising the amino acid sequence of SEQ D NO: 116
(c) ‘an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 117;
g»"”J(}d) an HVR-L1 comprising the amino acid sequence of SEQ 1D NO: 118;
\ {e) an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 119, and
A ) an HVR-L3 comprising the amino acid sequence of SEQ 1D NO: 120.

e

/ 168. The anti-CD3 antibody of claim 167, wherein the binding domain comprises {a) a VH domain
f comprising an amino acid sequence having at least 95% segquence identity {o the amino acid sequence of

T
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SEQ ID NO: 252; (b} a VL domain comprising an amino acid sequence having at least 95% sequence
identity to the amino acid sequence of SEQ ID NO: 253; or (¢} a VH domain as in (a) and a VL domainas
in (b). ,

rd
yd
y

169. The anti-CD3 antibody of claim 168, wherein the VH domain comprises the amino acid seqye"’nce

&

of SEQ 1D NO: 252.

e
_\/

¢

170. The anti-CD3 antibody of claim 168, wherein the VL domain comprises the amlno ac:d sequence
of SEQ D NO: 253.

171. An anti-CD8 antibody, wherein the anti-CD3 antibody comprises a binding”’aomain comprising (a)
a VH domain comprising an amino acid segquence of SEQ ID NO: 252 and (b}\.(a”i/i. domain comprising an
£

&

amino acid sequence of SEQ 1D NO: 253.

172. An anti-CD3 antibody, wherein the anti-CD3 antibody compri,sé% a binding domain comprising the

following six HVRs: "“

(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 121;

{(b) an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 122;

{(cy an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 1283;

(d) an HVR-L1 comprising the amino acid sequeﬂce of SEQ ID NO: 124;

(e) an HVR-L2 comprising the amino amd sequence of SEQ ID NO: 125; and
(f)y an HVR-L3 comprising the amino %p1d sequence of SEQ ID NO: 126.

173. The anti-CD3 antibody of claim 172 wherem the binding domain comprises (a} a VH domain
comprising an amino acid sequence havsng at least 95% sequence identity to the amino acid sequence of
SEQ ID NO: 254; (b) a VL domain comprlsmg an amino acid sequence having at least 95% sequence
identity to the amino acid sequence of SEQ ID NO: 255; or (¢) a VH domain as in (a) and a VL domain as
in (b).

P
4

174. The anti-CD3 gn‘fibody of claim 173, wherein the VH domain comprises the amino acid sequence
of SEQ ID NO: 254,

175. The an’a CD3 antibody of claim 173, wherein the VL domain comprises the amino acid sequence
of SEQ 10)\!0 255,

Fa
9"’

176 An anti-CD3 antibody, wherein the anti-CD3 antibody comprises & binding domain comprising (a)
a VH domain comprising an amino acid sequence of SEQ ID NO: 254 and (b) a VL. domain comprising an
& ammo acid sequence of SEQ 1D NO: 255.

Lol 23 AN S
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177. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising thg/’;
following six HVRs: v |
(a) an HVR-H1 comprising the amino acid sequence of SEQ D NO: 127; ri ‘
(b} an HVR-H2 comprising the amino acid sequence of SEQ 1D NO: 128;
(¢} an HVR-H3 comprising the amino acid sequence of SEQ 1D NO: 129;
(d) an HVR-L1 comprising the amino acid sequence of SEQ 1D NO; 130;
{e} an HVR-L2 comprising the amino acid sequence of SEQ ID NO: 131; and /
(f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO: 132. d

7

178. The anti-CD3 antibody of claim 177, wherein the binding domain oompri‘s';s (a) a VH domain
comprising an amino acid sequence having at least 95% sequence identity to the amino acid sequence of
SEQ ID NO: 2586; (b) a VL domain comprising an amino acid sequence havmg at least 95% seguence
identity 10 the amino acid sequence of SEQ 1D NO: 257; or (¢} a VH domam asin {a) and a VL domain as
in (b).

178. The anti-CD3 antibody of claim 178, wherein the VH domam comprises the amino acid sequence
of SEQ ID NO: 256.

/
.
180. The anti-CD3 antibody of claim 178, whereiq%-tﬁe Vi domain comprises the amino acid sequence

of SEQ ID NO: 257.

181. An anti-CD3 antibody, wherein the grﬁi-CDS antibody comprises a binding domain comprising (a)
a VH domain comprising an amino acid ge&;uence of SEQ 1D NO: 256 and (b) a VL domain comprising an

amino acid sequence of SEQ 1D NO: 257,

182. An anti-CD3 antibody, vgh“érein the anti-CD3 antibody comprises a binding domain comprising the
following six HVRs: ,
(a) an HVR-H1 comprasmg the amino acid sequence of SEQ ID NO: 133;
(b) an HVR- H2 compusmg the amino acid sequence of SEQ ID NO: 134;
{¢) an HVR H3 comprising the amino acid sequence of SEQ 1D NO: 135;
{d) an HVR L1 comprising the amino acid sequence of SEQ ID NO: 136;
() an; AVR-L2 comprising the amino acid sequence of SEQ ID NO: 137; and
() n,,‘,an HVR-L3 comprising the amino acid sequence of SEQ {D NO: 138.
1843‘f"irhe anti-CD3 antibody of claim 182, wherein the binding domain comprtises (a} a VH domain
coga’érising an amino acid sequence having at least 95% sequence identity to the amino acid sequence of
EQ ID NO: 258; (b} a VL domain comprising an amino acid sequence having at least 95% sequence
f*” identity to the amino acid sequence of SEQ ID NO: 258; or {¢) a VH domain as in (a) and a VL domain as

£
i/ /o in(o).
7/
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184. The anti-CD3 antibody of claim 183, wherein the VH domain comprises the amino acid sequence
of SEQ ID NO: 258.

/
185. The anti-CD3 antibedy of claim 183, wherein the VL domain comprises the amino acid sequence’

of SEQ ID NO: 259.

186. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain cong.pr@sing (a)
a VH domain comprising an amino acid seguence of SEQ ID NO: 258 and (b) a VL domain/pdmpris':ng an
amino acid sequence of SEQ ID NO: 259.

187. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a bindingedf;main comprising the
following six HVRs: Vi
a) an HVR-H1 comprising the amino acid sequence of SEQ ID NQ;&%Q;
) an HVR-H2 comprising the amino acid sequence of SEQ ID,I.\!CS: 140;
) an HVR-H3 comprising the amino acid sequence of SEQ E,ESNNO: 141,
} an HVR-L1 comprising the amino acid sequence of SL—‘_?@)}D NO: 142;
} an HVR-L2 comprising the amino acid sequence of/S”fF;Q ID NO: 143; and
(fy an HVR-L.3 comprising the amino acid sequenc%ﬁ:f SEQ ID NO: 144.

188. The anti-CD3 antibody of claim 187, wherein t‘ne\\“binding domain comprises (a) a VH domain
comprising an amino acid seguence having at Eeasirg\S% sequence identity to the amino acid sequence of
SEQ ID NO: 260; (b} a VL domain comprising agémino acid seguence having at least 95% sequence
identity to the amino acid sequence of SEQ D NO: 261 ;or (¢) a VH domain as in (a) and a VL domain as
in (D). :

189. The anti-CD3 antibody of clalm 188, wherein the VH domain comprises the amino acid sequence
of SEQ ID NO: 260.

rj"

190. The anti-CD3 anti?o’&y of claim 188, wherein the VL domain comprises the amino acid sequence
of SEQ IDNO: 261, ¢
191. An anti—(},ﬁ)’g antibody, wherein the anti-CD3 antibody comprises a binding domain comprising (&)
a VH domain gﬁlnprising an amino acid sequence of SEQ ID NO: 260 and (b} a VL domain comprising an
amino aciqfsféquence of SEQ D NO: 261.
1 92 An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising the
toliowing six HVRs:
~ {a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 145;
(b} an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 148;
(¢) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 147;
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(d) an HVR-L1 comprising the amino acid sequence of SEQ 1D NO: 148;
(e) an HVR-L.2 comprising the amino acid sequence of SEQ ID NO: 149; and
(f) an HVR-L3 comprising the amino acid sequence of SEQ [D NO: 150.

193. The anti-CD3 antibody of claim 192, wherein the binding domain comprises (a) a VH domai_g/
comprising an amino acid seguence having at least 85% seguence identity o the amino acid seq;a"‘énce of
SEQ ID NO: 262; (b) a VL domain comprising an amino acid seguence having at least 95% sgdﬁence
identity to the amino acid sequence of SEQ {D NO: 263; or (¢} a VH domain as in (a) and g,\:\‘/':t_ domain as
in (b). v

194. The anti-CD3 antibody of claim 193, wherein the VH domain comprises the amino acid sequence
of SEQ ID NO: 262. ,«

195. The anti-CD3 antibody of claim 193, wherein the VL domain compnses the amino acid sequence
of SEQ ID NO: 283.

f/’”

196. An anti-CD3 antibody, wherein the anti-CD3 antibody 9d’ﬁwrises a binding domain comprising (a)
a VH domain comprising an amino acid sequence of SEQ tﬁD"’VJNO: 262 and (b} a VL domain comprising an
amine acid sequence of SEQ ID NO: 263.
197. An anti-CD3 antibody, wherein the anti- CQS antlbody comprises a binding domain comprising the
following six HVRs: r
(a) an HVR-H1 comprising the ammo aC[d sequence of SEQ ID NO: 151;
{b) an HVR-H2 comprising the amsno acid sequence of SEQ ID NO: 152;
(¢) an HVR-H3 comptising the ammo acid sequence of SEQ ID NO: 153;
(d) an HVR-L1 oomprlsmg the amino acid sequence of SEQ ID NO: 154;
(e) an HVR-L2 compnsmg the amino acid sequence of SEQ 1D NO: 155; and
{f)y an HVR-L3 compnsmg the amino acid sequence of SEQ D NO: 156.

Va

198. The anti- CD3 antlbody of claim 197, wherein the binding domain comprises (a) a VH domain
comprising an amm;a acad sequence having at least 95% sequence identily {o the amino acid sequence of
SEQ ID NO: 264¢ (b) a VL domain comprising an amino acid seguence having at least 95% sequence
identity to thgémmo acid sequence of SEQ ID NO: 285; or (¢} a VH domain as in (a) and a VL domain as

Iy
ino. J/

199 The anfi-CD3 antibody of claim 188, wherein the VH domain comprises the amino acid sequence

dﬁ%EQ ID NO: 264.

2Q0. The anti-CD3 antibody of claim 198, wherein the VL domain comprises the amino acid sequence
of SEQ 1D NO: 265.
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201. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a binding domain comprising (a)
a VH domain comprising an amino acid sequence of SEQ iD NO: 264 and (b) a VL domain comprising an”
amino acid sequence of SEQ ID NO: 265.

J

202. An anti-CD3 antibody, wherein the anti-CD3 antibody binds to an epitope on CD3 compjtsmg

amino acid residue Glus of CD3. /,/

v
o

203. The anti-CD3 antibody of claim 202, wherein the epitope further comprises on_gafér more
additional amino acid residues selected from the group consisting of Gin1, Asp2, a[;d':Met? of CD3.

s
&

d
204. The anti-CD3 antibody of claim 202 or 203, wherein the epitope comprises amino acid residues

Gint, Asp2, and Gius of CD3. S/

/

205. The anti-CD3 antibody of any one of claims 202-204, whereJn the epitope comprises amino acid
residues Gin1, Asp2, Glué, and Met7 of CD3. jf

P

206. The anti-GD3 antibody of any one of claims 202- 2/05 /wherein the epitope does not comprise
amino acid residue Glub of CD3. rj.f
f’f
207. The anti-CD3 antibody of any one of c!airps/202-206, wherein the epitope does not comprise
amino acid residues Gly3 and Glub of CD3. *

J'r
7

S

208. The anti-CD3 antibody of any one ‘of claims 202-207, wherein the epitope consists of amino acid
residues Gint, Asp2, Glug, and Metzflef CDS '
f'x
209. The anti-CD3 antibody of any one of claims 1-208, wherein the binding domain binds to a2 human
CD3 polypeptide or a cynongo’téus monkey (cyno) CD3 polypeptide.
Jf‘/y
210. The anti-CD3,dntibody of claim 208, wherein the human CD3 polypeptide or the cyno CD3
polypeptide is a hgyvr{;n CD3e polypeptide or a cyno CD3e polypeptide, respectively.
rd
211. Th%éﬁti-CDS antibody of claim 210, wherein the human CD3 polypeptide or the cyno CD3
poiypep:}jd*é is a human CD3y polypeptide or a cyno CD3y polypeptide, respectively.
y

f2’1/;. The anti-CD3 antibody of any one of claims 1-211, wherein the anti-CD3 antibody binds the
/hﬁman CD3e polypeptide with a Kd of 250 nM or tower.

213. The anti-CD3 antibody of claim 2122, wherein the anti-CD3 antibody binds the human CD3e
polypeptide with a Kd of 100 nM or lower.
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214. The anti-CD3 antibody of claim 213, wherein the anti-CD3 antibody binds the human CD3¢ e
polypeptide with a Kd of 15 nM or iower.

215, The anti-CD3 antibody of claim 214, wherein the anti-CD3 antibody binds the human CDS& / g
polypeptide with a Kd of 10 nM or iower. ’

216. The anti-CD3 antibody of claim 215, wherein the anti-CD3 antibody binds the human CDSa
polypeptide with a Kd of 5 nM or lower. e

7
;/

217. The anti-CD3 antibody of any one of claims 1-216, wherein the anti-CD3 an’ubody comprises an
aglycosylation site mutation.

P
#
K

218. The anti-CD3 antibody of claim 217, wherein the aglycosy!ation S|té mutation is a substitution

mutation.

K
pd

218. The anti-CD3 antibody of claim 217 or 218, wherein the agiycosyiat;on site mutation reduces
effector function of the anti-CD8 antibody.

,f"

7
220. The anti-CD3 antibody of any one of claims 1218 wherein the anti-CD3 antibody comprises a
substitution mutation in the F¢ region that reduces qﬁéctor function.

221. The anti-CD3 antibody of claim 218 Qp-ééO, wherein the substitution mutation is at amino acid
residue N297, L234, 1235, and/or D265 (EU numbering).

I

222, The anti-CD3 antibody of clqirf{ 221, wherein the substitution mutation is selected from the group
consisting of N297G, N297A, L234A, L235A, and D265A.
&

223. The ant-CD3 antibgd} of claim 222, wherein the substitution mutation is an N287G mutation.

'

tibody of any one of claims 1-223, wherein the anti-CD3 antibody is monocional,

224. The anti-CD3;
human, humanszed For chimeric.
//
225. The ann CD3 antibody of any one of claims 1-224, wherein the anti-CD3 antibody is an antibody

fragmentft»hat binds CD3.

V4

/"
226 The anti-CD3 antibody of claim 225, wherein the antibody fragment is sefected from the group
ponssstmg of Fab, Fab’-SH, Fv, scFv, and (Fab’), fragments.

/

j’f 227. The anti-CD3 antibody of any one of claims 1-224, wherein the anti-CD3 antibody is a full-length

/ antibody.
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228. The anti-CD3 antibody of any one of claims 1-227, wherein the anti-CD3 antibody is an igG
antibody.

229. The anti-CD3 antibody of any one of claims 1-228, wherein the anti-CD3 antibody is a 7

monospecific antibody. )

230. The anti-CD3 antibody of any one of claims 1-228, wherein the anti-CD3 antibody sta

multispecific antibody.
231. The anti-CD3 antibody of claim 230, wherein the multispecific antibody is a)p"iﬁspecific antibody.

232. The anti-CD3 antibody of claim 231, wherein the bispecific antibody cgﬁzprises a second binding
domain that binds to a second biological molecule, wherein the second bio}o@ical molecule is a cell

o
ke

surface antigen.
‘fyu‘

7
&

233. The anti-CD3 antibody of claim 232, wherein the cell surfac_ﬁ;,e"’antigen Is a tumor antigen.

234. The anti-CD3 antibody of claim 233, wherein the tumoranttgen is selected from the group
consisting of CD20, HER2, FcRH5 (Fc Receptor-like 5), and LYPD1

235. The anti-CD3 antibody of claim 234, wherein )18 tumor antigen is selected from the group
consisting of CD20 and HER2.

236. The anti-CD3 antibody of claim 234,.wherem the tumor antigen is CD20 and the second binding
domain comprises the foliowing six HVRs»
(a) an HVR-H1 comprising ti;;e’);mmo'acid seguence of SEQ ID NO: 157;
{b} an HVR-H2 comprtsir}g{he amino acid sequence of SEQ 1D NO: 158;
{c} an HVR-H3 compr,is’iﬁg the amino acid sequence of SEQ (D NO: 159;
(d) an HVR-L1 coyprf51ng the amino acid sequence of SEQ ID NO: 160;
(e) an HVR-L2 ebmprising the amino acid sequence of SEQ 1D NO: 161; and
(f) an HVR-E3 comprising the amino acid sequence of SEQ 1D NO: 162.

&

/"
237. The arm CD3 antibody of claim 235, wherein the second binding domain comprises (a) a VH

domain c/mpnsmg an amino acid sequence having at least 95% sequence identity to the amino acid

seqgue de of SEQ 1D NO: 266; (b) a VL domain comprising an amino acid sequence having at least 95%

Sequ ence identity to the amino acid sequence of SEQ ID NO: 267; or (¢) a VH domain as in{a) and a VL
/@‘ main as in (b).

238. The anti-CD3 antibody of claim 237, wherein the VH domain comprises the amino acid sequence
of SEQ ID NO: 266.
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239. The anti-CD3 antibody of claim 237, wherein the VL domain comprises the amino acid seguence »'
of SEQ 1D NO: 267. : ' 7
/
240. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a second binding domam 7 /
comprising (a) & VH domain comprising an amino acid sequence of SEQ ID NO: 266 and (b) a VL domam

comprising an amino acid sequence of SEQ ID NO: 267.

241, The anti-CD3 antibody of claim 234, wherein the tumor antigen is FcRH5 and the/ second binding
domain comprises the foliowing six HVRs: .fﬁ
(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 1 643{;;
an HVR-H2 comprising the amino acid sequence of SEQ ID NO:ﬁ&;
an HVR-H3 comprising the amino acid sequence of SEQ ID N@J 165;
an HVR-L1 comprising the amino acid sequence of SEQ ED*I(EO 166;
an HVR-L2 comprising the amino acid sequence of SEO"SD NO: 187; and

(fy an HVR-L3 comprising the amino acid sequence oa‘/SEQ ID NQO: 168.
g

242. The anti-CD3 antibody of claim 241, wherein the second binding domain comprises (a) a VH
domain comprising an amino acid seguence having at feast 95% sequence identity to the amino acid
sequence of SEQ 1D NG: 268; (b} a VL domain com}pnsmg an amino acid sequence having at least 95%
sequence identity to the amino acid sequence ofSEQ ID NO: 269; or (¢} a VH domain as in{a) and a VL
domain as in (b). 7

243. The anti-CD3 antibody of ctaimﬁz‘iz, wherein the VH domain comprises the amino acid sequence
of SEQ 1D NO: 268. yd

A

244. The anti-CD3 antlbody of claim 242, wherein the V0L domain comprises the amino acid sequence
of SEQ ID NO: 269. <

245. An anti- CDS a‘fxtibody, wherein the anti-CD3 antibody comprises a second binding domain
comprising (a) a VH domain comprising an amino acid sequence of SEQ D NO: 268 and (b) a VL domain
compnsmg an ammo acid sequence of SEQ 1D NO: 269.

246 The anti-CD3 antibody of claim 234, wherein the tumor antigen is HER2 and the second binding
domaln comprises the following six HVRs:

j’f {a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 169;

7 (b} an HVR-H2 comprising the amino acid sequence of SEQ ID NO: 170;

(¢} an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 171;
(d) an HVR-L1 comprising the amino acid sequence of SEQ ID NO: 172;
(e) an HVR-L2 comprising the amino acid sequence of SEQ 1D NO: 173; and
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{fy an HVR-L3 comprising the amino acid sequence of SEQ ID NO: 174,

247. The anti-CD3 antibody of claim 246, wherein the second binding domain comprises (a) a VH
domain comprising an amino acid sequence having at least 95% sequence identity to the amino amd 4
sequence of SEQ ID NO: 270; (b) a VL domain comprising an amino acid sequence having at feast 95%
sequence identity to the amino acid seguence of SEQ 1D NO: 271; or (c) a VH domain as in (a) and aVvl

K

domain as in (b).

248. The anti-CD3 antibody of claim 247, wherein the VH domain comprises the a;xfﬁ:i'no acid sequence
of SEQ ID NO: 270.

e
i
X
B

249. The anti-CD3 antibody of claim 247, wherein the VL domain comprsses the aminc acid sequence
of SEQ ID NO: 271. y

250. An anti-CD3 antibody, wherein the anti-CD3 antibody com\pr?ses a second binding domain
comprising (a) a VH domain comprising an amino acid sequenc(e‘*’%f SEQ ID NO: 270 and {b) a VL domain

[)

comprising an amino acid sequence of SEQ 1D NO: 271.

251. The anti-CD3 antibody of claim 234, wherein thé tumor antigen is HER2 and the second binding
domain comprises the following six HVRs: /
(&) an HVR-H1 comprising the amino ac}cf/‘sequence of SEQ ID NG: 581;
(b) an HVR-H2 comprising the aminq,:ézzid sequence of SEQ ID NO: 582;
{¢) an HVR-H3 comprising the arr]jﬁa acid sequence of SEQ ID NO: 583;
{d) an HVR-L1 comprising the _gr"fiino acid sequence of SEQ D NO: 584;
(e) an HVR-L2 comprising t\t.téfamino acid sequence of SEQ 1D NC: 585; and
(fi an HVR-L3 comprisiqg’%he amino acid sequence of SEQ 1D NO: 586.

252. The anti-CD3 antibpd’; of claim 251, wherein the second binding domain comprises (a) a VH
domain comprising an agni’ﬁo acid sequence having at least 95% sequence identity to the aminc acid
sequence of SEQ ID/NO 593; (b) a VL. domain comprising an amino acid sequence having at least 35%
sequence identity }ﬁ the amino acid sequence of SEQ ID NO: 594; or (c) a VH domain as in (a) and a VL
domain as in (b)

253. Th’é antz-CDS antibody of claim 252, wherein the VH domain comprises the amino acid sequence
of SEQ/ID NO: 5g3.

/

7
’ 254, The anti-CD3 antibody of claim 252, wherein the VL domain comprises the amino acid sequence

of SEQ ID NO: 594.
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255. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a second binding domain
comprising (a) a VH domain comprising an amino acid sequence of SEQ 1D NO: 593 and (b) a VL domalpf

comprising an amino acid sequence of SEQ [D NO: 594, f"f
rd
256. The anti-CD3 antibody of claim 234, wherein the tumor antigen is HER2 and the second;ﬁ?ndiﬂg
domain comprises the foliowing six HVRs: ) //
(a) an HVR-H1 comprising the amino acid sequence of SEQ ID NO: 587; /
{b) an HVR-H2 comprising the amino acid sequence of SEQ D NO: 588; ,//

) ,
(¢} an HVR-HB3 comprising the amino acid sequence of SEQ 1D NO: 589; //
{(dy an HVR-L1 comprising the amino acid sequence of SEQ ID NO: SQQ};f‘j
(e) an HVR-L2 comprising the amino acid sequence of SEQ 1D NO: @9’%; and
{f) an HVR-L3 comprising the amino acid sequence of SEQ ID NQf'%QZ
:"/f
257. The anti-CD3 antibody of claim 256, wherein the second bingji'ﬁg domain comprises (aj a VH
domain comprising an amino acid sequence having at least 95% Ps,éauence identity to the amino acid
sequence of SEQ ID NO: 595; (b) a VL dormain comprising an faﬁ:zino acid sequence having at least 95%
sequence identity to the amino acid sequence of SEQ ID NQ’:’%QG; or (c)a VH domainasin (a) and a VL
domain as in (b). /

258. The ant-CD3 antibody of claim 257, wherem the VH domain comprises the amino acid sequence
of SEQ D NO: 595. f
/
S
259. The anti-CD3 antibody of claim 257 wherein the VL domain comprises the amino acid sequence

of SEQ ID NO: 596.

r
1{
y

260. An anti-CD3 antibody, wﬁ’érein the anti-CD3 antibody comprises a second binding domain
comprising (a) a VH domain gainprising an amino acid sequence of SEQ 1D NO: 535 and (b} a VL domain
comprising an amino acidﬁgquence of SEQ D NO: 596.

261. The anti- CDS antlbody of claim 234, wherein the fumor antigen is LYPD1 and the second binding
domain compnses the following six HVRs:

(a) aanVR H1 comprising the amino acid sequence of SEQ ID NO: 175;

)/5!’! HVR-H2 comprising the amino acid sequence of SEQ D NO: 176;

f(cf), an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 177;

/ (d) an HVR-L1 comprising the amino acid sequence of SEQ 1D NO: 178;
(e) an HVR-L2 comprising the amino acid sequence of SEQ 1D NO: 179; and

/ (f) an HVR-L3 comprising the amino acid sequence of SEQ ID NO: 180.

#

&

262. The anti-CD3 antibody of claim 261, wherein the second binding domain comprises (a) a VH
domain comprising an amino acid sequence having at least 95% sequence identity to the amino acid

B
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sequence of SEQ ID NO: 272; (b) a VL domain comprising an amino acid seguence having at least 95%
sequence identity to the amino acid sequence of SEQ ID NO: 273; or (¢) a VH domain as in (8) and a VL
£

domain as in (). 7

263. The anti-CD3 antibody of claim 262, wherein the VH domain comprises the amino acfg*‘éequence
of SEQ ID NO: 272.

264. The anti-CD3 antibody of claim 262, wherein the VL domain comprises the ammo acid sequence
of SEQ ID NO: 273, ,

265. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises a second binding domain
comprising (a) a VH domain comprising an amino acid sequence of SEQ ID NO: 272 and (b) a VL domain

‘."

comprising an amino acid sequence of SEQ ID NO: 273.

266. An anti-CD3 antibody, wherein the anti-CD3 antibody coyi’érises an anti-CD3 arm comprising a
first binding domain comprising the following six HVRs:
(&) an HVR-H1 comprising the amino acid sequence of SEQ D NO: 1;
(b) an HVR-H2 comprising the amino acid sequénce of SEQ ID NO: 2;
{c) an HVR-H3 comprising the amino acid sequence of SEQ ID NO: 3;
(d) an HVR-L1 comprising the amino acmd sequence of SEQ ID NO: 4;
(e) an HVR-L2 comprising the amano aczd sequence of SEQ ID NO: 5; and
{f) an HVR-L3 comprising the amngo acid sequence of SEQ ID NO: 6; and
an anti-CD20 arm comprising a second gmdmg domain comprising the following six HVRs:
(a) an HVRB-H1 comprising the’jamiﬂo acid sequence of SEQ 1D NO: 157;
(by an HVR-H2 compr:srngxthe amino acid sequence of SEQ (D NO: 158;
(¢} an HVR-H3 compnsmg the amino acid sequence of SEQ iD NO:159;
(@) an HVR-L1 compf’smg the amino acid sequence of SEQ 1D NO: 160:
{g) an HVR-L2 compnsmg the amino acid sequence of SEQ ID NO: 161; and
(f) anHVRA- i_Sfbomanlng the amino acid sequence of SEQ D NO. 162.

267. An anti- 053 antibody, wherein the anti-CD3 antibody comprises an anti-CD3 arm comprising a
first binding doﬁlam comprising (a) a VH domain comprising an amino acid sequence of SEQ ID NO: 184
and (b) a yL domaln compriging an amino acid sequence of SEQ 1D NO: 185, and an antl-CD20 arm
comprisifig a second binding domain comprising (a) a VH domain comprising an amino acid sequence of
SE%AD NO: 266 and (b) a VL domain comprising an amino acid sequence of SEQ 1D NO: 267.
¢ 268. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises an anti-CD3 arm comprising a
,f first binding domain comprising (a) a VH domain comprising an amino acid sequence of SEQ 1D NO; 184
/ and (b) a VL domain comprising an amino acid sequence of SEQ ID NO: 185, and an anti-CD20 arm

/!

g comprising a second binding domain comprising (a) a VH domain comprising an amino acid sequence of

[

892
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SEQ ID NO: 266 and (b) a VL domain comprising an amino acid sequence of SEQ 1D NO: 267, wherein /
the anti-CD3 antibody comprises an N297G substitution mutation. i
269. An anti-CD3 antibody, wherein the anti-CD3 antibody comprises an anti-CD3 arm compnsmg a
first binding domain comprising (a) a VH domain comprising an amino acid sequence of SEQ il NO: 184
and {b) a VL domain comprising an amino acid sequence of SEQ 1D NO: 185, and an anti- CDQO arm
comprising a second binding domain comprising (a) a VH domain comprising an amino acxd sequence of
SEQ ID NO: 266 and (b) a VL domain comprising an amino acid sequence of SEQ 1D, NO 267, wherein
(a) the anti-CD3 arm comprises T3668, L368A, Y407V, and N297G substitution muiatnons and (b) the

anti-CD20 arm comprises T366W and N297G substitution mutations. \,/

5
F;

A
£

270. The anti-CD32 antibody of any one of claims 1-269, wherein the a:gafiCDS antibody comprises one
or more heavy chain constant domains, wherein the one or more heayy’éhain constant domains are
selected from a first CH1 (CH1,) domain, a first CH2 (CH2,) domagn{’!a first CH3 (CH3,) domain, a second
CH1 (CH1,) domain, second CHR (CH2,) domain, and a seconqxélHB (CH3y) domain.

271. The anti-CD3 antibody of claim 270, wherein at teast one of the one or more heavy chain
constant domains is paired with another heavy chain constant domain.
f'/j
272. The anti-CD3 antibody of claim 271, wherein the CH3; and CH3, domains each comprise a
protuberance or cavity, and wherein the protu‘b’érance or cavity in the CH3, domain is positionable in the
cavity or protuberance, respectively, in the:,C}jJISg domain.

/.
/

273. The anti-CD3 antibody of clasm 272, wherein the CH3, and GH3, domains meet at an interface
between said protuberance and cavuty

274. The anti-CD3 antippéy of any one of claims 270-273, wherein the CH2; and CH2, domains each
comprise a protuberancgr%r cavity, and wherein the protuberance or cavity in the CH2,; domain is
positicnable in the ca}y&y or protuberance, respectively, in the CH2, domain.

275. The an;ifbDS antibody of ctaim 274, wherein the CH2, and CH2; domains meet at an interface
between saig"’brotuberance and cavity.

27§rf"},The anti-CD3 antibody of any one of claims 1-275, wherein the half-life of the anti-CD3 antibody
is about 7 days.

/«j"
d
F

& 277. An isolated nucleic acid encoding the anti-CD3 antibody of any one of claims 1-276.

"o,
i,

278. A vector comprising the isolated nucleic acid of claim 277.
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278. A host celf comprising the vector of claim 278,

280. The host celt of claim 279, wherein the host cell is a mammalian cell.

o PCTIUS2034/070953 0 e v i

281. The host cell of claim 280, wherein the mammalian cell is a Chinese hamster ovary (CHO)f.cE'éH.

£
282. The host cell of claim 281, wherein the host cell is a prokaryotic ceil.

283. The host cell of claim 282, wherein the prokaryotic cell is E. cofi. //*"""'

e

284. A method of producing the anti-CD3 antibody of any one of claims 1 276 the method comprising

culfuring the host cell of claim 279 in a culture medium,

285. The method of claim 284, wherein the method further compnses’recovermg the anti-CD3
antibody from the host celt or the culture medium. 4

/,x‘
286. An immunoconjugate comprising the anti-CD3 aniibogyfof any one of claims 1-276 and a

cytotoxic agent. ,f*/
v'j/
287. A composition comprising the anti-CD3 anti?/oéy of any one of claims 1-278.

f/‘
y
288. The composition of claim 287, further q,o"mprising a pharmaceutically acceptable carrier,

excipient, or diluent. S

fJ
7

S
288. The composition of claim 288fﬁrherein the composition is a pharmaceutical composition,

,e

280. The composition of any 0/ ne of claims 287-289, wherein the composition further comprises a PD-

1 axis binding antagonist or gn adcistlonai therapeutic agent.
7
."J)

4
291. The anti-CD3 ﬁﬁtibody of any one of claims 1-276 for use as a medicament.

P
S

292. The ants CD3 antibody of any one of claims 1-276 for use in treating or delaying progression of a

cell Droflferatwé disorder or an autoimmune disorder in a subject in need thereof.
/

293
subjgtt having a cell proliferative disorder or an autoimmune disorder.

294. The anti-CD3 antibody of claim 292 or claim 293, wherein the cell proliferative disorder is a
cancer.

,/1he anti-CD3 antibody of any one of claims 1-276 for use in enhancing immune function in a
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295. The anti-CD3 antibody of claim 294, wherein the cancer is selected from the group consisting of
breast cancer, colorectal cancer, non-smait cell lung cancer, non-Hodgkin's lymphoma (NHL), B cell
lymphoma, B cell leukemia, muitiple myeloma, renal cancer, prostate cancer, liver cancer, head and neck{
cancer, melanoma, ovarian cancer, mesothelioma, glioblastoma, germinai-center B-cell-like (GCB) , /
DLBCL, activated B-cell-like (ABC) DLBCL, follicutar lymphoma (FL), mantie cell iymphoma (MCL);" écute
myeloid leukemia (AML), chronic lymphoid ieukemia (CLL), marginal zone lymphoma (MZL.), s;n’éli
lymphocytic leukemia (SLL), lymphoplasmacytic lymphoma (LL), Waldenstrom macroglobu;;jn’émia (WM),
central nervous system lymphoma (CNSL), Burkitt's lymphoma (BL), B-celi prolymphocytiéyleukemia
Splenic marginal zone lymphoma, Hairy cell leukemia, Splenic lymphoma/leukemia, unciassmabie,
Splenic diffuse red pulp small B-cell lymphoma, Hairy cell leukemia variant, Waldenst:om
macroglobulinemia, Heavy chain diseases, o Heavy chain disease, y Heavy Cham disease, u Heavy
chain disease, Plasma cell myeioma, Solitary plasmacytoma of bone, Extragsseous plasmagcytoma,
Extranodal marginal zone lymphoma of mucosa-associated lymphoid tissguéf'(MALT lymphoma), Nodal
marginal zone lymphoma, Pediairic nodal marginal zone lymphoma, F;eéiatric follicular tymphoma,
Primary cutaneous follicte centre fymphoma, T-cell/higtiocyte rich i@rﬁg B-cell lymphoma, Primary DLBCL
of the CNS, Primary cutaneous DLBCL, leg type, EBV-positive E;E’%CL of the elderly, DLBCL associated
with chronic inflammation, Lymphomatoid granulomatosis, Prirﬁéry mediastinal (thymic) large B-cell
lymphoma, Intravascular large B-cell lymphoma, ALK- pos:tlve large B-cell iymphoma, Plasmablastic
lymphoma, Large B-cell iymphoma arising in HHVS8- assemated multicentric Castleman disease, Primary
effusion lymphoma: B-cell lymphoma, unciass:f:able,_wsth feaiures intermediate between diifuse large B-
cell iymphoma and Burkitt iymphoma, and B—ceil,.j.y?nphoma, unclassifiable, with features intermediate
between diffuse targe B-cell lymphoma and cﬁgséica! Hodgkin lymphoma.

296. The anti-CD3 antibody of c{a;m 295 wherein the cancer is germinal-center B-cell-like (GCB}
DLBCL, activated B-cell-like (ABC) DLBCL folticular lymphoma (FL), mantle cell lymphoma (MCL), acute
myeloid leukemia.(AML), chronic 1ymph0|d leukemia (CLL), marginal zone lymphoma (MZL}, small
lymphocytic leukemia (SLL}, Igf}gnphoptasmacytzc fymphoma (LL), Waldenstrom macroglobulinemia (WM,
central nervous system !ynlpﬁoma (CNSL), or Burkitt's lymphoma (BL).

&

297. The anti- CDS a’gtibody of claim 292 or claim 293, wherein the autoimmune disorder is selected
from the group consastlng of rheumatoid arthritis, juvenile rheumatoid arthritis, systemic lupus
erythematosus (SLE) Wegener's disease, inflammatory bowel disease, idiopathic thrombocytopenic
purpura (STF’) thrombotac thrombocytopenic purpura (TTP), autcimmune thrombocytopenia, muitiple
scleros:s psona&s IgA nephropathy, IgM polyneuropathies, myasthenia gravis, vasculitis, diabetes
mellituﬁs, F%eynaud s syndrome, Sjorgen’s syndrome, glomerulonephritis, Neuromyelitis Optica (NMO) and
Eg%;ﬁ;ufopathy.

' g’"" 298. Use of the anti-CD3 antibody of any one of claims 1-276 in the manufacture of a medicament for
/i treating or delaying progression of a cell proliferative disorder or an autoimmune disorder.

i
y
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299. Use of the anti-CD3 antibody of any one of claims 1-276 in the manufacture of a medicamentfor
enhancing immune function in a subject having a cell proliferative disorder or an autoimmune disorder. z

‘300. The use of claim 298 or claim 298, wherein the cell proliferative disordet is a cancer. i

&

301. The use of claim 300, wherein the cancer is selected from the group consisting of breast cancer,
colorectal cancer, non-small cell lung cancer, non-Hodgkin's lymphoma (NHL), B cell Iymphoma B cell
leukemia, multiple myeloma, renal cancer, prostate cancer, liver cancer, head and neck cances
melanoma, ovarian cancer, mesocthelioma, glioblastoma, germinal-center B-cell-like ﬁGCB ) DLBCL,
activated B-cell-like (ABC) DLBCL, follicular iymphoma (FL}, mantle cell iymphoma(MCi_) acute myeloid
leukemia (AML), chronic lymphoid leukemia (CLL), marginal zone lymphoma (MZL) small lymphocytic
leukemia (SLL)}, lymphoplasmacytic lymphoma (LL), Waldenstrom macrog{gbu%memm (WM}, central
nervous system lymphoma (CNSL), Burkitt's tymphoma (BL), B-ceil prolyr’hphocytic teukemia, Splenic
marginal zone lymphoma, Hairy cell leukemia, Splenic Iymphoma/Eeuﬁem;a unciassifiable, Splenic diffuse
red pulp small B-cell lymphoma, Hairy celt leukemia variant, Waldenstrom macrogiobulinemia, Heavy
chain diseases, a Heavy chain disease, y Heavy chain dlsease u Heavy chain disease, Plasma cell
myeloma, Solitary plasmacytoma of bone, Extracsseous pfas?nacytoma, Extranodal marginal zone
lymphoma of mucosa-associated lymphoid tissue (MALT 4ymphoma) Nodal marginal zone iymphoma,
Pediatric nodal marginal zone lymphoma, Pediatric folitcuiar lymphoma, Primary cutaneous follicle centre
lymphoma, T-celi/histiocyte rich large B-celi Iymph})ma Primary DILBCL of the CNS, Primary cutaneous
DLBCL, leg type, EBV-positive DLBCL. of the eiderly DLBCL associated with chronic inflammation,
Lymphomatoid granulomatosis, Primary medlastmal (thymic) farge B-cell lymphoma, Intravascular large
B-cell lymphoma, ALK-positive large B- ceii iymphoma Plasmabilastic lymphoma, Large B-cell lymphoma
arising in HHV8-associated multscentrrc Oastleman disease, Primary effusion lymphoma: B-cel!
lymphoma, unclassifiable, with featufes intermediate between diffuse farge B-cell lymphoma and Burkitt
lymphoma, and B-cell iymphoma unclassmabie with features intermediate between diffuse large B-cell
lymphoma and classical Hodgf(m lymphoma.

302. The use of clalm 301 wherein the cancer is germinal-center B-cell-like (GCB) DLBCL, activated
B-celi-like (ABC) DLBCL follicular lymphoma (FL}), mantle cell lymphoma (MCL), acute myeloid leukemia
(AML)}, chronic Iymphmd leukemia (CLL), marginal zone lymphoma (MZL), small lymphocytic leukemia
{SLL), lymphop!asmacytlc lymphoma {LL}, Waldenstrom macroglobulinemia (WM}, central nervous
system Iyrpphoma (CNSL), or Burkitt's lymphoma (BL).

v'f g

3.3 The use of claim 298 or claim 299, wherein the autoimmune disorder is selected from the group

cgi{sstmg of rheumatoid arthritis, juvenile rheumatoid arthritis, systemic lupus erythematosus (SLE),

‘Wegeners disease, inflammatory bowel disease, idiopathic thrombocytopenic purpura (ITP), thrombotic

thrombocytopenic purpura (TTP), autoimmune thrombocytopenia, muitiple sclerosis, psoriasis, IgA
nephropathy, lgM polyneuropathies, myasthenia gravis, vasculitis, diabetes mellitus, Reynaud’s
syndrome, Sjorgen's syndrome, glomerulonephritis, Neuromyelitis Optica (NMO) and 1gG neuropathy.
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304. A method of treating or delaying the progression of a cell proliferative disorder or an autoimmune
disorder in a subject in need thereof, the method comprising administering to the subject the anti-CD3

antibody of any one of claims 1-276.

305. A method of enhancing immune function in a subject having a celt profiferative disorder _gr"';an
autoimmune disorder, the method comprising administering to the subject an effective amou:}t*éf the anti-
CD3 antibody of any one of claims 1-276.

306. The method of claim 304 or claim 305, wherein the cell proliferative disordqg;i"éfa cancer.

307. The method of ciaim 306, wherein the cancer is seiected from the group’ consisting of breast
cancer, colorectal cancer, non-smali cell lung cancer, non-Hodgkin's 1ymphema (NHL), B cell lymphoma,
B cell leukemia, multipie myeloma, renal cancer, prostate cancer, liver cancer head and neck cancer,
melanoma, ovarian cancer, mesothelioma, glioblastoma, germinal- center B-celi-like (GCB) DLBCL,
activated B-celi-like (ABC) DI.BCL, follicular iymphoma (FL), mantie cell lymphoma (MCL), acute myeloid
ieukemia (AML), chronic lymphoid leukemia (CLL}, marginal zgne lymphoma (MZL), smail lymphocytic
leukemia (SLL), lymphoplasmacytic lymphoma (LL), Waldenstrom macroglobulinemia (WM), central
nervous system lymphoma (CNSL), Burkitt's 1ymphoma (BL) B-cell prolymphocytic leukemia, Spienic
marginal zone lymphoma, Hairy cell teukemia, Splenac Iymphoma/leukemxa unclassifiable, Splenic diffuse
red pulp small B-cell lymphoma, Hairy cell Ieukem;a vanant Waldenstrém macroglobulinemia, Heavy
chain diseases, o Heavy chain disease, vy Heavy cham disease, p Heavy chain disease, Plasma cell
myeloma, Solitary plasmacytoma of bone, Extraosseous ptasmacytoma, Extranodal marginal zone
lymphoma of mucosa-associated Iymphg,,ld tissue (MALT lymphoma), Nodal marginal zone lymphoma,
Pediatric nodal marginal zone Iymphorﬁ% Pediatric foilicular lymphoma, Primary cutaneous follicle centre
lymphoma, T-celi/histiocyte rich Iarge B-cell tymphoma, Primary DUBCL of the CNS, Primary cutaneous
DLBCL, leg type, EBV~posmve BLBCL of the elderly, DLBCL associated with chronic inflammation,
Lymphomatoid granufomatos!s Primary mediastinal (thymic) large B-cell tymphoma, intravasculfar large
B-cell lymphoma, ALK+ posntlve farge B-cell lymphoma, Plasmablastic lymphoma, Large B-cell lymphoma
arising in HHVS- assocnated multicentric Castleman disease, Primary effusion lymphoma: B-cell
lymphoma, unclassmabie with features intermediate between diffuse large B-cell lymphoma and Burkitt
lymphoma, and B- cel! iymphoma, unclassifiable, with features intermediate between diffuse large B-cell
iymphoma ?y[ld classical Hodgkin lymphoma.

V4
30@4’%}' he method of claim 307, wherein the cancer is germinal-center B-cell-like (GCB) DLBCL,
actiyated B-cell-like (ABC) DLBCL, follicular lymphoma (FL), mantie cell lymphoma (MCL), acute myeloid
/kéukemia (AML), chronic lymphoid leukemia (CLL), marginal zone tymphoma (MZL), small lymphocytic
/ leukemia (SLL), lymphoplasmacytic lymphoma (LL), Waldenstrom macroglobulinemia (WM, central
nervous system lymphoma (CNSL), or Burkitt's lymphoma (BL).
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309. The method of claim 304 or claim 305, wherein the autoimmune disorder is selected from the
group consisting of rheumatoid arthritis, juvenile rheumatoid arthritis, systemic lupus erythematosus
(SLE), Wegener's disease, inflammatory bowel disease, idiopathic thrombocytopenic purpura (ITP),

5
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thrombotic thrombocytopenic purpura (TTP), autoimmune thrombocytopenia, muitiple sclerosis, psoriﬁgs""i's,

lgA nephropathy, IgM polyneuropathies, myasthenia gravis, vasculitis, diabetes mellitus, F?eynaud;s” }
syndrome, Sjorgen’s syndrome, glomerutonephritis, Neuromyelitis Optica (NMO) and igG neurqp’éthy.

310. The method of any one of claims 304-309, wherein the anti-CD3 antibody binds to”(\a) a CD3
molecule located on an immune effector cell and (b} a second biological molecule Eocated on a target cell
other than the immune effector cell.

311. The method of claim 310, wherein the anti-CD3 antibody activates the ammune effector ce!E
following binding to (a) and (b).

312. The method of claim 311, wherein the activated immune effgé{or cell is capable of exerting a
cytotoxic effect and/or an apoptotic effect on the target cell. /

313. The method of any one of claims 304-312, wherein_,;cﬁe anti-CD3 antibody is administered to the
subject in a dosage of about 0.01 mg/kg to about 10 mg;ik@.

314. The method of claim 313, wherein the antj;(fDS antibody is administered to the subject in a
dosage of about 0.1 mg/kg to about 10 mg/kg,:\f.f"

315. The method of claim 314, where_[ﬁ?he anti-CD3 antibody is administered to the subject in a
dosage of about 1 mg/kg.

316. The method of any one of ciazms 304-315, further comprising administering to the subject a PD-1
axis binding antagonist and/or an additional therapeutic agent.

Ve
Ve

317. The method of .pl’aim 316, wherein the PD-1 axis binding antagonist or additional therapeutic
agentis administeregfﬁrior to or subsequent to the administration of the anti-CDS3 antibody.

&
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318. The method of claim 317, wherein the PD-1 axis binding antagonist additional therapeutic agent
is admlmstered concurrently with the anti-CD3 antibody.

J/

319?The method of any one of claims 316-318, wherein the PD-1 axis binding antagonist is selected
from ’che group consisting of a PD-1 binding antagonist, a PD-L1 binding antagonist, and a PD-L2 binding
antagonist.

320. The method of claim 313, wherein the PD-1 axis binding antagonist is a PD-1 binding antagonist.
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321. The method of claim 320, wherein the PD-1 binding antagonist is selected from the group
consisting of MDX-~1106 {nivolumaby), MK-3475 (lambrolizumab}, CT-011 (pidilizumab), and AMP-224. /

322. The method of claim 318, wherein the PD-1 axis binding antagonist is a PD-L1 binding
antagonist. 4

323. The method of claim 322, wherein the PD-L1 binding antagonist is selected from the group
congsisting of: YW243.55.870, MPDL3280A, MDX-1105, and MEDI4736. g

5

S
324, The method of claim 319, wherein the PD-1 axis binding antagonist is a PQ..eE'_2 binding
antagonist.

£
&

325. The method of claim 324, wherein the PD-L2 binding antagomst |s an antlbody or an

immunoadhesin.
/

326. A method of treating or delaying the progression of a cell gréﬁiferative disorder or an autoimmune
disorder in a subject in need thereof, the method comprising'adrﬁ'inistering to the subject an anti-CD3
antibody and a PD-1 axis binding antagonist, wherein the antr CDS antibody comprises an anti-CD3 arm
and an anti-CD20 arm.

327. A method of enhancing immune function in »af""’subject having a celi proliferative disorder or an
autoimmune disorder, the method comprising adm"i!nistering 10 the subject an anti-CD3 antibody and a
PD-1 axis binding antagonist, wherein the antn~CD3 antibedy comprises an anti-CD3 arm and an anti-
CD20 arm. <

s
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328. The method of claim 326 or 327 wherein:
(a) the anti-CD3 arm compnses a first binding domain comprising:

() a VH domain comprzsmg an amino acid sequence of SEQ ID NO: 184, and
(i) aVi domam compnsmg an amino acid sequence of SEQ 1D NO: 185; and
(b) the anti-CD20 arm compnses a second binding domain comprising:

(B aVH domam comprising an amino acid sequence of SEQ 1D NO: 2686, and

(i) a VL ’domam comprising an amino acid sequence of SEQ D NO: 267; and

(c} the PD- 1 axzs binding antagonist is an anti-PD-L1 antibody.

f
329. The method of any one of claims 304-328, further comprising administering to the subject a
glucocomcosd
rf

s
/%30. The method of claim 329, wherein the glucocorticoid is dexamethasone.

Vi
' 331. The method of any one of claims 304-330, further comprising administering to the subject

£ rituximab.

/
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332. The method of any one of claims 304-330, further comprising administering 1o the subject
obinutuzumab. S

333. The methad of any one of claims 304-332, further comprising administering to the sub;eci an
antibody-drug conjugate (ADC).

334. The method of any one of claims 304-333, wherein the anti-CD3 antibody is admmlstered
subcutaneously, intravenously, intramuscularly, topically, orally, transdermally, mtraperetoneaity,
intraorbitally, by implantation, by inhalation, intrathecally, intraventricuiarly, or mtranasaliy

335. The method of claim 334, wherein the anti-CD3 antibody is adminis{};séfed subcutaneousty.

336. The method of claim 335, wherein the anti-CD3 antibody is admﬁnistered intravenously.

337. The method of any one of claims 304-336, wherein the s|

338. A kit comprising: g
(a) the composition of any one of claims 287- 29 and
(b} a package insert comprising instructions for administering the composition {o a subject to
treat or delay progression of a cell proliferatwe disorder or an autoimmune disorder.
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