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cell activation and re-direction that combine good efficacy and produceability with low toxicity 

and favorable pharmacokinetic properties. 

4-ft-a first aspect-tThe present iaveafeieB-disclosure provides a T cell activating bispecific antigen 

5 binding molecule comprising 

(i) a first antigen binding moiety which is a Fab molecule capable of specific binding to CD3, 

comprising at least one heavy chain complementarity determining region (CDR) selected from 

the group consisting of SEQ ID NO: 4, SEQ ID NO: 5 and SEQ ID NO: 6 and at least one light 

chain CDR selected from the group of SEQ ID NO: 8, SEQ ID NO: 9, SEQ ID NO: 10; 

10 (ii) a second antigen binding moiety which is a Fab molecule capable of specific binding to a 

target cell antigen. 

In one aspect, there is provided a T cell activating bispecific antigen binding molecule 

comprising 

(i) a first antigen binding moiety which is a Fab molecule capable of specific binding to CD3. 

15 comprising the heavy chain complementarity determining region (CDR) 1 of SEQ ID NO: 4, the 

heavy chain CDR 2 of SEP ID NO: 5, the heavy chain CDR 3 of SEP ID NO: 6, the light chain 

CDR 1 of SEQ ID NO: 8, the light chain CDR 2 of SEP ID NO: 9 and the light chain CDR 3 of 

SEP ID NO: 10; 

(ii) a second antigen binding moiety which is a Fab molecule capable of specific binding to a 

20 target cell antigen. 

In one embodiment the first antigen binding moiety which is a Fab molecule capable of specific 

binding to CD3 comprises a heavy chain variable region comprising an amino acid sequence that 

is at least about 95%, 96%, 97%, 98%, 99% or 100% identical to an amino acid sequence 

selected from the group of: SEQ ID NP: 3, SEQ ID NP: 32 and SEQ ID NP: 33 and a variable 

25 light chain comprising an amino acid sequence that is at least about 95%, 96%, 97%, 98%, 99% 

or 100% identical to an amino acid sequence selected from the group of: SEQ ID NP: 7 and 

SEQ ID NP: 31. 
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In one embodiment the first antigen binding moiety which is a Fab molecule capable of specific 

binding to CD3 comprises a heavy chain variable region comprising an amino acid sequence that 

is at least about 95%, 96%, 97%, 98%, 99% or 100% identical to the amino acid sequence of 

SEQ ID NO: 3 and a light chain variable region comprising an amino acid sequence that is at 

5 least about 95%, 96%, 97%, 98%, 99% or 100% identical to the amino acid sequence of SEQ ID 

NO: 7. 

In a specific embodiment the second antigen binding moiety is capable of specific binding to 

Carcinoembryonic Antigen (CEA, CEACAM5) and comprises at least one heavy chain 

complementarity determining region (CDR) selected from the group consisting of SEQ ID NO: 

10 24, SEQ ID NO: 25 and SEQ ID NO: 26 and at least one light chain CDR selected from the 

group of SEQ ID NO: 28, SEQ ID NO: 29 and SEQ ID NO: 30. 

In another specific embodiment, the second antigen binding moiety is capable of specific binding 

to CEA and comprises a heavy chain variable region comprising an amino acid sequence that is 

at least about 95%, 96%, 97%, 98%, 99% or 100% identical to the amino acid sequence of SEQ 
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within the CH3 domain of the second subunit within which the protuberance within the CH3 

domain of the first subunit is positionable. 

In a particular embodiment the Fc domain exhibits reduced binding affinity to an Fc receptor 

and/or reduced effector function, as compared to a native IgGi Fc domain. In certain 

5 embodiments the Fc domain is engineered to have reduced binding affinity to an Fc receptor 

and/or reduced effector function, as compared to a non-engineered Fc domain. In one 

embodiment, the Fc domain comprises one or more amino acid substitution that reduces binding 

to an Fc receptor and/or effector function. In one embodiment, the one or more amino acid 

substitution in the Fc domain that reduces binding to an Fc receptor and/or effector function is at 

10 one or more position selected from the group of L234, L235, and P329 (Rabat numbering). In 

particular embodiments, each subunit of the Fc domain comprises three amino acid substitutions 

that reduce binding to an Fc receptor and/or effector function wherein said amino acid 

substitutions are L234A, L235A and P329G. In one such embodiment, the Fc domain is an IgGi 

Fc domain, particularly a human IgGi Fc domain. In other embodiments, each subunit of the Fc 

15 domain comprises two amino acid substitutions that reduce binding to an Fc receptor and/or 

effector function wherein said amino acid substitutions are L235E and P329G. In one such 

embodiment, the Fc domain is an IgG4 Fc domain, particularly a human IgG4 Fc domain. In one 

embodiment, the Fc domain of the T cell activating bispecific antigen binding molecule is an 

IgG4 Fc domain and comprises the amino acid substitutions L235E and S228P (SPLE). 

20 In one embodiment the Fc receptor is an Fey receptor. In one embodiment the Fc receptor is a 

human Fc receptor. In one embodiment, the Fc receptor is an activating Fc receptor. In a specific 

embodiment, the Fc receptor is human FcyRIIa, FcyRI, and/or FcyRIIIa. In one embodiment, the 

effector function is antibody-dependent cell-mediated cytotoxicity (ADCC). 

In another aspect, there is provided a T cell activating bispecific antigen binding molecule 

25 comprising 

(!) a first antigen binding moiety which is a Fab molecule capable of specific binding to CD3. 

comprising the heavy chain complementarity determining region (CDR ) 1 of SEP ID NO: 4, the 

heavy chain CDR 2 of SEQ ID NO: 5, the heavy chain CDR 3 of SEP ID NO: 6. the light chain 

CDR 1 of SEP ID NP: 8. the light chain CDR 2 of SEP ID NP: 9 and the light chain CDR 3 of 

30 SEP ID NP: 10. wherein the first antigen binding moiety is a crossover Fab molecule wherein 

either the variable or the constant regions, particularly the constant regions, of the Fab light chain 

and the Fab heavy chain, are exchanged; 
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(ii) a second and a. third antigen binding moiety each of which is a Fab molecule capable of 

specific binding to CEA comprising the heavy chain CDR 1 of SEP ID NO: 24. the heavy chain 

CDR 2 of SEP ID NP: 25, the heavy chain CDR 3 of SEP ID NP: 26. the light chain CDR 1 of 

5 SEP ID NP: 28. the light chain CDR 2 of SEP ID NP: 29 and the light chain CDR3 of SEP ID 

NP: 30. 

In another aspect, there is provided a T cell activating bispecific antigen binding molecule 

comprising 

(i) a first antigen binding moiety which is a Fab molecule capable of specific binding to CD3. 

10 comprising the heavy chain complementarity determining region (CDR) 1 of SEP ID NP: 4, the 

heavy chain CDR 2 of SEP ID NP: 5. the heavy chain CDR 3 of SEP ID NP: 6. the light chain 

CDR 1 of SEP ID NP: 8, the light chain CDR 2 of SEP ID NO: 9 and the light chain CDR 3 of 

SEP ID NP: 10. wherein the first antigen binding moiety is a crossover Fab molecule wherein 

either the variable or the constant regions, particularly the constant regions, of the Fab light chain 

15 and the Fab heavy chain are exchanged; 

(ii) a second and a third antigen binding moiety each of which is a Fab molecule capable of 

specific binding to MCSP comprising comprising the heavy chain CDR 1 of SEP ID NP: 14. the 

heavy chain CDR 2 of SEP ID NP: 15. the heavy chain CDR 3 of SEP ID NP: 16. the light 

chain CDR 1 of SEP ID NP: 18. the light chain CDR 2 of SEP ID NP: 19 and the light chain 

20 CDR3 of SEP ID NP: 20. 

According to another aspect^- ef the- iffvegfem-there is provided an isolated polynucleotide 

encoding a T cell activating bispecific antigen binding molecule of the inventk>n~disclosure or a 

fragment thereof. In another aspect, there is provided a The—Hayeation also—eaeeiapasses 

polypeptides encoded by the polynucleotides of the invent iond iselosurc. In another aspect, there 

25 is provided a vector, particularly ^>e-4m^ntit»n---toI>t^---PR>vkIes---an expression vector, 

comprising the isolated polynucleotide of the i n ventkwdisc 1 osure. In another aspect, there is 

provided T-aad-a host cell comprising the i-st^a+ed-polynucleotide or the expression-vector of the 

inventiondisclosure. In some embodiments the host cell is a eukaryotic cell, particularly a 

mammalian cell. 

30 In another aspect, there is provided a method of producing the T cell activating bispecific antigen 

binding molecule capable of specific binding to CD3 and a target cell antigcnet-4l>e4fFrentHm. 

comprising the steps of a) culturing the host cell of the invention disclosure under conditions 

suitable for the expression of the T cell activating bispecific antigen 
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binding molecule and b) recovering the T cell activating bispecific antigen binding molecule. In 

another aspect, there is provided The-4B¥^rtiea-aise--eneom;passes-a T cell activating bispecific 

antigen binding molecule produced by the method of the inventioadisclosure. 

In another aspect, there is provided The-jByefitieB-ferfeer'-provides-a pharmaceutical composition 

5 comprising the T cell activating bispecific antigen binding molecule of the leyentiefl-disclosure and a 

pharmaceutically acceptable carrier. 
Also encompassed by the inventkm -d iscl osure are methods of using the T cell activating bispecific 

antigen binding molecule and pharmaceutical composition of the -kmsrtkwdislcosure. In eae-another 

aspect, there is provided. tr>e~4Rve»tiofv-{wx+videtf-a T cell activating bispecific antigen binding 

10 molecule or a pharmaceutical composition of the Hwentieft-disclosure for use as a medicament. In 

ea-e-another aspect, there is provided a T cell activating bispecific antigen binding molecule or a 

pharmaceutical composition according to the invention- disclosure for use in the treatment of a 

disease in an individual in need thereof. In a specific embodiment the disease is cancer. 
In another aspect, there is Abe-provided is-the use of a T ccll activating bispecific antigen binding 

15 molecule of the twenties-disclosure ferin the manufacture of a medicament for the treatment of a 

disease in an individual in need thereof. There is also provided --as-welf-as-a method of treating a 

disease in an individual, comprising administering to said individual a therapeutically effective 

amount of a composition comprising the T cell activating bispecific antigen binding molecule 

according to the Hwetrtiefi—disclosure in a pharmaceutically acceptable form. In a specific 

20 embodiment the disease is cancer. In any of the above embodiments the individual preferably is a 

mammal, particularly a human. 

In another aspect, there is The-mvBHtjeH-atse-provides a method for inducing lysis of a target celh 

pagtiealarly--a-tuBaef-eeH; comprising contacting a target cell with a T cell activating bispecific 

antigen binding molecule of the invention-disclosure in the presence of a T cell. The target cell may 

25 be a tumor cell. The T cell may be ^-gftrtiettlaflv-a cytotoxic T cell. 

Brief Description of the Drawings 

FIGURE 1. Exemplary configurations of the T cell activating bispecific antigen binding molecules 

(TCBs) of the invention. (A) Illustration of the "1+1 IgG Crossfab" molecule. (B) Illustration of the 

30 "2+1 IgG Crossfab" molecule. (C) Illustration of the "2+1 IgG Crossfab" molecule with alternative 

order of Crossfab and Fab components ("inverted"). (D) Illustration of the "1+1 CrossMab" molecule. 

(E) Illustration of the "2+1 IgG Crossfab, linked light chain" molecule. (F) Illustration of the "1+1 

IgG Crossfab, linked light chain" molecule. (G) Illustration of the "2+1 IgG Crossfab, inverted, 

linked light chain" molecule. (H) Illustration of the "1+1 IgG 

35 
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Claims 

1. A T cell activating bispecific antigen binding molecule comprising 

(i) a first antigen binding moiety which is a Fab molecule capable of specific binding to CD3, 

comprising a+4east-esethe heavy chain complementarity determining region (CDR) J^seteeteeWfeaa 

the "group consisting of SEQ ID NO: 4, the heavy chain CDR 2 of SEP ID NO: 5 and-, the heavy 

chain CDR 3 of SEP ID NO: 6. sad-at--least-eaethe light chain CDR_L seleeted-feem- the-gr&ap-of SEQ 

ID NO: 8, the light chain CDR 2 of SEP ID NO: 9 and the light chain CDR 3 of SEP ID NO: 10; 

(ii) a second antigen binding moiety which is a Fab molecule capable of specific binding to a target 

cell antigen. 

2. The T cell activating bispecific antigen binding molecule of claim 1, wherein the first antigen 

binding moiety comprises a heavy chain variable region comprising an amino acid sequence that is at 

least about 95%, 96%, 97%, 98%, 99% or 100%> identical to an amino acid sequence selected from the 

group of: SEQ ID NP: 3, SEQ ID NO: 32 and SEQ ID NO: 33, and a light chain variable region 

comprising an amino acid sequence that is at least about 95%, 96%, 97%, 98%, 99% or 100% 

identical to the-an amino acid sequence selected from the group of: SEQ ID NO: 7 and SEQ ID NO: 

31. 

3. The T cell activating bispecific antigen binding molecule of any of claims 1 or 2, wherein the first 

antigen binding moiety comprises a heavy chain variable region comprising an amino acid sequence 

that is at least about 95%, 96%, 97%, 98%, 99% or 100% identical to the amino acid sequence of SEQ 

ID NO: 3 and a light chain variable region comprising an amino acid sequence that is at least about 

95%), 96%, 97%, 98%, 99% or 100% identical to the amino acid sequence of SEQ ID NO: 7. 

4. The T cell activating bispecific antigen binding molecule of any of claims 1 to 3, wherein the 

second antigen binding moiety is capable of specific binding to Carcinoembryonic Antigen (CEA) 

and comprises a&-4easfc-eaethe heavy chain complementarity determining region (CDR) 1 seleeted 

SEQ ID NO: 24, the heavy chain CDR 2 of SEP ID NO: 25-aad, the 

heavy chain CDR 3 of SEQ ID NO: 26, and at leaat one;he light chain CDRJ. seteeted-from the group 

of SEQ ID NO: 28, the light chain CDR 2 of SEP ID NO: 29 and the light chain CDR 3 of SEP ID 

NO: 30. 

5. The T cell activating bispecific antigen binding molecule of claim 4, wherein the second antigen 

binding moiety comprises a heavy chain variable region comprising an amino acid 
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sequence that is at least about 95%, 96%, 97%, 98%, 99% or 100% identical to the amino acid 

sequence of SEQ ID NO: 23 and a light chain variable region comprising an amino acid sequence that 

is at least about 95%, 96%, 97%o, 98%, 99% or 100% identical to the amino acid sequence of SEQ ID 

NO: 27. 

6. The T cell activating bispecific antigen binding molecule of any of claims 1 to 3, wherein the 

second antigen binding moiety is capable of specific binding to Melanoma-associated Chondroitin 

Sulfate Proteoglycan (MCSP) and comprises at least one heavy chain complementarity determining 

region (CDR) selected from the group consisting of SEQ ID NO: 14, SEQ ID NO: 15, SEQ ID NO: 

16, SEQ ID NO: 35, SEQ ID NO: 37, SEQ ID NO: 38 and SEQ ID NO: 40, and at least one light 

chain CDR selected from the group of SEQ ID NO: 18, SEQ ID NO: 19, SEQ ID NO: 20, SEQ ID 

NO: 44, SEQ ID NO: 45, SEQ ID NO: 48, SEQ ID NO: 49 and SEQ ID NO: 50. 

7. The T cell activating bispecific antigen binding molecule of claim 6, wherein the second antigen 

binding moiety comprises gt4east-eaethe heavy chain complementarity determining region (CDR) J_ 

sefeeted from the groufH^masfeg-of SEQ ID NO: 14, the heavy chain CDR 2 of SEP ID NO: 15 

aad. the heavy chain CDR 3 of SEQ ID NO: 16, aad-a^teast-enethe light chain CDR 1 selected-#©® 

fee-group of SEQ ID NO: 18, the light chain CDR 2 of SEP ID NO: 19 and the light chain CDR 3 of 

SEQ ID NP: 20. 

8. The T cell activating bispecific antigen binding molecule of claim 6 or 7, wherein the second 

antigen binding moiety is capable of specific binding to MCSP and comprises a heavy chain variable 

region comprising an amino acid sequence that is at least about 95%, 96%, 97%, 98%, 99% or 100% 

identical to an amino acid sequence selected from the group of SEQ ID NO: 13, SEQ ID NO: 34, SEQ 

ID NO: 36, SEQ ID NO: 39 and SEQ ID NO: 41, and a light chain variable region comprising an 

amino acid sequence that is at least about 95%, 96%, 97%, 98%, 99% or 100% identical to an amino 

acid sequence selected from the group of SEQ ID NO: 17, SEQ ID NO: 43, SEQ ID NO: 46, SEQ ID 

NO: 47 and SEQ ID NO: 51. 

9 .The T cell activating bispecific antigen binding molecule of any one of claims 6 to 8, wherein the 

second antigen binding moiety comprises a heavy chain variable region comprising an amino acid 

sequence that is at least about 95%, 96%, 97%, 98%, 99% or 100% identical to the amino acid 

sequence of SEQ ID NO: 13 and a light chain variable region comprising an amino acid sequence that 

is at least about 95%, 96%, 97%, 98%, 99% or 100% identical to the amino acid sequence of SEQ ID 

NO: 17. 
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fused at the C-terminus of the Fab heavy chain to the N-terminus of the Fab heavy chain of the second 

antigen binding moiety. 

29. The T cell activating bispecific antigen binding molecule of claim 27, wherein the first and the 

third antigen binding moiety are each fused at the C-terminus of the Fab heavy chain to the N-

terminus of one of the subunits of the Fc domain, and the second antigen binding moiety is fused at 

the C-terminus of the Fab heavy chain to the N-terminus of the Fab heavy chain of the first antigen 

binding moiety. 

30. The T cell activating bispecific antigen binding molecule of claim 29, wherein the first and the 

third antigen binding moiety and the Fc domain are part of an immunoglobulin molecule, particularly 

an IgG class immunoglobulin. 

31. A T cell activating bispecific antigen binding molecule comprising 

(i) a first antigen binding moiety which is a Fab molecule capable of specific binding to CD3, 

comprising the heavy chain complementarity determining region (CDR) 1 of SEQ ID NO: 4, the 

heavy chain CDR 2 of SEQ ID NO: 5, the heavy chain CDR 3 of SEQ ID NO: 6, the light chain CDR 

1 of SEQ ID NO: 8, the light chain CDR 2 of SEQ ID NO: 9 and the light chain CDR 3 of SEQ ID 

NO: 10, wherein the first antigen binding moiety is a crossover Fab molecule wherein either the 

variable or the constant regions, particularly the constant regions, of the Fab light chain and the Fab 

heavy chain are exchanged; 

(ii) a second and a third antigen binding moiety each of which is a Fab molecule capable of specific 

binding to CEA comprising the heavy chain CDR 1 of SEQ ID NO: 24, the heavy chain CDR 2 of 

SEQ ID NO: 25, the heavy chain CDR 3 of SEQ ID NO: 26, the light chain CDR 1 of SEQ ID NO: 

28, the light chain CDR 2 of SEQ ID NO: 29 and the light chain CDR3 of SEQ ID NO: 30. 

32. The T cell activating bispecific antigen binding molecule of claim 31, wherein the first antigen 

binding moiety comprises a heavy chain variable region comprising an amino acid sequence that is at 

least about 95%, 96%, 97%, 98%, 99% or 100% identical to the amino acid sequence of SEP ID NO: 

3 and a light chain variable region comprising an amino acid sequence that is at least about 95%, 

96%, 97%o. 98%. 99% or 100% identical to the amino acid sequence of SEP ID NO: 7. 
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33. The T cell activating bispecific antigen, binding molecule of claim 31 or 32, wherein the second 

and the third antigen binding moiety each comprise a heavy chain variable region comprising an 

amino acid sequence that is at least about 95%, 96%, 97%. 98%. 99% or 100% identical to the amino 

acid sequence of SEP ID NO: 23 and a light chain variable region comprising an amino acid sequence 

that is at least about 95%, 96%. 97%. 98%o. 99% or 100% identical to the amino acid sequence of SEP 

ID NP: 27. 

3334. The T cell activating bispecific antigen binding molecule of any one of claims 31 to 33. 

comprising 

(i) a first antigen binding moiety which is a Fab molecule capable of specific binding to CD3 

comprising a heavy chain variable region comprising an amino aoid sequence that is at leant about 

95%r^6%rW%74S%r^4H»^g«%4deftieal4e-the amino acid sequence of SEQ ID NP: 3 and a 

light chain variable region comprising aa-amino 

identical to-the amino acid sequence of SEQ ID NP: 7, wherein the first antigen 

binding moiety is a crossover Fab molecule wherein either the variable or the 
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constant regions, particularly the constant regions, of the Fab light chain and the Fab heavy chain are 

exchanged; 

(ii) a second and a third antigen binding moiety each of which is a Fab molecule capable of specific 

binding to CEA comprising heavy chain variable region comprising aa^«Bffl©^«id-^©q«©»ee4hat4s-at 

least about 95%. 96%. 97%, 98%-99% or-44K)%4dentioa}-to-the amino acid sequence of SEQ ID NO: 

23 and a light chain variable region comprising an amiao acid-iseqtteace that is at leas^-abeufr-9S%; 

96%, 97%r9&%r99% or 100%4degfcieal-to~the amino acid sequence of SEQ ID NO: 27. 

•*•335. A T cell activating bispecific antigen binding molecule comprising 

(i) a first antigen binding moiety which is a Fab molecule capable of specific binding to CD3, 

comprising the heavy chain complementarity determining region (CDR) 1 of SEQ ID NO: 4, the 

heavy chain CDR 2 of SEQ ID NO: 5, the heavy chain CDR 3 of SEQ ID NO: 6, the light chain CDR 

1 of SEQ ID NO: 8, the light chain CDR 2 of SEQ ID NO: 9 and the light chain CDR 3 of SEQ ID 

NO: 10, wherein the first antigen binding moiety is a crossover Fab molecule wherein either the 

variable or the constant regions, particularly the constant regions, of the Fab light chain and the Fab 

heavy chain are exchanged; 

(ii) a second and a third antigen binding moiety each of which is a Fab molecule capable of specific 

binding to MCSP comprising comprising the heavy chain CDR 1 of SEQ ID NO: 14, the heavy chain 

CDR 2 of SEQ ID NO: 15, the heavy chain CDR 3 of SEQ ID NO: 16, the light chain CDR 1 of SEQ 

ID NO: 18, the light chain CDR 2 of SEQ ID NO: 19 and the light chain CDR3 of SEQ ID NO: 20. 

36. The T cell activating bispecific antigen binding molecule of claim 35. wherein the first antigen 

binding moiety comprises a heavy chain variable region comprising an amino acid sequence that is at 

least about 95%. 96%. 91%. 98%. 99% or 100% identical to the amino acid sequence of SEP ID NO: 

3 and a light chain, variable region comprising an amino acid sequence that is at least about 95%. 

96%. 97%, 98%, 99% or 100% identical to the amino acid sequence of SEP ID NP: 7. 

37. The T cell activating bispecific antigen binding molecule of claim 35 or 36, wherein the second 

and the third antigen binding moiety each comprise a heavy chain variable region comprising an 

amino acid sequence that is at least about 95%. 96%, 97%. 98%, 99% or 100% identical to the amino 

acid sequence of SEP ID NP: 13 and a light chain variable region comprising an amino acid sequence 

that is at least about 95%. 96%, 97%, 98%. 99% or 100% identical to the amino acid sequence of SEP 

ID NP: 17. 
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3438. The T cell activating bispecific antigen binding molecule of any one of claims 33-35 to 37. 

comprising 

(i) a first antigen binding moiety which is a Fab molecule capable of specific binding to CD3 

comprising a heavy chain variable region comprising afi-^»ffl^«6y-seq««aee4hat4s-at4east-ab€H:rt 

97%. 9^%;-(^^-^>r-4-00%4dettti6ai--t»-the amino acid sequence of SEQ ID NO: 3 and a 

light chain variable region comprising aa-ammo acid seqHea6e-feat-4s-afc4east-about 95%, 96%r9:f%^ 

9%%r99% or 100% identical to the amino acid sequence of SEQ ID NO: 7, wherein the first antigen 

binding moiety is a crossover Fab molecule wherein either the variable or the constant regions, 

particularly the constant regions, of the Fab light chain and the Fab heavy chain are exchanged; 

(ii) a second and a third antigen binding moiety each of which is a Fab molecule capable of specific 

binding to MCSP comprising a heavy chain variable region comprising ao—-am+fte—aeid 
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seqaea.ce that is-a£~bast about 95%, %%r-£7%, 98%r-9£%--e^4£Q%-4defltieal~4e-the amino acid 

sequence of SEQ ED NO: 13 and a light chain variable region comprising «fHwmfK»4H»i4-sequenoe that 

is-at4eas^abetrt 95%, 96%,-93%r9$%, 99% or 100%-MeHtieri-to-the amino acid sequence of SEQ ID -

NO: 17. 

3539. The T cell activating bispecific antigen binding molecule of any of claims 31 to 3438, further 

comprising 

(iii) an Fc domain composed of a first and a second subunit capable of stable association, 

wherein the second antigen binding moiety is fused at the C-terminus of the Fab heavy chain to the N-

terminus of the Fab heavy chain of the first antigen binding moiety, and the first antigen binding 

moiety is fused at the C-terminus of the Fab heavy chain to the N-terminus of the first subunit of the 

Fc domain, and wherein the third antigen binding moiety is fused at the C-terminus of the Fab heavy 

chain to the N-terminus of the second subunit of the Fc domain. 

3640. The T cell activating bispecific antigen binding molecule of any one of claims 23 to 30 or 3539, 

wherein the Fc domain is an IgG, specifically an IgG i or IgG4, Fc domain. 

3741. The T cell activating bispecific antigen binding molecule of any one of claims 23 to 30, 35-39 

or 3-640, wherein the Fc domain is a human Fc domain. 

3M2. The T cell activating bispecific antigen binding molecule of any one of claims 23 to 30, 3539, 

36-40 or 3741, wherein the Fc domain comprises a modification promoting the association of the first 

and the second subunit of the Fc domain. 

3943. The T cell activating bispecific antigen binding molecule of claim 3M2, wherein in the CH3 

domain of the first subunit of the Fc domain an amino acid residue is replaced with an amino acid 

residue having a larger side chain volume, thereby generating a protuberance within the CH3 domain 

of the first subunit which is positionable in a cavity within the CH3 domain of the second subunit, and 

in the CH3 domain of the second subunit of the Fc domain an amino acid residue is replaced with an 

amino acid residue having a smaller side chain volume, thereby generating a cavity within the CH3 

domain of the second subunit within which the protuberance within the CH3 domain of the first 

subunit is positionable. 

4044- The T cell activating bispecific antigen binding molecule of any one of claims 23 to 30 or 35-39 

to 3943, wherein the Fc domain exhibits reduced binding affinity to an Fc receptor and/or reduced 

effector function, as compared to a native IgG] Fc domain. 
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4-1-45. The T cell activating bispecific antigen binding molecule of any one of claims 23 to 30 or 35-39 

to 4044, wherein the Fc domain comprises one or more amino acid substitution that reduces binding 

to an Fc receptor and/or effector function. 

4246. The T cell activating bispecific antigen binding molecule of claim 4445, wherein said Fc 

domain is a human IgGi Fc domain and said one or more amino acid substitution is at one or more 

position selected from the group of L234, L235, and P329 (Kabat-EU numbering). 

4347. The T cell activating bispecific antigen binding molecule of claim 4346, wherein each subunit 

of the Fc domain comprises three amino acid substitutions that reduce binding to an activating Fc 

receptor and/or effector function wherein said amino acid substitutions are L234A, L235A and 

P329G. 

4448. The T cell activating bispecific antigen binding molecule of any one of claims 40-44 to 4347. 

wherein the Fc receptor is an Fey receptor. 

4549. The T cell activating bispecific antigen binding molecule of any one of claims 40-44 to 4448. 

wherein the effector function is antibody-dependent cell-mediated cytotoxicity (ADCC). 

50. The T cell activating bispecific antigen binding molecule of any one of claims 31 to 34 or 39 to 

49. comprising a polypeptide sequence that is at least about 95%. 96%. 97%. 98%. 99% or 100% 

identical to SEP 11) NO: 22. a polypeptide sequence that is at least about 95%, 96%, 97%, 98%, 99% 

or 100%) identical to SEP ID NP: 56. a polypeptide sequence that is at least about 95%. 96%. 97%. 

98%. 99% or 100% identical to SEP ID NP: 57, and a polypeptide sequence that is at least about 

95%. 96%, 97%. 98%. 99% or 100% identical to SEP ID NP: 58. 

51. The T cell activating bispecific antigen binding molecule of any one of claims 35 to 49. 

comprising a polypeptide sequence that is at least about 95%. 96%. 97%). 98%, 99% or 100%) 

identical to SEP ID NP: 12. a polypeptide sequence that is at least about 95%>. 96%, 97%. 98%. 99% 

or 100% identical to SEP ID NP: 53. a polypeptide sequence that is at least about 95%o. 96%. 97%. 

98%, 99% or 100%) identical to SEP ID NP: 54. and, a polypeptide sequence that is at least about 

95%. 96%. 97%. 98%,. 99% or 100%, identical to SEP ID NP: 55. 

4652. An isolated polynucleotide encoding the T cell activating bispecific antigen binding molecule 

of any one of claims 1 to 45-51 or a fragment thereof. 

4753. A polypeptide encoded by the polynucleotide of claim 4652. 

48-54. A vector, particularly an expression vector, comprising the polynucleotide of claim 4652. 
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4955. A host cell comprising the polynucleotide of claim 46-52 or the vector of claim 4854. 

5056. A method of producing the T cell activating bispecific antigen binding molecule capable of 

specific binding to CD3 and a target cell antigen, comprising the steps of a) culturing the host cell of 

claim 49-55 under conditions suitable for the expression of the T cell activating bispecific antigen 

binding molecule and b) recovering the T cell activating bispecific antigen binding molecule. 

54-57. A T cell activating bispecific antigen binding molecule produced by the method of claim 5056. 

5358. A pharmaceutical composition comprising the T cell activating bispecific antigen binding 

molecule of any one of claims 1 to 45-51 or 51-5 7 and a pharmaceutically acceptable carrier. 
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53-59. The T cell activating bispecific antigen binding molecule of any one of claims 1 to 45-51 or 54-

57 or the pharmaceutical composition of claim 53-58 for use as a medicament. 

5460. The T cell activating bispecific antigen binding molecule of any one of claims 1 to 45-51 or -54-

57 or the pharmaceutical composition of claim 53-58 for use in the treatment of a disease in an 

individual in need thereof. 

5561. The T cell activating bispecific antigen binding molecule or the pharmaceutical composition of 

claim §460, wherein the disease is cancer. 

5662. Use of the T cell activating bispecific antigen binding molecule of any one of claims 1 to 45-51 

or 54-57 fer-in the manufacture of a medicament for the treatment of a disease in an individual in need 

thereof. 

57. A-4Hethed-&#-feeatiB^-a-4iseas&-iB-^H-4adwyttatr^emp4siag-^dmHasteHag-4e-said individual a 

#terafeutieal4y-effee#ve-afflgaa^efLa-6efgpesMeB-eeaip4sia^4he-TL6eH--aetivatffig bispecific -antigen 

bmdffig-meteeule of any ofte-ef claims l-to-4-5 or 544n-a-pkaflmoeutieaHy-acceptable-feFHfc-

5863. The use of claim 56-62-erth&-meth.od oj-elaim-57, wherein said disease is cancer. 

5964. A method for inducing lysis of a target cell, comprising contacting a target cell with the T cell 

activating bispecific antigen binding molecule of any one of claims 1 -45-51 or 54-57 in the presence 

of a T cell. 


