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The present disclosure also provides LAG3 binders that bind to LAG3 comprising CDR1
comprising the amino acid sequence crTrspyvMc (SEQ ID NO: 65); CDR2 comprising the amino
acid sequence a1sEsGGRTH (SEQ ID NO: 66); and CDR3 comprising the amino acid sequence

TLLWWTSEYAPIKANDYDY (SEQ ID NO: 67), e.g., comprising the amino acid sequence: EVQLVE

SGGGVVQPGG SLRLSCAASG RTEFSDYVMGW FRQAPGKERE FVAAISESGG RTHYADSVKG RETISRDNSK

NTLYLQMNSL RPEDTALYYC ATTLLWWTSE YAPIKANDYD YWGQGTLVTV Ss (SEQ ID NO: 64).

In one aspect, there is provided a multispecific binder comprising an immunoglobulin
single variable domain (ISVD) that binds PD1 and an ISVD that binds LAG3, wherein the ISVD

that binds to PD1 comprises the amino acid sequence:

DVQLVESGGGVVQPGGSLRLSCAASGSIASTHAMGWEFROQAPGKEREFVAVITWSGGITYY

ADSVKGRFTISRDNSKNTVYLOMNSLRPEDTALYYCAGDKHOSSWYDYWGOGTLVTVSS(SEQ ID NO: 57) or

said sequence optionally comprising a D1E mutation:;

EVOLVESGGGLVQPGGSLRLSCAASGSIASTHAMGWEFRQAPGKEREFVAVITWSGGITYYADSVKGREFTISRDNSKNT

VYLOMNSLRPEDTAIYYCAGDKHQSSWYDYWGQGTLVTVSS(SEQ ID NO: 98) or said sequence optionally

comprising a E1D mutation;

EVOLVESGGGVVQPGGSLRLSCAASGSIASTHAMGWERQAPGKEREEFVAVITWSGGITYYADSVKGRETISRDNSKNT

VYLOMNSLRPEDTALYYCAGDKHQSSWYDYWGQGTLVTVSS(SEQ ID NO: 99) or said sequence optionally

comprising a E1D mutation;
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DVQLVESGGGVVQPGGSLRLSCAASGSIASIHAMGWFRQAPGKEREFVAVITWSGGITYYADSVKGRETISRDNSKNT

VYLOMNSLRPEDTALYYCAGDKHQSSWYDYWGOGTLVTVSS (SEQ ID NO: 103) or said sequence

optionally comprising a D1E and/or N73S mutation;

DVQLVESGGGVVQPGGSLRLSCAASGSIASIHAMGWFRQAPGKEREFVAVITVSGGITYYADSVKGREFTISRDQSKNT

VYLQMNSLRPEDTALYYCAGDKHQSSFYDYWGQGTLVTVSS(SEQ ID NO: 104) or said sequence

optionally comprising a D1E mutation;

DVQLVESGGGVVQPGGSLRLSCAASGSIASIHAMGWEFRQAPGKEREFVAVITVSGGITYYADSVKGRETISRDPSKNT

VYLQMNSLRPEDTALYYCAGDKHQSSFYDYWGQGTLVTVSS(SEQ ID NO: 105) or said sequence

optionally comprising a D1E mutation;

DVQLVESGGGVVQPGGSLRLSCAASGSIASIHAMGWFRQAPGKEREFVAVITVSGGITYYADSVKGREFTISRDPSKNT

VYLOMNSLRPEDTALYYCAGDKHQSSFYDYWGQGTLVTVSS (amino acids 1-119 of SEQ ID NO: 113) or

said sequence optionally comprising a D1E mutation;

DVQLVESGGGVVQPGGSLRLSCAASGSIASIHAMGWEFRQAPGKEREFVAVITVSGGITYYADSVKGRETISRDQSKNT

VYLOMNSLRPEDTALYYCAGDKHQSSFYDYWGQGTLVTVSS (amino acids 1-119 of SEQ ID NO: 117) or

said sequence optionally comprising a D1E mutation; or

DVQLVESGGGVVQPGGSLRLSCAASGSIASTHAMGWERQAPGKEREFVAVITVSGGITYYADSVKGREFTISR

DSSKNTVYLOMNSLRPEDTALYYCAGDKHQSSFYDYWGQGTLVTVSS (amino acids 1-119 of SEQ ID NO:

121) or said sequence optionally comprising a D1E mutation.

In another aspect, there is provided a multispecific binder comprising an ISVD that binds
PD1 and an ISVD that binds LAG3 wherein

(a) the ISVD that binds to PD1 comprises the amino acid sequence

DVQLVESGGG VVQPGGSLRL SCAASGSIAS IHAMGWFRQA PGKEREEFVAV ITWSGGITYY

ADSVKGRFTI SRDNSKNTVY LOMNSLRPED TALYYCAGDK HQSSWYDYWG QGTLVTVSS
(SEQ ID NO: 57);

EVQLVESGGGLVQPGGSLRLSCAASGSIASIHAMGWFROQAPGKEREEFVAVITWSGGITYYADSVKGRETISRDNSKNT

VYLQMNSLRPEDTAIYYCAGDKHQSSWYDYWGQGTLVTVSS
(SEQ ID NO: 98);

EVOLVESGGGVVQPGGSLRLSCAASGSIASTHAMGWEFRQAPGKEREFVAVITWSGGITYYADSVKGREFTISRDNSKNT

VYLOMNSLRPEDTALYYCAGDKHQSSWYDYWGQGTLVTVSS
(SEQ ID NO: 99);

DVQLVESGGGVVQPGGSLRLSCAASGSIASIHAMGWFROQAPGKEREFVAVITWSGGITYYADSVKGRETISRDNSKNT

VYLOMNSLRPEDTALYYCAGDKHQSSWYDYWGQGTLVTVSS
(amino acids 1-119 of SEQ ID NO: 101);
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DVQLVESGGGVVQPGGSLRLSCAASGSIASIHAMGWEFRQAPGKEREFVAVITVSGGITYYADSVKGRETISRDNSKNT

VYLQOMNSLRPEDTALYYCAGDKHQSSFYDYWGQGTLVTVSS
(SEQ 1D NO: 103);

DVQLVESGGGVVQPGGSLRLSCAASGSIASIHAMGWEFRQAPGKEREFVAVITVSGGITYYADSVKGRETISRDQSKNT

VYLQMNSLRPEDTALYYCAGDKHQSSFYDYWGQGTLVTVSS
(SEQ ID NO: 104); or

DVQLVESGGGVVQPGGSLRLSCAASGSTIASTHAMGWEFRQAPGKEREFVAVITVSGGITYYADSVKGREFTISRDPSKNT

VYLOMNSLRPEDTALYYCAGDKHQSSFYDYWGQGTLVTVSS
(SEQ ID NO: 105); and,
(b) the ISVD that binds to LAG3 comprises the amino acid sequence

EVQLVE SGGGVVQPGG SLRLSCAASG RTFSDYVMGW FRQAPGKERE FVAAISESGG RTHYADSVKG

RFTISRDNSK NTLYLQMNSL RPEDTALYYC ATTLLWWTSE YAPIKANDYD YWGQGTLVTV SS
(SEQ ID NO: 64):; or

DVQLVESGGGVVQPGGSLRLSCAASGRTESDYVMGWEFRQAPGKEREFVAATSESGGRTHYADSVKGREFTISRDNSKNT

LYLOMNSLRPEDTALYYCATTLLWWTSEYAPIKANDYDYWGQGTLVTVSS
(amino acids 1-128 of SEQ ID NO: 96).

In another aspect, there is provided a multispecific binder that binds PD1 and LAG3 comprising:

e aPD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 98;

e 235 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

e aPD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 98;

e a 35 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;
e alLAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 63;

e a 35 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;
e alLAGS3ISVD comprising the amino acid sequence set forth in SEQ ID NO: 63;

e 235 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

e 3 human serum albumin (HSA) ISVD comprising the amino acid sequence set forth in
SEQ ID NO: 59; and

e a C-terminal Alanine;

or,

e aPD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 57;

e 235 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

e aPD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 99;
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a 35 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 35 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58:

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64:

a 35 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58:

a HSA ISVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 57;

a 20 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 100;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 99:;

a 20 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 100;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64:

a 20 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 100;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 20 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 100;

a HSA I1SVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 57;

a 9 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 99;

a 9 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 9 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 9 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a HSA I1SVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;
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a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 57;

a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64:

a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a HSA I1SVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 57;

a 20GS linker comprising the amino acid sequence set forth in SEQ ID NO: 100;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 20GS linker comprising the amino acid sequence set forth in SEQ ID NO: 100;

a HSA I1SVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 57;

a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a HSA I1SVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 105;

a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 105 (wherein

the Asp at position 1 is replaced with a Glu);

a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a HSA ISVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;
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or,

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 105;

a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 105 (wherein

the Asp at position 1 is substituted with a Glu);

a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125:

a HSA ISVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 105;

a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a HSA ISVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 105;

a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a HSA ISVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 104;

a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 104 (wherein

the Asp at position 1 is replaced with a Glu);

a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

10e
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a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a HSA ISVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 104;

a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125:

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 104 (wherein

the Asp at position 1 is replaced with a Glu);

a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a HSA ISVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 104;

a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64:

a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a HSA ISVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 104;

a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64:

a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a HSA I1SVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine
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a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 103 (wherein

the Asn at position 73 is replaced with Ser);

a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO:103 (wherein

the Asp at position 1 is replaced with Glu and the Asn at position 73 is replaced with Ser);

a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a HSA ISVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 103 (wherein

the Asn at position 73 is replaced with Ser);

a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125:

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO:103 (wherein

the Asp at position 1 is replaced with Glu and the Asn at position 73 is replaced with Ser);

a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a HSA ISVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 103 (wherein

the Asn at position 73 is replaced with Ser);

a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a HSA I1SVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;
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e aPD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 103 (wherein

the Asn at position 73 is replaced with Ser);

e 2 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;
e alLAGS3ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

e 3 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125:

e aHSA ISVD comprising the amino acid sequence set forth in SEQ ID NO: 59: and

e 3 C-terminal Alanine

wherein said residue numbers are Kabat residue numbers.
The PD1 and LAG3 binders may be in a single molecule such as a PD1/LAG3 binder,
which is part of the present disclosure, that binds to PD1 and LAG3 that comprises: a PD1 binder

comprising: CDR1 comprising the amino acid sequence taaMc (SEQ ID NO: 3) or GSTASTHAMG
(SEQ ID NO: 6); CDR2 comprising the amino acid sequence viTxsccITYYADSVKG (SEQ ID NO:
4; wherein X is W or V) or vitxscc1TY (SEQ ID NO: 7; wherein X is W or V); and CDR3
comprising the amino acid sequence pxHossxyDY (SEQ ID NO: 5, wherein X is W or F); and a
LAG3 binder comprising: CDR1 comprising the amino acid sequence crTrspyvMc (SEQ ID
NO: 65); CDR2 comprising the amino acid sequence A1sescGrTH (SEQ ID NO: 66); and CDR3

comprising the amino acid sequence Tr.LwwTsEYAPTKANDYDY (SEQ ID NO: 67); and, optionally,

a half-life extender.
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In an example, the PD1 binder comprises the amino acid sequence:

DVQLVESGGG VVQPGGSLRL SCAASGSIAS IHAMGWFRQA PGKEREEFVAV ITWSGGITYY

ADSVKGRFTI SRDNSKNTVY LOMNSLRPED TALYYCAGDK HQSSWYDYWG QGTLVTVSS;and

(SEQ ID NO: 57); and the LAG3 binder comprises the amino acid sequence:
EVQLVE SGGGVVQPGG SLRLSCAASG RTFSDYVMGW FRQAPGKERE FVAAISESGG RTHYADSVKG
REFTISRDNSK NTLYLQOMNSL RPEDTALYYC ATTLLWWTSE YAPIKANDYD YWGQGTLVTV SS

(SEQ ID NO: 64); and, optionally, a half-life extender. In an example of the disclosure, the
PD1/LAG3 binder comprises the moieties, e.g., in the order shown:

e the PD1 binder 102C12 (E1D,L11V,A14P,A74S,K83R,I89L) or 1PD102C12 (E1D,
L11V, Al4P, W52aV, N73X (e.g., N73P or N73Q or N73S), A74S, K83R, 189L,
W100aF);

e apeptide linker such as 9GS, 20GS or 35 GS (e.g.,
GGGGSGGGGSGGGGSGGGGSGGGGSGGGGSGGGGSs (SEQ ID NO: 70));

e the LAG3 binder 11B09 or 11B09 (L11V,A14P,R41P,N43K,A62S,A74S,K83R,V8IL);

e apeptide linker such as 9GS, 20GS or 35 GS (e.g.,
GGGGSGGGGSGGGGSGGGGSGGGGSGGGGSGGGGSs (SEQ ID NO: 70));

e a half-life extender such as ALB11002; and, optionally,

103-10i
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We claim:

31. A multispecific binder comprising an immunoglobulin single variable domain (ISVD)

that binds PD1 and an ISVD that binds L AG3Fhe-multispecificbinder-of-clabm-1, wherein the

ISVD that binds to PD1 comprises the amino acid sequence:

DVQLVESGGG—VVQPGGSLRL-SCAASGSIAS—IHAMGWFRQA-PGKEREFVAV-ITWSGGITYY
ADSVKGRFTI-SRDNSKNTVY—-LOMNSLRPED-TALYYCAGDK-HQSSWYDYWG—QGTLVTVSS

(SEQ ID NO: 57;-6r-said-sequence-optionatly-comprising-a-DIE-mutation) or said sequence

optionally comprising a D1E mutation;

EVQLVESGGGLVQPGGSLRLSCAASGSIASIHAMGWFROQAPGKEREFVAVITWSGGITYYADSVKGREFTISRDNSKNT
VYLOMNSLRPEDTAIYYCAGDKHQSSWYDYWGQGTLVTVSS

(SEQ ID NO: 98;-6r-said-sequence-optionatly-comprising-a-E1D-mutation) or said sequence

optionally comprising a E1D mutation;

153
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EVOLVESGGGVVQPGGSLRLSCAASGSIASTHAMGWEFRQAPGKEREEFVAVITWSGGITYYADSVKGREFTISRDNSKNT
VYLOMNSLRPEDTALYYCAGDKHQSSWYDYWGQGTLVTVSS

(SEQ ID NO: 99;-orsaid-sequence-optionaly-comprising-a-E1D-mutation) or said sequence

optionally comprising a E1D mutation;
DVQLVESGGGVVQPGGSLRLSCAASGSIASIHAMGWFROAPGKEREFVAVITWSGGITYYADSVKGRFTISRDNSKNT

VYLOMNSLRPEDTALYYCAGDKHQSSWYDYWGQGTLVTVSS
(SEQ ID NO: 103

sequence optionally comprising a D1E and/or N73S mutation;

DVQLVESGGGVVQPGGSLRLSCAASGSIASIHAMGWEFRQAPGKEREFVAVITVSGGITYYADSVKGREFTISRDOSKNT
VYLOMNSLRPEDTALYYCAGDKHQSSEFYDYWGQGTLVTVSS

(SEQ ID NO: 104.-er-said-seguence-optionally-comprising-a-D1E-mutation) or said sequence

optionally comprising a D1E mutation; o

DVQLVESGGGVVQPGGSLRLSCAASGSIASIHAMGWFRQAPGKEREFVAVITVSGGITYYADSVKGREFTISRDPSKNT
VYLOMNSLRPEDTALYYCAGDKHQSSEFYDYWGQGTLVTVSS

(SEQ ID NO: 105;-6er-said-seguence-optionally-comprising-a-D1E-mutation) or said sequence

optionally comprising a D1E mutation; o

DVQLVESGGGVVQPGGSLRLSCAASGSIASIHAMGWEFRQAPGKEREFVAVITVSGGITYYADSVKGREFTISRDPSKNT

VYLQMNSLRPEDTALYYCAGDKHQSSFYDYWGQGTLVTVSS (amino acids 1-119 of SEQ ID NO: 113;-ef

said-sequence-optionally-comprising-a-D1E-mutation) or said sequence optionally comprising a

D1E mutation; e

DVQLVESGGGVVQPGGSLRLSCAASGSIASTIHAMGWEFRQAPGKEREFVAVITVSGGITYYADSVKGRFTISRDQSKNT

VYLOMNSLRPEDTALYYCAGDKHQSSFYDYWGQGTLVTVSS (amino acids 1-119 of SEQ ID NO: 117;-6¢

: ce-optionally-comprising-a-D1E-mutation)_or said sequence optionally comprising a

D1E mutation; or

DVQLVESGGGVVQPGGSLRLSCAASGSIASTHAMGWFRQAPGKEREFVAVITVSGGITYYADSVKGRFTISRDSSKNT
VYLOMNSLRPEDTALYYCAGDKHQSSFYDYWGQGTLVTVSS (amino acids 1-119 of SEQ ID NO: 1210

: ce-optionally-comprising-a-D1E-mutation) or said sequence optionally comprising a
D1E mutation.

42.  The multispecific binder of claim 1, wherein the ISVD that binds LAG3 comprises the
amino acid sequence set forth in SEQ ID NO: 64 or SEQ ID NO: 64 comprising a substitution of
the Asp at position 1 with a Glu.
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53.  The multispecific binder of claim 1, wherein the multispecific binder further includes an
ISVD that binds to human serum albumin comprising CDR1 comprising the amino acid sequence
set forth in SEQ ID NO: 60 or amino acids 1-5 of SEQ ID NO: 60; CDR2 comprising the amino
acid sequence set forth in SEQ ID NO: 61 or amino acids 1-10 of SEQ ID NO: 61; and CDR3

comprising the amino acid sequence set forth in SEQ ID NO: 62.

4.  Fhe-A multispecific binder comprising an ISVD that binds PD1 and an ISVD that binds

LAG3 ef¢clabm-6,-wherein
(@) the 1ISVD immunoglobutinsingle-variable-demain-that binds to PD1 comprises

the amino acid sequence
DVQLVESGGG VVQPGGSLRL SCAASGSIAS IHAMGWFRQA PGKEREFVAV ITWSGGITYY
ADSVKGRFTI SRDNSKNTVY LQMNSLRPED TALYYCAGDK HQSSWYDYWG QGTLVTVSS

(SEQ ID NO: 57);
EVQLVESGGGLVQPGGSLRLSCAASGSIASIHAMGWFRQAPGKEREFVAVITWSGGITYYADSVKGRETISRDNSKNT
VYLOMNSLRPEDTAIYYCAGDKHQSSWYDYWGQGTLVTVSS

(SEQ ID NO: 98);
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EVQLVESGGGVVQPGGSLRLSCAASGSIASTHAMGWFRQAPGKEREFVAVITWSGGITYYADSVKGRETISRDNSKNT
VYLOMNSLRPEDTALYYCAGDKHQSSWYDYWGQGTLVTVSS

(SEQ ID NO: 99);
DVQLVESGGGVVQPGGSLRLSCAASGSIASTHAMGWEFRQAPGKEREFVAVITWSGGITYYADSVKGREFTISRDNSKNT
VYLOMNSLRPEDTALYYCAGDKHQSSWYDYWGQGTLVTVSS

(amino acids 1-119 of SEQ ID NO: 101);
DVQLVESGGGVVQPGGSLRLSCAASGSIASTHAMGWFRQAPGKEREFVAVITVSGGITYYADSVKGRFTISRDNSKNT
VYLOMNSLRPEDTALYYCAGDKHQSSFYDYWGQGTLVTVSS

(SEQ ID NO: 103);
DVQLVESGGGVVQPGGSLRLSCAASGSIASTHAMGWFRQAPGKEREFVAVITVSGGITYYADSVKGRFTISRDQSKNT
VYLOMNSLRPEDTALYYCAGDKHQSSFYDYWGQGTLVTVSS

(SEQ ID NO: 104); or
DVQLVESGGGVVQPGGSLRLSCAASGSIASTHAMGWFRQAPGKEREFVAVITVSGGITYYADSVKGRFTISRDPSKNT

VYLOMNSLRPEDTALYYCAGDKHQSSEFYDYWGQGTLVTVSS
(SEQ ID NO: 105); and,

(b) the ISVD immuneglobulin-single-variable-domain-that binds to LAG3
comprises the amino acid sequence
EVQLVE SGGGVVQPGG SLRLSCAASG RTFSDYVMGW FRQAPGKERE FVAAISESGG RTHYADSVKG
RFTISRDNSK NTLYLOMNSL RPEDTALYYC ATTLLWWTSE YAPIKANDYD YWGQGTLVTV SS

(SEQ ID NO: 64); or
DVQLVESGGGVVQPGGSLRLSCAASGRTFEFSDYVMGWFROQAPGKEREFVAATISESGGRTHYADSVKGRFTISRDNSKNT
LYLOMNSLRPEDTALYYCATTLLWWTSEYAPIKANDYDYWGQGTLVTVSS

(amino acids 1-128 of SEQ ID NO: 96).

85. The multispecific binder of claim 64, wherein the C-terminal extender is an alanine.

96.  Fhe-A multispecific binder that binds PD1 and LAG3 comprisingefany-ene-ofclaim-6;

i 4 " ific bind icoc:
e aPD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 98;

e a 35 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;
e aPD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 98;

e a 35 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;
e aLAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 63,
e a 35 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;
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or,

or,

or,

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 63;
a 35 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a human serum albumin (HSA) ISVD comprising the amino acid sequence set forth in

SEQ ID NO: 59; and

a C-terminal Alanine;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 57;

a 35 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ 1D NO: 99;

a 35 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 35 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 35 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a HSA ISVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ 1D NO: 57;

a 20 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 100;
a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 99;

a 20 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 100;
a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 20 GS linker comprising the amino acid sequence set forth in SEQ 1D NO: 100;
a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 20 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 100;
a HSA ISVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 57;
a 9 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;
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or,

or

or,

or

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 99;

a 9 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 9 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 9 GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a HSA ISVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 57;

a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a HSA ISVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 57;

a 20GS linker comprising the amino acid sequence set forth in SEQ ID NO: 100;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 20GS linker comprising the amino acid sequence set forth in SEQ ID NO: 100;

a HSA ISVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 57;

a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a HSA ISVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;
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or,

or

or,

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 105;
a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 105 (wherein

the Asp at position 1 is replaced with a Glu);

a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a HSA ISVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 105;
a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 105 (wherein

the Asp at position 1 is substituted with a Glu);

a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a HSA ISVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 105;
a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;
a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;
a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;
a HSA ISVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 105;
a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;
a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;
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or,

or,

or,

a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;
a HSA ISVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 104;

a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 104 (wherein
the Asp at position 1 is replaced with a Glu);

a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a HSA ISVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 104;

a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 104 (wherein
the Asp at position 1 is replaced with a Glu);

a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a HSA ISVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 104;
a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;
a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;
a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;
a HSA ISVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;
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or,

or

or,

or,

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 104;
a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;
a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;
a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;
a HSA ISVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 103 (wherein
the Asn at position 73 is replaced with Ser);

a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO:103 (wherein
the Asp at position 1 is replaced with Glu and the Asn at position 73 is replaced with Ser);
a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a HSA ISVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 103 (wherein
the Asn at position 73 is replaced with Ser);

a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO:103 (wherein
the Asp at position 1 is replaced with Glu and the Asn at position 73 is replaced with Ser);
a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a HSA ISVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;
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or,

107.

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 103 (wherein
the Asn at position 73 is replaced with Ser);

a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 35GS linker comprising the amino acid sequence set forth in SEQ ID NO: 58;

a HSA ISVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine;

a PD1 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 103 (wherein
the Asn at position 73 is replaced with Ser);

a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a LAG3 ISVD comprising the amino acid sequence set forth in SEQ ID NO: 64;

a 9GS linker comprising the amino acid sequence set forth in SEQ ID NO: 125;

a HSA ISVD comprising the amino acid sequence set forth in SEQ ID NO: 59; and

a C-terminal Alanine

wherein said residue numbers are Kabat residue numbers.

The multispecific binder of claim 6, wherein the multispecific binder comprises the amino

acid sequence set forth in SEQ ID NO: 106, 107, 108, 109, 110, 111, 112, 113, 114, 115, 116,
117,118, 119, 120, 121, 122, 123 or 124.
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158.  An injection device or vessel that comprises the multispecific binder of any one of claims

64 to 6, optionally in association with a further therapeutic agent.

169. A composition comprising a multispecific binder of any one of claims 4 to 6 and at least

one pharmaceutically acceptable carrier, diluent or excipient.
1710. The composition of claim 169, wherein the multispecific binder comprises the amino acid
sequence set forth in SEQ ID NO: 106, 107, 108, 109, 110, 111, 112, 113, 114, 115, 116, 117,

118, 119, 120, 121, 122, 123, or 124.

1811. The composition of claim 710, wherein the multispecific binder comprises the amino
acid sequence set forth in SEQ ID NO:110.

1219. A multispecific binder consisting of the amino acid set forth in SEQ 1D NO: 106, 107,
108, 109, 110, 111, 112, 113, 114, 115, 116, 117, 118, 119, 120, 121, 122, 123, or 124.

2013. A composition comprising the multispecific binder of claim 49-12 and at least one
pharmaceutically acceptable carrier, diluent or excipient.

2114, A multispecific binder consisting of the amino acid set forth in SEQ ID NO: 110.
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2215. A composition comprising the multispecific binder of claim 21-14 and at least one

pharmaceutically acceptable carrier, diluent or excipient.

2316. A multispecific binder comprising a programmed cell death protein 1 (PD1) binder having
the amino acid sequence set forth in SEQ ID NO: 57 and a lymphocyte activation gene 3 (LAG3)
binder having the amino acid sequence set forth in SEQ 1D NO: 64.

2417. The multispecific binder of claim 1623, wherein the multispecific binder further
comprises a human serum albumin (HSA) binder having the amino acid sequence set forth in
SEQ ID NO: 59.

2518. A multispecific binder comprising an N-terminal immunoglobulin single variable domain
(ISVD) that binds programmed cell death protein 1 (PD1) comprising the amino acid sequence
set forth in SEQ ID NO: 57; an ISVD that binds lymphocyte activation gene 3 (LAG3)
comprising the amino acid sequence set forth in SEQ ID NO: 64; an ISVD that binds human
serum albumin (HSA) comprising the amino acid sequence set forth in SEQ ID NO: 59; and a C-

terminal Alanine.

2619. A multispecific binder comprising an N-terminal immunoglobulin single variable domain
(ISVD) that binds programmed cell death protein 1 (PD1) comprising the amino acid sequence
set forth in SEQ ID NO: 57; a 35GS linker comprising the amino acid sequence set forth in SEQ
ID NO: 58; an ISVD that binds lymphocyte activation gene 3 (LAG3) comprising the amino acid
sequence set forth in SEQ ID NO: 64; a 35GS linker comprising the amino acid sequence set
forth in SEQ ID NO: 58; an ISVD that binds human serum albumin (HSA) comprising the amino
acid sequence set forth in SEQ ID NO: 59; and a C-terminal Alanine.

2720. A composition comprising the multispecific binder of claim 24-17 and at least one
pharmaceutically acceptable carrier, diluent or excipient.

2821. A multispecific binder comprising the amino acid set forth in SEQ ID NO: 110.
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