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CLAIMS

What is claimed:

1. A transthyretin (TTR) protein conmplex, wherein said TTR protein complex comprises TTR
subunits A, B, C, and 13,

wherein TTR sobunits A and B dimerize to form TTR dimer AB;

wherein TTR subounits C and D dimerize o form TTR dimer CD;

wherein TTR dimers AB and CD further dimerize to form TTR tetramer ABCD; and

wherein each of A, B, C, and D comprise the amino acid sequence of SEQ ID NO: 1, except that at

least one amino acid in the interface between TTR dimer AB and TTR dimer CD is mutated such that

the formation of an ABCD tetramer is favored over the formation of an ABAB tetramer or a CDCD
tetramer.

2. The TTR protein complex according to claim 1, wherein each of A, B, C, and D comprise the
amino acid sequence of SEQ ID NO: 1 with the following nwtations: CI0A, K15A, orbotha Cl0A and a
K134 mutation.

3. The TTR protein complex according to claim 1 or 2, wherein both A and B, both C and D, or all
four of A, B, C, and D comprise a nwtation at one or more anino acids positions selected from the list
comprising: 6,7, 8,9, 10, 13, 15, 17, 19, 20, 21, 22, 23, 24, 26, 50, 51, 52, 33, 54, 56, 57, 60, 61, 62, 63,
78, 82, 83, 84, 85, 100, 101, 102, 103, 104, 106, 108, 110, 112, 113, 114, 115, 117, 119, 121, 123, 124,
125, 126, and 127 of SEQ ID NO: |

4. The TTR protein complex according to claim 3, wherein both A and B, both C and D, or all foar
of A, B, C, and D comprise a mutation at one or more arino acids positions selected from the hist
comprising: 15, 17, 20, 21,22, 23, 24, 51, 52, 84, 106, 108, 112, 114, 115, 119, 121, and 123 of SEQ 1D
NO: 1.

5. The TTR protein complex according to any one of claims 1-4, wherein both A and B, both C and
D, orall four of A, B, C, and D comprise a rautation at one or more amino acids positions selected from
the list comprising: 15, 17,20, 21, 22, 23, 24, 51, 52, 84, 106, 108, 112, 114, 115, 119, 121, and 123 of
SEQID NO: 1.

wherein said amino acid is muiated to an aspartate or glitamate,

6. The TTR protein complex according to any one of claims 1-4, whercin both A and B, both C and
B, or all four of A, B, C, and I3 comprise a mutation at on¢ or more aminge acids positions selected from
the list comprising: 15, 17, 20, 21, 22, 23, 24, 51, 52, 84, 106, 108, 112, 114, 115, 119, 121, and 123 of
SEQ I NG 1,
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wherein said amino acid is mutated to an arginine, Ivsine, or histidine.

7. The TTR protein corplex according to any one of claims 1-6, wherein A and B conprise a
mutation at one or more amino acids positions selected from the list comprising: 15, 17, 20, 21, 22, 23, 24,
51,52,84, 106, 108, 112, 114, 115, 119, 121, and 123 of SEQ ID NO: L,

wherein said amino acid is mutated to an aspartate or ghiiamate.

8. The TTR protein conplex according to any one of claims 1-7, wherein C and D comprise a
mrutation at one or more aming acids positions selected from the list comprising: 15, 17, 20, 21, 22, 23, 24,
$1,382, 84,106, 108, 112,114, 115, 119, 121, and 123 of SEQ ID NO: 1,

wherein said amino acid is mutated to an arginine, lvsine, or histidine.

9. The TTR protein complex according to any one of claims 1-4 wherein:

A and B comprise a mutation at one or more amino acids positions selected from the list
comprising: 15, 17, 20, 21, 22, 23, 24, 51, 52, 84, 106, 108, 112, 114, 115, 119, 121, and 123 of SEQ
ID NO: 1, wherein said amino acid is mutated to an aspartate or glutamate; and

C and D comprises a muiation at one or more amino acids positions selected from the list
comprising: 15, 17. 20, 21, 22, 23, 24, 51, 52, 84, 106, 108, 112, 114, 115, 119, 121, and 123 of SEQ

1D NO: 1, wherein said amino acid is mutated to an arginine, lysine, or histidine.

19, The TTR protein coraplex according to any one of claims 1-7 and 9, wherein A and B conprise at
least one mautation in SEQ ID NO: 1, wherein said mutation is selected from the list comprising: K15D,
L1170, V20D, R21D, G220, S23D, P24D, 552D, 184D, T106D, A108D, S112D, Y114D, S115D, THI9D,
V12iD, S123D, KI5E, LI7E, V20E, R21E, G22E, S23E, P24E, DS1E, SS2E, [#4E, T106E, A108E,
SHI2E, Y1I4E SHISE, TII9E, V121E and S123E.

11. The TTR protein complex according to claim 10, wherein A and B comprise at feast one mutation
in SEQ ID NO: 1, wherein saxd mutation is selected from the bist comprising: L17D, L17E, V20D, V20E,
G220, G22E, S1120, SH12E, T119D, T1I9E, V121D, and VI2IE.

12. The TTR protein complex according 1o any one of claims 1-6, 8, and 9, wherein C and D
comprise at feast one mutation in SEQ ID NO: 1, wherein said mutation is selected from the list
comprising: K138, L17R, V20R, G22R, 823R, P24R, D31R, $32R, I84R, TI06R, A108R, S112R,
Y114R, ST13R, T1I9R, VI2IR, S123R, L17K, V20K, R21K, (22K, 823K, P24K, DSIK, 852K, 84K,
TI06K, AT08K, STI2K, YI14K, S11SK, T119K, VI2IK, 8123K, K15H, L17H, V20H, R21H, G22H,
S23H, P24H, D51H, 852H, 184H, T106H, A108H, S112H, Y114H, S115H, T119H, VI21H, and S123H.
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13, The TTR protein complex according to claim 12, wherein C and D comprise at least one mutation
in SEQ ID NO: 1, wherein said rantation is selected from the list comprising: L17R, L17K, L17H, V20R,
V20K, V20H, G22R, G22K, G22H, S112R, S112K, S112H, T119R, T119K, TH19H, VI2IR, V121K, and
V1Z2iH.

14. The TTR protein complex according to any one of claims 1-13, wherein both A and B, both C and

D, or all four of A, B, C, and D independently comprise one said mutation,

15. The TTR protein complex according to any one of claims §-13, wherein both A and B, both C and

B, or all four of A, B, C, and 13 independently cormprise two said mutations.

16. The TTR protein complex according to any one of clairas 1-15, whercineachof A, B. €, and D
comprise the amine acid sequence of SEQ 1D NO: 1 with the following mutations;
both A and B comprise CLOA/KISA/LI7D, and both C and D comprise CIOA/KISA/LITR;
both A and B comprise C10A/KI5A/LITE, and both C and D comprise CI0A/KISALTTR;
both A and B comprise C10A/KI15A/V20D, and both C and D comprise CI0A/KISA/LITR;
both A and B comprise C10A/KI5A/VZ0E, and both C and D comprise CI0A/KI3A/LITR,
both A and B comprise C10A/K15A/G22D, and both C and D comprise CI10A/KISA/LITR;
both A and B comprise CI0A/KISA/G22E, and both C and D comprise CI0A/KISA/LITR;
both A and B comprise CI10A/KI5A/S112D, and both C and D comprise C10A/KISAMLITR;
both A and B comprise C10A/K15A/S112E, and both C and D comprise C10A/KISA/LITR;
both A and B comprise CI0A/KISA/T1I9D, and both C and D comprise CI0A/KISA/LEITR;
both A and B comprise C10A/KISA/T119E, and both € and D comprise CIOA/KISA/LLITR:
both A and B comprise CICA/KISA/VI2ID, and both C and I} comprise C10A/KISA/LITR;
both A and B comprise CI0A/KISA/VIZIE, and both C and D coraprise CI0A/KISA/LITR;
both A and B comprise CI0A/KISA/LI7D, and both C and D comprise CI0A/KISA/LITK,
both A and B comprise C10A/KISA/LITE, and both C and D comprise CIOA/KISA/L TR
both A and B comprise C10A/EI5A/V20D, and both C and D comprise CIOA/KISALITE;
both A and B comprise C10A/KISA/V20E, and both C and D comprise CI0A/KISA/LITK;
both A and B comprise C10A/KISA/G22D, and both C and D conmprise CI0A/KISA/LITI,
both A and B comprise C10A/KISA/G22E, and both C and D comprise CI0A/KISA/LITK,
both A and B comprise C10A/KI5A/5112D, and both C and I comprise C10A/KI5A/LITK,
both A and B comprise CIOA/KISA/STIZE, and both C and D comprise C10A/KTSA/LITK,
both A and B comprise C10A/KISA/T119D, and both C and D comprise C10A/KISA/LITE,
both A and B comprise C10A/KI5A/TT19E, and both C and D comprise CI0A/KISA/MLITK,
both A and B comaprise C10A/KISA/VI2ID, and both C and D comprise C10A/KISALLITK,
both A and B comaprise CI0A/KI3A/VI21E, and both C and D comprise C10AKISA/LITK,
both A and B comprise C10A/KI5A/L17D, and both C and D comprise CIOA/KISA/VZOR;
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both A and B comprise C10A/KISA/LITE, and both C and D comprise C10A/KI5A/VIOR;
both A and B comprise C10A/K13A/V20D, and both C and D comprise CI0A/KI5A/VZOR;
both A and B comaprise CI10A/KISA/VZOE, and both C and D comprise CIOA/KISA/V2OR;
both A and B comprise C10A/KI5A/G22D, and both € and D comprise CI0A/KISA/VIOR;
both A and B comprise C10A/KISA/G22E, and both C and D comprise CICA/KISA/VIOR,
bath A and B comprise CI0A/KI5A/S112D, and both C and D comprise CI0A/KISA/V20R,
both A and B comprise CI0A/KI5A/S112E, and both € and D comprise CIO0A/KISA/V20R;
both A and B comprise CI0A/KISA/T119D, and both € and & comprise C10AKISA/V20R;
both A and B comprise C10A/K15A/T119E, and both € and D comprise CI0A/KI3A/VIOR;
both A and B comprise C1I0A/K15A/V121D, and both C and D comprise CI0A/KI5A/V20R,
both A and B comprise C10A/KI5A/VI21E, and both C and D comprise C10A/KISA/V20R;
both A and B comprise C10A/KI3A/L17D, and both C and D comprise CI0A/K15A/V20K;
both A and B comprise C10A/KISA/LITE, and both C and D comprise CI0A/KISA/VZ0K;
botl A and B comprise C10A/KISA/VZ0OD, and both € and P comprise CI0A/KISA/VI0K,
both A and B comprise C10A/KISA/VZOE, and both C and D comprise CI0A/KISA/V20K,
both A and B comprise CI0A/K15A/G22D, and both C and D comprise CI0A/KISA/V20K;
both A and B comprise C1O0A/KISA/G22E, and both C and D comprise CIOA/KISA/VIOK,
both A and B comprise CI0A/KISA/S112D, and both C and I comprise C10A/KISA/V20K;
both A and B comprise CI0A/KI5A/STIZE, and both € and D comprise C10A/KISA/VI0K,
both A and B comprise CICA/KISA/T1I9D, and both C and D comprise C10A/K15A/VZ0K;
both A and B comprise CI0A/KISA/TII9E, and both C and D comprise CI0A/KISA/VIOK;
both A and B comprise C10A/KISA/V121D, and both € and D comprise CI10A/KISA/V20K;
both A and B comprise C10A/KISA/VI21E, and both € and D comprise C10A/KI15A/NVI0K,
both A and B comprise C10A/K1SA/L17D, and both C and D comprise CI0A/KI1SA/G22R;
both A and B comprise C10A/KISA/LI7E, and both C and D comprise CI10A/KI15A/G22R;
both A and B comprise CI0A/KISA/V20D, and both € and D comprise CI0A/KISA/G22R;
both A and B comprise C10A/K135A/V20E, and both C and D comprise CI0A/K13A/G22R;
both A and B comprise C10A/KISA/G22D, and both C and D comprise CI0A/KI5A/G22R;
both A and B comprise C10A/KI5A/G22E, and both C and D comprise CIOA/KISA/G22R;
bath A and B comprise CI0A/KI5A/S112D, and both C and D comprise CI0A/KISA/G22R;
both A and B coraprise CHOA/KISA/STI2E, and both C and D compase CLOA/KIESA/G22R;
both A and B comprise CI10A/KI5A/T119D, and both € and & comprise C10AKISA/G22R;
both A and B comprise C10A/KI5A/TTI9E, and both C and D comprise CIOA/KI3A/G22R;
both A and B comprise CI0A/KISA/VI2D, and both C and D comprise C10A/KI5A/G22R;
both A and B comprise C10A/KI5A/VI21E, and both C and D comprise C10A/KISA/G22R;
both A and B comprise CI0A/KISA/LI7D, and both C and D comprise C10A/K15A/G22K;
both A and B comprise C10A/KI15A/LI7E, and both C and D comprise CI10A/KISA/G2ZE;
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both A and B comprise C10A/KI5A/V20D, and both C and D comprise CI0A/KI5A/G22K,
both A and B comprise C10A/K15A/V20E, and both C and D comprise CI0A/KI3A/G22K;
both A and B comaprise CI10A/KISA/G22D, and both € and D comprise CI0A/KISA/G2IK,
both A and B comprise C10A/KI5A/G22E, and both C and D comprise CI0A/KISA/G22K:
both A and B comprise CICA/KISA/S112D, and both C and D comprise C10A/KISA/G22K;
bath A and B comprise C10A/KIS5A/STI2E, and both C and D} comprise CLOA/KISA/G22K,
both A and B comprise C10A/KI5A/T119D, and both € and D comprise CI0AKISA/G22K,
both A and B comprise CIOA/KISA/TIISE, and both C and D comprise CIOA/KISA/G22K,
both A and B comprise CIGA/KI5A/VI2ID, and both C and D comprise CI0A/KISA/G22K;
both A and B comprise C10A/KI5A/VI21E, and both C and D comprise C10A/KISA/G22K;
both A and B comprise C10A/KI5A/LI7D, and both C and D comprise CI0A/KISA/STIZR;
both A and B comprise C10A/KI15A/L17E, and both C and D comprise CI0A/KISA/S112R;
both A and B comprise CI0A/KI5A/V20D, and both C and D comprise CIOA/KISA/S112R;
both A and B comprise CI0A/KISA/V20E, and both C and D comprise CI0A/KI15A/STIZR;
both A and B comprise C10A/KI5A/G22D, and both C and D comprise CIOA/KISA/S112R;
both A and B comprise CI0A/KI5A/G22E, and both C and D comprise CI10A/KI5A/S112R;
both A and B comprise CIOA/KISA/SIIZD, and both C and D comprise CIO0A/KISA/STHIZR;
both A and B comprise CI0A/KISA/SII2E, and both C and D comprise C16A/KI15A/S112R;
both A and B comprise C10A/KISA/T119D, and both C and D comprise C10A/KISA/ST112R;
both A and B comprise CICA/KISA/TTIPE, and both C and D comprise CI80A/KISA/SIIZR;
both A and B comprise CICA/KISA/VIZID, and both C and D comprise C10A/KIISA/STIZR,
both A and B comprise C10A/KISA/VI21E, and both C and D comprise CI0A/K1I5A/S112R;
both A and B comprise CI0A/KISA/LI7D, and both C and D comprise CI0A/KISA/SI12K;
both A and B comprise C10A/KISA/LI7E, and both C and D comprise C10A/KI3A/8112K;
both A and B comprise C10A/KISA/V20D, and both C and D comprise CI0A/KI5A/8112K;
both A and B comprise CI0A/KISA/V20E, and both C and D comprise CI0A/KISA/STI2K;
both A and B comprise C10A/K13A/G22D, and both C and D comprise C10A/KI5A/S112K;
both A and B comprise C10A/KISA/G22E, and both C and D comprise CI0A/KISA/ST12K;
bath A and B comprise CI0A/KISA/S112D, and both C and D comprise CI10A/K1SA/SEI2K;
both A and B comprise C10A/KI5A/S112E, and both C and D comprise CIOA/KISA/STIZK,
both A and B coraprise CI0A/KISA/TIHIOD, and both C and [ comprise C10A/KISA/STIZK;
both A and B comprise CIGA/K1I5A/TT19E, and both C and D comprise CI0A/KI3A/S112K;
both A and B comprise C10A/KI5A/NVI21D, and both C and D comprise CICA/KISA/S112K;
both A and B comprise CI0A/KISA/VI2LE, and both C and D comprise C10A/KISA/STIZK;
both A and B comprise C10A/K15A/L17D, and both C and D comprise CI0A/KISA/TTIOR;
both A and B comprise C10A/KI5A/LI7E, and both C and D comprise CI0A/KISA/TTIOR,
both A and B comprise C10A/K15A/V20D, and both C and D comprise CI0A/KISA/TTIYR;
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both A and B comprise C10A/KI5A/V20E, and both C and D comprise CIOA/KISA/TTIOR;
both A and B comprise C10A/K13A/G22D, and both C and D comprise CI0A/KI5A/TII9R;
both A and B comaprise CI10A/KISA/G22E, and both C and D comprise CIOA/KISA/THIOR,
bath A and B comprise CI0A/KISA/S112D, and both C and D comprise CI0A/KISA/TII9R;
both A and B comaprise CHOA/KISA/STI2E, and both C and D compase C1OA/KIESA/TTHIOR;
both A and B coraprise CI0A/KISA/TI19D, and both € and D conprise C10A/KISA/TIIOR;
both A and B comprise CI0A/K1I5A/TT19E, and both C and D comprise CI0A/KIZA/TTIOR;
both A and B comprise CIOA/KISA/VI2ID, and both C and D comprise CI0A/KISA/TIIOR,
both A and B comprise C10A/KI5A/VI2IE, and both C and D comprise CI0AKISA/TIIOR;
both A and B comprise C10A/K15A/L17D, and both C and D comprise CI0A/KI5A/TTI9K;
both A and B comprise C10A/KI5A/L17E, and both C and D comprise CI0A/KISA/TTIOK,
both A and B comprise C10A/K15A/V20D, and both C and D comprise CI0A/KISA/TII9K;
both A and B comprise CI0A/KISA/V2OE, and both C and D comprise CI0A/KISA/TIIK,
both A and B comprise C10A/KI5A/G22D, and both € and P comprise C10A/KISA/TIHIOK,
both A and B comprise C10A/KISA/G22E, and both € and D comprise CI0A/KISA/TIIOK,
both A and B comprise C10A/K15A/S112D, and both C and D comprise CI0A/KISA/T119K:
both A and B comprise CIOA/KISA/SIIZE, and both C and D comprise C10A/KISA/TIIOK,
both A and B comprise C10A/KISA/T119D, and both € and P coraprise C10A/KISA/THIGK,
both A and B comprise C10A/KISA/TLIOE, and both € and D comprise CI0A/K1SA/TIIOK,
both A and B comprise CICA/KISA/VIZID, and both C and D comprise C10A/KISA/TIIOK,
both A and B comprise CI0A/KISA/VIZIE, and both C and D comprise CICA/KISA/TTIOK,
both A and B comprise C10A/K1ISA/L17D, and both C and D comprise CI0A/KI1SA/VIZIR;
both A and B comprise C10A/KISA/L17E, and both C and D comprise CI0A/KISA/VIZIR;
both A and B comprise C10A/KISA/V20D, and both € and D comprise CI0A/KI5A/VI2IR;
both A and B comprise C10A/KISA/V20E, and both C and D comprise CI0A/K15A/VIZIR;
both A and B comprise CI0A/KISA/G22D, and both € and D comprise CI0A/KISA/VIZIR:
both A and B comprise C10A/K13A/G22E, and both € and D comprise C10A/K13A/VIZIR;
both A and B comprise CIOA/KISA/ST12D, and both C and D comprise CI0A/KISA/VIZIR,
both A and B comaprise CI0A/KISA/STI2E, and both C and I} compnise CIOA/KISA/VI2IR,
both A and B comprise C10A/KI5A/T119D, and both C and D comprise CICA/KISA/VIZIR,
both A and B coraprise CI0A/KISA/THIE, and both € and D coraprise CIOA/KIZA/VI2IR;
both A and B comprise CI0A/KI5A/VI21D, and both € and D comprise CICA/KISA/VI2IR;
both A and B comprise C10A/KI5A/NVI2LE, and both C and D comprise CICAKISA/VIZIR,
both A and B comprise CI0A/KISA/L 7D, and both C asd D comprise CIOA/KISA/VI2IK;
both A and B comprise C10A/K15A/L17E, and both C and D comprise CI0A/KISA/VIZIK;
both A and B comprise C10A/KI15A/V20D, and both C and D comprise CI0A/KISA/VIZIK,
both A and B comprise C10A/K15A/VZ0E, and both C and D comprise CI0A/KI5A/VI2IK;
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both A and B comprise C10A/KI5A/G22D, and both € and D comprise C10A/KISA/VI2IK;
both A and B comprise C10A/K15A/G22E, and both C and D comprise CI10A/K13A/VIZIK,
both A and B comaprise CICA/KISA/S112D, and both C and D comprise CI0A/KISA/VIZIK,
both A and B comaprise CI0A/KISA/STI2E, and both € and D compnise CIOA/KISA/VI2IK;
both A and B comaprise CI0A/KISA/TIISD, and both C and D comprise C10A/KISA/VIZIKS
both A and B coraprise CI0A/KISA/THISE, and both € and D cornprise CI0A/KISAVIZIK,
both A and B comprise C1OA/KISA/VI21D, and both € and D comprise CI0A/KISA/VI2IK; or
both A and B comprise CIOA/KISA/VI2IE, and both € and D comprise CI0A/KISA/VIZIK.

17. The TTR profein complex according to any one of claims §-15, wherein:

both A and B comprise CI0A/KISA/LITD, and both € and D comprise CI0A/KISA/VIZIR:
both A and B comprise C10A/KISA/L17D, and both C and D comprise CI0A/KISA/VIZIK,
both A and B comprise CI0A/KISA/LIT7E, and both C and D comprise CIOA/KISA/VIZIR,
both A and B comprise C10A/KISA/V20D, and both € and D comprise C10A/K15A/V2OR;
both A and B comprise C10A/K15A/V20D, and both C and D comprise CI0A/KI154A/V20K,
both A and B comprise C10A/KISA/V20E, and both C and D comprise CIHOA/KISA/VIOR;
both A and B comprise C10A/KI3A/V20E, and both C and D comprise CI0A/KI3A/V20K,
both A and B comprise C10A/KISA/T119D, and both € and D comprise CI0A/KISA/LITR,
both A and B comprise C10A/KI5A/T119D, and both € and B2 comprise C10A/KISA/LLTK,; or
both A and B comprise C10A/KI5A/VI2IE, and both C and D comprise CI0A/KISA/LITK.

18. The TTR protein corplex according to any one of claims 1-15, whereincach of A, B, C, and D
comprise the amino acid sequence of SEQ D NG: 1 with the following mutations:

both A and B comprise CICA/KISA/LTITD/V20D, and both C and D comprise

CI0A/KISA/LTTE/V20K,

both A and B comprise CICA/KI5A/LITD/V20E, and both C and D comprise

CI0A/KISA/LITI/V20R,

both A and B comprise CIOA/KISA/LI7E/VZ0D, and both C and D comprise

CI0A/KISA/LITR/IVZOK,

both A and B comprise CIOA/KISA/LITE/V20E, and both C and D comprise

CI10A/KISA/LITR/VIOR,

both A and B comprise CIOA/KISA/LITIVTIIOD, and both C and D} comprise

CICAKISA/LITKVIZIK,

both A and B conprise CI0AKISA/LITIVVIZIE, and both C and I} compuse

CIOAKISA/LITK/VIZIR,

both A and B comprise C10A/KISA/LITE/T119D, and both C and D comprise

CIOAKISA/LITR/VI2IK,
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both A and B comprise CI0A/KISA/LITE/VIZIE, and both C and D comprise
CI0A/KISA/LITR/VIZIR,

both A and B conmprise C10A/K1SA/V20D/T119D), and both C and D comprise
CIOAKISA/VI0K/VIZIK,

both A and B conprise CI0AKISA/VZOD/VI2IE, and both € and D comprise
CIOAKISA/V20K/VIZIR,

both A and B comprise CI0A/KISA/V20E/T119D, and both € and I3 comprise
CICAKISA/V20R/VIZIK or

both A and B comprise CI0A/KISA/V20E/VI21E, and both C and I3 comprise
CIOA/KISA/V20R/VIZIR.

19. The TTR protein complex according to any one of claims 1-15, whereincach of A, B, C, and D
conprise the amino acid sequence of SEQ ID NO: 1 with the following mutations:

both A and B comprise CI0A/KI3A/VZ0E/T119D, and both C and D comprise

CI0A/KISA/NVZOR/VIZIK,

both A and B comprise CICA/KISA/LITD/T11I9D, and both C and D comprise

CI0A/KISA/LITI/VIZIK,

both A and B comprise CI0A/KISA/LITE/T119D, and both € and D comprise

CIOA/KISA/LITR/IVIZIK,

both A and B comprise CI0AKISA/ALITE/V20D, and both C and D comprise

CIOA/KISA/LYTR/VIOK,

both A and B comprise CIOA/K ISA/LITD/V20D, and both C and I} comprise

CICAKISA/LITK/V20K,; or

both A and B comprise CIOA/KISA/LITE/VIZIE, and both C and D comprise

CI0A/KISA/LITR/VI2IR.

20. The TTR protein coniplex according to any one of claims 1-19, wherein said TTR protein

complex is attached to 1, 2, 3, 4, 5, 6, 7, or 8 antigen binding proteins or peptides.

21, The TTR protein complex according to claim 20, wherein said TTR protein complex is attached

1o 1, 2, 3, or 4 antigen binding proteins or peptides.

22. The TTR protein complex according to claim 20 or 21, wherein said antigen binding protein or

peptide is attached to the TTR protein compley at the C-terminus of a TTR subunit.

23, The TTR protein coraplex according to claim 20 or 21, wherein said antigen binding protein or

peptide is attached to the TTR protein complex at the N-termious of a TTR sobunit.
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24. The TTR protein complex according to any one of claims 20-23, wherein said TTR protein
complex is:
directly attached 1o 1, 2. 3, 4, 5, 6, 7, or & antigen binding proteins; or

attached tc 1, 2,3, 4. 5,6, 7, or 8 antigen binding proteins via a linker,

25. The TTR protein complex according to any one of claims 20-23, wherein said TTR protein
complex is:
directly attached to 1, 2, 3, or 4 antigen binding proteins; or

attached to 1, 2, 3, or 4 antigen binding proteins via a linker.

26. The TTR protein complex according to claim 25, wherein said linker is an amino acid-based
linker comprising 1, 2, 3,4, 5,6, 7. 8,9, 10, 11,12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26,
27,28, 29, 30,31, 32,33, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44, 45,46, 47, 48,49, 50, 51, 52, 53, 54

33,36, 37, 58, 39, or 60 amino acids.

27. The TTR protein complex according to claim 26, whercin said lnker is an amino acid-based
linker comprising 1, 2,3, 4,5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26,
27,28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39, or 40 amino acids.

28. The TTR protein complex according to claim 27, wherein said linker is an amino acid-based

linker comprising 1,2, 3,4,5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, or 20 amino acids.

29, The TTR protein complex according to claim 28, wherein said linker is an amino acid-based

linkeer comprising 2, 3,4, 5,6, 7, 8, 9, or 10 amino acids.

383, The TTR protein complex according to claim 26, wherein said linker is G, GG, GGG, GGGG,

GGGGE, GGGGOG, GGGGOGE, GGGGGGAGE, GGGGGGGGEE, or GGGGGGGGGE.

31 The TTR protein complex according to claim 26, wherein said linker is G{G,B,),G, and wherein:

G = glveine;
B = any amino acid;

x = 1-15;

v =1,

z= 1-135; and
=120,

32. The TTR protein complex according to claim 30, wherein:
B=Q. S, AEP T KR DorN;

X = 4;
y= 1L
z=4; and
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=y
Il

33. The TTR protein complex according to claim 26, wherein said linker is selected from the list
comprising: GG, GGGG, GGGSGG, GGGSGGGE, and GGAGGGAGGG.

34. The TTR protein complex according o any one of claims 20-33, wherein said TTR protein
conplex is attached to two antigen binding proteiss, wherein said antigen binding proteins bind different

antigens.

35, The TTR protein complex according to any one of claims 20-33, wherein said TTR protein
complex is attached to four antigen binding proteins, wherein said antigen binding proteins bind to at least

two different antigens.

36. The TTR protein complex according (o any one of claims 20-35, wherein the antigen binding

proteins are antibodies.

37. The TTR protein complex according to any one of claims 20-33, wherein the antigen binding

proteins are Fabs or scFvs.
38. The TTR protein complex according to claim 37, wherein the antigen binding proteins are Fabs.

39. The TTR protein complex according to any one of claims 20-33, whercin the antigen binding

proteing are a mixture of antibodies and Fabs.

44 A pharmaceutical composition comprising a TTR protein complex according to any one of claims
P 1Y 2 3

1-39.
41. A method of treating cancer using a TTR protein complex according to any one of claims 1-39.
42. Use of a TTR protein complex according to any one of claims 1-39 in the treatment of cancer.
43. A TTR protein complex according to anv one of claims 1-39 for usc in the treatment of cancer.
44. One or more isclated nucleic acid(s) encoding a TTR subunit, a TTR subunit fused or linked to an
antigen binding protein or peptide (such as an antibody or Fab), or a TTR protein complex according to

any one of claims 1-39.

45. An expression vector conprising a nucleic acid of claim 44,
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46. A recombinant host cell comprising a nucleic acid of claim 44 or a vector of claim 43

47. The recombinant host cell of claim 45, wherein said host cell is a Chinese hamster ovary (CHO)
cell, BS cell, baby hamster kidney (BHK) cell, monkey kidney (COS) cell, human hepatoceliular

carcinoma cell, or human embryonic kidney 293 (HEK 293} cell.

43. A method of making a TTR protein complex according to any one of claims 1-39, said method
comprising;
a} culturing the recombinant host cell of claim 46 or 47; and

b) isolating the TTR protein complex from said culture.
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