
Table 5. Binding kinetic parameters of chimeric 1H7 and humanized 1H7 (HulH7VHv4-

HulH7VLv2, Hu 1H7VHv4-Hu 1H7VLv3, HulH7VHv4-HulH7VLv4, HulH7VHv5-

HulH7VLv2, Hul H7VHv5-Hul H7VLv3, HulH7VHv5-HulH7VLv4) 

Antibody Apparent 

ka (1/Ms) 

Apparent 

kd (1/s) 

Apparent 

KD (nM) 

Chimeric 1H7 8.3e5 8.7e-4 1.0 

Humanized 1H7 H4L2 (HulH7VHv4-HulH7VLv2) 1.2e6 2.1e-3 1.7 

Humanized 1H7 H4L3 (HulH7VHv4-HulH7VLv3) 7.4e5 2.0e-3 2.7 

Humanized 1H7 H4L4 (HulH7VHv4-HulH7VLv4) 5.2e5 2.3e-3 4.4 

Humanized 1H7 H5L2 (HulH7VHv5-HulH7VLv2) 5.2e5 2.1e-3 4.0 

Humanized 1H7 H5L3 (HulH7VHv5-HulH7VLv3) 7.6e5 2.0e-3 2.6 

Humanized 1H7 H5L4 (HulH7VHv5-HulH7VLv4) 1.6e6 1.9e-3 1.2 

[0195] Humanized 1H7 antibodies, in particular HulH7VHv3-HulH7VLv3 and 

HulH7VHv3-HulH7VLvl, exhibited staining patterns of various regions (e.g., striatum, 

pyramidal cell layer, cortex, substantia nigra) of transgenic or non-transgenic mouse brain 

similar to those of murine 1H7. 

EXAMPLE III. Passive Immunization with a-synuclein antibodies 

[0196] The goal of this experiment is to determine effectiveness of a-synuclein antibodies 

in in vitro and in vivo studies as well as behavioral assays. We used a-synuclein transgenic 

(Line 61), a-synuclein knockout and wildtype female mice, 3-4 months old at initiation and 

n=14/group. Antibodies tested included 9E4 (IgGl, epitope: amino acids 118-126 of alpha 

synuclein), 5C1 (IgGl, epitope: amino acids 118-126 of alpha synuclein, c-linker), 5D12, 

IgG2 (SNl 18-126), 1H7, IgGl (SN 91-99) and an IgGl control antibody 27-1. Mice received 

a dosage of 10 mg/kg over a 5 month period, for a total of 21 injections. In addition, the 
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I What is claimed isClaims: 

1. An antibody comprising a mature heavy chain variable region comprising the three Kabat 

CDRs of SEQ ID NO:44, and being at least 90% identical to SEQ ID NO: 4 4, and a light chain 

comprising the three Kabat CDRs of SEQ ID NO:45, and being at least 90% identical to SEQ 

ID NO:15. 

2. The antibody of claim 1, wherein the mature heavy chain variable region is at least 95% 

identical to SEQ ID NO:44 and mature light chain variable region is at least 95% identical to 

SEQ ID NO:45. 

3. The antibody of claim 1, wherein the mature heavy chain variable region has an amino 

acid sequence at least 98% identical to SEQ ID NO:44 and the mature light chain variable 

region has on amino acid sequence at least 95% identical to SEQ ID NO:45. 

4. The antibody of claim 1, wherein the mature heavy chain variable region has an amino 

acid sequence at least 99% identical to SEQ ID NO:44 and the mature light chain variable 

region has an amino acid sequence at least 95% identical to SEQ ID NO:45. 

5. The antibody of claim 1, wherein the mature heavy chain variable region has the amiae 

acid sequence of SEQ ID NO:44 and the mature light chain variable region has an amino acid 

sequence at least 95% identical to SEQ ID NO:45. 

6. The antibody of claim 1, wherein the mature heavy chain variable region has an amiae 

acid sequence at least 95% identical to SEQ ID NO:44 and the mature light chain variable 

region has an amino acid sequence at least 98% identical to SEQ ID NO:45. 

7. The antibody of claim 1, wherein the mature heavy chain variable region has an amino 

acid sequence at least 95% identical to SEQ ID NO:44 and the mature light chain variable 

region has an amino acid sequence at least 99% identical to SEQ ID NO:45. 
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8. The antibody of claim 1, wherein the mature heavy chain variable region has an amino 
acid sequence at least 95% identical to SEQ ID NO: 4 4 and the mature light chain variable 
region has an amino acid sequence designated SEQ ID NO:45. 

9. The antibody of claim 1, wherein the mature heavy chain variable region has an amino 
acid sequence at least 98% identical to SEQ ID NO: 11 and the mature light chain variable 
region has an amino acid sequence at least 98% identical to SEQ ID NO:45. 

10. Tho antibody of claim 1, wherein tho mature heavy chain variable region has an amino 
acid sequence at least 99% identical to SEQ ID NO: 11 and the mature light chain variable 
region has an amino acid sequence at least 99% identical to SEQ ID NO:45. 

11. The antibody of claim 1, provided that position L16 (Kabat numbering) is occupied by F; 

12. Tho antibody of claim 1, provided that position L49 (Kabat numbering) is occupied by 
GT 

13. The antibody of claim 1, provided that position L83 (Kabat numbering) is occupied by 
AT 

14. The antibody of claim 1, provided that position HI 1 (Kabat numbering) is occupied by 
fer 

15. The antibody of claim 1, provided that position H28 (Kabat numbering) is occupied by 
ST 

16. The antibody of claim 1, provided that position H38 (Kabat numbering) is occupied by 
Kr 

17. Tho antibody of claim 1, provided that position H18 (Kabat numbering) is occupied by I. 
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18. The antibody of claim 1, provided that position H67 (Kabat numbering) is occupied by 

AT 

19. The antibody of claim 1, provided that position H69 (Kabat numbering) is occupied by 

tr 

20. The antibody of claim 1, provided that position H71 (Kabat numbering) is occupied by 

AT 

21. The antibody of claim 1, provided that position H91 (Kabat numbering) is occupied by 

FT 

22. The antibody of claim 1, provided that position H97 (Kabat numbering) is occupied by 

ST 

23. The antibody of claim 1, wherein the amino acid sequence of the mature heavy chain 

variable region is SEQ ID NO:44 and the amino acid sequence of the mature light chain 

variable region is SEQ ID NO:45 except provided that position L46 (Kabat numbering) can 

be occupied by L or F and/or position L49 (Kabat numbering) can be occupied by Y or C 

and/or position L83 (Kabat numbering) can be occupied by F or A , and/or position HI 1 

(Kabat numbering) can be occupied by V or L, and/or position H28 (Kabat numbering) can 

be occupied by T or S, and/or position H38 (Kabat numbering) can be occupied by R or K, 

and/or position H48 (Kabat numbering) can be occupied by M or I, and/or position H67 

(Kabat numbering) can be occupied by V or A, and/or position H69 (Kabat numbering) can 

be occupied by M or L, and/or position H71 (Kabat numbering) can be occupied by T or A, 

and/or position H91 (Kabat numbering) can be occupied by Y or F, and/or H97 (Kabat 

numbering) can be occupied by C or S. 

24. The antibody of claim 23, wherein position H71 (Kabat numbering) is occupied by A. 
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25. The antibody of claim 23, wherein position H67 (Kabat numbering) is occupied by A, 

position H71 (Kabat numbering) is occupied by A. 

26. The antibody of claim 23, wherein position L16 (Kabat numbering) is occupiod by F. 

27. The antibody of claim 24, wherein position L46 (Kabat numbering) is occupied by F, 

position L49 (Kabat numbering) is occupiod by C. 

28. The antibody of claim 23, wherein position L16 (Kabat numbering) is occupied by F, 

position L49 (Kabat numbering) is occupied by Y. 

29. The antibody of claim 23, wherein position H67 (Kabat numbering) is occupied by A, 

position H71 (Kabat numbering) is occupiod by A, L46 (Kabat numbering) is occupied by F, 

and position L49 (Kabat numbering) is occupied by C. 

30. The antibody of any of claims 23 29, wherein position HI 1 (Kabat numbering) is 

occupied by L and position H38 (Kabat numbering) is occupied by K. 

31. The antibody of any of claims 23 29, wherein position HI 1 (Kabat numbering) is 

occupied by V and position H38 (Kabat numbering) is occupied by R. 

32. The antibody of any of claims 23 31, wherein position H28 (Kabat numbering) is 

occupied by S, position H48 (Kabat numbering) is occupied by I, position H69 (Kabat 

numbering) is occupied by L, and position H91 (Kabat numbering) is occupied by F. 

33. The antibody of any of claims 23 31, wherein position H28 (Kabat numbering) is 

occupied by T, position H48 (Kabat numbering) is occupied by M, position H69 (Kabat 

numbering) is occupied by M, and position H91 (Kabat numbering) is occupied by Y. 

34. The antibody of any of claims 23 33, wherein position L83 (Kabat numbering) is 

occupied by A. 
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35. The antibody of any of claims 23 33, wherein position L83 (Kabat numbering) is 

occupied by F. 

36. The antibody of any of claims 23 35, wherein position H97 (Kabat numbering) is 

occupied by S. 

37. The antibody of any of claims 23 -35, wherein position H97 (Kabat numbering) is 

occupied by C. 

3$-. The antibody of claim 23, wherein position L46 (Kabat numbering) is occupied by F, 

position L49 (Kabat numbering) is occupied by C and position L83 (Kabat numbering) is 

occupied by A. 

39-. The antibody of claim 23, wherein position L46 (Kabat numbering) is occupied by F, 

position L49 (Kabat numbering) is occupied by Y and position L83 (Kabat numbering) is 

occupied by A. 

4& The antibody of claim 23, wherein position L46 (Kabat numbering) is occupied by F, 

position L49 (Kabat numbering) is occupied by C and position L83 (Kabat numbering) is 

occupied by F. 

44-. The antibody of claim 23, wherein position L16 (Kabat numbering) is occupied by F, 

position L49 (Kabat numbering) is occupied by Y and position L83 (Kabat numbering) is 

occupied by F. 

42. The antibody of claim 23, wherein position HI 1 (Kabat numbering) is occupied by L, 

position H28 (Kabat numbering) is occupied by S, position H38 (Kabat numbering) is 

occupied by K, position H48 (Kabat numbering) is occupied by I, position H67 (Kabat 

numbering) is occupied by A, position H69 (Kabat numbering) is occupied by L, position 
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H71 (Kabat numbering) is occupied by A, position H91 (Kabat numbering) is occupied by F 
and position H97 (Kabat numbering) is occupied by C. 

A3. The antibody of claim 23, wherein position HI 1 (Kabat numbering) is occupiod by V, 
position H28 (Kabat numbering) is occupied by S, position H38 (Kabat numbering) is 
occupiod by R, position H48 (Kabat numbering) is occupied by I, position H67 (Kabat 
numbering) is occupied by A, position H69 (Kabat numbering) is occupied by L, position 
H71 (Kabat numbering) is occupiod by A, position H91 (Kabat numbering) is occupied by F 
and position H97 (Kabat numbering) is occupied by C. 

11. Tho antibody of claim 23, wherein position HI 1 (Kabat numbering) is occupied by V, 
position H28 (Kabat numbering) is occupied by T, position H38 (Kabat numbering) is 
occupiod by R, position H48 (Kabat numbering) is occupied by M, position H67 (Kabat 
numbering) is occupied by A, position H69 (Kabat numbering) is occupied by M, position 
H71 (Kabat numbering) is occupied by A, position H91 (Kabat numbering) is occupied by Y 
and position H97 (Kabat numbering) is occupied by C. 

15. Tho antibody of claim 23, wherein position HI 1 (Kabat numbering) is occupied by V, 
position H28 (Kabat numbering) is occupied by S, position H38 (Kabat numbering) is 
occupiod by R, position H48 (Kabat numbering) is occupied by I, position H67 (Kabat 
numbering) is occupied by A, position H69 (Kabat numbering) is occupied by L, position 
H71 (Kabat numbering) is occupied by A, position H91 (Kabat numbering) is occupiod by F 
and position H97 (Kabat numbering) is occupied by S. 

A6. Tho antibody of claim 23, wherein position HI 1 (Kabat numbering) is occupiod by V, 
position H28 (Kabat numbering) is occupied by T, position H38 (Kabat numbering) is 
occupiod by R, position H48 (Kabat numbering) is occupied by M, position H67 (Kabat 
numbering) is occupied by A, position H69 (Kabat numbering) is occupied by M, position 
H71 (Kabat numbering) is occupied by A, position H91 (Kabat numbering) is occupied by Y 
and position H97 (Kabat numbering) is occupied by S. 
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47. A antibody comprising a humanized heavy chain comprising the three Kabat CDRs of 

SEQ ID NO:44 and a humanized light chain comprising the three CDRs of SEQ ID NO:45 

provided that position L46 (Kabat numbering) is occupied by F and/or position L49 (Kabat 

numbering) is occupied by C and/or position L83 (Kabat numbering) is occupied by F, and/or 

position HI 1 (Kabat numbering) is occupied by V, and/or position H28 (Kabat numbering) is 

occupied by T, and/or position H38 (Kabat numbering) is occupied by R, and/or position H48 

(Kabat numbering) is occupied by M, and/or position H67 (Kabat numbering) is occupied by 

A, and/or position H69 (Kabat numbering) is occupied by M, and/or position H71 (Kabat 

numbering) is occupied by A, and/or position H91 (Kabat numbering) is occupied by Y, 

and/or position H97 (Kabat numbering) is occupied by C. 

18. The antibody of claim M, wherein position LA 6 (Kabat numbering) is occupied by F, and 

position L49 (Kabat numbering) is occupied by C. 

49. The antibody of claim 47, wherein position H67 (Kabat numbering) is occupied by A, and 

position H71 (Kabat numbering) is occupied by A. 

50. The antibody of claim 47, wherein position LA 6 (Kabat numbering) is occupied by F, 

position H67 (Kabat numbering) is occupied by A, position H71 (Kabat numbering) is 

occupied by A, and position L49 (Kabat numbering) is occupied by C. 

51. The antibody of any of claims 47 50, wherein position HI 1 (Kabat numbering) is 

occupied by V and position H38 (Kabat numbering) is occupied by R. 

52. The antibody of any of claims A7 50, wherein position H28 (Kabat numbering) is 

occupied by T, position HI 8 (Kabat numbering) is occupied by M, position H69 (Kabat 

numbering) is occupied by M, and position H91 (Kabat numbering) is occupied by Y. 

53. The antibody of any of claims 47 50, wherein position L49 (Kabat numbering) is 

occupied by C and position L83 (Kabat numbering) is occupied by F. 
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54. The antibody of any of claims 47- 50, wherein position H28 (Kabat numbering) is 
occupied by T, position HI 8 (Kabat numbering) is occupied by M, position H69 (Kabat 
numbering) is occupied by M, position H91 (Kabat numbering) is occupied by Y, position 
L49 (Kabat numbering) is occupied by C, and position L83 (Kabat numbering) is occupied by 
FT 

55. The antibody of any of claims 47 50, wherein position H97 (Kabat numbering) is 
occupied by C. 

56. The antibody of claim 47, wherein position L46 (Kabat numbering) is occupied by F, 
position L49 (Kabat numbering) is occupied by C, position L83 (Kabat numbering) is 
occupied by F, position HI 1 (Kabat numbering) is occupied by V, H28 (Kabat numbering) is 
occupied by T, position H38 (Kabat numbering) is occupied by R, position H48 (Kabat 
numbering) is occupied by M, position H67 (Kabat numbering) is occupied by A, position 
H69 (Kabat numbering) is occupied by M, position H71 (Kabat numbering) is occupied by A, 
position H91 (Kabat numbering) is occupied by Y, and H97 (Kabat numbering) is occupied 
by-€r 

57. An antibody comprising a mature heavy chain variable region having an amino acid 
sequence at least 90% identical to SEQ ID NO:23 and a mature light chain variable region at 
least 90% identical to SEQ ID NO:37. 

58. An antibody of claim 57 comprising a mature heavy chain variable region comprising the 
three Kabat CDRs of SEQ ID NO:23 and a mature light chain variable region comprising the. 
three Kabat CDRs of SEQ ID NO:37, provided that position H67 (Kabat numbering) is 
occupied by A, H71 (Kabat numbering) is occupiod by A, position L4 6 (Kabat numbering) 
is occupied by F, and position L49 (Kabat numbering) is occupied by C. 

59. The humanized antibody of claim 57 or 58, further provided position L83 (Kabat 
numbering) is occupied by F. 
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60. The humanized antibody of any of claims 57 59, further provided position H97 (Kabat 

numbering) is occupied by C. 

61. The antibody of any of claims 57 60, wherein the mature heavy chain has at least 95% 

sequence identity to SEQ ID NO:23 and the mature light chain has at least 95% sequence 

identity to SEQ ID NO:37. 

62. The humanized antibody of any of claims 57 61, provided any differences in CDRs of the 

mature heavy chain variable region and mature light variable region from SEQ ID NOs. 52 

and 60 respectively reside in positions H60 H65. 

63. The humanized antibody of any of claims 57 62 having a KB for alpha synuclein from 

about 0.5 to 2 of Kg for alpha synuclein of a murine or chimeric 1H7 antibody. 

64. The antibody of any of claims 57 63, wherein position L83 (Kabat numbering) is 

occupied by F or A, position HI 1 (Kabat numbering) is occupied by V, H28 (Kabat 

numbering) is occupiod by T, position H38 (Kabat numbering) is occupied by R, position HI 8 

(Kabat numbering) is occupied by M, position H67 (Kabat numbering) is occupied by A, 

position H69 (Kabat numbering) is occupied by M, position H71 (Kabat numbering) is 

occupied by A, position H91 (Kabat numbering) is occupied by Y, and H97 (Kabat 

numbering) is occupied by C. 

65. The humanized antibody of any of claims 57- 64, further provided position L83 (Kabat 

numbering) is occupiod by F. 

66. The humanized antibody of any of claims 57 64, further provided position H97 (Kabat 

numbering) isoccupied by C. 

67. The humanized antibody of any of claims 57 66, provided that any difference in the 

variable region framework of the mature heavy chain variable region and SEQ ID NO:23 are 

ono or more of position HI 1 (Kabat numbering) occupied by V, H28 (Kabat numbering) 
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occupied by T, position H38 (Kabat numbering) occupied by R, position H48 (Kabat 

numbering) occupied by M, position H69 (Kabat numbering) occupied by M, and position 

H91 (Kabat numbering) occupied by Y. 

68. The humanized antibody of any of claims 57 66, provided that any difference in the 

variable region framework of the mature light chain variable region and SEQ ID NO:37 is 

position L83 (Kabat numbering) occupied by F or A. 

69. The antibody of claim 57, wherein tho mature heavy chain variable region has an amino 

acid sequence designated SEQ ID NO:23 and the mature light chain variable region has an 

amino acid sequence designated SEQ ID NO:37. 

70. The antibody of claim 1, wherein tho mature heavy chain variable region has an amino 

acid sequence designated SEQ ID NO:41 and the mature light chain variable region has an 

amino acid sequence designated SEQ ID NO:45, 33, 35, 37, or 39. 

71. The antibody of claim 1, wherein the mature heavy chain variable region has an amino 

acid sequence designated SEQ ID NO: 19 and the mature light chain variable region has an 

amino acid sequence designated SEQ ID NO: 45, 33, 35, 37, or 39. 

72. The antibody of claim 1, wherein the mature heavy chain variable region has an amine 

acid sequence designated SEQ ID NO:21 and the mature light chain variable region has an 

amino acid sequence designated SEQ ID NO:45, 33, 35, 37, or 39. 

731. The-An antibody of claim 1. wherein the comprising a mature heavy chain variable 

regionhas-having an amino acid sequence designated SEQ ID NO:23 and tbe-amature light 

chain variable region has-having an amino acid sequence designated SEQ ID NO: 4&r33y3&-, 

or 37, or 39. 
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742. The antibody of claim 1, wherein the mature heavy chain variable region has an amino 

acid sequence designated SEQ ID NO:25 and the mature light chain variable region has an 

amino acid sequence designated SEQ ID NO: 45, 33, 35, 37, or 39. 

753. The antibody of claim 1, wherein the mature heavy chain variable region has an amine 

acid sequence designated SEQ ID NO:27 and the mature light chain variable region has an 

amino acid sequence designated SEQ ID NO:-45r33, 35, 37, or 39. 

764. The antibody of any one of the preceding claims, wherein the mature heavy chain 

variable region is fused to a heavy chain constant region and the mature light chain constant 

region is fused to a light chain constant region. 

775. The antibody of claim-764, wherein the heavy chain constant region has the amino acid 

sequence designated SEQ ID NO:52 provided the C-terminal lysine residue may be omitted. 

786. The antibody of claim-764, wherein the light chain constant region has the amino acid 

sequence designated SEQ ID NO:49. 

79. The antibody of claim 69, wherein the mature heavy chain variable region is fused to a 

heavy chain constant region having the amino acid sequence designated SEQ ID NO:52 

provided the C terminal lysine residue may be omitted and the mature light chain constant 

region is fused to a light chain constant region having the amino acid sequence designated 

SEQ ID NO:49. 

80. The antibody of claim 79, wherein the mature light chain comprises SEQ ID NO:53 and 

the mature heavy chain comprises SEQ ID NO:56. 

81. The antibody of any preceding claim, wherein the heavy chain constant region is a mutant 

form of natural human constant region which has reduced binding to an Fey receptor relative 

to the natural human constant region. 
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827. The antibody of any one of the preceding claims, wherein the heavy chain constant 

region is of human IgGl isotype. 

£3-8. A nucleic acid encoding a mature heavy chain variable region and/or a mature light chain 

variable region as defined by any one of the preceding claims. 

849. The nucleic acid of claim 83- having a sequence comprising any one of SEQ ID NO: 18, 20, 

22, 24, 26, 32, MrOLSer-e^. 

8£10. A host cell comprising a vector comprising the nucleic acid of claim 83- or-849. 

8611. A pharmaceutical composition comprising an antibody as defined by any one of claims 1-

82 to 7. 

8712. The pharmaceutical composition of claim 86An antibody as defined by any one of claims 1 

to 7. for use in treating a patient having or at risk of a Lewy body disease, in reducing Lewy body 
formation in a patient having or at risk of a Lewy body disease, or of inhibiting synuclein 

aggregation or clearing Lewy bodies or synuclein aggregates in a patient having or at risk of a 
Lewy body disease. 

13. The antibody for the use of claim 12 wherein the disease is Parkinson's disease. 

8814. Use of an antibody as defined by any one of claims 1-82 to 7. in the preparation of a 
medicament for treating a patient having or at risk of a Lewy body disease. 

8915. Use of an antibody as defined bv any of claims 1 82 14. in the preparation of a wherein the 
medicament fer-reducesieg Lewy body formation in a-the patient-having or at risk of a Lewy 

body disease. 
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9016. Use of an antibody as defined by any of claims 1 82 14, in the preparation of awherein the 

medicament-ier inhibitsisg synuclein aggregation or clearsi»g Lewy bodies or synuclein 
aggregates in a-the patient having or at risk of a Lewy body disease. 

94-17. An antibody as defined by any one of claims 1 to 7 for use in a method of detecting Lewy 

bodies in a patient having or at risk of a Lewy body disease, wherein the method comprisesing 

administering to the patient an effective amount of an-the antibody as defined bv any of claims 1 

82, wherein the antibody binds to Lewy bodies; and detecting bound antibody in the patient. 

9218. -The antibody for the use method of claim 94-17, wherein the antibody is labeled. 

9319. The method antibody for the use of any of claims 88-9217 or 18. wherein the Lewy body 

disease is Parkinson's disease. 

20. Use of an antibody as defined bv any one of claims 1 to 7 in the preparation of an agent for 

detecting Lewy bodies in a patient having or at risk of a Lewy body disease, wherein the agent 

comprising an effective amount of the antibody is administered to the patient, wherein the 

antibody binds to Lewv bodies and wherein antibody bound to Lewy body is detected in patient. 

21. The use of claim 21. wherein the antibody is labelled. 

22. The use of claim 20 or 21. wherein the Lewv body disease is Parkinson's disease. 

9423. A method of producing an antibody, comprising culturing cells transformed with nucleic 

acids encoding the heavy and light chains of the antibody, so that the cell secrete the antibody; 

and purifying the antibody from cell culture media; wherein the antibody is defined by any one of 

claims 1-82 to 7. 

9S24. A method of producing a cell line producing an antibody, comprising introducing a vector 

encoding heavy and light chains of an antibody and a selectable marker into cells; propagating the 

cells under conditions to select for cells having increased copy number of the vector; isolating 

single cells from the selected cell; and banking cells cloned from a single cell selected based on 

yield of antibody; wherein the antibody is an antibody as defined by any one of claims 1-82 to 7. 
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9625. The method of claim-9524. further comprising propagating the cells under selective 

conditions and screening for cell lines naturally expressing and secreting at least 100 mg/L/106 

cells/24 h. 

9726. The method use of any one of claims-88-90 14 to 16, wherein decline of cognitive function 

in the patient is inhibited. 

9827. The method use of any one of claims 88 90 14 to 16. wherein neuritic and/or axonal alpha 

synuclein aggregates are reduced. 

99.28 The method use of any one of claims 88 90 14 to 16. wherein neuritic dystrophy in the 

patient is reduced. 

4-0029. The method use of any one of claims 88 90 14 to 16. wherein synaptic and/or dendritic 

density is preserved. 

4-04-30. The method use of any one of claims 88 90 14 o 16. wherein the method preserves 

synaptophysin and/or MAP2 is preserved in the patient. 
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