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upregulates or downregulates) the expression or activity (e.g. enzymatic or binding activity), or both,
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A further aspect of the invention provides methods of screening for agents that modulate a
characteristic of, e.g., the expression or the enzymatic or binding activity, of an AP, an AP{ analog,
or an API-related polypeptide.

Other objects and advantages will become apparent from a review of the ensuing detailed
description taken in conjunction with the following illustrative drawings.
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In the preferred scanner, the gel is secured against three alignment stops that rigidly hold the

glass plate in a known position. By doing this in conjunction with the above precision transport
system. the absolute position of the gel can be predicted and recorded. This ensures that co-
ordinates of each feature on the gel can be determined more accurately and communicated, if
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subj ect s fieaframyARDSubjects free from AD include subjects with no known disease or condition (normal

subjects) and subjects with diseases (including neurological and neurodegenerative diseases) other
than AD.

Two groups of AFs have been identified through the methods and apparatus of the Preferred
Technology. The first group consists of AFs that are decreased in the CSF of subjects having AD as
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(Da) p vak
0. 0000)
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29376 0.
0. 000°
AF-213 1
1.617 8.
26203 0.
0. 0001")
AF-222
1.513 6.

b S0 9 915 6732 e300, S0 “ar 263 Saz e a3 gazea
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53608 g 000 22 Hr- 207 935665 k33 6000 A 268 1. 747 . 75
DOOAF-2AF- 209 1. 72133, 4 5918830, 006364 AF{ 210 QOQQ‘A 5.96 20414
AF- 224y 1.1673 8. 97342384 10. 9@O111 @bs212) 1. 670.060'87 62904 0. 000
669 6. 53162318 0. 000( 1T T AF-21¢ 17658 42 & AF- 215
ABG8% 0 004( -99AE- 214 15603/ 6 7468%009 0 08490 AF-217 1.572 6.4
0004Fp04 AR-218 116568 6.74 33491| 0. 0A(sl) |AF- 20900"°555 7.93 63355
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86 48260 (. 000' 1.807 5.55 28801 0.000'"
AF-207 1.790 6.65 33533 0.000t"
AF-208 1.747 5.75 29376 0.000""
AF-209 1.741 8.4 59188 0.000t"
AF-210 1.674 5.96 29414 0.000'"
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1.205 4.53 ,;‘g?z;ia . 004" | A 253 1} 2QQ,5,36 5,223@;0 0 0003 kho"AF- 254 1. 199
7.67 31952 0-045( T AF-255_1-196 592 185771 O, 048 ) —AF 2561187 5. 04
185128 0L 01AF-2AF-bs7 1 132 8 19 16748 0146876 AFi 258 P9998 5 47 15411
0.0001(1} 2) AFAR4259 1.1673% 81 30675.09. 024" 366F- 260 1. d.6@"'4. 93 154156
0.069"" AR, 78T, 1152 6. (] 16524 0. 07g™ T AE-262 1. I5T B mh 1T 225 0.00011)

AF-236 1.285 7.35 64620 0.000"

AF-237 1.283 7.86 59059 0.000t"

AF-238 1.276 8.1 34846 0.000"

AF-239 1.269 6.05 184171 0.005"

AF-240 1.264 5.01 46760 0.000"

AF-241 1.262 546 16541 0.000t"

AF-242 1.258 4.48 34420 0.000"

AF-243 1.256 5.25 119795 0.000"

AF-244 1.251 7.12 54519 0.006'"

AF-245 1.244 4.87 49219 0.000""

AF-246 1.233 424 73972 0.018"

AF-247 1.232 6.46 92692 0.017"

AF-248 1.222 552 39355 0.002¢"

AF-249 1.210 425 20787 0.008"

AF-250 1.210 7.88 14371 0.535%

AF-251 1.206 4.95 54997 0.001"

AF-252 1.205 4.53 12315 0.004"

AF-253 1.200 5.36 22610 0.000"

AF-254 1.199 7.67 31952 0.045"

AF-255 1.196 5.92 185771 0.048)

AF-256 1.187 5.04 185128 0.012"

AF-257 1.179 8.19 16738 0.01t"

AF-258 1.178 547 15411 0.0001"?

AF-259 [.167 4.81 30575 0.024"

AF-260 1.166 493 154156 0.069'"

AF-261 1.152 6.7 16524 0.0221"

AF-262 1.151 5.81 114225 0.000""
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0. 033"'
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1.119 5.76 45729 0.123 (31 AF-271 1.113 4.99 63787 0.0441

6.38 37769 0.085" AF-273 1.100 4.62 82833 0.10111' AF-274 1.100 9.38
35170 0. 233ple) (a)AF- gzg 1.099 5.76 189295 0.049(" AF-276 1.099 6.49 43668
0.1321" ) AF=277 1. 099 “5“29@55—6‘256fr—7¥?7ﬁff : : 64 0. 003w
AF-279 1| 092AE# 39 q'—:AFiﬂid Begyease™  |ar_pign| 1 MBOD) 2| 10230 8ale" 40" | AF- 281
1.087 6.B84 AB26156 0. 0261.060 AF-282 44980 6. 31810754 0. 0461y AF{283 1.077
RETERT LI AN R R e T
0.0001( 1| 2) AFABS 288 1. 06713, 22 37846.18. 679' 8772F- 289 1. 0683'6. 18 66668 0. 066'
AF-290 1 06Rp56d8 [19705 04450 ) |AFs391) 1. 053,4. 88 13554730. 269(')  AF-292
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AF-271 1.113 4.99 63787 0.044"

AF-272 1.103 6.38 37769 0.085"

AF-273 1.100 4.62 82833 0.101%

AF-274 1.100 9.38 35170 0.2329

AF-275 1.099 5.76 189295 0.049'"

AF-276 1.099 6.49 43668 0.1327

AF-277 1.099 6.05 29055 0.256'Y
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AF-284 1.076 5.84 187223 0.1219
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AF-289 1.065 6.18 66668 0.066!"
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P

AF-266 1.131 6.47 35322 0.018"
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AF-263 1.150 4. 43
AF-265 1.137 6.13 87723

AF-267 1.130 5.25 179949 0.074'1;1

AF-269 1.125 6.58 170682 0.011(1)

AF-

AF- 270
272 1.103




AF-298 1.037 4.98 91522 0. 445"

1. 027 6.19 174157 0.5381'1 AF-301 1.025 6.46 25118 0.70513)
5 18011 0.64210 AF-303 1.019 6.13 175113 0.000111, 2)
AF-305 1.013 4.63 21103 0. 87313)

60157 O.
0. 83613)
0.92413)

90213)

AF-309 1.000 10.69 18098 0.99813) * The statistical

AF-299 1.032 4.61 29548 0.4641'1 AF-300

AF- 302 1. 025
AF-304 1.

014 5. 97

AF-306 1.010 6.58 27953
AF-307 1.006 6.79 30719 0.969131 AF-308 1.005 5.57 179672

t echni que

used to cehpahe a glven p val ue is |nd|cated by a footnote |iar each p

val ue The st stifcal ecnnlqpe used The 9r Up anal ysi's re
conpari sons ween p | Degreasg; Al rM\ ()] atieh¥dUH th o AD
Anal ysi s| i nei-oeed |(1) a l.94sear ngde$.91 cpnt riebss ng| for 8ge9‘and gender, (2)
St epwi s€ ilate Ti r disgri apt si§, | ear est nei ghbor
and (4) ung:?“ﬂ' Aal anaFig st s—- (b)y—AkFs !dgﬂ?¥.iej By ﬁﬁf??'gfcjp Anal ysi s
Wii ch Can_B&F-28%d [I n_ConbdRat i on |W 4Bl The P96t&%ins O 0#édile | (a) and
Table 11 (ajri@ple | (b), Fol d _g;easelwgg7wm (Da)0@3ymlue* AF-1 1.41
4.79 150081 0, 001695( ) _AF-2 1134 4, 21349010013 3 o AF3 1.47 8.10
34846 0./000083¢N) | AF-4 h9%6 4 3 ?ﬁ-%;o 0 BalBoF  APTS 51 ¥ 34 36554
0. 00001011)AF-MF26 1.46 4.8% 29812 0.900p03(1kd11 AF{7 1.0246424725 20787
0. 003558(1 -8 1. 44 4 18/9 7 op22 AF-O b. 211136768
0 00079911 AF A 1d 1 30 BIPG 176a4 B100b4ost? Ak 1397908 01| 184530
0. 000100111AF-Ap4 14 1. 52 WOTA2 63166 H9DOP3BSTDIY AE- 15 0968 4. 47| 38970
0.0004371" 1, 16 1.22 9 46876 0p69 14 Tabbg7yn(b) A\F# Fol d
Decr ease#—i |vuvl(|_1a) pﬁlg?l*l]gﬁ* -%%69 38 \"?%Tird‘b 50294-0-060126") AF-18 1. 30
4.87 49219 AF-3%06d1' ' AFOW9 1, 24 4689 1242498 00| 146" 9-83 20 L. 30 4.43
16818 0./00082347 1.006 6.79 30719 0.969

AF-308 1.005 5.57 179672 0.924"

AF-309 1.000 10.69 18098 0.998"Y

* The statistical technique used to calculate a given p value is indicated by a footnote for each p value The statistical
techniques used for the group analysis were comparisons between patients with AD and control patients with no AD
Analysis included (1) a linear model, controlling for age and gender, (2) Stepwise multtvariate hinear discriminant analysis,
(3) nearest neighbor and (4) longitudinal analaysis.

(b) AFs ldentified By Mastergroup Analysis Which Can Be Used In Combination With The Proteins
Of Table I (a) and Table 1l (a)

Table I (b)
AF# Fold Decrease” pl MW (Da) p value*
AF-1 1.41 4.79 150081 0.001695"
AF-2 1.34 4.28 21349 0.000133"
AF-3 1.47 8.10 34846 0.000083""
AF-4 1.56 4.38 21160 0.001192"
AF-5 1.51 7.34 36554 0.000010"
AF-6 1.46 491 29812 0.000003""
AF-7 1.24 4.25 20787 0.003558""
AF-8 1.44 4.93 187927 0.002221"
AF-9 1.34 5.21 136768 0.000799"
AF-10 1.30 5.19 17694 0.000400""
AF-13 1.37 6.01 184530 0.000100"
AF-14 1.52 4.72 63166 0.009387"
AF-15 1.38 4.47 38970 0.000437"
AF-16 1.22 5.19 46876 0.000697"
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47059 0.000028"" AF-30 1.13 5.67 48057 0.00010011) AF-31 1.15 6.07 91258
0.012712(" AF-32 1.15 6.17 48958 0.008BR1(4) AF-33 1.06 4.41 42104
0. 000126( T)abhﬁ\'ﬁ;)% 1.14 4.54 145408 0. 017268(4 AF-35 1.22 5.21 18623
0. 001094 AF-36 1175 Ib 1441610 LU/44bf AF37 17256791 33523
0. 000087} ) AKE. 35 Ko 1 Degrease’ Jomzmpln (oMWdD) | AF. poyaliiety 50 35510
0.002858! ) AFAF+ 4D 1.22.38. 29 3861y8D. 01158794) AF-@dool26l'l 5,85 17345
0. 016690( 4 A7 T 186 0.1002 K 9. 83 14065
0. 003303 )]AFA@F4 137063 100558 o 028925 ﬁﬁé@q%ﬁlt; 04 46998
0. 031910} 4'AF-ISF- 46 1. 0944, 71 [1980% 0. 0084M4 AB0a61’. 09|5. 99 49664
0.002187") A48 1.3 .32 12234323 0.0 §§ 3 AF0 3‘2(107 6.94 27576
0. 010068 —AF50—41-676-82 71337 003540914 15—Fabf e b) AF# Fol d
Decrease! PAF-MN [Da) p-¥al et ARG |1 04108470 348809560'006156(4'  AF- 76
1.11 5.59 4587 0.001973(' ' |AF-449 1. 153%782|190y@ho6p'0035411"  AF- 150
1.24 6. 87 I Y U111l AF- 1572 1.0 . U4 Ol UZ 500"' AF- 154
1.06 5.08 ngfﬁ 0 nnm':?hﬂ) At s T Mr&/ajo\aﬁ 09000 70 ) AF-156 9.75
4.36 58083 AF-BN1568" 1.20 5.31 46663 0.000871%

AF-25 1.19 5.68 36700 0.00251"

AF-26 1.31 8.11 32305 0.002204"

AF-27 1.26 5.33 141371 0.010447

AF-28 1.06 5.13 158568 0.000100'"

AF-29 1.27 9.22 47059 0.000028'"

AF-30 1.13 5.67 48057 0.000100t"

AF-31 1.15 6.07 91258 0.0127129®

AF-32 1.15 6.17 48958 0.008321%

AF-33 1.06 4.41 42104 0.000126""

AF-34 1.14 4.54 145408 0.017268%

AF-35 1.22 521 18623 0.001094"

AF-36 1.17 5.78 14416 0.010744"

AF-37 1.29 6.91 33523 0.000087"

AF-38 1.18 6.47 29535 0.002759"

AF-39 1.30 7.50 35510 0.002858"

AF-40 1.22 7.29 38617 0.001187"

AF-41 1.11 5.85 17345 0.016690“

AF-42 1.10 5.04 18662 0.002252"

AF-43 1.13 9.83 14065 0.003303"

AF-44 1.10 6.63 102328 0.020753%

AF-45 1.09 6.04 46998 0.031910%

AF-46 1.09 4,71 19802 0.008437%

AF-47 1.09 5.99 49664 0.002187"

AF-48 1.32 5.32 122332 0.006582""

AF-49 1.07 6.94 27576 0.010068"

AF-50 1.07 6.82 71337 0.035409

AF- 23
AF-25 1.19
AF-27 1.26 5.33



AF-159 1.18 5.08 52008 0.000100"
1.23 5.47 38663 0.001073 '
5.00 33485 0.01179(")
31886 0. 005600 "'

AF-160 1.06 5.76 45729 0.004123("
AF-163 1.39 4.45 34879 0.0012281"
AF-169 1.00 8.00 34362 0.000000'
AF-172 1.53 6.71 28747 0.010511")

AF-
AF-173 10.91 7.67

AF- 162
AF-164 1.51
1 70 1.38 5.41

27476 0.003738"' AF-174 1.03 4.67 27811 0.002423(" AF-175 1.03 5.33 24936
0.044270" AF-176 1.15 4.86 22248 0.012%44(" AF-177 1.14 4.63 21103
0.006564"5fablgfl%78 1.08 6. 03 22247 0.05097(" AF-181 1.21 5.72 16336
0. 004 441036 111160 0.7000270" /—\I—Wﬁ 31 48769
0.004689" AP 13 Bold Begrease” 105081 0_0MMADY) | Arpratich ng 4.93 154156
0. 000750("' AF-AF-188 1.13% 5.52 3%3®5 (. 0071885' | AR-.0b8%6L) 29| 6. 79 30719
0. 000377 - 190 1. 5.29(29 000 AF- L2 5.31 46663
0. 00065 }A‘F’/}Fé"h staiﬁelf'ml *gsgion eg%%gd o—cale m' at-e gi ven p val ue
is indicataBby m footldéte far ea®h p A7Ye. Thé)(E)Bérth“’stl cal techni ques
used for tjgpqgQ group gnal yzes weyg (1) -shnear mpgglgpiconirol ling for age
and gender; Fassitircatigntrees;(3) =@ iU:JIbLIL, req| 5i on nodel and
(4) lon |tﬁﬁ1 Péal _anal'¥¥is 16 S9%0ild ShHHgek r here are those
cal cul atledabasore adj ugbnent |f ors @ge and7;gyander. (Loz)))l(mF), s |ldentified From
Pool ed @ YBi S hCan Be, USed 1 Qnb| nat A The Proteins
From Ta vAF\”?i a dV\QJ&L&!! (%ﬁsra .n?’i‘é??r\ A,:ﬁd@@ﬁﬁ( IE@C ease" P1 MW (Da)
AF-78 2.[80AB-150 58939.75AF-7€ 2.46% 5..5258083378 AR’ 78| 5.56 142378
AF-81 2./60,5. 8299 F-82 7. 6. 8 | AF- 6,81 71920 AF-84
AR AL Tl e AR L AR TR e dhoofor”

AF-160 1.06 5.76 45729 0.004123"

AF-162 1.23 5.47 38663 0.001073"

AF-163 1.39 4.45 34879 0.001228"

AF-164 1.51 5.00 33485 0.01179"

AF-169 1.00 8.00 34362 0.000004'

AF-170 1.38 5.41 31886 0.005600""

AF-172 1.53 6.71 28747 0.01051"

AF-173 10.91 7.67 27476 0.003738'"

AF-174 1.03 4.67 27811 0.002423"

AF-175 1.03 5.33 24936 0.044270"

AF-176 1.15 4.86 22248 0.012144"

AF-177 1.14 4.63 21103 0.006564

AF-178 1.08 6.03 22247 0.05097

AF-181 1.21 5.72 16336 0.004745"

AF-183 1.44 10.36 11160 0.0002701"

AF-184 1.08 531 48769 0.004689""

AF-186 2.76 4.71 20693 0.002446"

AF-187 2.09 4.93 154156 0.000750"

AF-188 1.35 5.52 39355 0.007175"

AF-189 1.29 6.79 30719 0.000377"

AF-190 1.26 5.29 20663 0.000178"

AF-191 1.12 5.31 46663 0.000654"

* The statistical technique used to calculate a given p value is indicated by a footnote for each p

value. The statistical techniques used for these group analyzes were (1) a linear model, controlling

for age and gender; (2) classification trees:(3) a logistic regression model and (4) longitudinal

analysis.
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The second group consists of AFs that are increased in the CSF of subjects having AD as

o

compared with the CSF of subjects free from AD. These AFs can be described by apparent
molecular weight (MW) and isoelectric point (pI) as provided in Table I1.

Table II. AFs Increased in CSF of Subjects Having AD

(a) AFs Identified From Mastergroup Analysis

Table II(a)

AF# Fold Increase’ pl MW (Da) p value*
AF-310 1.888 4.65 30092 0.001""
AF-311 1.752 5.84 69278 0.000"
AF-312 1.337 5.51 20016 0.014"
AF-313 1.211 6.2 76215 0.006"
AF-314 1.208 5.65 80079 0.003"
AF-315 1.161 5.75 27709 0.015"
AF-316 1.158 4.66 14580 0.000"
AF-317 1.153 4.82 12454 0.003"
AF-318 1.142 5.88 68454 0.002"
AF-319 1.135 7.53 39490 0.027"
AF-320 1.131 6.52 59328 0.26%
AF-321 1.131 4.94 12487 0.014Y
AF-322 1.125 5.78 81219 0.046"
AF-323 1.109 5.79 148765 0.124%
AF-324 1.103 4.69 59610 0.108"
AF-325 1.094 10.5 28059 0.0013%




AF# Fol d
AF- 53 1.
1.29 8.1
6. 30 685
33401 O.

I ncrease# Pl MN (Da) p value* AF-52 2.81 6.30 32573 0.000009(4)
80 5.84 45302 0.016106(4) AF-54 1.76 5.12 17520 0.003235'1 AF-55
0 12361 0.000482(1 AF-56 1.49 8.56 52128 0.005771 (1] AF-57 1.46
49 0.000274('1 AF-58 1.40 5.01 14507 0.01182(1) AF-59 1.37 6.74
001351'1 AF-60 1.38 5.39 33873 0.009818(1) AF-61 1.34 6.76 54345

Bag Tree 4 Analvsis '1 19 Table Il (b)18AF# Fol d I ncrease# Pl MN (Da)
val ue* Alr}a@gli_l(a)'sl 6. 60 31004 0.000027(1' ~AF-63 1.24 5.97 14897 0.10696(1)
AF-64 1. 200667 11906000731t AF-651- 7. 19586200 Uuaoao\ " AF-66
1.09 10.p5 365@2 0 od‘%bﬂease AFi67 1Pb1 5 ozl\iw@a)o 00630Y4lYe* AR 68 1.21
9.06 35351 QF0085751" AFes89 1.19 5. 64746760 0.186&125 |14) 048770 1./19 8.91
38789 0.pZT AF-71 1 70 6.44 68579 0.00384 AR- /z 5.00 43788
0. 014917 14,3%,2?: 73 1.19"8%1 31815 @2 non(QH"&O" 7 é{ %'.bzlv 51934
0. 054917( (' AFARS 75 1. 12 5073 33671 0.5002399(1' 90AR- 77 1.09068321‘1 32196
0. 035148 X" s 9151 1.13 §928 137531 :Bag Tree 1, fpal y§| s I(gmnAF- 153 1. 23
9.85 696 . y—AF157-170—4-99-554490- 06627 —AF=16111. 00
5 18 444p4 AFGA0600(" AFISH65 1. B8 7588 34330 G8000035(" AE6(s6 1.|20 8.54
33657 0.D00RPSGH) | AF- 16(706k. 31 569 33621 0. 0054989 1' | AF- 0.68" L. 00 |7. 66
33920 0. pO00L AF-— 171110 498 2965810. 004242 ) AF: 7 1.64 5.26
SO11E S bouAkas? (061 6 35644 0.542"

AF-333 1.049 5.29 61283 0.427%

AF-334 1.044 6.67 47683 0.264""

AF-335 1.032 4.82 23513 0.706"

AF-336 1.025 5.94 35737 0.643""

AF-337 1.021 6.82 51089 0.683"

AF-338 1.006 5.7 43923 0.934%

AF-339 1.005 6.41 32196 0.917%

* The statistical techmque used to calculate a given p value is indicated hy a footnote for each p value. The statistical
techniques used for the group analysis were comparisons between patients with AD and control patients with no AD.
Analysis included (1) a linear model. controlling for age and gender; (2) Stepwise multivanate linear discriminant analysis;
(3) nearest neighbor and (4) longitudinal analaysis

(h) AFs Identified By Mastergroup Analysis Which Can Be Used In Combination With The Proteins
Of Table I (a) and Table I (a)

Table II (b)

AF# Fold Increase# pl MW (Da) p value*
AF-52 2.81 6.30 32573 0.000009
AF-53 1.80 5.84 45302 0.016106'
AF-54 1.76 5.12 17520 0.003235'"
AF-55 1.29 8.10 12361 0.000482"
AF-56 1.49 8.56 52128 0.005771""
AF-57 1.46 6.30 68549 0.000274"
AF-58 .40 5.01 14507 0.01182"
AF-59 1.37 6.74 33401 0.001351")
AF-60 1.38 5.39 33873 0.009818"
AF-61 1.34 6.76 54345 Bag Tree 4

Analysis”




Anal ysi s("
0. 005380( 1)

0.000213(") * The statistical

and gender:

AF-180 1.62 6.17 16255 0.005047(1'
AF-185 6.00 5.32 40323 0.005520(")

AF-182 1. 37
AF-192 1.0

4.89 13651
4 5.38 62756

techni que used to calculate a given p val ue
is indicated by a footnote for each p value The statistical
used for these group anal yzes were (I) a linear

nodel , cont

(2) classification trees: (30 a logistic regression nodel

t echni ques
rolling for age
and

(4) Ionglqyghmg%)analy5|s # Fol d changes reported here ate those cal cul ated

before gdjusten age andjgende &h AfFstdentT fied From Pool ed
Gel Anallysi | ~hFP]K]nI“F!¢'§aflqud | nPE nrdg]u‘.mw it h AKAYS ot eins  From Tabl e
| (a) and Pabée 11 (a)l.Jable |1 (6§o AF¢ Folad4l ngr easedh2P’ MV (Da) AF-121
11.7 5. 42 08| AF-1722, 2. 20|5. 27..71060 -123 6 T 4933 AF-124
6.86 7. 47 éﬁ%% AF 106}40 77812097 A@E’Zz@ 48.038@6%‘5(% 0374 AF- 127
6.79 4.98 296610 | AF- 12Bﬂ2 36 6.60“57865 AF-1929 {2, 000673289 54625 AF-130
2.94 5.08 51880 |AF- 13@25 19 6. 547 ,5)0944 Aksd32 [3. 6%0%33@ 47414 AF-133
3. 08 5. 11244068—TAF134 234 5004351 AFI37 4414 "(5?5 36855 AF-139
4.11 5.d0 3% AE- 14009110, 32 61865 3208030082 141 80809 ‘50| 28440 AF- 142
2.66 6.75 AR2¢0 | AF- 14R32p. 68 7. 44 @6066 AFR344 (2. 6D063996 20744 AF- 145
4.43 4. 069 [AF-146 T8 4. 94 1279 2. 2790 AF-148
5.04 5. 2&3@2 + Thes d2¢p:\f ures ('% re r‘lnr‘ig315#| ed ﬁ%péi’]?(# differenti al
presence t A&69 s| si gni LiTant on t4e baS|s4ﬁm0haU|ngoaﬂ2H@ast a 2-fold
dlfference}ﬂﬁﬂpean |ntﬁp§|ty [ qﬂﬂ foId cpagae |t hpgshghd of at |east 2)
bet ween Azhetre S—Co—ana et :

AF-71 1.20 644 68579 0.003848"

AF-72 1.15 5.00 43788 0.014917%

AF-73 1.19 521 31615 0.000008"

AF-74 1.14 6.19 51934 0.054917

AF-75 1.12 5.03 33671 0.002399

AF-77 1.09 6.41 32196 0.035148%

AF-151 1.13 5.28 137531 Bag Tree |

Analysis?

AF-153 1.23 9.85 69630 0.004906""

AF-157 1.70 4.99 55449 0.006272"

AF-161 1.00 5.18 44404 0.000600""

AF-165 |.88 717 34230 0.000035""

AF-166 1.20 8.54 33657 0.000009"

AF-167 1.31 5.69 33621 0.005400"

AF-168 1.00 7.66 33920 0.000013"

AF-171 1.10 4.98 29658 0.004242"

AF-179 1.64 5.26 20115 Stepwise

AnMymﬁ”

AF-180 1.62 6.17 16255 0.005047"

AF-182 1.37 4.89 13651 0.005380"

AF-185 6.00 532 40323 0.005520"

AF-192 1.04 5.38 62756 0.000213"

* The statistical technique used to calculate a given p value is indicated by a footnote for each p value The statistical

techniques used for these group analyzes were (1) a linear model, controlling for age and gender: (2) classification trees:(3)
a logistic regression model and (4) longitudinal analysis
# Fold changes reported here aie those calculated before adjustment for age and gender.
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For any given AF. the signal obtained upon analyzing CSF from subjects having AD relative

to the signal obtained upon analyzing CSF from subjects free from AD will depend upon the

particular analytical protocol and detection technique that is used. Accordingly, those skilled in the

art will understand that any laboratory, based on the present description, can establish a suitable

reference range for any AF in subjects free from AD according to the analytical protocol and

detection technique in use. In particular. at least one positive control CSF sample from a subject



presence of AD. In a particular enbodi nent hereof, CSF from a subject
(e.g., a subject suspected of having AD) is analyzed by 2D el ectrophoresis
for quantitative detection of one or nore of the AFs are set forth herein
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AD) is analyzed by 2D electrophoresis for quantitative detection of one or more of the AFs are set
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t hem whose increased AF/ERF ratio(s) in a test sanple relative to the
AF/ERF ratio(s) in a control sanple indicates the presence of AD, i.e.,
preferably the AFs as set forth in Table 11 (a), optionally conbined with
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of this APIP®S described in the Exanple infra, is given in Table IX Table
| V. API s Decr elagétrtlienefdimdnt &lihg @ednso@SF igmADBubjea)is Rlyseddy@Deased i n CSF

of Subj eCéI@ctt’c’»ﬁWré@ns'%? qkititAE HetlkioMYY Y8R Qr M6ieh FRERURNGRRNE colibiiikibf ofSEQ | D
NG, Di get%em Ei%se Qecreased AF/EREF ratio(s) in a test sample relative to the AF/ERF ratio(s) in a control
sample indicates the presence of AD, i.e., preferably the AFs set forth in Table I (a), optionally
combined with the AFs set forth in Tables I (b) or I (¢); (b) one or more AFs, or any combination of
them, whose increased AF/ERF ratio(s) in a test sample relative to the AF/ERF ratio(s) in a control
sample indicates the presence of AD, i.e., preferably the AFs as set forth in Table 11 (a), optionally
combined with the AFs set forth in Tables Il (b), or 11 (¢).
In a preferred embodiment, CSF from a subject is analyzed for quantitative detection of a
plurality of AFs.



AF- 201 API-375 8.32 63264 YGPFGPEMINPLR SEQ I D NO 448 VGYGPTFK SEQ I D NO
411 LVGQLMDGLK SEQ ID NGO 274 AF-204 API-300 7.97 60878 GQ .VFMNR SEQ I D
NO 166 LNMGLTDLQGLR SEQ ID NO 254 VGDTLNLNLR SEQ ID NGO 408 24 AF#

APl # PI MWV Am no Acid Sequence of Tryptic SEQ ID NO Digest Peptides AF-205
APl - 301 6.82 61514 LAQAMQSFQLEGGLK SEQ I D NO 220 QFSFPLSSEPFQGSYK SEQ I D
NO 319 NEDSLVFVQIDK SEQ I D NO 289 AR3206 API-302 5.55 28801 TYLHTYESEL
SEQ | D NG.4 39 2A1zhéihd s GEEQA bdocibu@l P438in Ifdfe A ARR) - 303 6. 65 33533

AQGFTEDTLVFLP 8

API - 304 5 75 %%ﬁ@éﬁﬁ/ﬁ%@%g Wﬁﬁk%mhgﬁ%‘ﬂ% df%ﬂ‘%g
VWIKYFQR £ 95 "iges Alpheimars Disepsippsogigisd Broseinlgafy B“S\fféﬁ*Pm{»’r\ﬂ?RSCS%t‘)“ED NO. 408

L NVGL TDL QGeReSEDdlapds@of ABpr foxdegdpma of gl macenti@diradicBCASIEARH KSE@ D NO;
345 LPG.Rk 44, 8§%qﬂoﬁﬁ®dyme Ncpresdbd/as o BONGPRIRnSEEImk Qsddmsilihd: diffdPEYSYGEYR
gEQQI PDNCJm..?o‘Sa% ﬁ%%cﬁ §%9Zréu@§fﬁt§@éfﬂvA\@ﬁ@M;ppr§EﬁMfa AX‘ézsmg % TYLHTYESEL
VO ESATEER e o R sy A R bRl prisRifipif 5 fcation
HVWPNEVWER - B1e9sy Ipsiqaephosigiprylgtion. sy alimn). 90 botls. SS?'%@Q@WSRE%UWWCSEQ | D
NO 289 seAENESEQUEGGH KicBRQ MW. Mot 281zheher3isdAR -A3¢0iaGd BRtG2BaBrm”

QF SFPL SSEEfe (S Brofe s dfédnt Nt iSdiffelr %Eéé@ﬂ@s‘ﬁ&@:ﬂ ubdlekt hdBRg ADRvApsed\Pl - 376
4.28 1848\%'%13 %IBE@@;@ S 302 AF-214 API-377 4.28 18482
TQSSLVPAL @E 3 F 215 '%L_Bl 1 8.01 44616 VEDTLNLNLR SEQ I D
NO. 408 GQLVFNNER 852 PO RISnrerisisribeihgrsinrey e minaeds’ paguquerne 954Fs aaeepiqigd

APl - 312 61 Fzuseond dciih¢8 vbREGARERaFRKisSReY, [sihj¢i®d t@BRteolysis. and analyzed by mass

spectrometry using in this instance the methods and apparatus of the Preferred Technology, it being

understood that the preferred technology is set forth as representative but not restrictive of the
invention. One skilled in the art can identify sequence information from proteins analyzed by mass
spectrometry and/or tandem mass spectrometry using various spectral interpretation methods and
database searching tools. Examples of some of these methods and tools can be found at the Swiss
Institute of Bioinformatics web site at http://www.expasy.ch/, and the European Molecular Biology
Laboratory web site at www.mann.embl-heidelberg.de/Services/PeptideSearch/. ldentification of
APIs was performed using the SEQUEST search program (Eng et al., 1994, J. Am. Soc. Mass
Spectrom. 5:976-989) and the method described in PCT Application No. PCT/GB01/04034.

The first group comprises of APls that are decreased in the CSF of subjects having AD as
compared with the CSF of subjects free from AD. The amino acid sequences of peptides produced
from these APIs by proteolysis using trypsin and identified by tandem mass spectrometry and
database searching using the SEQUEST program are listed in Table IV, in addition to their
corresponding pls and MWs. For one API, the partial sequence information derived from tandem
mass spectrometry was not found to be described in any known public database. This API is listed as
‘NOVEL’ in Table IV, and the partial amino acid sequence information derived from manually
interpreting the MS/MS spectrum of tryptic peptides of this API as described in the Example infra,
is given in Table 1X.

Table 1V. APIs Decreased in CSF of Subjects Having AD
(a) APIs Decreased in CSF of Subjects Having AD

AF# API# pl MW | Amino Acid Sequence of Tryptic SEQ ID NO:
Digest Peptides

AF-201 API-375 8.32 63264 YGPFGPEMTNPLR SEQ ID NO: 448
VGYGPTFK SEQ IDNO: 411

LVGQLMDGLK SEQ ID NO: 274

AF-204 API-300 7.97 60878 GQLVFMNR SEQ ID NO: 166
LNMGLTDLQGLR SEQ ID NO: 254

VGDTLNLNLR SEQ 1D NO: 408




EPGLQALVWR SEQ I D NO 105 HVWPNEVWQR SEQ I D NO 187 AF-218 API-313 6.74
33401 LSYEGEVTK SEQ I D NO 267 TSLEDFYLDEER SEQ | D NO. 385 AF-219 API-378
7.93 63355 PGSTGTWNPGSSER SEQ | D NO. 309 HPDEAAFFDTASTGK SEQ I D NO 182

GLLDEVNQDFTNR SEQ I D NO 157 25 AF# APl # pl

Tryptic SEQ ID NO Digest Peptides GGSTSYGIGSETESPR SEQ I D NO 150

MN Am no Aci d Sequence of

ADSGEGDFLAEGGGVR SEQ D NO. 8 AF-220 A -314 6.76 54345 LPLEDGSC;EWLSR SEQ
D NO 238 IWTHGSR\IHXR SEQ D INOMW3 78 AJ\{M@&BEQ&’VKT Ei)c D 8K 1BXND:
QELSEAEQATR SEQ | D NO_ 316 AF-224 API-379 6. éﬁ%ﬁﬁgf STWWPLK SEQ | D
NO 308 HEHSSEARMK—SES—+HDNO—89—ATWA FD NG FENGAVR—SEO
1D NO 18°RR0D 25 ARBROB1 5088, 85 185947 vegﬁ%m KK p NO 4§§Q'DN0 220
TTNLQGLNULFSSR SEQ I D NO 387 LNNG_TEID@&RMQDSNQ 254  [SEQUPNMR 3$EQ [|D
NO 166 AF-226 API-316 7|23 19847 AQGHNEDELVEVBOPRK SEQ | D NGEQ3ID NO: 289
TMLLQPAGS YR D 7 22 4. 35 21 E
| D ng 34&%% Q?EQQ SSEQQF%S%' @V'A‘Egﬁng Ag?_317rgoz I '%628
VAQ_PLSL r QEﬁ l I\l('\' ’207 L\VIE'I_\‘l (TI\TK SE NS ’)70 NI\MMARLE | PN 0
ELDVLQGR |SE@OT D NGB0 AB6329 APB369 [BOBFTEGT6Y FAPREPKDT VFLS@Qancgé@ ID
NO 29 TM.LQPAGSLGSYSYR SEQ | D NO 379MLAIQPQ\'GSLH’3IY—S?R8 5. 55/SERGBIND: 379
175333 STOLPOAERREPR S0 | DG 358 e cpaTeaR SEQ LR RO 4L -
SLSKQ_ENER SEQ IPD NO 35p NSVAYI\/DQETC&EI!(EE %’s‘gpm 303 SEQ 130567
GETGPAGPAGPVGPVGAR _SEFQ 1D NO 1146 VWNYFQ SEQ ID NO: 433
AF-209  |API305 |84 59188  |[VGDTLNLNLR SEQ 1D NO: 408
LNMGLTDLQGLR SEQ ID NO: 254
AF-209 API-306 8.4 59188 SGFSFGFK SEQ ID NO: 345
LPGLFELGLSSQSDR SEQ ID NO: 257
EYESYSDFER SEQ ID NO: 114
LPLEYSYGEYR SEQ ID NO: 259
AF-210 API-307 5.96 29414 WVEELMK SEQ IDNO: 441
TYLHTYESEL SEQ ID NO: 392
VWNYFQR SEQ ID NO: 433
AF-211  |API-308  (8.07 42384  |EVQGFESATFLGYFK SEQ ID NO: 112
QTQVSVLPEGGETPLFK SEQ ID NO: 332
HVVPNEVVVQR SEQ ID NO: 187
AF-212 API-309 6.37 62904 NEDSLVFVQTDK SEQ ID NO: 289
LAQWQSFQLEGGLK SEQ ID NO: 220
AF-213 API-310 6.53 62318 QFSFPLSSEPFQGSYK SEQ IDNO: 319
NEDSLVFVQTDK SEQ ID NO: 289
AF-214 API-376 4.28 18482 NSEPQDEGELFQGVDPR SEQ ID NO: 302
AF-214 API-377 4.28 18482 TQSSLVPALTDFVR SEQ ID NO: 383
AF-215 API-311 8.01 44616 VGDTLNLNLR SEQ ID NO: 408
GQLVFMNR SEQ IDNO: 166
LNMGLTDLQGLR SEQ ID NO: 254
AF-216 API-312 6.73 56999 QTQVSVLPEGGETPLFK SEQ ID NO: 332
EPGLQLWR SEQ ID NO: 105
HVVPNEVVVQR SEQ ID NO: 187
AF-218 API-313 6.74 33401 LSYEGEVTK SEQ ID NO: 267
TSLEDFYLDEER SEQIDNO: 385 |
AF-219 API-378 7.93 63355 PGSTGTWNPGSSER SEQ IDNO: 309
HPDEAAFFDTASTGK SEQ ID NO: 182
GI.LDEVNQDFTNR SEQ ID NO: 157




AF-232 APl -320 4.41 42104 GLSAEPGAQAK SEQ I D NO 159 EEEEEMAVWPQGLFR SEQ
ID NO 81 AF-233 API-321 5.19 46876 EGPVLLLGR SEQ ID NO 88 AF-234

AP| - 322 5.04 18662 FSGTWAMAK SEQ I D NO 128 LLVHNGYCDGR SEQ I D NO 249

AF- 235 AP| - 323 5.38 62756 QTQVSVLPEGGETPLFK SEQ ID NO 332 TGAQELLR SEQ ID
NO 370 YLETDPANR SEQ ID NO 455 26 AF# API# Pl MN Ami no Acid Sequence of
Tryptic SEQ ID NO Digest Peptides AF-236 APl-381 7.35 64620 PGSTGTWNPGSSER

SEQ ID NG 299 HPDEAAFFDTARTGK SRyl O AMdno W& se &QEVN% GR Sﬁﬁgllﬁﬁ@
157 GGSTSYGIGSETESPR SEQ ID NG 150 |DSHSLT NL 2EQ 1D NO
AL TDVPQVR-SES—+HDHNO—24—-ADSCECPFEAECSHEVR-SEO DN — 8- AF-—237—AP-3827-86
59059 YVLPNFEVK SEQ ID NO 462 LNN&T@E@@@@@@@EWSW 254 |SEQHBIFAIEPVK
SEQ I D NQX__101 AF-237 AP|-383 7, 86 5903®SHEGIPGREGCVFSEQ | D|IRQ ID3Y@: 8
LPLEDGSGENVLER SEP1:P NT6 7858  Rk34237 AP EBEYGEVEIBSRI059 TNSHECAWHRHR SPEQ
ID NO 381 SLM.HYEFLQR SEQ I D NO 351 ?g% QIDNO 3 ?FTE(SBP\{%DHR
SEQ ID N 343 PBDLEVAHYK SEQ 1p NO 3 SEQ I D NO
NVESYTPQTQGK SEQ | D NO B04 LPLEYSYGHYR NP RGP VSS9 LPGSF@éPGJ_%éééDR
SEQ I D NQx_257 [EYESYSDFER SEQ | D NO |OEASAEEQABRAPI - 324 8. 1|SEABMENO: 316
VLVWWINL G2 2EQ JAPINGD  4k%6 LVNudyIdsVPLIRDBERR$ B/ WK 280 YLELFS%IBE@)U@SNO
454 AF-239 API-3P5 6.05 (184171 VGFYESEE ID NO 409 Al
ID NO 22 LPPNVVEESAR SEQ ID NO 260 Ak -326 5.01 46
SEQ ID N0 25 TEVNTQAEQR SEQ | D NO QUER NGO 57
AGLLENGAVR SEQ IDNO: 1
AF-225 |API-315  [10.85  |S8257  |VGDTLNLNLR SEQ ID NO: 408
TTNLQGLNLLFSSR SEQ ID NO: 387
LNMGLTDLQGLR SEQ ID NO: 254
GOQLVFMNR SEQ ID NO: 166
AF-226 API-316 7.23 19847 AQGFTEDTLVFLPQTDK SEQ ID NO: 30
TMLLQPAGSLGSYSYR SEQ ID NO: 379
AF-227  |API-380  |4.38 21160  |SGELEQEEER SEQ ID NO: 344
EEEEEMAVVPQGLFR SEQ ID NO: 81
AF-229 API-317 5.29 20663 VAQLPLSLK SEQ ID NO: 397
LVEAFGGATK SEQ ID NO: 270
NNYMYAR SEQ ID NO: 300
ELDVLQGR SEQ ID NO: 95
AF-229 API-369 5.29 29663 AQGFTEDTIVFLPQTDK SEQ ID NO: 29
TMLLQPAGSLGSYSYR SEQ ID NO: 379
AF-230  |API318  [5.55 135815  |LPPNVVEESAR SEQ ID NO: 260
ALGYLNTGYQR SEQ IDNO: 22
AF-231  |API-319  |7.72 175333 |STGGLSVPGPMGPSGPR SEQ ID NO: 358
GESGPSGPAGPTGAR SEQ ID NO: 145
SLSKQLENLR SEQ ID NO: 352
NSVAYMDQETGNLK SEQ IDNO: 303
GETGPAGPAGPVGPVGAR SEQ ID NO: 146
AF-232 API-320 4.41 42104 GLSAEPGWQAK SEQ ID NO: 159
EEEEEMAVVPQGLFR SEQ ID NO: 81
AF-233  |API-321  [5.19 46876  |EGPVLLLGR SEQ ID NO: 88
AF-234 API-322 5.04 18662 FSGTWYAMAK SEQ ID NO: 128
LLVHNGYCDGR SEQ 1D NO: 249
AF-235 API-323 5.38 62756 QTQVSVLPEGGETPLFK SEQ ID NO: 332
TGAQELLR SEQ ID NO: 370
YLETDPANR SEQ ID NO: 455




AF-241 API - 327 5.46 16541 GEVQAMLGQSTEELR SEQ I D NO 147 FWDYLR SEQ I D NG
134 SELEEQLTPVAEETR SEQ | D NO 342 KVEQAVETEPEPEI.R SEQ I D NO 215 AF-242
AP| - 328 4.48 34420 EDEEEEEGENY(QK SEQ I D NO 79 GEAGAPGEEDLQGPTK SEQ | D NO
142 AF-243 API-329 5.25 119795 TYFEGER SEQ I D NO 391 AFLFQDTPR SEQ I D NGO
12 AF-244 API-330 7.12 54519 QEl, SEAEQATR SEQ I D NO 316 27 AF# APl # PI
MV Am no Aci d Sequence of Trypti c SEQ 1T NO._ Di gest Peptides TLYTPGSTVLYR

SEQ I D N AF- 1 W 8Fw49 . .
VCGDVAMSER TR SEQ'TD NG 296 | GARVYHTLK gt Ao éiﬁﬂyxg P
5. 52 39355 WFAEPMYAYER-SE NE—436— DY e LR Ne 223l AF-540
API - 332 ZAQQ%OM*P'EEE @VP@@I*@OSEQPpéTW:Q\gSE&I& 250 API [SEQIDN@S043711
VSFELFADK SEQ | O NO 427| FEDENFLLK SEQHPDENAFFDTBSTEK- 252 AP|SERAD MO5I32
12315 ASEEEPEYGEELK SEQ | D NO B2 GYPGYDMRERGDIERFSEQ | D NOSELAD Mb- 1353
API - 335 §. 36 226ﬁo DYVSQFEGSAL&K SEQ | N | Y5625
WOEEMELYR SEQ | D NO. 440| DEPPQSPVIDR S%HLS %%Mg APYSDggg %%57@ NO
372 AF-254 APl -3B6 7.67 31952 AQGFTEDT Hipno 3
TMLLQPAGSLGSYSYR SEQ I D NO 379| AF- 253U APMMEMRS 92 185771 REGYDNNGAR SEHQ
ID NO 22 LPPNVWEESAR SEQ I D NG 260 |NDSZEGDNPAEEEEVR 04 18[5ERAD NO: 8
309 DONBEYETDRR LT D NET 56 PE 257 PR & 19 16736 AGGTEHPINEL oD
gggQ | BGNE) 30 TI\/LLQDAGS_G'SYSYRP\SEQ | Dﬁ@"ﬁsa%% APATDGG LﬁL"FH ‘EL%% »)
NO 360 AE-258 APl-340 5 47 15411 QAVEFMSCISPARGERVKI D N 31BEQ IDNO: 101
VEQAVETERPEPBBRR SHEPIER NO7.8603 |59059  |TLYTPGSTVLYR SEQ ID NO: 378
LPLEDGSGEVVLSR SEQ ID NO: 258
AF-237 API-384 7.86 59059 TNSFEGPVI.DHR SEQ ID NO: 381
SLMLHYEFLQR SEQ ID NO: 351
SGFSFGFK SEQ ID NO: 345
SFEGPVLDHR SEQ ID NO: 343
SDLEVAHYK SEQ ID NO: 341
QALEEFQK SEQ ID NO: 312
NVESYTPQTQGK SEQ ID NO: 304
LLPLEYSYGEYR SEQ ID NO: 259
LPGLFELGLSSQSDR SEQ ID NO: 257
EYESYSDFER SEQIDNO: 114
AF-238 API-324 8.1 34846 VLVVWNNLGEK SEQ IDNO: 419
LVNLYDSMPLR SEQ ID NO: 280
YLELFQR SEQ ID NO: 454
AF-239 API-325 6.05 184171 VGFYESDVMGR SEQ ID NO: 409
ALGYLNTGYQR SEQ ID NO: 22
LPPNVVEESAR SEQ ID NO: 260
AF-240  |API-326  |5.01 46760  |ALVQQMEQLR SEQ ID NO: 25
TQVNTQAEQLR SEQ ID NO: 384
AF-241  |API-327 [5.46 16541  |GEVQAMLGQSTEELR SEQ ID NO: 147
FWDYLR SEQ ID NO: 134
SELEEQLTPVAEETR SEQ ID NO: 342
KVEQAVETEPEPELR SEQ ID NO: 215
AF-242  |API-328  |4.48 34420  |EDEEEEEGENYQK SEQ ID NO: 79
GEAGAPGEEDLQGPTK SEQ ID NO: 142
AF-243  |API-329  [5.25 119795  |TYFEGER SEQ ID NO: 391
AFLFQDTPR SEQ IDNO: 12
AF-244 API-330 7.12 54519 QELSEAEQATR SEQIDNQO: 316




QQTEWQSGOR SEQ I D NO 327 GEVQAMLGQSTEELR SEQ I D NO. 147 SELEEQLTPVAEETR

SEQ I D NO 342 KVEQAVETEPEPELR SEQ I D NO 215 AF-259 API - 34|

4.81 30575

AQGFTEDTLVFLPQTDK SEQ I D NO. 30 TMLQPAGSLGSYSYR SEQ I D NO 379 AF-260
APl -342 4.93 154156 LLMLFTDGGEER SEQ I D NO 248 GYYYELPSLGALR SEQ 1D NO

R

176 AF-261 AP|-386 6.71 16524 TYSYLNK SEQ ID NO 393 LVWEWQLQDDK SEQ I D
NO 281 28 AF# API# PI MWV Anino Acid S&quence of Tryptic SEQ ID NGO Di gest
Pepti des |AFAR§2 APIKRB7 5. 8%[ 42%&/@95@?15’&45 uerfebdof 448EQ 1D NO:
TYLHTYESEEL SEQ ID NO 392 EDLHLLVER [SEQ | [zgc\gsg%ﬁﬁm TSLDFFR SEQ I D
NO 58 AR263—API=343—4-#3— 16818 K-EEDSEVER D NC‘ 53
TQSSLVPA VR_SEQ I D NO 383 |AE-264 IbVTB.QﬁT\ViLYB 184512\ :
NO 415 SNEQMEPOAPYR3 SEQ4ISD NO |4353 EEVYKPGBERRSEQ | D NO  3B®Q IDEBNPRYZE T DH
SEQ ID N0 56 AFf 265 API| 388 6.[13 87723 vYMBPANGESER | D NO. [s¢BAp NGAFELLR
SEQ 1D NG 370 (QTQVSVLREGGETPLFK SEQ || PNy ;38% PALPAGTEDT :
307 HVVRNEVWW 187—EPG VWR—SECTD-NO—105—bBPPOTDG-GESYESSE
SEQ | D NOfAF@48 ARl RI%NDA#\?@K SEé"%Sé WEATPAR WaR AP| - 345 5. PEQIPIYNGHS
VLAVNEVGER SEQ | D NO 415 VEEVKPLEGR VHWRNO. 399 DGNPEYFBPBERDIFED 228 NC
?E/L f&iGSAAEhe 326\139.325[)1 9813?8%7@&[);'6 EE@&W@EX@SUSmly()OéSgO SEQ ID NO: 81 -
I D NG 3"6 éé— &?EgéEQI 8NQ ééﬁ’F ELQ/ i_@@% SEQ ID NO 9 Eéi[—)- :(?&7
APl - 390 3.-76-457R9 VPOVSTPTLVEVSR SEQ IFEPN 2 \/PEVSTRTLVENER I b8
421 AF-252 API-334 4.53 12315 ASEEEPEYGEELK SEQ ID NO: 32
GYPGVQAPEDLEWER SEQ IDNO: 173
AF-253 API1-335 5.36 22610 DYVSQFEGSALGK SEQ ID NO: 76
VOQPYLDDFQK SEQ ID NO: 425
WQEEMELYR SEQ ID NO: 440
DEPPQSPWDR SEQ ID NO: 52
THLAPYSDELR SEQ ID NO: 372
AF-254  |API-336  |7.67 31952  |AQGFTEDTLVFLPQTDK SEQ ID NO: 30
TMLLQPAGSLGSYSYR SEQ ID NO: 379
AF-255 API-337 5.92 185771 ALGYLNTGYQR SEQ ID NO: 22
LPPNVVEESAR SEQ ID NO: 260
AF-256 API-338 5.04 185128 DGNPFYFTDHR SEQ IDNO: 56
VLAVNEVGR SEQ IDNO: 415
VEEVKPLEGR SEQ ID NO: 399
DGNPFYFTDHR SEQ ID NO: 56
AF-257  |API-339  [8.19 16738  |AQGFTEDTLVFLPQTDK SEQ ID NO: 30
TMLLQPAGSLGSYSYR SEQ ID NO: 379
SVVAPATDGGINLTSTFLR SEQ ID NO: 360
AF-258 API-340 5.47 15411 QAVETEPEPELR SEQ ID NO: 313
VEQAVETEPEPELR SEQ ID NO: 403
QQTEWQSGQR SEQ ID NO: 327
GEVQAMLGQSTEELR SEQ ID NO: 147
SELEEQLTPVAEETR SEQ ID NO: 342
KVEQAVETEPEPELR SEQ IDNO: 215
AF-259  |API-341  4.81 30575  |AQGFTEDTLVFLPQTDK SEQ ID NO: 30
TMLLQPAGSLGSYSYR SEQ ID NO: 379
AF-260 API-342 493 154156 |LLMLFTDGGEER SEQ ID NO: 248
GYYYELPSLGALR SEQ ID NO: 176
AF-261  |API-386 |6.71 16524  |TYSYLNK SEQ ID NO: 393
LVVEWQLQDDK SEQ ID NO: 281




KVPQVSTPTLVEVSR SEQ I D NO 217 HPDYSWLLLR SEQ ID NO 184 FONALLVR SEQ ID
NO 126 AVMDDFAAFVEK SEQ ID NO 40 AF-271 API-347 4.99 63787 TVGSDTFYSFK
SEQ I D NO 388 YNSONQSNNQFVLYR SEQ I D NO 458 AF-272 API-391 6.38 37769
LNHGLLYDEEK SEQ I D NO 252 ELMENYNLALR SEQ ID NO 98 AF-274 API-348 9. 38
35170 LVGGPMDASVEEEGVR SEQ I D NO 273 ALDFAVGEYNK SEQ I D NO. 20 AF-275

APl -349 5.76 189295 LPPNVVEESAR SEQ | D2BO. 260 29 AF# API# Pl MW Ani no
Aci d Sequenggy of| Tiapps i O SCF;Q D New Di|a&sho R@iﬁtseqlﬁe%c&ﬁ\ﬂyi}{r&w% b N@: NO|
22 AF-27 APl 350 605 29065 \TELVGEMR Sl B 31 AWHACEIDLGR SkQ
J M\ I\l QJ . OUS 1J T J TNOO LAY
THLAPYSDRYR2GEQ (ABI-REF sfrﬁl " AF-| bE225p| | YGBEGREMENRER 156 | [ \i BERPHANC: 888 | D
NO 250 QGSTHWOTAR SEQ I|D NO 321 GPPGPREGYRSMEL SEQ | D NO  16BQ IBFR8R
APl - 392 6.22 70359 YLETDPANR SEQ | D NQLEBEALHMMPNEVVWQR SEQ (kEQMNONGE874
AF-284 A 4 187223 YGAATFTR SEQ I 7 VGFYESDV | i
409 NED'%I:V&‘%%F%I\B <—SEQ 81, i.f) Ggﬁg Lpgn@v*%ﬁgﬁﬂ‘ ) EE‘ 7§6 %ﬁlﬁﬁ@%%&qa
SEQ | D Ne*F-4%% APBYE ¥R SEQ'93HB NO GELERRSBREMMSK 304 5. ASEQEE1EY 153
QYTDSTFR| SEQ | D [NO. 334 | QSEDSTFYLCGER |BBSSUNPANGDFVR ~ GAYPL SEERIGWR: SED | D
NO 136 A&r-286 ARPE-3£5 3533 1831861 VLAVNEVERVERQ | D NO 415 |SEAYDAY: LR SEQ
ID NO 365 SMEQNGPGLEYR SEQ I'D NO. 3E %%EEEEE@P%X GEGSK SEQ ﬁ?@f?&ﬁﬁ%
GDLYFANVEEK SEQ|I D NO 139 AF-289 API - 68 ELSHLP Q ID
NO 100 |VLFYVDSEK SEQ I|D NO 417 DGRV GK SEQ | D
DGNPFYFTDHR SEQ ID NO: 5
AF-265 |API-388  [6.13 87723 |YLETDPANR SEQ ID NO: 455
TGAQELLR SEQ ID NO: 370
QTQVSVLPEGGETPLFK SEQ ID NO: 332
PALPAGTEDTAK SEQ ID NO: 307
HVVPNEVVVQR SEQ ID NO: 187
EPGLQLWR SEQ ID NO: 105
DPDQTDGLGLSYLSSH SEQ IDNO: 63
AGALNSNDAFVLK SEQIDNO: 15
AF-267 API-345 5.25 179949 VLAVNEVGR SEQ IDNO: 415
VEEVKPLEGR SEQ ID NO: 399
DGNPFYFTDHR SEQ 1D NO: 56
AF-268 APi-346 9.25 17081 AQGFTEDTLVFLPQTDK SEQ ID NO: 30
TMLLQPAGSLGSYSYR SEQ ID NO: 379
AF-269  |API-389  [6.58 170682 |RPYFPVAVGK SEQ ID NO: 336
NGFYPATR SEQ ID NO: 294
ELMENYNLALR SEQ ID NO: 98
AF-270 API-390 5.76 45729 VPQVSTPTLVEVSR SEQ ID NO: 422
VPEVSTPTLVEVSR SEQ ID NO: 421
KVPQVSTPTLVEVSR SEQ ID NO: 217
HPDYSVVLLLR SEQIDNO: 184
FQNALLVR SEQ ID NO: 126
AVMDDFAAFVEK SEQ ID NO: 40
AF-271  |API-347  |4.99 63787  |TVGSDTFYSFK SEQ ID NO: 388
YNSQNQSNNQFVLYR SEQ ID NO: 458
AF-272  |API391  [6.38 37769  |LNHGLLYDEEK SEQ ID NO: 252
ELMENYNLALR SEQ ID NO: 98
AF-274  |API1-348  [9.38 35170  |LVGGPMDASVEEEGVR SEQ ID NO: 273
ALDFAVGEYNK SEQ ID NO: 20
AF-275 API-349 5.76 189295 LPPNVVEESAR SEQ ID NO: 260




AF-291 API -354 4.88 135547 GNLAGLTLR SEQ I D NO 161 EG.DLQVLEDSGR SEQ I D
NGO 86 AF-295 API-396 6.57 114704 YGPFGPEMINPLR SEQ I D NO 448 VWNYFQR SEQ
I D NO 433 AF-296 API-397 6.20 35622 LEVLYTPTAMLRPD SEQ I D NO 230
GNPVPQQYLWEK SEQ I D NO 162 AF-299 API-355 4.61 29548 CPNPPVQENFDVNK SEQ | D

NO 47

NPNLPPETVDSLK SEQ | D NO 301 AF-300 API-398 6.19 174157
SSNLLLLEEHLK SEQ I D NO. 357 RPYFPVAVGK ZEQ I D NO 336 NGFYP.

ATR SEQ I D NO

Q

294 NDFTWFKFSEQ | RPYD 288p130 | AlFw ARl Ainidb AMMWY R meépr@pﬁﬁquem IDNO:
Tryptic $EQ ID NO Digest Peptijdes ELNENYNLA E%ﬁ LR EFDHNSNLR SH
D NO 84 —AF-S08—APH-399—6 1311751 15 SINCLLITRHER :Q . ur —3 57
ELMVENYNLALR _SEQ I D NO AE-306 AP - $VAIE53 VSSLAE, ER 1B 23 No
459 VLDAABRLK s{ml-w) 6.0416 I;WﬁANCNm@smweEQ ID NO 2BEQAP-NO7A3I
APl - 356 6.79 30719 VEYGAQVK SEQ | D NO AmHmbetEﬁK SEQ | slg@mzw@ 41
S[SEDENYDEZALEE@EQ | '%1.159@'6%@:\/ %&?Z&‘%%é?%g %I(:)’?/FS\P/,IAV 6§lé él?f
336 AF- 309—API-401 10,69 18098 L \VGGPND/ EQ 1D No—2p5Q 1D /3’5
whi ch canAb@8lLsedPla5Tont6i8Aat i oS Wis6 h [LhE QARIPEWIK TabI e |V (§)50dﬁd\1(Ta?bDe \
(a) AF# API# pl MW (Da) Anino Acid SequescewadTARyptic SEQ | ENCDDN(DIQGStCl
Pept i des |AF-1 APl -47 4.79 150081 QPEYA WPRBPSEQVVRRNO. 325 B gﬁ\ﬁyyr,lgsaz;
:B % ii,@F-ZﬁJNL THe DE 6§§Q 7R 19§’Lﬁ‘i@?§ﬁgpfl | 428 213§§§‘Bi%2 455
EEEEEMAVWPQG FR ISEQ | D GEL EQEEHRVEBOMMYQRY. 344 AF- BERAD-ME 1871
34846 YLEAFOR SEQAPI-BONO 5.454 187223 |YGAATFTR SEQ ID NO: 447
VGFYESDVMGR SEQ ID NO: 409
NEDSLVFVQTDK SEQ ID NO: 289
LPPNVVEESAR SEQ ID NO: 260
HYDGSYSTFGER SEQ IDNO: 188
ALGYLNTGYQR SEQ ID NO: 22
AF-285 API1-394 5.33 183136 QYTDSTFR SEQ ID NO: 334
QSEDSTFYLGER SEQ ID NO: 328
GAYPLSLEPLGVR SEQ ID NO: 136
AF-285  |API-395 (533 183136 |VLAVNEVGR SEQ ID NO: 415
TAVTANLDLR SEQ ID NO: 365
SMEQNGPGLEYR SEQ ID NO: 353
PLTEESSTLGEGSK SEQ ID NO: 310
GDLYFANVEEK SEQ ID NO: 139
AF-289 API-353 6.18 66668 ELSHLPSLYDYSAYR SEQ ID NO: 100
VLFYVDSEK SEQIDNO: 417
DGFVQDEGTMFPVGK SEQ ID NO: 55
AF291  |API-354  |4.88 135547 |GNLAGLTLR SEQ ID NO: 161
EGLDLQVLEDSGR SEQ ID NO: 86
AF-295 API-396 6.57 114704 YGPFGPEMTNPLR SEQ ID NO: 448
VWNYFQR SEQ ID NO: 433
AF-296 API-397 6.20 35622 LEVLYTPTAMLRPD SEQ ID NO: 230
GNPVPQQYLWEK SEQ ID NO: 162
AF-299 API-355 4,61 29548 CPNPPVQENFDVNK SEQ IDNO: 47
NPNLPPETVDSLK SEQ ID NO: 301
AF-300  |API-398  [6.19 174157 |SSNLLLLEEHLK SEQ 1D NO: 357
RPYFPVAVGK SEQ ID NO: 336
NGFYPATR SEQ IDNO: 294
NDFTWFK SEQ ID NO: 288




VI VWAWNI GEK SEQ I D NGO 414 LVN YDSMPLR SEQ I D NO 279 AF-5 API-49 7.34
36554 DCSGVSLHLTR SEQ ID NO 51 AF-6 API-2 4.91 29812 TEAYLEAIR SEQ I D NO
367 AF-8 API-194 4.93 187927 DGNPFYFTDHR SEQ ID NGO 56 AF-9 API-3 5.21
136768 AETYEGVYQCTAR SEQID NO 1 | AF-10 API-50 5.19 17694
SELEEQLTPVAEETR SEQ I D NO. 342 KVEQAVETEPEPELR SEQ I D NO 215
GEVQAMLGOSTEELR SEQ ID NO_ 147 FWYLR¥IEQ ID NO 134 AF-10 API-51 5.19
17694 VNSDGREYALR Si@u| O NGI 420 Biw Aimitblafidleqhdiice BErrypiit N0 SEQAD NO:
Sequence |of Tryptlc SEQ | D NO [Di gest |Peptid e'satli’eilaclépl -4 6{ 01 184530
1

LPPNVWEESAR-SEQ 1D NO—260— VG YESDVIV SEO

DG FGER-SEQHD
NO 188 AF-14 AP|-52 4. 7P 63166 El GEL bk’%ﬁ@“ﬂ’d 90 ADL§@§1' §§ D
NO 6 AR-14 API}243 4.7P 63166/ FEDGVLIBPDMNENSRQ | D NO. 119 S/EQ—@ENQFM- 53
4. 47 3897TAFBbDESIAVAER SBQ31 D NO75194  AENLBLAHIHIAG4A 4. 47 389RBQTB\Wa:Es SR
SEQ ID N 369 WAF-16 APl -54 5./19 4687@LE@3\%LI7%SEQ I D NO S%Z) iAo

APl -5 5. §2 56294 VANHLVCPSR—SEQ 1 PR-SEO B

D-NG: O 442
TALASGOVLOESCOYRASENY D RS 36327%I3‘GEFXI§I§|%’A§§QJSFD NO 104 AFISES IRRfO:594. g7
49219 LGAEVYHTLK| SEQ I D NO. 233 | VI GVBURASENR SEQ | D NO 2§@Q IRENQ:gH 6
AP| - 245 4.87 492119 VEQATIQAI PVER SEQ | DLMPLANGNNGEFVILKAPI - 6 BEG IDANGDS3

| DGOTI | FSAVQER SR@1hEy NJg 7490 GKPRBSFSWERGped D NO. - 154 AEEE@W@B SEQ
ID NO | |I "LSPYVMNYSFR SEQ'ID NO 266 EQ%QfEk 56 4.93 1337@@@@2{
SEQ ID N 337 LICSELNGR SEQ ID NO 23 QVLEDSGR SEQ

AP| - 57 4./93 1337[73 | LDDLSPR SEQ | D NO [GLO®ED R YSLTVDSR SESERBDNES: 'é§5
SPEQQETVLDGNLI | R SEQ | D NO. 356] Y| FHNAWERYSE® | D NO. 452 SEQ IDNO: 115

I\.)

AF-308 API-357  |5.57 179672 |ELMENYNLALR SEQ ID NO: 98
NGFYPATR SEQ ID NO: 294
RPYFPVAVGK SEQ ID NO: 336

AF-309  |API-40] 10.69 18098 LVGGPMDASVEEEGVR SEQ IDNO: 273

(b) APIs which can be used in combination with the APls in Table IV (a) and Table V (a)

AF# APH pl MW (Da) |Amino Acid Sequence of Tryptic| SEQ ID NO:
Digest Peptides
AF-1 API-47 4.79 150081 QPEYAVVQR SEQ ID NO: 325
GKPPPSFSWTR SEQ IDNO: 154
EDYICYAR SEQ ID NO: 80
AF-1 API-242 4.79 150081 FVVTDGGITR SEQ IDNO: 133
IIMLFTDGGEER SEQ ID NO: 195
AF-2 API-1 428 21349 EEEEEMAVVPQGLFR SEQ ID NO: 81
SGELEQEEER SEQ ID NO: 344
AF-3 API-48 8.1 34846 YLELFQR SEQ ID NO: 454
VIVVWNNIGEK SEQID NO: 414
LVNIYDSMPLR SEQ IDNO: 279
AF-5 API-49 7.34 36554 DCSGVSLHLTR SEQID NO: 51
AF-6 API-2 491 20812 TEAYLEAIR SEQ ID NO: 367
AF-8 API-194 4.93 187927 DGNPFYFTDHR SEQ ID NO: 56
AF-9 API-3 5.21 136768 AETYEGVYQCTAR SEQIDNO: |1
AF-10 API-50 5.19 17694 SELEEQLTPVAEETR SEQ ID NO: 342
KVEQAVETEPEPELR SEQ IDNO: 215
GEVQAMLGQSTEELR SEQ IDNO: 147
FWDYLR SEQ ID NO: 134
AF-10 API-5] 5.19 17694 VNSDGGLVALR SEQ ID NO: 420




AF-23 API-7 4.5 32473 I PTTFENGR SEQ I D NO. 199 AF-23 API-8 4.5 32473
HLEEPGETONAFLNER SEQ | D NO. 179 GEAGAPCGEEDI QGPTK SEQ I D NO 141
EDEEEEEGENY(QX SEQ ID NO 79 AF-24 API-9 5.31 46663 NNLVI FHR SEQ | D NO. 299

| VOFSPSGK SEQ | D NO 207

EGPVLILGR SEQ ID NO 87 AF-25 APl -10 5.68 36700
ASS| | DELFQDR SEQ I D NO 34 AF-26 API-14 8.11 32305 APEAQVSVQPNFQUDK SEQ I D
NO 28 TMLLOPAGSLGSYSYR SEQ | D NO 379 31AF- 27 APl -15 5.33 141371 W.QGSQELPR

SEQ I D NO AF- s APl - 58 5. | Vi D 32
AR AP pi W (D) AN b A d Sotueee o e S ﬁ%‘*‘? “‘%‘eéf“’
Pept i des—+DEBTHFSNYEER-SEO—+BNG: SKPPHEESAHN 5
AETYEGWYQCTAR3SEQ ABIHo 1500 SPYVRARSER SEQ LBPNBVESSER AF- 24
158568 I|ALVI TDGR SEQ I D No 189 AF- 28 AP| - SGFEESBVMEHE68 Gh | @R [SEQ
ID NO 135 QSEDSTFYLGER SEQ | D NO 328 AL YuQYEERSFRGSEQ | D Q@)[[QQO 62 29
273 AR-B0 KB 17 8T5F B2y TS EOAA CEER é‘éé*?f §§E¢E’\§E§§ﬁﬁé$%¥%z
SEQ | D NO— 219 AF-31 APIL 60 6. 07 91258 HVV/PNENA 1D .*’55@@“‘0:6
AGALNSNDAFYFKA4SEQ ARD-2MD. | | 8.72Y1 ETOPSNR SEQ lFH:chma DEIIMPR\F - 32 |90 1IN 806 197
4812%5?[)%: M-llAVG@Si SEQ-idDI Ng)4 439;14 3BA ggG\l_/tE/EEGEXE’Q%@R: B % SE®H NBPGEFALLR
TELEA SNKCEES 1D A A7k AP35 o cb 5. o1 TRAPENEN e TRVAEINCES
NO 342 AEQ(‘ &hﬁjﬁ P 3pA8KE. 137 aApl BPVEIBGR33523 pREQARENOKSBEQ | D
NO 111 F)e{EGIZPI NDRASRSSEQ EB2NG 50394 ENFSCLTWABHQVKPSRO.  102SEQUD NDDREDJAFK
SEQID NO 74 YEAAVPDPR SEQ ID NO: 442
TALASGGVLDASGDYR SEQ ID NO: 363
EPGEFALLR SEQ ID NO: 104
AF-18 API-55 4.87 49219 LGAEVYHTLK SEQ ID NO: 233
IVIGMDVAASEFYR SEQ ID NO: 206
AF-18 | API-245 | 487 | 49219 VEQATQAIPMER SEQ ID NO: 402
AF-21 AP1-6 5.4 141094 IDGDTHFSNVQER SEQ ID NO: 190
GKPPPSFSWTR SEQ ID NO: 154
AETYEGVYQCTAR SEQIDNO: 11
LSPYVNYSER SEQ ID NO: 266
AF-22 APl-56 493 133773 RTMRDQDTGK SEQ ID NO: 337
LICSELNGR SEQ ID NO: 239
EGLDLQVLEDSGR SEQ ID NO: 86
AF-22 API-57 | 493 | 133773 ILDDLSPR SEQ ID NO: 196
NGIDIYSLTVDSR SEQ ID NO: 295
SPEQQETVLDGNLIR SEQ ID NO: 356
YIFHNFMER SEQ ID NO: 452
AE-23 API-7 4.5 32473 IPTTFENGR SEQ ID NO: 199
AF-23 API-8 4.5 32473 HLEEPGETQNAFLNER SEQ ID NO: 179
GEAGAPGEEDIQGPTK SEQ ID NO: 141
EDEEEEEGENYQK SEQ ID NO: 79
AF-24 API-9 531 46663 NNLVIFHR SEQ ID NO: 299
IVQFSPSGK SEQ ID NO: 207
EGPVLILGR SEQ ID NO: 87
AF-25 APL-10 568 | 36700 ASSIIDELFQDR SEQ ID NO: 34
AF-26 API-14 8.11 32305 APEAQVSVQPNFQQDK SEQ ID NO: 28
TMLLQPAGSLGSYSYR  |SEQ ID NO: 379
AF-27 API-15 5.33 141371 WLQGSQELPR SEQ ID NO: 439
AF-27 API-58 5.33 (41371 NALGAIHHTISVR SEQ ID NO: 287




AF-38 API-63 6.47 29535 YTNW K SEQ I D NO. 461 EKPGVYTNVCR SEQ I D NO 93
LVHGGPCDK SEQ I D NO 275 LSELI QPLPLER SEQ | D NO. 264 AF-39 API-64 7.5
35510 CSVFYGAPSK SEQ I D NO 48 AF-39 API-65 7.5 35510 YLELFQR SEQ I D NO
454 LVNI YDSMPLR SEQ | D NO 279 AF-40 API-20 7.29 38617 H YLLPSGR SEQ | D

NO 177 NFGLYNER SEQ ID NO 291 | GADFLAR SEQ ID NO 194 VGGVQSLGGTGALR
SEQ I D NO_ 410 | TWBNPPAQGAR SEQ | D NO3205 AF-41 API-22 5.85 17345
LEGEACGVYTRARSEQ | RPN 2275133 D%FA%"E&AM\:/;?). wg e GpespyRese |of
Tryptic |[SEQ ID NO "Digest Peptildes AF-[42 APl =6 04. 18662 1| VHNGYCDGR SEQ
ID NO 241 —AF—43—APH—67-9—83— 14065 LLEMM'%‘ erEepiels 508 |+ opvEeER|SEQ
| D NO 236 AF-43| APl -68 |9.83 14065 LVGGP C@EE@RVQEQ | D NeBQ HYNO: o 44
APl - 69 §. 63 102328 EELLPAQDI K SEQ I D NO. 82 GHAFPPSESWIPR- 70 6930 IRB2 854
AASGTQNNVLR SEQ | D NO. 3| GCPTEEGCGER SEQ | RENQEGVIOCTAR 45 Ao RSNG: O
46998 TSLEDFYLDEER SEQ ID NO 385 LAAAVSNF i
ELLDTVTAPEK-SEQ1D NOQ ACYYBL-SSPE nm,ff%ﬁﬁﬁﬁ.% o5 %%NQP?“
4.71 19 ngAfﬁ!&Hc AR 6sE Py NG 138288 IaE. 46 AIAILV"BBG& 7110890 VENPUMR ISEQ
ID NO 445AESBEASLABTEGH SEQS| O N#E56820 AFGABPRSIEPIOR 4. 71 |IMBORNO: 135
YEELQQTAGR SEQ ID NO 444 AF-47 API-25 5. 99sh86rdy NANHL VCPER: SGESNODINO
394 YEAAVPDPR SHQ | D NO| 442 TAI LASGGVLDAS K
SEQ I D N& 2 48 APHET T 530 122330 AFLE @ﬁ@&%ﬁ“ﬂo ‘sﬁ%uﬁﬁ%ﬁéﬁ%&R
SES | D No A ARG O < 3876 b 555 ve DSGARDECRSRYSN R SO IBNRE o8
EKPGVYTNVCR_SEQ | D NO_ 93 G VSWENI PCGSK ISE@WDN@.VEE@@VRAF-&@ HPNO22736.|194
27576 TNLLAPAGSLIGSXBYR SEQslsP NO 48879 TSLEDFYLDEER SEQ ID NO: 385
LAAAVSNFGYDLYR SEQ ID NO: 219
AF-31 API-60 6.07 91258 HVVPNEVVVQR SEQ ID NO: 187
AGALNSNDAFVLK SEQIDNO: 15
YIETDPANR SEQ ID NO: 451
AF-32 API-18 6.17 48958 VAMHLVCPSR SEQ ID NO: 394
TALASGGVLDASGDYR  [SEQ ID NO: 363
EPGEFALLR SEQ IDNO: 104
AF-34 API-61 454 | 145408 FFEECDPNK SEQ ID NO: 120
TGLEAISNHK SEQ ID NO: 371
AF-35 API-62 5.21 18623 SELEEQLTPVAEETR SEQ ID NO: 342
QQTEWQSGQR SEQ ID NO: 327
AF-37 API-19 6.91 33523 EVGVYEALK SEQ ID NO: 11}
FVEGLPINDFSR SEQIDNO: 132
ENFSCLTR SEQ ID NO: 102
DVIATDKEDVAFK SEQ IDNQO: 74
AF-38 API-63 6.47 29535 YTNWIQK SEQ ID NO: 461
EKPGVYTNVCR SEQ ID NO: 93
LVHGGPCDK SEQ ID NO: 275
LSELIQPLPLER SEQ ID NO: 264
AF-39 API-64 7.5 35510 CSVFYGAPSK SEQ ID NO: 48
AF-39 API-65 7.5 35510 YLELFQR SEQ ID NO: 454
LVNIYDSMPLR SEQID NO: 279
AF-40 API1-20 7.29 38617 HIYLLPSGR SEQ ID NO: 177
NFGLYNER SEQ ID NO: 291
IGADFLAR SEQ IDNO: 194
VGGVQSLGGTGALR SEQ ID NO: 410
ITWSNPPAQGAR SEQ ID NO: 205
AF-41 API-22 5.85 17345 LEGEACGVYTPR SEQ ID NO: 227




AF-50 API-72 6.82 71337 NVPLPVI AELPPK SEQ | D NO 305 AF-50 API-73 6.82
71337 EQPPSLTR SEQ | D NO. 107 CFEPQLLR SEQ I D NO 43 AF-50 API-199 6. 82
71337 GEGIGYFVDFSVR SEQ I D NO 149 DSPVLI DFFEDTER SEQ I D NGO 71
YWNDCEPPDSR SEQ I D NO 465 AF-50 API-200 6.82 71337 Cl SI YSSER SEQ I D NO.
45 VYLFDFPEGK SEQ I D NO 435 AF-51 API-28 5.7 34388 ASSI | DELFQDR SEQ | D

NO 34 AF-51 AP|-30 5.7 34388 L| APVAEERATVPNNK SEO | D NO 238 LKDDEVAQLK
SEQ ID NG #f2 SARHERD K gﬁEQ Mimgﬁa %%ﬂnd\ﬁmﬁfse nt@&ﬁm% AXFY 10WNBY! FHR
SEQ ID NO 299 [EGPVLILGR SEQ 1D NO g7 3 ﬁFesxgpmies\ Da) Anino Adid
Sequenc Fryptic-SEQ D NO—DbBrgest—P p*“‘ A FFH—APH=201-5-52 14237L
LPPMNFPQAéFd&n DARIC§6 250 5-04E. gﬁ@@? ' : , > 1D
NO 271 | ARF81 API AP 5| 43.878299 4SSN QDFPSMHQASE@RI D NO |$EZBID NO: 226
GEASVCVEDWESGDR [SEQ | D NO' 143 | AF- 82 JAPI - 89 | G;pRYEGER38 HSTVAEMIPRE. SEQ|I D
1D NG 185 g o N ISEO8 b N e A RSy R S0 ROl R |50
FDOFFGEGCAPEEAR SEEPHR N 6616 | W2BRENCEANK EEE-PAORKS 437 |¥69 IVDABNYK
SEQ | D NO AB4i4 GSNREMMOLQGK6SEQ @3RN0 | 168 ARRDFQMRSSSHGK SEXBQ O NO: 3 355
: [E)CVN?)AEI(:[I/'EDCI AK iEQ I D |\D§ 193ZlUQVDFIIELLCS:|S@@ﬁE;@Gb@ENO ggng@@yﬁbLga $EQ
FDQFFGEGCAIé %R Eéf I éﬁ%ﬂﬁENﬂﬂLiﬁ“@%‘T@% 10655HR MRS
SEQ I D NO 437 NTCVAEELLK SEQ|ID NO {430 L SEGEDIARP: 304
DQYELLCR SEQ I D NGO 67 ELLDTVTAPQK SEQ ID NO: 96
ALYYDLISSPDIHGTYK SEQ ID NO: 27
AF-46 | API24 | 471 | 19802 THPHFVIPYR SEQ ID NO: 374
AF-46 API-197 4.71 19802 YENEVALR SEQ ID NO: 445
QSLEASLAETEGR SEQ ID NO: 329
AF-46 API-198 4.71 19802 YEELQQTAGR SEQ ID NO: 444
AF-47 | APL25 | 599 | 49664 VAMHLVCPSR SEQ ID NO: 394
YEAAVPDPR SEQ ID NO: 442
TALASGGVLDASGDYR SEQ ID NO: 363
EPGEFALLR SEQ ID NO: 104
AF-48 AP1-71 5.32 122332 AFLFQESPR SEQIDNO: 13
YLELESSGHR SEQ ID NO: 453
AF-49 API-26 6.94 27576 DSCQGDSGGPLVCGDHLR |SEQ ID NO: 68
EKPGVYTNVCR SEQ ID NO: 93
GLVSWGNIPCGSK SEQ ID NO: 160
AF-49 | API27 | 694 | 27576 | TMLLQPAGSLGSYSYR |SEQ ID NO:379
AF-50 API-72 6.82 71337 NVPLPVIAELPPK SEQ ID NO: 305
AF-50 API-73 6.82 71337 EQPPSLTR SEQ ID NO: 107
CFEPQLLR SEQ ID NO: 43
AF:50 | API-199 | 682 | 71337 GGEGTGYFVDFSVR  |SEQ ID NO: 149
DSPVLIDFFEDTER SEQ ID NO: 71
YWNDCEPPDSR SEQ ID NO: 465
AF-50 | APL200 | 682 | 71337 CISIYSSER SEQ ID NO: 45
VYLFDFPEGK SEQ ID NO: 435
AF-S1 | API28 | 57 | 34388 ASSIIDELFQDR SEQ ID NO: 34
AF51 | API30 | 57 | 34388 LIAPVAEEEATVPNNK __ |SEQ ID NO: 238
LKDDEVAQLK SEQ ID NO: 242
SADTLWDIQK SEQ ID NO: 339
AF-76 API-86 5.59 45537 NNLVIFHR SEQ ID NO: 299
EGPVLILGR SEQ ID NO: 87




DNPQTHYYAVAWK SEQ ID NO. 62 AF-85 API-92 7.1 73878 | Pl EDGSGEWLSR SEQ | D

NO 198 AF-85 API-93 7.1 73878 HSTVLENLPDK SEQ I D NO 185 CGLVPVLAENYK SEQ
ID NO 44 EPVDNAENCHLAR SEQ I D NO 106 SPDFQLFSSSHGK SEQ I D NO 355
FDQFFGEGCAPGSQR SEQ I D NO. 116 DQYELLCR SEQ ID NO 67 AF-87 API-95 5.95
64179 FQPLVDEPK SEQ I D NO 127 DVFLGTFLYEYSR SEQ ID NO 73 LGEYGFQNALI VR

SEQ I D NO._ 234

| YEATLEDCCAK SEQ I D NO 34209 ECCHGDLLECADDR SEQ I D NO. 77

AF- 89 ARI - WFh. 30 GRS |ACTHIL EANYIVNKS Aﬁﬁﬁbmdmue;l@emﬁ‘q ARR SHSNDD NO.
175 35 |AF# API# Pl MW (Pa)  Amino Acid Seﬂ‘ifﬁ ptic $SEQ I D NO
Di gest Peptitdes—AF—90—APH-98-—716+62945 . —91
APl - 99 16Fg8350 Al gavRSSEQ 13388 mn l{EPHN\VlF(E}%ARFQ LD I : 260
DPVQEAWAEDYPISR SEQAPEBSNG. 633 LIFEBRMR |SEQ. VESG@HL PORGGRER 100SEPID NO12F. Q8
44068 HRDYRFILLLR A3EQo» O N3 183 Jgvid GTFL YRXEONRRSFIIVING 7 3sEET RELYVR | SEQ
ID N0 42 VI CENQDTI STK SEQ 1D NOT 450 L | DING, 123, P
L SCAEDYLISEVENR HONG—262—AE—103APH102- 59342722 + T EEGARPTPR—SEQ
D NO 402AES @/EﬂYNf‘Nﬁ? SEQO1H NO 74 | NHG EWHRERNSEBK) D NO|SEQD NRE18504
APl - 103 |5. 09 42184 YVM.PVADQEK |SEQ | D INO 463 EAGFFHEBKAPI - 1(SEG |0 80424484
GSPAI NVAVHYFR3SEQ kpl.gdO | 1631 AF-74020 API - 1071stv2ZENSPBRO DNLASKIT B 8BQIdsD [NO
61 | TWDALHEI PVK| SEQ I D NO 204 AF-107 API qggalzza ré:%ﬁ%\%g\'\%gqm
SEQ ID NO 211 |F-108 API-108 {7.54 33136 A CVCK 14
GTCEeral VTPPK SEQ ID Nd 170 |GYCAPGNECVKEBEBNABNGHLAR >~ AR HOABI6. || 13
4. 65 13983 SELEEQLTPVAEETR SEQ | D NO |342 FDQFFGEGCAPGSQR  [SEQIDNO: 116
WCTISNQEANK SEQ ID NO: 437
CGLVPVLAENYK SEQ ID NO: 44
GSNFQWNQLQGK SEQ ID NO: 168
SPDFQLFSSSHGK SEQ ID NO: 355
IECVSAENTEDCIAK SEQ ID NO: 193
QMDFELLCQNGAR SEQ ID NO: 324
DQYELLCR SEQ ID NO: 67
AF-84 API-91 6.94 73402 HSTVLENLPDK SEQ ID NO: 185
FDQFFGEGCAPGSQR  [SEQIDNO: 16
EPVDNAENCHLAR SEQ ID NO: 106
WCTISNQEANK SEQ ID NO: 437
VTCVAEELLK SEQ ID NO: 430
QOMDFELLCQONGAR SEQ ID NO: 324
DQYELLCR SEQ ID NO: 67
DNPQTHYYAVAVVK  |SEQ ID NO: 62
AF-85 API-92 7.1 73878 IPIEDGSGEVVLSR SEQ ID NO: 198
AF-85 API-93 7.1 73878 HSTVLENLPDK SEQ ID NO: 185
CGLVPVLAENYK SEQ ID NO: 44
EPVDNAENCHLAR SEQ ID NO: 106
SPDFQLFSSSHGK SEQ ID NO: 355
FDQFFGEGCAPGSQR SEQIDNO: 116
DQYELLCR SEQ ID NO: 67
AF-87 API-95 595 | 64179 FQPLVDEPK SEQ ID NO: 127
DVFLGTFLYEYSR SEQ ID NO: 73
LGEYGFQNALIVR SEQ ID NO: 234
IYEATLEDCCAK SEQ ID NO: 209
ECCHGDLLECADDR SEQ ID NO: 77
AF-89 API-97 5.39 65155 AGDFLEANYMNLQR SEQIDNQO: 16
GYTQQLAFR SEQIDNO: 175




KVEQAVETEPEPELR SEQ ID NO 215 AF-1 19 API-|

ID NO 251 WAGVANALAHK SEQ | D NO. 432 GIFATLSELHCDK SEQ ID NO 171
AF- 149 API -214 4.82 190721 VEEVKPLEGR SEQ | D NO 399 AF-150 API-144 6.87
157592 VEVLAGDLR SEQ I D NO 404 GPPGPPGGVWVR SEQ I D NGO 165 AF-152 API -146
5.04 81703 FTDSENVCQER SEQ I D NO 130 FTFEYSR SEQ ID NO 131 AF-152
APl -147 5.04 81703 VIALINDOR SEQ ID NO3%13 AF-152 APl -148 5.04 81703

ELLESYI DGR G50 | D MP1# 97d T ISEYQTG%EA%Q) k@d@%lze’ﬁ@élof'ﬁg)ﬁe 15 No: 5.
67307 LOQDLGPGAFR SEQ | 22D AN 314 AF- 154
API- 151 [5—03-67307AFEDY-NEFSYR-SEQE-+ uvvcwq.rvnnL' SEO+BNG
36 AF# [APAE9BI MMPERD aninh AL @9%quence LBLEYSYGENR SEQ [$EQUD N 338t
ti des AH- 1B8-9API| 15P1-8) OB 87807 WsQESQELPR SEDYFDENGR 439 QEENAPI 4@ 1]
9.21 64021 ALDFAVGEYNK SEQ ID NO 20 |LVGGPMDARYREERR SEQ I|§:dNd N2)73528
AF- 156 API-153 4| 36 58083 DQDGH LLPR SE /
52008 TSLEDFYLDEER SEQ | D NO 385 TALA Qﬁ%@@@bﬁ% e Aiove
EPGEFALLR SEQ D NO— 104 QUEGEATK _SEQ | D NO—4EELVEyTyEDR gHQ [IHNQe23 1y
AF- 163 APIARG®) 4| 45130870 NORLPPEFISHLK SEQHHDYKYSIZ0R NI LTSRQUIDNR: $EQ
NO. 296 | CPNPPVQENFDVNK SEQ I D NO. 47 || PTTRENGRISEQEVRRNG. 1980 IANOL638
APl - 166 |4. 45 34879 GEAGAPGEEDI QGPTK SEQ | D NQ-rkéLyAF- 164 AR 5,334
El LSVDCSTNNPSQAK| SEQ | D NO 91 FMETVAEK SEQ\) Téz%o EL %%ggg(%%?
NO. 94 |AF-169 API-173 8| 34362 [EELVYF, LNPLDH S
SEQ ID NO 167 LGQYASPTAK SEQ | D NO P37 IAEY WUYB74 5 3HQ HI1 886234
ELDESLQVAER SEQ | D NO 944 AF- 170 APl -[175 BS@AEBYBR6VIANDDT SEKOSER |
NO 1 AF-103 | API-102 | 5.93 42722 ITCTEEGWSPTPK SEQ ID NO: 202
EIMENYNIALR SEQ ID NO: 92
INHGILYDEEK SEQ ID NO: 197
AF-104 API-103 5.09 42184 YVMLPVADQEK SEQ ID NO: 463
AF-105 | APL104 | 519 | 42184 GSPAINVAVHVFR SEQ ID NO: 169
AF-107 | APLI07 | 726 | 33226 DNLAIQTR SEQ ID NO: 61
ITVVDALHEIPVK SEQ IDNO: 204
AF-107 API-210 7.26 33226 KLVVENVDVLTQOMR SEQ IDNO: 211
AF-108 API-108 7.54 33136 AGAAAGGPGVSGVCVCK |SEQIDNO: 14
GTCEQGPSIVTPPK SEQ ID NO: 170
GYCAPGMECVK SEQ ID NO: 172
AF-117 API-113 4.65 13983 SELEEQLTPVAEETR SEQ ID NO: 342
KVEQAVETEPEPELR  |SEQ ID NO: 215
AF-119 | APL114 | 723 | 11699 LLVVYPWTQR SEQ ID NO: 251
VVAGVANALAHK SEQ ID NO: 432
GTFATLSELHCDK SEQ ID NO: 171
AF-149 | API214 | 482 | 190721 VEEVKPLEGR SEQ ID NO: 399
AF-150 | APL-144 | 687 | 157592 VEVLAGDLR SEQ ID NO: 404
GPPGPPGGVVVR SEQ ID NO: 165
AF-152 API-146 5.04 81703 FTDSENVCQER SEQ ID NO: 130
FTFEYSR SEQ ID NO: 131
AF-152 | API-147 | 504 | 81703 VIALINDQR SEQ ID NO: 413
AF-152 | API-148 | 504 | 81703 ELLESYIDGR SEQ ID NO: 97
TATSEYQTFFNPR SEQ ID NO: 364
AF-154 API-150 5.03 67307 LCQDLGPGAFR SEQ ID NO: 222
QEDDLANINQWVK SEQ IDNO: 314
AF-154 | APLI51 | 503 | 67307 AIEDYINEFSVR SEQ ID NO: 19
DVVLTTTFVDDIK SEQ ID NO: 75

14 7.23 11699 LLWYPWQR SEQ

03

75
Pe
5



GSPAI NVAVHVFR SEQ I D NO 169 AF-170 API-176 5.41 31886 AATVGSLAGQPLQER SEQ
ID NO 4 SELEEQLTPVAEETR SEQ ID NO 342 LEEQAQQ R SEQ I D NO 226
LGADMEDVCGR SEQ I D NGO 232 SWEPLVEDMQR SEQ | D NO 361 AF-172 API-179 6.71
28747 HLDSVLQQLQTEVYR SEQ I D NO 178 GPCWCVDR SEQ ID NO 164 AF-172

APl - 180 6. 71 28747 DSCQGDSGGPLVCGDHLR SEQ | D NO 68 EKPGVYTNVCR SEQ | D NO
93 GLVSWGNI PCGSK SEQ 1 D NO 160 KPNLQGFLGK SEQ ID NO 213 AF-173 API-181

7.67 27476 \WGQUEI RyPHR 1D BTIRld AREDLQGeR I et icNOsE@Prh naF | 74
é q
APl - 182 (4. 67 27411 SVTECBA SNE EQ|I D NG 352112 : 175 AP| - 183 5. 33 24936
A@:TED" / C‘I_f\ I I'I TVU 2G IPVAI:L, rh/\r\cw
APl # Pl Wffﬁg AdPiS2adi oS, haueld Tr vleoQG.SQﬁlp NO_ DISFSSHD M 439des
APEAQVS QJN‘HFW PR 1D [ND.2P8 AFGZ]]?E AP| - ABAFAVGBYRR248 ARBEENEDNOAIL PQTDK
SEQ ID NO 29 TNLLQPAGSLGSYSYR |SEQ | D [NOp V3 tPMMHs LS ARR - 1@@].&30222‘734'7
LPFVIND(;KQEI:‘ T g =1 217 ©. zhE@PEA S SEQ I D
NQ 28 f BTI \Vll_l_r- \ c‘I_ I [l él%g)qr M [ﬁQQ@LwIQVnQC{E% DV\J.: an 2
AF- 178 APARTY d. 08135947 T0%FTEBAOFL PQTDKTSEE@FW['}DE@R 382 |SKE DNOABS- 187
5.72 16336 GDGPVQAE | NFEQK SEQ I|D NO 138 TAVABGGNWDXDGISED | [SEYOD NGS363
AF- 183 API -189 10. 36 11160 ALDRAVGEYNK SEQ | PpNErAROR LV@D@@SM:}E@@(R BEQ
ID NO 273 AF-184 API-190 5. 31 (48769 TSLEDFYW | D NO
ELLDTVTAPQK SEQ|I D NO. 96 AF-:J86 APl -|238 4 I PTTFE E&); NO:
199 AF{187 API-[239 4. 93 154156 QPEYAWQR SEQ'VHVKRR 325  ABRFLYID 1346340
5.29 29663AMNNYMWARPSEG ||D NG  30048E19D\ LQG?I\@E@PPEST‘?@SI K5  THEGENABMr oup
conpri ses APls tlhat are |i ncreaded in tlhe CSWNiptssnigivact s halspagiDADa®6
conpared with the CSF of| subjedts freg erpr{NPV QFREDRMIKO atdedh gaqeences of
pepti des produced fromithese APl s by |proteo ng try ,
identifi w by—tandem+rass spectPr orety—and IPPHFENGR )S%&D%S']gg
|y63 API-166 4.4 34879 GEAGAPGEEDIQGPTK SEQ ID NO: 141
AF-164 API-167 5 33485 EILSVDCSTNNPSQAK SEQ ID NO: 91
FMETVAEK SEQ ID NO: 124
ELDESLQVAER SEQ ID NO: 94
AF-169 API-173 8 34362 EELVYELNPLDHR SEQ ID NO: 83
GSFEFPVGDAVSK SEQ ID NO: 167
LGQYASPTAK SEQ ID NO: 237
AF-170 API-174 5.41 31886 ELDESLQVAER SEQ ID NO: 94
AF-170 API-175 5.41 31886 AADDTWEPFASGK SEQ ID NO: |
GSPAINVAVHVFR SEQ ID NO: 169
AF-170 API-176 541 31886 AATVGSLAGQPLQER SEQIDNO: 4
SELEEQLTPVAEETR SEQ ID NO: 342
LEEQAQQIR SEQ ID NO: 226
LGADMEDVCGR SEQ ID NO: 232
SWFEPLVEDMQR SEQ ID NO: 361
AF-172 API-179 6.71 28747 HLDSVLQQLQTEVYR SEQ ID NO: 178
GPCWCVDR SEQ ID NO: 164
AF-172 API-180 6.71 28747 DSCQGDSGGPLVCGDHLR [SEQ ID NO: 68
EKPGVYTNVCR SEQ IDNO: 93
GLVSWGNIPCGSK SEQ ID NO: 160
KPNLQVFLGK SEQ ID NO: 213
AF-173 API-181 7.67 27476 NEQVEIR SEQ ID NO: 290
SNLDEDITAEENIVSR SEQ ID NO: 354
AF-174 API1-182 4.67 27811 SVTEQGAELSNEER SEQ IDNO: 359
AF-175 API-183 5.33 24936 AQGFTEDTIVFLPQTDK SEQ ID NO: 26
TMLLQPAGSLGSYSYR  |SEQID NO: 379




dat abase searching using the SEQUEST programare |listed in Table V,

addition to their

in

corresponding pis and M. Table V. APIs Increased in

CSF of Subjects Having AD (a) APIs Increased in CSF of Subjects Havin AD

AF# API #

PI

MV (Da) Am no Acid Sequence of Tryptic SEQ ID NO Digest

Peptides AF-310 API-358 4.65 30092 THLPEVFLSK SEQ I D NO. 373 YTFELSR SEQ
I D NO 460 AF-311 API-402 5.84 69278 I3$LELEC]_ELCR SEQ I D NO._ 265 AF-311

API - 403 | 5. 84469278 ARFPSHVDARFR | §RR b? Nﬁm@ﬁéd tieEQskEB INNo151
AF-312 API-359 8 51 50016 LSEDYGULK EQ 1D Ny es g,mEIIDE YR SEQ I D NO |366
QL TVNDL RYER-SEQ-+HD-NE—323—AF-1313—AR AOAFSAP V"PEPNPGR g._Q I D
NO 464 |38 AF# |APL 4P| [MA.(Da) Ami na AFMRE@Q¥ﬁMQEN@QQﬁKyn ﬁ&%ﬁ
Di gest Pepti-tiss VAVFVRPR SEG 1D NC248429 AQGEHAENARY BEQTIX NO|SERUD MG: 317
API - 404 |4. 82 12454 VQUTSQEYSAR |SEQ | D INOTMREORAMESYEHRYGEQ (JRANB N8 79
AF-318 APT 4 88, 68452 SYSEER-SEQ TD CEVYK 284
LSLELEQ_(EIf’Eﬂ‘PBSEQ AR B Lo P PR = TSP s 252,
39490 LUMATPTBGH E D INF-0D79 PR PYMEA@@W@W@Q%G BVK
SEQ ID NO 163 |FSNTDYAVGYMLR SEQ | D NO AQGFTERTIVALRQBEQ | [SEQOD NOS29
AF-323 API-407 5.79 148765 VGFYESDVMGR SE@LIDNGSIASS SYHPPN SEQ ID
N0 260 o7 AP0, 79,936 MO 7, S T O el s
APl ‘409 . I:‘J l‘I-O O TLL I TN o § 1 DT OUNN J I\I\J LO\.
LVESYQLR ﬁd% NAPI-3E5 | DAL ARTREMGPNK SEEPHBVNE INVEQK F| piSE fﬁt | D
NO 123 | ATSVALTWSR SEQ|I D NO |36 AF- 324 APMBBINNVBADE9610 SHIQDNZS@VH!& $SEQ
D NO 297aF-183 | API-189 | 1036 | 11160 ALDFAVGEYNK SEQ ID NO: 20
LVGGPMDASVEEEGVR _ {SEQ ID NO: 273
AF-184 | API-190 | 531 48769 TSLEDFYLDEER SEQ ID NO: 385
ELLDTVTAPQK SEQ ID NO: 96
AF-186 | API238 | 4.7 29693 IPTTFENGR SEQ ID NO: 199
AF-187 | API-239 | 493 | 154156 QPEYAVVQR SEQ ID NO: 325
AF-190 | API-240 | 529 | 29663 NNYMYAR SEQ ID NO: 300
ELDVLQGR SEQ ID NO: 95

The second group comprises APIs that are increased in the CSF of subjects having AD as

compared with the CSF of subjects free from AD. The amino acid sequences of peptides produced

from these APIs by proteolysis using trypsin and identified by tandem mass spectrometry and

database searching using the SEQUEST program are listed in Table V, in addition to their
corresponding pls and MWs.

Table V. APIs Increased in CSF of Subjects Having AD

(a) APIs Increased in CSF of Subjects Having AD

AF# API# pl MW (Da) | Amino Acid Sequence of Tryptic| SEQ ID NO:
Digest Peptides

AF-310 API-358 4.65 30092 THLPEVFLSK SEQ IDNO: 373

YTFELSR SEQ ID NO: 460

AF-311 API-402 5.84 69278 LSLELEQLELQR SEQ ID NO: 265

AF-311 API-403 5.84 69278 NFPSPVDAAFR SEQ ID NO: 293

GGYTLVSGYPK SEQ IDNO: 151

AF-312 API-359 5.51 20016 LSEDYGVLK SEQ ID NO: 263

TDEGLAYR SEQ ID NO: 366

QLTVNDLPVGR SEQ ID NO: 323

AF-313 API-360 6.2 76215 YVTSAPMPEPQAPGR SEQ ID NO: 464




AVLDVFEEGTEASAATAVK SEQ I D NO 39 LYGSEAFATDFQDSAAAK SEQ I D NO 282 AF-325
APl -362 10.5 28059 GNQWGYDDQESVK SEQ | D NO. 163 FSNTDYAVGYMLR SEQ I D NO

129 LVMELPTFGR SEQ ID NO 278 AF-326 APl -363 5.47 38663 DVFLGWLYEYAR SEQ
ID NO 72 FONALLVR SEQ ID NO 126 AF-327 API-410 5.59 44069
VPQVSTPTLVEVSR SEQ I D NO 422 VPEVSTPTLVEVSR SEQ I D NO 421 QTALVELVK SEQ
ID NO 331 PLVEEPONLLK SEQ 1D NO 311 38/PEVSTPTLVEVSR SEQ | D NO 216

HPDYSWLLLRABEQ | DY@ 184 niF QONAFWMBaFEhink ARd Se§déncb LYES’EG 1pXo! D
NO 72 AVMDDFAAFVEK SEQ 1D NO (40 39°| AF# ARLE Rl WYY( D2) A no “Aci d
Sequence ref—TFrypt+c—SEQDNO—bBrgest—Pept uca AFS 28— APHATT—5-39—9672%
NFMLDSNGELLLR SEQ I D NO| 292 NMNNGDVDLTSDR SE®SVBVRER 285 L@EQABF#EM%&W
SEQ I D NQ_243 FLPLLPLPER SEQ ID NO 123 ASPPRVFRNBROQ | D NOSER3D N(-5330
API - 364 5. 88.3285/L W MQGH TEDTIYFLPGBRK SEQ T D Wy T8V QPAGSSESYEYR:-SER | D
NO 379 |AF-331 API-412 4.79 18423 YEVSSPYFK SEQLD) 446 | JNSBRIAH VAL R
SEQ | D NO—420—AF—331 AR -4134 7918423 EVAGEWER SEO-+DNO- 109 —AF-332
API - 365 5 é§'3é§6444W@S{VAT§1§ﬁ-IEAVﬁ§45§EC | D NQQ§§%YSF|E¥V\BNPPAQ<§E@ IB¥9:1380 NOY
269 VGGVQSLGGTGALR SEQ ID NO 410 HLYLLPSGR SEQEVYKO 181 [SER-IB3E:A8H- B66
5.29 61283 SGNTFHPEVR SEQ I D NQ 347 VILQGSQESERLSEEILER NO. 488Q ID NO: 265
QEPSQGTTTFAVTSLLR SEQ I D NO 317 AF-334 AP]A‘A@%LGFLﬁﬁTﬁ7683 BREK ,SEQ | D
1D NG 442X I FDART EE?S 1D7RG 1o aseon RFGRG 1D NG P
LLGQQVPYATK SEQ ID NO: 246
GNQWVGYDDQESVK  [SEQ ID NO: 163
FSNTDYAVGYMLR SEQ ID NO: 129
FPLTNALK SEQ ID NO: 125
AF-323 APIL-407 5.79 148765 VGFYESDVMGR SEQ ID NO: 409
LPPNVVEESAR SEQ ID NO: 260
AF-323 | API-408 | 579 | 148765 WLQGSQELPR SEQ ID NO: 439
AF-323 | API-409 | 579 | 148765 TLLSDDWK SEQ ID NO: 376
MNNGDVDLTSDR SEQ ID NO: 285
LVESYQLR SEQ ID NO: 272
LLALAPTFEMNPMK SEQ ID NO: 243
FLPLLPLPER SEQ ID NO: 123
ATSVALTWSR SEQ ID NO: 36
AF-324 | API-361 | 469 | 59610 NLAVSQVVHK SEQ ID NO: 297
AVLDVFEEGTEASAATAVK |SEQ ID NO: 39
LYGSEAFATDFQDSAAAK  |SEQ ID NO: 282
AF-325 | API-362 | 105 | 28059 GNQWVGYDDQESVK  [SEQ ID NO: 163
FSNTDYAVGYMLR SEQ ID NO: 129
LVMGLPTFGR SEQ ID NO: 278
AF-326 API1-363 5.47 38663 DVFLGMFLYEYAR SEQ ID NO: 72
FONALLVR SEQ ID NO: 126
AF-327 | API-410 | 559 | 44069 VPQVSTPTLVEVSR SEQ ID NO: 422
VPEVSTPTLVEVSR SEQ ID NO: 421
QTALVELVK SEQ ID NO: 331
PLVEEPQNLLK SEQIDNO: 311
KVPEVSTPTLVEVSR SEQIDNO: 216
HPDYSVVLLLR SEQ IDNO: 184
FQNALLVR SEQ ID NO: 126
DVFLGMFLYEYAR SEQ ID NO: 72
AVMDDFAAFVEK SEQ ID NO: 40




AF- 335 AP| -367 4.82 23513 VQPYLDDFQK SEQ I D NO 425 DYVSQFEGSALGK SEQ I D
NO. 76 THLAPYSDELR SEQ ID NO 372 AF-335 API-370 4.82 23513
AQGFTEDTI VFLPQTDK SEQ ID NO 29 TM.LQPAGSLGSYSYR SEQ ID NO 379 AF- 336

APl -416 5.94 35737 KTLLSNLEEAK SEQ I D NO 214 ASSLLDELFQDR SEQ I D NO. 35

AF-336 APl -417 5.94 35737 TMLLQPAGSLGSYSYR SEQ I D NO 379 APEAQVSVQPNFQQDK
SEQ ID NO._ 28 AF-337 API-418 6.82 51088 EHSSLAFVK SEQ I D NO 89 ATWY

SEQ I D N{
AVNDDFAARVEK SEQ |1 D NO
SEQ I D NG

Sequence

in conbination wth the
(Da) Amino Acid
APl - 74 6.
API - 33 5.
AF-54 API
12361 ALDFAVGEYNK 864 O
APl - 75 8.
| RPFFPQQ

52128 TGA%E%}IL:’QPSE

68549 MIL-DBFR-SH

NO 406

NO 342

5. 01 14507 AKMESAVEAIEBERPHLR63EQ || D9bid [215 NIAYVWATARIEASGTIO. 74|SBRADINO: 298
TSLEDFYLIEER SEQ ID NO. 885 AR-60 API|-37 5; 39 <R3PA3GRRLEEQERMABRIR 2550
VGGVQSLGGTGALR SEQ IDNO: 410
HLYLLPSGR SEQ ID NO: 181
AF-333 | API366 | 529 | 61283 SGNTFHPEVR SEQ ID NO: 347
WLQGSQELPR SEQ ID NO: 439
QEPSQGTTTFAVTSLLR  |SEQ IDNO: 317
AF-334 | API-414 | 6.67 47683 VWVYPPEK SEQ ID NO: 434
GGYTLVSGYPK SEQ IDNO: 151
AF-334 | APL-415 | 667 | 47683 YEAAVPDPR SEQ ID NO: 442
VPTFDER SEQ ID NO: 424
TALASGGVLDASGDYR  |SEQ ID NO: 363
AF-335 | API-367 | 4.82 23513 VQPYLDDFQK SEQ ID NO: 425
DYVSQFEGSALGK SEQ ID NO: 76
THLAPYSDELR SEQ ID NO: 372
AF-335 | API370 | 4.82 23513 AQGFTEDTIVFLPQTDK  [SEQ ID NO: 29
TMLLQPAGSLGSYSYR  |SEQ IDNO: 379
AF-336 | API-416 | 594 | 35737 KTLLSNLEEAK SEQ ID NO: 214
ASSLLDELFQDR SEQ ID NO: 35
AF-336 API-417 5.94 35737 TMLLQPAGSLGSYSYR SEQ ID NO: 379
APEAQVSVQPNFQQDK  |SEQ ID NO: 28
AF-337 | API-418 | 6.82 51089 EHSSLAFWK SEQ ID NO: 89
ATVVYQGER SEQ ID NO: 37
AGLLENGAVR SEQ IDNO: 18
AF-338 | API-368 5.7 43923 AVMDDFAAFVEK SEQ ID NO: 40
VPQVSTPTLVEVSR SEQ ID NO: 422
DVFLGMFLYEYAR SEQ ID NO: 72
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KVEQAVETEPEPELR SEQ I D NO 215 CEVQAMLGQSTEELR SEQ I D NO 147 AF-61

APl - 78 6. 76 54345 | Pl EDGSGEVLSR SEQ I D NO 198 TI YTPGSTVLYR SEQ I D NO 375

ELSEAEQATR SEQ ID NO 316 AF-62 API-38 6.6 31004 FACYYPR SEQ | D NO 115

| TQVLHFTK SEQ I D NO 203 G.QDEDGYR SEQ ID NO 158 AF-63 API-79 5.97 14897

DSCVGSLVWWK SEQ I D NO 69 EVWADSVWDVK SEQ I D NO 113 QPVPGQOMILK SEQ I D

| WOVWWEK _SEQ | D NO__208 AF-64 ARI-80 6.67 681 19 | PI EDGSGEVVLSR SEQ
Ok

NO 326

API -83 10. 05 30092 ALDFAVGEYNK SEQ I D NO 20 LVGGPMDASVEEEGVR SEQ | D NO

273 AF-67 APl -39 5.02 13735 AADDTWEPFASGK SEQ ID NO. 1 AF-68 API-84 9. 06

35351 VPTANVSWODLTCR SEQ ID NO 423 LI SWDNEFGYSNR SEQ I D NO 240 AF-68

API -85 9. (QﬁAﬁsr)%ﬂ-:h L iSeSSliEesmbiddoh Rithidle Ad0:lin Me@@(eﬁ\'ﬂ\d (L NESY @a} 46760

01

46780 Qaor QiR SEO T ol a2 ARAoNe J ity g sEQonS?
VI . SLAQEQVGGSPEK SEQ | DINO 418 AF-70 AP - 4 Digestdeptidesag QHETTLI K SEQ I D
322 G\IQJ\X/@VDD@S\M’ISEQ | B3AND: 3253 FSNTDYAV(EWQLWISEQ | D NO SEXRID NO: 115
EGDGSCFP ALDR SEQ I D NO. , VME PTFGR SEQJLRD¥DRGYR7 AF- 70siAPID Réd1 3B
38789 YLYELRAR;SHQ JL NOT do | DA PERLPPLTARRARRR b3 D NO 4kq 1p NO: 449
AVMDDFAAFVEK SEQ ID NO: 40
AF-54 API-221 | 5.12 17520 SELEEQLTPVAEETR SEQ ID NO: 342
AF-55 API-34 8.1 12361 ALDFAVGEYNK SEQ ID NO: 20
LVGGPMDASVEEEGVR SEQ ID NO: 273
AF-56 API-75 | 8.56 | 52128 DNDGWLTSDPR SEQ ID NO: 60
LESDVSAQMEYCR SEQ ID NO: 229
IRPFFPQQ SEQ ID NO: 200
NYCGLPGEYWLGNDK SEQ ID NO: 306
AF-56 API-246 | 8.56 | 52128 TGAQELLR SEQ ID NO: 370
AGALNSNDAFVLK SEQ ID NO: 15
AF-57 API-35 6.3 68549 MTLDDFR SEQ ID NO: 286
AF-57 API-76 6.3 68549 VFLDCCNYITELR SEQ ID NO: 406
AF-57 API-222 6.3 68549 QSLEASLAETEGR SEQ ID NO: 329
AF-58 API-77 | 5.01 14507 KVEQAVETEPEPELR SEQ ID NO: 215
AF-59 API-36 | 6.74 | 33401 TSLEDFYLDEER SEQ ID NO: 385
AF-60 AP1-37 | 539 | 33873 SELEEQLTPVAEETR SEQ ID NO: 342
KVEQAVETEPEPELR SEQ ID NO: 215
GEVQAMLGQSTEELR SEQ ID NO: 147
AF-61 API-78 | 6.76 | 54345 IPIEDGSGEVVLSR SEQ ID NO: 198
TIYTPGSTVLYR SEQ ID NO: 375
QELSEAEQATR SEQ ID NO: 316
AF-62 API-38 6.6 31004 FACYYPR SEQIDNO: 115
ITQVLHFTK SEQ ID NO: 203
GLQDEDGYR SEQ ID NO: 158
AF-63 API-79 | 5.97 14897 DSCVGSLVVK SEQ ID NO: 69
EVVADSVWVDVK SEQ IDNO: 113
QPVPGQQMTLK SEQ ID NO: 326
iWDVVEK SEQ ID NO: 208
AF-64 API-80 | 6.67 | 68119 IPIEDGSGEVVLSR SEQ ID NO: 198




AF-71 APl -42 6.44 68579 GYTQQLAFR SEQ ID NO. 175 SNLDEDI | AEENI VSR SEQ | D
NO 354 VFLDCCNYI TELR SEQ ID NO. 406 AF-72 API-43 5 43788 LEPYADQLR SEQ I D
NO 228 ALVQQVEQLR SEQ ID NO 25 TQUNTQAEQLR SEQ I D NO 384 | DQTVEELR SEQ

ID NO 191 AF-73 API-44 5.21 31615 AADDTWEPFASGK SEQ ID NO 1 AF-74

APl - 45 6.19 51934 YYCFQGNQFLR SEQ I D NO 466 GECQAEGVLFFQGDR SEQ ID NO 144
AF-74 APl -248 6.19 51934 TVMVNI ENPEG P4 SEQ I D NO. 389 Tl YTPGSTVLYR SEQ

ID NO. 31
F, LDESLQ\

BTRE
AER SEQ | D NO
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Sequences (

éi;agl ké}(ﬁ}mm%g%&&ﬁ@mw
MA? Pl# p W m no Aci g ER
'NO 42 l&@@i@go: T

ISR 8EQA: B3 NO:

Df

SEQ ID NQ. 4 LGPLVEQGR SEQ IID NO 236 ARNEPEDHAEENIVSR 5,
RLDGSVDFK SEQ | D NO 335 YLQEI YNSNNGK SEQ | IDRUBVP2SER VELE : i
400  VAQLEAFRCKASEQ | Dy N 38620T STADYANEG SR Y ADPIrcR86  |YEASH NOHPES| R
SEQ I D N{» 443 [DNCCILDER SEQ I'D NO| 59 AF-| Rlipgl8 7.31 84933\ 4
ADSGEGDFLAEGCGEVR-SEQ-1+-B-INO—4—GCL-DEVNODFFNR-SEO I D-NO— 56— AES 4 24ARY |
10 1 7. 47 a¥rEs |FARiiRibc) ARERSHSEH0 || D N MSDTNINRNODETNR [SEQID Nkt 156
AF- 125 ARI -AE265 4. 7APIB29/71 0SGNENGERYLR SEQ | DFNDGEMEK AF- 126 |SBR)DAD: 4211
A e L M e L SN S22 T
SEQ I D NO SLD#%'éE%VA(A‘?&égsNgO?% N 350 AGFAVEEYRKTT 2 3
VGDTLNLNLR-SEQ 1D NO._4 LNMGL TDLQGL R B¥EGPMIMS VEREGIVAE. 12gSB@ID MY 283 »g
54625 LCDNIASTK SEQ\PIBONG 5821 I¥TRELISR SEQAADDRGEPESSGKVCSQYASNNGHXNSED | D
NGO 398 | AF-68 API-84 | 9.06 | 35351 VPTANVSVVDLTCR SEQ ID NO: 423
LISWYDNEFGYSNR SEQ ID NO: 240
AF-68 | API-85 | 9.06 | 35351 ISYQSSSTEER SEQ ID NO: 201
AF-69 | API-40 | 5.01 | 46760 ALVQQMEQLR SEQ ID NO: 25
TQVNTQAEQLR SEQ ID NO: 384
AF-69 | API-247 | 5.01 | 46760 QGSFQGGFR SEQ ID NO: 320
AEMADQAAAWLTR SEQ IDNO: 9
VLSLAQEQVGGSPEK SEQ ID NO: 418
AF-70 API-4] 8.91 38789 QHFTTLIK SEQ ID NO: 322
GNQWVGYDDQESVK SEQ ID NO: 163
FSNTDYAVGYMLR SEQ ID NO: 129
EGDGSCFPDALDR SEQ ID NO: 85
LLVMGIPTFGR SEQ ID NO: 277
AF-70 | API-224 | 891 | 38789 YLYEIAR SEQ ID NO: 457
DAIPEDLPPLTADFAEDK SEQ ID NO: 49
AF-71 API-42 6.44 68579 GYTQQLAFR SEQ ID NO: 175
SNLDEDIIAEENIVSR SEQ ID NO: 354
VFLDCCNYITELR SEQ ID NO: 406
AF-72 | API-43 5 | 43788 LEPYADQLR SEQ ID NO: 228
ALVQQMEQLR SEQ ID NO: 25
TOVNTQAEQLR SEQ ID NO: 384
IDQTVEELR SEQ ID NO: 191
AF-73 | APL-44 | 521 | 31615 AADDTWEPFASGK SEQ ID NO: |
AF-74 API-45 6.19 51934 YYCFQGNQFLR SEQ ID NO: 466
GECQAEGVLFFQGDR SEQ ID NO: 144
AF-74 | APL-248 | 6.19 | 51934 TVMVNIENPEGIPVK SEQ ID NO: 389
TIYTPGSTVLYR SEQ ID NO: 375
AF-75 API-46 5.03 33671 EILSVDCSTNNPSQAK SEQ ID NO: 91
ELDESLQVAER SEQ ID NO: 94




LPEATPTELAK SEQ I D NO 255 FEDCCQEK SEQ I D NO 117 HLSLLTTLSNR SEQ I D NG
180 THLPEVFLSK SEQ ID NO 373 ELPEHTVK SEQ ID NO 99 KLCVAALK SEQ I D NO
210 AF-129 API-126 5.29 54625 DPTFI PAPI QAK SEQ | D NO. 64 SLDFTELDVAAEK SEQ
D NO 350 AF-130 API-127 5.08 51880 TSLEDFYLDEER SEQ I D NO 385
LAAAVSNFGYDLYR SEQ I D NO. 219 LQSLFDSPDFSK SEQ I D NO. 261 AF-130 API-128
5.08 51880 VAMHLVCPSR SEQ | D NO. 394 RRLASGGVLDASGDYR SEQ | D NO. 363

EPGEFALLR SER: 1 D N@ppd 0 FIAVRY (B8 D
NO 10 48 AF# API# pl NW(Da) Amng A
D gest Pepti-des—ABSSYAAW-SR-5EQ+DBNG:
VLSLAQEQVGAEPEK |SBBI-RES h0-03418ﬁ@QM‘ Q
ID NO 57 AF-133 API-131 5.12 44068 R
SEQ I D ND ARS8 |ARpidfs AR 42182105 143516 LEPYAQREREHQ | D NO 238 ifRoldh
APl - 134 4.98 36855 KYNELLK SEQ ID N¢: 218 SEQ I D %ﬁ fE- 1137
AP| - 135 4.98 36855 VFSLQWGEVK SEQ I D NO 4 Al K S5O | RO %3k
AF- 137 API-232 4.98 36855 LGPI EAl QK |SEQ | D NGLEPINGRE 137 AptEQOHANG: X
36855 LEEQAQQI R|SEQ ID NO 226 LGPLVEQGR \GEOLEANGIEPORE AF- | APNO23%
4.98 36855 KVEENEK SEQ I|D NO| 212 AF- 139 APSTABGARFR4295 TLLSNEER: 8%Q | D
NO. 377 |EILSVDJSTNNPSQAK SEQ ID NO| 91 E TRESEIKLK SEQ mp§07§4
| DSLLENDR SEQ I D NO 192 ELPESLQVAER SEQ I D 4.5 AF-139 ADIS I3 5. 34p95
AATVGSLAGIPLOER ISEQ+ D-No-— 4 sELEEQITRVARETRSEEIY S Ryg 340 |SEQIDNO:S
AF-T23 | API-118 | 7.31 | 64933 ADSGEGDFLAEGGGVR SEQ ID NO: 8
GLIDEVNQDFTNR SEQ ID NO: 156
AF-124 API-119 | 7.47 64736 ESSSHHPGIAEFPSR SEQ ID NO: 108
GLIDEVNQDFTNR SEQ ID NO: 156
AF-125 API-120 | 4.77 61297 SGNENGEFYLR SEQ ID NO: 346
AF-126 API-121 4.11 60374 DCQPGLCCAFQR SEQ ID NO: 50
DQDGEILLPR SEQ ID NO: 66
AF-126 | API-122 | 4.11 | 60374 DQDGEILLPR SEQ ID NO: 66
AF-127 API-123 | 4.98 59649 ALQDQLVLVAAK SEQ ID NO: 23
SLDFTELDVAAEK SEQ ID NO: 350
AF-128 API-124 6.6 57865 VGDTLNLNLR SEQ ID NO: 408
LNMGITDLQGLR SEQ ID NO: 253
AF-129 API-125 | 5.29 54625 LCDNLSTK SEQ ID NO: 221
YTFELSR SEQ 1D NO: 460
VCSQYAAYGEK SEQ ID NO: 398
LPEATPTELAK SEQ ID NO: 255
FEDCCQEK SEQ ID NO: 117
HLSLLTTLSNR SEQ ID NO: 180
THLPEVFLSK SEQ ID NO: 373
ELPEHTVK SEQ ID NO: 99
KLCMAALK SEQ ID NO: 210
AF-129 API-126 | 5.29 54625 DPTFIPAPIQAK SEQ ID NO: 64
SLDFTELDVAAEK SEQ ID NO: 350
AF-130 | API-127 | 5.08 | 51880 TSLEDFYLDEER SEQ ID NO: 385
LAAAVSNFGYDLYR SEQ ID NO: 219
LQSLFDSPDFSK SEQ ID NO: 261
AF-130 | API-128 | 5.08 | 51880 VAMHLVCPSR SEQ ID NO: 394
TALASGGVLDASGDYR SEQ ID NO: 363
EPGEFALLR SEQ ID NO: 104
AF-132 API-130 | 4.72 47414 AEMADQASAWLTR SEQIDNO: 10




AF-140 API-138 6.8 32080 FACYYPR SEQ I D NO 115 GLQDEDGYR SEQ | D NO 158
AF-141 API-139 7.5 28440 TNFDNDI ALVR SEQ ID NO 380 LLEVPEGR SEQ | D NG
245 AF-142 API-140 6.75 27279 VELLHNPAFCSLATTK SEQ | D NO. 401
SNLDEDI | AEENI VSR SEQ | D NGO 354 AF-142 API-141 6.75 27279 LSELI QPLPLER SEQ

I D NO 264 AF-143 API-142 7.44 26066 SGTASVVCLLNNFYPR SEQ I D NO 348

LLI YWASTR SEQ | D NO. 247 AF-144 API-148 6.56 20744 SDGSCAWR SEQ | D NO

340 EVDSGNRpYG\PI K ppkQ | Q)INOM\@Ba F&:ﬁéo/zlphréeﬂﬁe:ée%'rw&ﬂ 1D NO:
| DGDTI | F$NVQER SEQ I D NG '19( RSFSWIR o AR TVE QCTAR
SEQ | D NO—+—+—AF—153—APH—149—9-856/9636— D NER-SEO+HD-NO—408
LNME TDLQGLR SEQ I D D53 44 AF# APl # plA'RWY{«)é)VL;&R\ no Aci|dE@HgNehées | of
Tryptic $EQ ID NO Digest Peptides AF-157 ARQGSEGGGFRO 55449 |YEANYROPREBEQ
| D NO 422 TALASGGVLDASGDYR|SEQ | D NO:  36BsL AREETALSRISEQ | DsiNip A4 413
AF-16] APl -161 5 18 44404 RVEPYGENFNK SEQ | LEPYADC J
228 ALVOQQVEQLR SEQ I D NO 25 SLAPYAQDTQEK BRE™349 T4 § g E
ID NO 384 | DOTVEELR SEQ I DINO-— 191 AF-161 A AVDAIOK 18 414409EQ YLDEER
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In a further enbodi nent, CSF from a subject is analyzed for quantitative
detection of (a) one or nore APls, or any suitable conbination of them
whose decreased abundance indicates the presence of AD, i.e., preferably
the APIs set forth in Table IV (a), optionally conbined with the APIs set
forth in Table IV (b); and (b) one or nore APls, or any suitable
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| MMUNOAS SAY$r more APIs and one or more previously known biomarkers of AD (e.g., tau, NTP, AB). In
accordance with this embodiment, the abundance of each API and known biomarker relative to a
control or reference range indicates whether a subject has AD.

Preferably, the abundance of an APl is normalized to an Expression Reference Protein
Isoform (ERPI). ERPIs can be identified by partial amino acid sequence characterization of ERFs,
which are described above, and which may be accomplished using e.g. the methods and apparatus of
the Preferred Technology. The partial amino acid sequences of an ERPI are presented in Table V1.



and western blotting. In one enbodi ment, the APIs are separated on a 2-D
gel by virtue of their MM and pis and are visualized by staining the gel.
I n one enbodi nent, the APIs are stained with a fluorescent dye and i maged
with a fluorescence scanner. Sypro Red (Ml ecul ar Probes, inc., Eugene,
Oregon) is a suitable dye for this purpose. A preferred fluorescent dye is
Pyridinium 4-[2- [4-(dipentylain ino)-45-trifl uoronethyl phenyl]
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fluorescent dye and imaged with a fluorescence scanner. Sypro Red (Molecular Probes, Inc.,

Eugene. Oregon) is a suitable dye for this purpose. A preferred fluorescent dye is Pyridinium, 4-[2-
[4-(dipentylamino)-2-trifluoromethylphenyl] ethenyl]- 1-(sulfobutyl)-, inner salt. See U.S. 6,335,446.

Alternatively, APIs can be detected in an immunoassay. In one embodiment, an
immunoassay is performed by contacting a sample with an anti-API capture reagent, e.g. an antibody
under conditions such that immunospecific binding can occur if the API is present, and detecting or
measuring the amount of any immunospecific binding by the capture reagent, e.g. an antibody.
Anti-APl antibodies can be produced by the methods and techniques described herein; examples of
such antibodies known in the art are set forth in Table VII. These antibodies shown in Table VII are
already known to bind to the protein of which the API is itself a family member. Particularly, the
anti-API antibody preferentially binds to the API rather than to other isoforms of the same protein.
In a particular embodiment, the anti-API antibody binds to the API with at least 2-fold greater
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API - 60 pl asmeARt opl asm CAL_&|YRGE3h8- 62| 10
Sheep ant|i APBU ERFPPiony o ARAT VERLAP| f6323 E pHEMbEAL & E| LDIM- A28,
ACCURATE |CHEM CAC!@eiR 126 atmanticilypas; | SIFENTIRG S ORPORATAYN,| SCI ENTI FI C
CORPORATI|ON_f r oZen/ parfiorevngrafinp) - 64 Conpl enrent Chi cken lanti - ACCURATE
CHEM CAL |&APMER |CH-Gamlayent. Ahickan 28 ENHGIUR ATIROORMIT ANKAPI| - BES-Fdt03ROP
Bi ndi ng Rrotein, Rabbit MWOBIRATE CHEM SSAENIPAKICORPORATIONNt | - Human
SCl ENTI FI |CACCRPORAT Rk y4Sin, Predihugiiv/l | | APICGURNTE 6BBYICARhE agt MEE: CCAL193 Nop.
APl - 67 Apol i popriot &3kb, Rabbithti-Huigh ,  ACKURNTE ICHERRPORATRONM| 5029 Ol one
3012, Malh aRi-#6 Hungylip&GEvtENA IRHOLEORPORCTUIOM TE CHEMIQAL. &f f i n AARIROGHA
Conpl enment Fact gr PiBsmife\iHSLIRAT BhésplEM STAENEI AKICORPEORATIONT gact i vat or,
Rabbit anti-Human SCI EAft-HLGaiCORPORATI ON API - 72 Gel DAKO - {1998 CATALOGUE
A0475 ARl APA4LCA CGarglpeieni, Chickenaeen| amdCURCUBRAERICKEN CALIMS-10VE01-02
01-032-02 Human SCl ENTI HlntanCORPORAT| GCIBRINFIS CORPORANIYON, |Fibrin 1, B-peta
ACCURATE [CAEMITCAL ApdNgEbrotdidGa (HORI N[ ( BRAURATE CREMIEAL k3CH, AxtH-EbTehl
CORPORATIION Mab |apthdmifdpaRibs&iBbd, Shecp3) GoumpNgmBOiCORPURAKRONaNt | - ACCURATE
CHEM CAL (& | M5- |01- 001 qRk2Huiiran SCI ENTI FI C CORPORATI ON
API-44 Transthyretin, Prealbumin, ACCURATE CHEMICAL & MED- CLA 193
55kD, Rabbit anti-Human SCIENTIFIC CORPORATION
API-45 Hemopexin, Beta-1, Rabbit ACCURATE CHEMICAL & YN- RHHPX
anti-Human, precipitating SCIENTIFIC CORPORATION
API-46 Goat anti-Clusterin (human) RDI RESEARCH RDI-
DIAGNOSTICS, INC CLUSTRCabG
API-47 |ANTI-Human CD56 ANTIGEN RDI RESEARCH RDI-CBL159
(NEURAL CELL ADHESION DIAGNOSTICS, INC
MOLECULE)
API-50 | Apolipoprotein E, LDL. VLDL,{ ACCURATE CHEMICAL & YM- 5029
Clone: 3D12, Mab anti-Human, | SCIENTIFIC CORPORATION
frozen/paraffin
API1-52 Alpha-1-Antichymotrypsin, ACCURATE CHEMICAL & AXL- 14572
Rabbit anti-Human SCIENTIFIC CORPORATION
API-53 Goat anti-Clusterin (human) RDI RESEARCH RDI-
DIAGNOSTICS, INC CLUSTRCabG
API-55 Monoclonal anti-Neuron BIODESIGN INTERNATIONAL M37403M
Specific Enolase
API-58 |ANTI-Human CD56 ANTIGEN RDI RESEARCH RDI-CBL159
(NEURAL CELL ADHESION DIAGNOSTICS, INC
MOLECULE)
API-60 | Gelsolin, plasma + cytoplasmic, ACCURATE CHEMICAL & YBG- 4628-6210
Sheep anti- SCIENTIFIC CORPORATION
API-62 | Apolipoprotein E, LDL, VLDL,| ACCURATE CHEMICAL & YM- 5029
Clone: 3D12, Mab anti-Human, | SCIENTIFIC CORPORATION
frozen/paraffin
AP1-64 | C4 Complement, Chicken anti- ACCURATE CHEMICAL & IMS- 01-032-02
Human SCIENTIFIC CORPORATION
API-66 | Retinol Binding Protein, Rabbit ACCURATE CHEMICAL & AXL- 163/2
anti-Human SCIENTIFIC CORPORATION




APl - 77 Apolipoprotein E, LDL, VLDL, ACCURATE CHEM CAL & YM 5029 d one:
SCI ENTI FI C CORPORATI ON frozen/ paraffin
ACCURATE CHEM CAL & | Ms-
SCI ENTI FI C CORPCRATI ON API - 79 C3 Conpl enent,

12, Mab anti - Human,
Conpl enent

Chi cken anti -

01-001-
Chi cken anti -

APl - 78 C3
02 Hurman
ACCURATE

3D

CHEM CAL & I M5- 01-001-02 Human SCI ENTI FI C CORPORATI ON API - 80 C3
Conpl enent, Chicken anti- ACCURATE CHEMBCAL & I Ms5- 01-001-02 Hunman
SCI ENTI FI 'ﬁalQWﬂCRATI ON API - 81 Conpl enent Factor B, C3 ACCURATE CHEM CAL &
AXL- 466/ 2—propetivator—Rabbit—anti—Huranr—SCHENHHH-C-COR ”?AT! ON-APH82
C3 Compl ¢ Chi cken | - ACCURATE CHEM,CAL & | M5- 01-00 unman
SCI ENTIFI gﬁg}ﬁpﬁmp N &EL""% O yorial dohy MATESHEE o Bl (HEGREND
| NTERNATI CNAES THB 8B Rpromiary &Pbg¥hRbd APCCOBATBAIEMIAL fouse afvli 202RD)
RESEARCH | RDI - TRK&loge: 3DA&tNabeantiiHymap AGREHTY TEIC CRRPORABEON API - 92 C3
Conpl enent,_Chi ¢cken afiP7en/pAtfioRATE GHEM CAL & | MS- 01-001- 02 Hunan
SCl ENTI FI CAERPORATuna@¢ et Eg®r BbRbel jonACCHBAIE GMEMICARDR RESEAREH166/2
RDI - TRK4L2- | actmpastivater, Rebhmusitiom | SKHENHPESCORPPRATIN byini n, Human,
Chi cken anAPl-72ACCURATE CHEM CAL & | N5- DAKOOAGIHCATELEONTIEF] C CORFERATI ON
APl - 97 C3 ABIAT e rdGiomplemeatk€hiclenanti- | ACBURARA TEHHMENALAIZS] M5- IMEL-00032-02
Human SCI ENTI FI € CORPORAINGN API - 98 |C3COMNMPFENEORPORAZTIONING I - ACCURATE
CHEM CAL | SABMB- | GBbrinbjienaribrsdl BNEFI|C AORBRRATICIN-MIIAILQ1 Al bNYBnj8dduman,
Chi cken anti- ACCLRATHE CHBM oA 1 §Cd, NS-SCOENTIPE: OQRPSRAENN F| C CORPORATI ON
APl - 102 Factor H ( CornpdbesnsiHuman ACCURATE CHEM CAL & | M5- 011066-02 Chicken
ant i - HumanA BG6ENEB ofapletleOBAd LA - 08 URRAtE @mtmidAapsogl am s oBleDeS! [GN
| NTERNATI ONAL L15320G 50{um'5abl e VI |ARcigNArtd bodyokamubract urer Cat. No.
APl - 104 TFRPSTN) mPrne@lenvnoL COWNRATR AGTHRNIEGAIC A% WED 18539 55K D,
RAbbi Ut o P, SCEVE i SRR ERAT SN Bl ORPARARIOOP] Ot 61 i & LDL,
VLDL, ACCURATE CHEM Cﬁ.bze&,/p}(,l}{frnSOZQ Cl one: 3D12, Mab anti-Human. SCIENT| FI C
CORPORATI L;l\\lbll')'gO‘ %@/d%ﬁa REhNChiBRh 2di- 18 NeTORWaRa HENId AlnRmap 1 OeFEah 2k
| NTERNATI ONAL Human SCIENTIFIC CORPORATION
API-79 | C3 Complement, Chicken anti- ACCURATE CHEMICAL & IMS-01-001-02
Human SCIENTIFIC CORPORATION
API-80 | C3 Complement, Chicken anti- ACCURATE CHEMICAL & IMS- 01-001-02
Human SCIENTIFIC CORPORATION
API-81 Complement Factor B, C3 ACCURATE CHEMICAL & AXL- 466/2
proactivator, Rabbit anti-Human| SCIENTIFIC CORPORATION
API-82 | C3 Complement, Chicken anti- ACCURATE CHEMICAL & IMS- 01-001-02
Human SCIENTIFIC CORPORATION
AP1-84 | Glyceraldehyde-3-Phosphate | BIODESIGN INTERNATIONAL H86504M
Dehydrogenase
API-90 Monoclonal mouse anti- RDI RESEARCH RDI-TRK4L2-
lactoferrin DIAGNOSTICS, INC LF2B8
API-92 | C3 Complement, Chicken anti- ACCURATE CHEMICAL & IMS- 01-001-02
Human SCIENTIFIC CORPORATION
AP1-93 Monoclonal mouse anti- RDI RESEARCH RDI-TRK4L.2-
lactoferrin DIAGNOSTICS, INC LF2B8§
API-95 | Albumin, Human, Chicken anti- ACCURATE CHEMICAL & IMS- 01-026-02
SCIENTIFIC CORPORATION
API-97 | C3 Complement, Chicken anti- ACCURATE CHEMICAL & IMS- 01-001-02
Human SCIENTIFIC CORPORATION
API-98 C8 Complement, Goat anti- ACCURATE CHEMICAL & BMD- G35
Human SCIENTIFIC CORPORATION
API-101 | Albumin, Human, Chicken anti- ACCURATE CHEMICAL & IMS- 01-026-02
SCIENTIFIC CORPORATION
API-102 Factor H (Complement), ACCURATE CHEMICAL & IMS- 01-066-02
Chicken anti-Human SCIENTIFIC CORPORATION
API-103 Goat anti-Haptoglobin BIODESIGN INTERNATIONAL L15320G




Fi bri nogen APl -1 19 Monocl onal anti-human Bl ODESI GN | NTERNATI ONAL N77190M
Fi bri nogen API-123 ATl (306) SANTA CRUZ se-579 BI OTECHNCOLOGY, |NC
RESEARCH ANTI BODI ES 98/ 99 API -124 C4 Conpl ement, Chicken anti- ACCURATE
CHEM CAL & I M5- 01-032-02 Hurman SCI ENTI FI C CORPORATI ON API - 126 ATl (306)
SANTA CRUZ sc-579 BI OTECHNOLOGY, | NC RESEARCH ANTI BODI ES 98/ 99 API-130 C4
Conpl enent, Chicken anti- ACCURATE CHEMIOCAL & I Ms- 01-032-02 Hunman

SClI ENTI FI @.QQREQQATI ON API - 13 I Apol [ poprot ei n Al (HDL), ACCURATE

anti-Human , _API 1132 Apo rotein Al (H RATE CHEM CAL -
20076A P H‘nnnpn ahc‘;\ ‘E‘H’ﬁ Sheep |SC] Fr\rrﬂ‘-‘f"i“' FHHSERATI ON| ant F& ﬁ‘h

API - 134 Gadt- 1%“ “epnstyestinPreathyrin) - [RDACRIESARCEHRBICAIDRAGNOSFDESLA| IRE
CLUSTRCahG_APL - 1365 ¥shaRabbifant-Huma or | SYENAEHY CRRPORASERRCH RD -

DI AGNCSTI| @I- 1 NCAe ! ipsmREH0IG LDAPV LD 7 A@@C‘u IFEBEMIGAL &DL| VLYW SRECURATE
CHEM CAL |& YM 50%9e:dRJacMatgmtisHungab| ay$IEN RORBORANHONR| ¢ CORPORATI ON
frozen/ paraffin|APl - 138za0pa@#itpl ement ,  Chi cken anti- ACCURATE CHEM CAL &
| M5- 01- Q3028 HuNWOS@&WI-WI@HCO:H@]@QEWMERMQT@I@@ | eNEHRPOMChi cken
anti - ACCURATE CHEM CAIFilginbf@®- 01- 00[l- 02 Human_ SCl ENTI FI C| CORPORATI ON
APl - 142 Kayppd I1€hai rvorvllonglntti-hiteman (NICIRASTEN CMERRICALIGRNAMD- 02717 1B0M
SCI ENTI FI{C CORPORATI ON FiRiInoged3 Ti ssule | nhi bitor of Matrix ACCURATE CHEM CAL
& MED- ClA¥3823 Metal | oprioaBed) nase 2| (11 MPRANIA ERTEZFI C CORPORAEIN (NG X
w TIMPI),| Conel 3A4, Mab anti-Human, paTaCHNOLAGY ARC~145% ANTI - Human CD56
ANTI GEN RDI RESIARCH RDI - CBL159 ( NEURZSEABEIH ARDHESIER 9ROAGNCSTI CS, | NC

MOLECULE) @1—I2I€im4@o\ﬂplement, Chicken anti- ACCURATE CHEMICAL & IMS-01-032-02
Human SCIENTIFIC CORPORATION
API-126 AT1 (306) SANTA CRUZ sc-579

BIOTECHNOLOGY, INC -
RESEARCH ANTIBODIES 98/99

API-130 | C4 Complement, Chicken anti- ACCURATE CHEMICAL & IMS- 01-032-02
Human SCIENTIFIC CORPORATION
API-131 Apolipoprotein A1 (HDL), ACCURATE CHEMICAL & ACL- 20076A
Plasminogen absorbed, Sheep SCIENTIFIC CORPORATION
anti-Human
API-132 Apolipoprotein Al (HDL), ACCURATE CHEMICAL & ACL- 20076A
Plasminogen absorbed, Sheep SCIENTIFIC CORPORATION
anti-Human
APL-134 | Goat anti-Clusterin (human) RDI RESEARCH RDI-
DIAGNOSTICS, INC CLUSTRCabG
API-136 | Goat anti-Clusterin (human) RDI RESEARCH RDI-
DIAGNOSTICS, INC CLUSTRCabG
API-137 | Apolipoprotein E, LDL, VLDL, ACCURATE CHEMICAL & YM- 5029

Clone: 3D12, Mab anti-Human, | SCIENTIFIC CORPORATION
frozen/paraffin

API-138 | C4 Complement, Chicken anti- ACCURATE CHEMICAL & IMS-01-032-02
Human SCIENTIFIC CORPORATION
API-140 | C3 Complement, Chicken anti- ACCURATE CHEMICAL & IMS- 01-001-02
Human SCIENTIFIC CORPORATION
API-142 | Kappa Chain, Mab anti-Human ACCURATE CHEMICAL & BMD- 021D
SCIENTIFIC CORPORATION
API-143 Tissue Inhibitor of Matrix ACCURATE CHEMICAL & MED- CLA498

Metalloproteinase 2 (TIMP2) | SCIENTIFIC CORPORATION

(NO X w/TIMP1), Clone: 3A4,
Mab anti-Human, paraffin, [H

API-145 | ANTI-Human CD56 ANTIGEN RDI RESEARCH RDI-CBL159
(NEURAL CELL ADHESION DIAGNOSTICS, INC
MOLECULE)




API

# Anti body Manufacturer Cat.
ACCURATE CHEM CAL & | M-

No.

APl - 149 C4 Conpl enent,
01-032-02 Hunman SCl ENTI FI C CORPORATI ON API - 150

Sheep anti-Al pha 2 Antiplasm n Bl CDESI GN | NTERNATI ONAL K90038C API-161

Apol i poprotein Al (HDL),

ACCURATE CHEM CAL & ACL- 20076A Pl asm nogen
absor bed, Sheep SCI ENTI FI C CORPORATI ON anti - Hurmman

APl - 165 Apol i poprotein

Chi cken anti -

D, Cone: 36C6, ACCURATE CHEM CAL & MEB1 CLA457 WMab anti-Human, paraffin,
SCI ENTI FI ﬁ,ﬁ{.ﬁﬁd‘«’ATl ON 1H/WB API-167 Goat anti-Clusterin (hurran) RDI
RESEARCH RB PHAGNCSH-ES—HNE—CL USTREabGAP 168 C4 Qr}ml erent; chi-eken
anti- ACCU CHEM CAL & | 01-032-02 Cl ENTI FI C Tl ON
APl - 169 "Aﬁﬁj\rgn epent b(Q ¥n_anti-l ACCUR EaL & 1| /g.CREq 2. 02
Huran SCI R £4 :%@RPMWCN gopantrq  GASCURMTE-GHEMIGA, & ( hdMEn P 1-R83-02
RESEARCH| RDI - D AGNOSTI &gmap Ne 0 USTREGSHENTIRE] CORRORAKIQNaprotein E_ 108,
VLDL, ACCORATE) ($hem ALAlghadintiniein) BIRDESEEN N TRWA BIENAH| e K 90888GENTI FI C
CORPORATI &NI-16 k pz éypofieopedidin A1 APPLL 72 CACCHRANTERHEMIGAHT &ken A 2005608URATE
CHEM CAL | & | M5- | lasm@BRerO®sorbignBlree 5l BITENRTIEICCRREGPRATION API - 173 ¢4
Conpl ement ., Chi cken an#it-HAGBURATE GHEM CAL & | MB- 01-032-02 Human
SCl ENTI Fl| @ PCORPORATIp@isotAIRID, Clahe G0, |an AICCORASEECHEMI(AINgN) | RDEDREEAARCH
RDI - DI AGNOSTI C5, Md@nCiHugiRGata@in, ARl -SCTENTIFEHEORDOBAITTION Pr eal bum n,
ACCURATE |CHEM CAL & MEDJHMWB\ 193 55kD, Rabbit anti-Human BCI ENTI FI C
CORPORATI| ARIAPT 1 1G6at ApdClusepii Glueian) B, LDL, RMIEASEARCCURATE CHEM BBI- & YM
5029 d one: 3D12, Mab anti-Human, SCl ENDIAGROSORFRORM | ON | r OEESTR@abEr fii n
APl - 178 Trapnsbhy ceComplelemaCitheh Anti-ACCUREUR ARHAMIBAIC AL MED; 1MSA01932-0D5K D,
Rabbit anti-Human SCl ENHulmae CORPORATISONMAIFIAZORPORERON M 20) SANTA CRUZ
sc- 6008 [EIpAL mmemwmna@w ANOURATIEECHRMIAA. &P1 1 Ti#ls- 04.032-02
Conmpl enent, Chi cken ant igunAFCURATE CHEEAIEMEIFEE CORPORATAN - D2  Human
SOl ENT! P GRROHP ORAT G- ERth AR RARPTT 2Nt I RBFRESEARAFB 0adT Y ROl RBESEARC
RDI - 1433BNabr Reactive) DI A TI'CS, | N®IAGNOSTICS, INC CLUSTRCabG
API-171 | Apolipoprotein E, LDL, VL.DL, ACCURATE CHEMICAL & YM- 5029
Clone: 3D12, Mab anti-Human, | SCIENTIFIC CORPORATION
frozen/paraffin
API-172 | C4 Complement, Chicken anti- ACCURATE CHEMICAL & IMS-01-032-02
Human SCIENTIFIC CORPORATION
API-173 | C4 Complement, Chicken anti- ACCURATE CHEMICAL & IMS- 01-032-02
Human SCIENTIFIC CORPORATION
API-174 | Goat anti-Clusterin (human) RDI RESEARCH RDI-
DIAGNOSTICS, INC CLUSTRCabG
API-175 Transthyretin, Prealbumin, ACCURATE CHEMICAL & MED- CLA 193
55kD, Rabbit anti-Human SCIENTIFIC CORPORATION
API-176 | Apolipoprotein E, LDL, VLDL,| ACCURATE CHEMICAL & YM- 5029
Clone: 3D12, Mab anti-Human, | SCIENTIFIC CORPORATION
frozen/paraffin
API-178 Transthyretin, Prealbumin, ACCURATE CHEMICAL & MED- CLA 193
55kD, Rabbit anti-Human SCIENTIFIC CORPORATION
API-179 IGFBP6 (M-20) SANTA CRUZ sc-6008
BIOTECHNOLOGY, INC -
RESEARCH ANTIBODIES 98/99
API-18! | C3 Complement, Chicken anti- ACCURATE CHEMICAL & IMS- 01-001-02
Human SCIENTIFIC CORPORATION
API-182 | Rabbit anti-14-3-3B (Broadly RDI RESEARCH RDI-1433BNabr
Reactive) DIAGNOSTICS, INC
API-186 | Retinol Binding Protein, Rabbit ACCURATE CHEMICAL & AXL- 163/2
anti-Human SCIENTIFIC CORPORATION
API-187 | Anti-Superoxide Dismutase RDI RESEARCH RDI-SODabg
(Cu/Zn-SOD) IgG fraction DIAGNOSTICS, INC
(POLYCLONAL)




APl - 186 Reti nol
anti - Human SCI ENTI FI C CORPORATI ON API - 187 Anti - Super oxi de D snut ase RDI
| NC ( POLYCLONAL)

RESEARCH RDI - SCDabg
52 Table VII

Pr eal bum

n,

API

Bi ndi ng Protein,

(Cu/ Zn- SCD)
# Anti body Manufac

turer Cat. No.

| gG fraction DI AGNOSTI CS,
APl - 188 Transthyretin,
ACCURATE CHEM CAL & MED- CLA 193 55kD, Rabbit anti-Human

Rabbit ACCURATE CHEM CAL & AXL- 163/2

SCI ENTI FI C CORPCRATI ON API - 189 Cystati r52C, Rabbit anti-Human ACCURATE

CHEM CAL ¢ah)h4q1 574 SCI ENTI FI C CORPORATI ON API - 191 Goat anti- Haptogl obin
Bl CDESI GN—-HNFERNATH-ONAL—153206—ARH+94- A!\J.T. Hm.u.. cb56 ANTifI'\! RDBk-
RESEARCH RB}P gBl 159 HE RAh CELL ADHESI ON 11 CS, | NJ" E)
APl - 196 Qy&FAfin C_ RaMR4Podn; - ACCL ‘r'E"éI—E‘MCAL & AXI - 3‘7
SClI ENTI FI @Wc%a@hympp&@ibuw DAKOCCURYYE: CARMIGIdUg AQ0ED- APA-1215
Cystatin |C__Rabbi t 3% Rabbifsaty HaoauRAT B GERMFEACORPARATIN 4| SCI ENTI FI C
CORPORATI| N 1ARP | Z26tatiC.Corpt svtiethamanChi NCERRaiEE CHINBEURARE CHEM XOAS7& | MS-
01-032-02 Hurman SCI ENTI FI C CORPORATI QCIBRTLF2Q CORBORAGUPN o ein E, LDL,
VLDL, ACCURATEI CHEMi@Aknt&HXWbgIS0R9 (BEOMEESIGRIRTEREATENAL Humahs33@E ENT| FI C
CORPORATI | QA¥1T 1007 AR PALART CD356 ARTIGERS C4  Corpl RESHKRCICNT cken atbiLeBIAGOURATE
CHEM CAL |& | M5- | Q4EORAL QELLHADRESISN ENTI FIGCNORF@ENTNON API - 225
Apol i popriotei n E. LDL,MM,mULE-)CCURATE CHEM CAL & YM 5029 ' done: 3D12,| Mab
ant | - Humg it ERTURLEC GEBRCRATIGR, 07 matl CHEMICH &2 33 ARki mopr ot ei n
E, LDL, VLDL, TE CHEM CAL & YM SQQEIQTIF% QGRPOfiQJF?@NMib ant | - Human,
SCI ENTI FI+& an’P\ATLMI f+ozentp pad uff 1 d RJC 01 B CHonel
3606, ACQURATE CHEM CAL & VED- CLAASY JOE?: HTA&W s o £ nkoé?:i ENT] FI C
CORPORATI| @125 WAystagm C.abbingutiHympara)n é@ww CHRMEPAL RESEARGHXIRIIA CBL) 59
(NEURAL CELL ADHESI ON DI AGNOSTI CS, | NéWE@EEPRP@W\—TW CA_Conpl enent)
Chi cken amRI-22ACCYRATRc@leRM Gaken&nti-VME- ATTLOBPFHCHEMICAL & IMS- 01-032-02
Human SCIENTIFIC CORPORATION
API-221 | Apolipoprotein E, LDL, VLDL,| ACCURATE CHEMICAL & YM- 5029
Clone: 3D12, Mab anti-Human, | SCIENTIFIC CORPORATION
frozen/paraffin
API-223 | C4 Complement, Chicken anti- ACCURATE CHEMICAL & IMS-01-032-02
Human SCIENTIFIC CORPORATION
API-225 | Apolipoprotein E. LDL, VLDL,| ACCURATE CHEMICAL & YM- 5029
Clone: 3D12, Mab anti-Human, | SCIENTIFIC CORPORATION
frozen/paraffin
API-233 | Apolipoprotein E, LDL, VLDL,| ACCURATE CHEMICAL & YM- 5029
Clone: 3D12, Mab anti-Human, | SCIENTIFIC CORPORATION
frozen/paraffin
API-238 | Apolipoprotein D, Clone: 36C6, ACCURATE CHEMICAL & MED- CLA457
Mab anti-Human, paraffin, SCIENTIFIC CORPORATION
IH/'WB
API-239 | ANTI-Human CD56 ANTIGEN RDI RESEARCH RDI-CBL159
(NEURAL CELL ADHESION DIAGNOSTICS, INC
MOLECULE)
API-300 | C4 Complement, Chicken anti- ACCURATE CHEMICAL & IMS- 01-032-02
Human SCIENTIFIC CORPORATION
API-301 rabbit anti-human alpha-2- Cambio Ltd. CA-0427
macroglobulin
API-303 Anti-prostaglandin D Oxford Biomedical Research PD-01
synthase/Prostaglandin H2-D
isomerase
API-305 | C4 Complement, Chicken anti- ACCURATE CHEMICAL & IMS- 01-032-02
Human SCIENTIFIC CORPORATION
API-308 | Gelsolin, plasma + cytoplasmic, ACCURATE CHEMICAL & YBG- 4628-6210
Sheep anti- SCIENTIFIC CORPORATION




Human SClI ENTI FI C CORPORATI ON API - 301 rabbit anti-human al pha-2- Canbio Ltd.
CA- 0427 macro |l obulin API-303 Anti-prostaglandin D Oxford Bi onedi cal

Resear ch

Conpl enent

PD- 01

Chi cken anti -

synt hase/ Pr ost agl and

ACCURATE CHEM CAL & | Ms-
SCI ENTI FI C CORPORATI ON API - 308 Cel sol i n,

in H2-D i sonerase API -

pl asma + cytopl asmi c,

305 4

01-032-02 Hunman

ACCURATE

CHEM CAL & YBG 4628-62 10 Sheep anti -53SClI ENTI FI C CORPORATI ON 53 Tabl e

Lnman

)
ATE

VI APT #thpleiipdy Manufacturer Cat. No. API-309 rabbit anti-human
al pha- 2- Carbio Lt-t—CA0427—raecro-gtebul-Hn-ARP—310-+rabbi4 ﬂnt: huran
?;Lf’gﬁeﬁ %WI#XJ‘HJ%ATEA 0'273“A|rm(%r|0|\/ l.ogl:l (Man P9°‘§T%°ﬁlrmg4qgc %gept
CORPORATI | GN1/41D - 3 1iabiBedng dhiimin alphassmal + cyt olaadin lad. ACCURATE CHEM4ACAL &
YBG— 4628- 6210 Sheep ,@@,to rob[ﬁﬁ;l ENTI FI C CORPORATI ON API - 313 | Mouse ant i - H
(monoc orfaly- e qne it @%‘ SATRBITE14 3 ComsURHCY Cni okeq anf I VALC
CHEM CAL |&_ 1 MB- m 00 magegighwiin Q(‘I |: L EL C_CORPCRATI.ON_API 4315 4
Conpl ementAPIGHI ¢ KBrCoamlementACTIURABE-CHEMCCALR AT VBEMIGADE2- ) 21MSHHen2-02
SCl ENTI FI{C CORPORATI ON ARlma3l6 Anti - praastrgimadorRPBRAGOKd | Bi onedi cal
ant - humar Al ghacoe Rapni QAR AECURMELIELAPR, o) iy JRBsl
Chr onogr gni-n—A_ Bl ODES| CREPNIFERNAT L SQENDH e /CORBORAIION A ¢ i ndi
Protei n, |RENBIIB | ACRURANE-HIHEMpighien® AXL- ChgBitdh lnantatlel‘rdUrran SCINENBI ¢59C
CORPORATI|{ON API - 323p|§i€l|uﬁﬁlhérn/ed pkasma| + cytopl asm ¢, ACCURATE CHEM CAL &
YBG 4628- 6210 Sgﬁﬁ@ &loc r?‘%i% H C CORPORATI ON API - 325 r abbi t
anti - humgn al pha gg 0427 macro lobulin
API-314 | C3 Complement, Chlcken anti- ACCURATE CHEMICAL & IMS- 01-001-02
Human SCIENTIFIC CORPORATION
AP{-315 | C4 Complement, Chicken anti- ACCURATE CHEMICAL & IMS- 01-032-02
Human SCIENTIFIC CORPORATION
API-316 Anti-prostaglandin D Oxford Biomedical Research PD-01
synthase/Prostaglandin H2-D
isomerase
API-318 rabbit anti-human alpha-2- Cambio Ltd. CA-0427
macroglobulin
API-320 Chromogranin A BIODESIGN INTERNATIONAL M54219M
API-322 | Retinol Binding Protein, Rabbit| ACCURATE CHEMICAL & AXL- 163/2
anti~-Human SCIENTIFIC CORPORATION
API-323 | Gelsolin, plasma + cytoplasmic,| ACCURATE CHEMICAL & YBG- 4628-6210
Sheep anti- SCIENTIFIC CORPORATION
API1-325 rabbit anti-human alpha-2- Cambio Ltd. CA-0427
macroglobulin
API-326 Apolipoprotein A1 (HDL), ACCURATE CHEMICAL & ACL-20075AP
Sheep anti-Human SCIENTIFIC CORPORATION
API1-327 | Apolipoprotein E, LDL, VLDL,| ACCURATE CHEMICAL & YM- 5029
Clone: 3D12, Mab anti-Human, | SCIENTIFIC CORPORATION
frozen/paraffin
API-330 | C3 Complement, Chicken anti- ACCURATE CHEMICAL & IMS- 01-001-02
Human SCIENTIFIC CORPORATION
AP1-332 Chromogranin A BIODESIGN INTERNATIONAL M54219M
API-335 Apolipoprotein A1 (HDL), ACCURATE CHEMICAL & ACL- 20075AP

Sheep anti-Human

SCIENTIFIC CORPORATION




APl - 326 Apol i poprotein Al

(HDL),

anti - Human SCI ENTI FI C CORPORATI ON API - 327 Apolipoprotein E, LDL, VLDL,
ACCURATE CHEM CAL & YM 5029 d one:

CORPORATI ON frozen/ paraffin API-330 C3 Conpl enent,

CHEM CAL & | M5-

31312, Mab anti - Hunan,

Chi cken anti -

SCI ENTI FI C

01-001-02 Hurnan SCI ENTI FI C CORPORATI ON API - 332
Chr ornograni n A Bl ODESI GN | NTERNATI ONAL54Vb4219M  API - 335 Apol i poprotein A |

ACCURATE CHEM CAL & ACL- 20075AP Sheep

ACCURATE

(HDL) , ACEMERAlg CHEM CAL & ACL- 20075AP Sheep anti-Human SCl ENTI FI C
CORPORATI-ON-54—TFableVH—ARL #-Anti-body—Manufact-urer—Cat—No—API - 336
Anti - prostagl andin D Oxf ord B| onedi clal Research PD-01
synt hase/ | andi n dY soner ase APl -Mamufactwwsr s ant i | hunfAt Xpha- p-
Canbi o LtjcAP1GB6 0427 Ant‘ra:ecrsmgla@dimn n APl (B&8d Bitiiedpsi®esaghandi n Dpxf or d
Bi onedi cal Rese r%hthﬁ’s@ﬂ%sta {%}{(ﬂﬁ Ip@qj:/ Prostagl andin H2-D isofnerase API-B40
Apol i poprjot ei n DI% RATE CHEM CAL & YM 5029 |C one: 3D 12|
Mab ant i -Huren; \J% E.’\ﬂ'. 'm'nfr “”3""" ON-Hr-ozenf—par-af- H-a—API—341
Ant i - pr ogt"d313andi TRt HrEaE e clal Rese&rehiopi.01 CA-0427
synt hase/|Pr ost a I andi makidgbbulgoner asie APl - 346 Anti-prostag@l andin D Oxflord
Bi omedi calsfrggear ch APEi)-'pQé'sta m{cnﬁ base/ |Pr enk@d BanitiRaltiesdardhSOMer asgp.ofPI - 348
Cystatin|C, Rabtn% f?iaseLPros#i N gﬁgx’ATE CHEM CAL & AXL- 574 SCIENTIFIC
CORPORATI|ON API {348 man al pha-2- Canbi o Ltd. | CA- 0427 macf o
| obul i n ARL-35] | Apol i nrim"aﬁr_fﬁpn Al (HDL) — ACCURATE CHEM CAL!& ACL- 20075AP
Sheep ant iAHHtjmnABﬂ!pENBteFi E LODRFORAT| ONCARIR-AIFICHEMTNp ke ment , YMo&R2%ant | -
ACCURATE | CHEM CRtlofe:BP2, Nedftantitiuimn, |STABNTIFICCORPBRRATHION| API - 355
Apol i poprjot ei n D c orlar(;1 nﬁ‘gg“ ACCURATE CHEM CAL & MED- CLA457  Mab
anti - Hung IKPI%TI ﬁ“ 4 |Ant‘ou ENHC PERATHON1+H VB -
prostag andm D Oxford Biomedical Research PD-01
synthase/Prostaglandin H2-D
isomerase
API-346 Anti-prostaglandin D Oxford Biomedical Research PD-01
synthase/Prostaglandin H2-D
isomerase
API-348 | Cystatin C, Rabbit anti-Human ACCURATE CHEMICAL & AXL-574
SCIENTIFIC CORPORATION
API-349 rabbit anti-human alpha-2- Cambio Ltd. CA-0427
macroglobulin
API-351 Apolipoprotein A1 (HDL), ACCURATE CHEMICAL & ACL-20075AP
Sheep anti-Human SCIENTIFIC CORPORATION
AP1-353 C7 Complement, Goat anti- ACCURATE CHEMICAL & BMD- G34
Human SCIENTIFIC CORPORATION
API-355 | Apolipoprotein D, Clone: 36C6, ACCURATE CHEMICAL & MED- CLA457
Mab anti-Human, paraffin, SCIENTIFIC CORPORATION
IH/'WB
API-356 | C4 Complement, Chicken anti- ACCURATE CHEMICAL & IMS- 01-032-02
Human SCIENTIFIC CORPORATION
API-361 Alpha-1-Antichymotrypsin, ACCURATE CHEMICAL & AXL- 145/2
Rabbit anti-Human SCIENTIFIC CORPORATION
API-363 | Albumin, Human, Chicken anti- ACCURATE CHEMICAL & IMS- 01-026-02
SCIENTIFIC CORPORATION
API-364 Anti-prostaglandin D Oxford Biomedical Research PD-01
synthase/Prostaglandin H2-D
isomerase
API-366 | Monoclonal mouse anti-human |RDI RESEARCH DIAGNOSTICS, | RDI-TRK1A2-2B5
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A2-2B5 55 Table VII

Al
VB-

70

3 C3

APl # Antibedy—anufacturer—Cat—No1—3% HNC-APH—367 ApJ. Hpepr-otetn
CORPORATI CRPABL ?SEMA%m%aACh.miS"??QF’M fﬂ\‘?wﬁ} st aTE] CHEMMEP
01-026-02 SCl ENTI FI C COZRORATI ON ARI - 369 Ant i IN6r ost agl andin D Oxf ord
Bi omedi calariagear lhoflablein AYpibege/|Pr agcagbandnbi A &sofrexessofip 3
Syt hasel Prost aganaoircpagtingne 48 SORNTRYECORPERATION Lo i e
Bl ODESI GNAPPERNAPPoNaAHuRgY €ookan aptifyr i AGGER A CIEZY I My &no *'Wh%ioho;éé -02
Bl ODESI GN | NTERNATI ONAL M64219M APl |- 3EIENBIREC CORBORAMON human Bl ODESI G
| NTERNATI G edN] 7 1OAM; RisREhAGIBN ART - 357 EAicHemh e@RAlch Ohi ckem.ant i -
ACCURATE | CHEM CALS §ih£ rosgg @ﬁg ?E) Human SClI ENTI FI C CORPORATI ON API - 38
Compl enent, Chi¢ an CHEM CAL & I M5- 01-001-02 Hunman
SCI ENTI FILGC - CORPORATI ﬂ\l 'memﬁ%R Gelsgli-n—plasaa -+ cytoplasfic, -ACCURATE
CHEM CAL | &PYB® | 4628+16iBtagIBikep ant|i - OSEIrERIDIEHiCa BERRCORAT| ON AR-0B890
Al bum n, |Human, | GyhbkePr@iklandifEEWRATE CHEM CAL & | M5- 01-026-02
SCI ENTI FI| C CCRP;RATI ON Igélﬁqera%gl Fact or H (Coan emant) ACCURATE CHEM CALj
| M5- 01- 066=02 1Chicken—antT-HumanSCENT-FI-C CORPORATI ON-APH=392Cets
pl asma + c‘XPt"&Z)’f hs mMenogles| paaTiEmenEn | GHODES WREIN TSN EONPY- she¥g I 4hf i -
SClI ENTI FIL.C_CORPORATI ONFibrinogen
API-380 Chromogranin A BIODESIGN INTERNATIONAL M54219M
API-381 Monoclonal anti-human BIODESIGN INTERNATIONAL N77190M
Fibrinogen
API-382 | C4 Complement, Chicken anti- ACCURATE CHEMICAL & IMS-01-032-02
Human SCIENTIFIC CORPORATION
API-383 | C3 Complement, Chicken anti- ACCURATE CHEMICAL & IMS- 01-001-02
Human SCIENTIFIC CORPORATION
AP1-388 | Gelsolin, plasma + cytoplasmic, ACCURATE CHEMICAL & YBG- 4628-6210
Sheep anti- SCIENTIFIC CORPORATION
API-390 | Albumin, Human, Chicken anti-| ACCURATE CHEMICAL & IMS-01-026-02
SCIENTIFIC CORPORATION
API-391 Factor H (Complement), ACCURATE CHEMICAL & IMS- 01-066-02
Chicken anti-Human SCIENTIFIC CORPORATION
API-392 | Gelsolin, plasma + cytoplasmic, ACCURATE CHEMICAL & YBG- 4628-6210
Sheep anti- SCIENTIFIC CORPORATION
API1-393 rabbit anti-human alpha-2- Cambio Ltd. CA-0427
macroglobulin
API-394 | Rabbit Polyclonal Anti-Human DAKO CORPORATION A0031
Ceruloplasmin
API-400 Goat anti-human Carbonic Abcam Ltd. ab6618
Anhydrase I (polyclonal)
AP1-401 | Cystatin C, Rabbit anti-Human ACCURATE CHEMICAL & AXL-574
SCIENTIFIC CORPORATION
API-403 |Hemopexin, Beta-1, Rabbit anti- ACCURATE CHEMICAL & YN- RHHPX
Human, precipitating SCIENTIFIC CORPORATION




APl - 393 rabbit anti-human al pha-2- Canbio Ltd. CA-0427 macro |obulin

APl - 394 Rabbit Pol ycl onal Anti-Human DAKO CORPORATI ON A0O03 I  Cerul oplasm n
APl - 400 Goat anti-human Carboni c Abcam Ltd. ab6618 Anh drase | (ol
yclonal) API-401 Cystatin C, Rabbit anti-Human ACCURATE CHEM CAL & AXL- 574
SCI ENTI FI C CORPORATI ON API - 403 Henopexin, Beta-l, Rabbit anti- ACCURATE
CHEM CAL & YN- RHHPX Human, precipitatdéng SCl ENTI FI C CORPORATI ON 56 Tabl e
VI APl #ripit vipdy Manufacturer Cat. No. API-407 rabbit anti-human

al pha_ 2- Carnbie—ttd—CA-0427 raeer nl obHin—AP-408 Mohogl onral—hpuse
anti - human |, RESEARCH, DI A9\|OSTI CS,| RDI-T 2B A1l NC P 409
Ant i - Human At act in ML B oscli pnrnc%’}éﬁ Ilreﬁ'nnm‘l 0 A)'Iﬂ

Al bum n, |FARREG7 | Chialdikentidntanr al A GAJRATE CHEMG@Abio&.td.M5- 01- ()26 02 0427
SCI ENTI FI|C CORPQRATI OMabRBbofhdith Anti -Human Contactin, Muse |BD Bi osci encEs

610579 nmopQacl.en APT - Hemo n, '
GHEM caL | SRI108 tggecional muce aBtr"R‘é'Pap‘)‘l ROP ?‘%%EFE@M% TR A28 5
goat antil-Pyruvate Ki nac:Lg/’dAl\rrA CRUZ sc-7140 1§ N{o| ycl onal ) | Bl OTECHNOLOGY,

| NC RESEWOAPU‘WnBGHIExw&‘B (@81269), Mehised|16 GoatBDaBtosca@bust eri n (hurfd A3 79RDI
RESEARCH | DI AGVd:TI CS, RBhodidNa CLUSTFCabG APl - 417 Anti - prost agl andin D
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be use

"subst ant gt
A Y 6 e i-Clusterin (human) |RDI RESEARCH DIAGNOSTICS, RDI-
INC CLUSTRCabG
AP1-417 Anti-prostaglandin D Oxford Biomedical Research PD-01

synthase/Prostaglandin H2-D

isomerase
*Further information about these antibodies can be obtained from their commercial sources at: ACCURATE CHEMICAL.
& SCIENTIFIC CORPORATION http://www.accuratechemical com/. BIODESIGN INTERNATIONAL -

http//www biodesign com/; RDI RESEARCH DIAGNOSTICS. INC - http://www researchd.com/:SANTA CRU7
BIOTECHNOLOGY, INC - http://www scbt.com/,

In one embodiment, binding of antibody in tissue sections can be used to detect API
localization or the level of one or more APIs. In a specific embodiment, antibody to an AP! can be
used to assay a tissue sample (e.g., a brain biopsy) from a subject for the level of the API where a
substantially changed level of API is indicative of AD. As used herein, a "substantially changed
level" means a level that is increased or decreased compared with the level in a subject free from AD
or a reference level. If desired, the comparison can be performed with a matched sample from the
same subject, taken from a portion of the body not affected by AD.

Any suitable immunoassay can be used to detect an API, including, without limitation,
competitive and non-competitive assay systems using techniques such as western blots,
radioimmunoassays, ELISAs (enzyme linked immunosorbent assays), “sandwich” immunoassays,
immunoprecipitation assays, precipitin reactions, gel diffusion precipitin reactions, immunodiffusion
assays, agglutination assays, complement-fixation assays, immunoradiometric assays, fluorescent
immunoassays and protein A immunoassays.

For example, an API can be detected in a fluid sample (e.g., CSF, blood, urine, or tissue
homogenate) by means of a two-step sandwich assay. In the first step, a capture reagent (e.g., an
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the antl-/il {’I captur‘e reagent for diagnosis, therapeutic monitoring or any suitable combination of

these applications: (2) a labeled binding partner to the capture reagent; (3) a solid phase (such as a
reagent strip) upon which the anti-API capture reagent is immobilized; and (4) a label or insert
indicating regulatory approval for diagnostic, prognostic or therapeutic use or any suitable
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5.7. Purification of APIs

In particular aspects, the invention provides isolated mammalian APls. preferably human
APIs, API fragments, API -related polypeptides or API -fusion proteins which comprise an antigenic
determinant (i.e.. can be recognized by an antibody) or which are otherwise functionally active, as
well as nucleic acid sequences encoding the foregoing. “Functionally active” as used herein refers to
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The nucleotide sequences of the present invention, including DNA and RNA, and
comprising a sequence encoding an API, API fragment, API -related polypeptide or API -fusion
protein, may be synthesized using methods known in the art. such as using conventional chemical
approaches or polymerase chain reaction (PCR) amplification. The nucleotide sequences of the
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40 nucl eotatides Insétutd FahltBIINMLCh ik ackiable athtdp@astw. @bi.foolilegivi)gpes deat | east

70 nucl eq;rbt@i‘%%equ@ﬁce% @'ﬁ'ﬁ?‘ls@@the ARG o%glrd's SncePfistdifor tﬁ@-ﬁt’ls %Wabrlalé(f'{/ aRd V deer
Pr ef er abl e]aougw re erably 15

S
nucl eot i )és or 'In%ﬁccgsrs'on "uml?!ﬁaf)? q\/se‘éuedce\}s Qorategé‘ﬂrr%mkbfefg%h €cl osed herein
correspond to |soforns of preV|oust identified proteins encoded by genes
whose sequences are publicly known. To screen such a gene, any probe nmay
be used tTwhle HIH. Nusteplidersesiengey encoding d Plietll Rejarqd Broietymor &RBft . preferably the
probe is 10 nucl eotides or |longer, nore preferably 15 nucl eoti des or
| onger. The SW SS-PROT and trEMBL databases (held by the Swiss Institute
of Bioi nfﬂlma{,ms (SIB) and the European Bioinformatics Institute (EBI)
whi h ar-e—avai— e—at—h t_p II\AuuAl nvpacy hhl) anrl +hn Gean ank dat abase
(held by thaF# Nat I OARI# | pst AteesstoroNuihbak bfldeiifidd Seljuenkesi s | avai | abl e at
http:// Vs i n. nLh|govl rovi de el n sequences|conprising the
am EO aaqi ‘glgiupr &lq!h‘. guj fgjr p'r he AITJ‘IQIDé’J;:Z‘5 Tabl p_sql \_and]V errJ]der ?he
foll ow ng ageessiloappeysbers and each sgqgpw@nee is i ncorporated herein by
ref erenger Tabte[VIIINiucleotide sequences encoding APIs, APl Rel ated
Proteing, ofFERPIs ARlabl e i || P10645

AF-3 API-48 Q9UBQ6
AF-5 API-49 P19021
AF-6 API-2 P47868

AF-8 API-194 AAB60937




AF# APl # Accession Nunbers of ldentified Sequences AF-1 API-47 015179 AF-|
APl - 242 AAF03259 AF-2 APl -1 P10645 AF-3 API-48 QQUBQG AF-5 API-49 P
19021 AF-6 APl -2 P47868 AF-8 API-194 AAB60937 63 Table VIII AF# APl #
Accessi on Nunbers of Identified Sequences AF-9 API-3 015179 AF-10 API-50
P02649 AF-10 API-51 P55290 AF-13 API-4 P01023 AF-14 API-52 P01011 AF-14
APl - 243 P04004 AF-15 API-53 P10909 AmB315 API-244 AAC50896 AF-16 API-54
P19021 AFab]gVﬁlfl -5 043505 AF-18 API-55 P09104 AF-18 API-245 P51693

AF- 21 ARH=6—015179—AF2PAPI=56—094985—AF-22-API=57AAD)5198 AF-23 AP| -7
P0O5090 |AF-aB# AP -8APIZ#50 50 Apgessiop Mwnb@s pfildentified feqpemcesP| {10 P10909 AF- 26
Q1857 |75 APl 54 bokB0 AF- 29-ARL 164 Po1034 AR 30 API - 17 P3698S
AF- 31 ARl - 60-RO6396\PIAB- B2 APl - 18 04350264F- 34 APl -61 Q 14800 AF-35
APl - 62 ROZG o API-51 P55290

AF-13 AP1-4 P01023

AF-14 API-52 PO10] |

AF-14 API1-243 P04004

AF-15 API1-53 P10909

AF-15 AP1-244 AAC50896

AF-16 API-54 P19021

AF-17 API-5 043505

AF-18 API-55 P09104

AF-18 API1-245 P51693

AF-21 API-6 015179

AF-22 API-56 094985

AF-22 API-57 AADO5198

AF-23 API-7 P05090

AF-23 API-8 P05060

AF-24 API-9 P1902]

AF-25 API-10 P10909

AF-26 API-14 P41222

AF-27 API-15 P20758

AF-27 API-58 015179

AF-28 API-16 Q04857

AF-28 API1-59 P00450

AF-29 AP1-196 P01034

AF-30 API-17 P36955

AF-31 API-60 P06396

AF-32 API-18 043505

AF-34 API-61 Q14800

AF-35 API-62 P02649




64 Table VIII AF# APl # Accession Nunbers of ldentified Sequences AF-37
APl - 19 P40925 AF-38 API-63 Q2876 AF-39 API-64 P01028 AF-39 API-65 (QUBQG
AF-40 API-20 P17174 AF-41 APl -22 P18065 AF-42 API-66 P02753 AF-43 API-67
P02649 AF-43 API-68 P01034 AF-44 API-69 PO0751 AF-44 API-70 P10643
AF-45 APl - 23 P36955 AF-46 API-24 P05067 AF-46 API-197 P13645 AF-46
APl - 198 P13647 AF-47 APl -25 043505 AB448 APl -71 Q9435 AF-49 API-26
02876 Aﬁbf{eg\’lﬁpl -27 P41222 AF-50 APl -72 P01871 AF-50 API-73 P00748

| Q N

AF- 50 APH199—P0A196—AR50-APH—200-AAC3441—A51—-AP—28 P10909 AF-51
APl - 30 PO710% AF- S8PIAPI | 74A&0SBDNunitferod [AItifisd SépRieE8 AF- 54 AP| - 221
rozeds |1 SR ISE A 56 P o ROT0TS o TaE 11 A A
APl - 35 P35AP-38 AF- API-6PI|- 76 P01024 AF@Z8API - 222 P13645 | AF-58 API - 77
P02649 AF-39 API-64 P01028

AF-39 API-65 QoUBQ6

AF-40 API-20 P17174

AF-41 API-22 P18065

AF-42 API-66 P02753

AF-43 API-67 P02649

AF-43 API-68 P01034

AF-44 APl-69 P00751

AF-44 API-70 P10643

AF-45 API-23 P36955

AF-46 API-24 P05067

AF-46 API-197 P13645

AF-46 API-198 P13647

AF-47 API-25 043505

AF-48 API-71 Q99435

AF-49 API-26 Q92876

AF-49 API-27 P41222

AF-50 API-72 PO1871

AF-50 AP1-73 P00748

AF-50 API-199 P04196

AF-50 API-200 AAC34741

AF-31 API-28 P10909

AF-51 API-30 P07195

AF-52 API-74 P01028

AF-53 API-33 P02768

AF-54 API-221 P02649

AF-55 API-34 P01034

AF-56 API-75 P02675




AF-59 API-36 P36955 AF-60 API-37 P02649 AF-61 API-78 P01024 AF-62 API-38
P01028 AF-63 API-79 P01024 AF-64 API-80 P01024 AF-65 API-81 P0O0751

AF-65 APl -223 P01028 AF-66 API-82 P01024 AF-66 API-83 P01034 AF-67

APl -39 P02766 AF-68 API -84 P04406 AF-68 API -85 P04279 AF-69 API-40
PO6727 AF-69 API-247 CAB89302 AF-70 API-41 P36222 AF-70 API-224 229552

si on Nunbers of

1 AF-84 API-91
Pl - 95 P08835

4635 AF-100

(gb) AF-71 API-42 P01024 AF-72 API-485P06727 AF-73 API-44 P02766 AF-74
L T L S 0 [ p e e
| dent i f | ed AA®QquenceP# AR- 79Aoﬁ5§smﬂ(b&mﬂ@ieﬂﬂ'3de‘iﬁﬁ8d.$dﬁbm88 AAA52900 AF-81
P00 71| AENER6 APl A5 28 d0oa  AE. g5 AP P35 %Boo571 ~AE. 87 A
AF- 89 API -1917-5?0102,4Pl-3°§:- 90 API -98 PO73%85524F-91 API -99 S6
APl - 1017POSE S5 APL-76 P01024

AF-57 | API-222 P13645

AF-58 API-77 P02649

AF-59 API-36 P36955

AF-60 API-37 P02649

AF-61 API-78 P01024

AF-62 API-38 P01028

AF-63 APL-79 P01024

AF-64 API-80 P01024

AF-65 API-81 POO751

AF-65 | API-223 P01028

AF-66 API-82 P01024

AF-66 API-83 P01034

AF-67 API-39 P02766

AF-68 API-84 P04406

AF-68 API-85 P04279

AF-69 API-40 P06727

AF-69 | API-247 CAB89302

AF-70 API-4] P36222

AF-70 | API-224 229552 (gb)

AF-71 API1-42 P01024

AF-72 API-43 PO6727

AF-73 API-44 P02766

AF-74 AP1-45 P02790

AF-74 | API-248 P01024

AF-75 API-46 P10909

AF-75 | API-225 P02649

AF-76 API-86 P19021




AF-103 APl -102 Q03591 AF-104 API-103 P06866 AF-105 API-104 P02766 AF-107
APl -107 Q16270 AF-107 API-210 BAA25513 AF-108 API-108 088812 AF-117

APl - 113 P02649 AF-119 API-114 P02023 AF-121 APl -116 P04469 AF-123

APl - 118 P02671 AF-124 API-119 P02671 AF-125 API-120 Q12805 AF-126

APl - 121 043532 AF-126 API-122 AAF02676 AF-127 API-123 PO 019 AF-128

APl - 124 P01028 AF-129 API-125 P02774 ®B Table VIII1 AF# API# Accession

Nunbers of., | i fied Sequences AF-129 API-126 PO 019 AF-130 API-127
P36955 A&—i—gg%l 128—-043505—AF132—-APH130-—P61028—AF133 APl -131 P06727
\Pl - AB2 P

AF- 134 A D6 7RPI# AF- 137cefitin Nignibd?d 0OIUEntifld-Seg¥endd| - 135 P05156 AF- 137
e Mt T B R L S
APl - 139 |PO9G7d1 AF-AR4B8API - 140 P01024 AMKSIDA® APl - 141 (V2876 AF- 143
API - 142 '75T423A [AF- 144 AP - 143 PI6035 AF- 149 API-214 AAB60937 AF- 150
API - 144 (002948 | API-202 AAC48775

AF-82 API-89 P09571

AF-83 AP1-90 P09571

AF-84 APIO| P09571

AF-85 API-92 P01024

AF-85 API-93 P09571

AF-87 API-95 P0O8835

AF-89 API-97 P01024

AF-90 API-98 P07358

AF-91 API-99 S64635

AF-100 API-101 P08835

AF-103 API-102 Q03591

AF-104 API-103 P06866

AF-105 API-104 P02766

AF-107 API-107 Q16270

AF-107 API-210 BAA25513

AF-108 API-108 088812

AF-117 APL-113 P02649

AF-119 API-114 P02023

AF-121 API-116 P04469

AF-123 API-118 P02671

AF-124 API-119 P02671

AF-125 API-120 Q12805

AF-126 API-121 043532

AF-126 API-122 AAF02676

AF-127 API-123 PO1019

AF-128 API-124 P01028

AF-129 API-125 P02774 ]




AF- 151 API -145 015179 AF-152 API-146 P43652 AF-152 API-147 P51693 AF-152
APl - 148 P0O0734 AF-153 API-149 P01028 AF-154 API-150 P08697 AF-154

APl - 151 P02748 AF-154 API-152 P01877 AF-155 API-215 P01034 68 Table VIII
AF# APl # Accession Nunbers of Identified Sequences AF-156 API-153 AF177396
AF- 157 API - 155 043505 AF-159 API-158 P36955 AF-159 API-159 043505 AF-159

APl - 160 P07339 AF-161 API-161 P06727 6AF-161 API-162 P36955 AF-161
161163 PRI A 163 401165 Pus0so 163 M6t 1606 POS0R0 A 1o
P10909  AF- 165 -APH168-P01628—AF—166—APH—169-—P0%

APl - 170 | PLOSIDO  AF-ABIF AP - AdckssmADDAEINEs of AfemfBd ARjuel@F P13645 AF- 168
API - 175 pO¥7b AP0 176 maD0250d N 171 apr 177 Ph1222  AF- 171
AP| - 178 | PORT.68) AFARIZR7API - 179 P24592 PAB9SE72 API-180 AADB1475 AF-173
API - 181 [PO1024 L\I—-FJ).flll2 APl -18272 PZ29301 Cﬁlgg({.slb APT-183 P41R22 AF-176
AP| - 184 | psAr2¥ | API-128

AF-132 | API-130 P01028

AF-133 | APL131 P06727

AF-134 | API-132 P06727

AF-137 | APIL-134 P10909

AF-137 | APLI35 P05156

AF-137 API-232 Q9Y6R4

AF-137 | API-233 P02649

AF-137 API-234 P33176

AF-139 API-136 P10909

AF-139 API-137 P02649

AF-140 API-138 P01028

AF-141 | API-139 P09871

AF-142 API-140 P01024

AF-142 API-141 Q92876

AF-143 API-142 751423A

AF-144 API-143 P16035

AF-149 API-214 AAB60937

AF-150 | API-144 Q02246

AF-151 | API-145 015179

AF-152 | API-146 P43652

AF-152 | API-147 P51693

AF-152 API-148 P00734

AF-153 API-149 P01028

AF-154 | API-150 P08697

AF-154 | APLISI P02748

AF-154 | APL-I52 PO1877

AF-155 API-215 P01034




AF-178 APl -185 P47971 69 Table VIII

| denti fi
API - 186
API - 188
APl - 191
API - 239

ed Sequences

AF# APl # Accessi on Nunbers of
AF- 178 APl -217 P41222 AF-178 APl -219 Q29562 AF-179

P02753 AF-180 API-220 P01028 AF-181 API-187 P00441 AF-182
P02766 AF-183 API-189 P01034 AF-184 API-190 P36955 AF-185

PO0737

AF-

185 API -192 Q12805 AF-186 API-238 P05090 AF-187

015179 AF-190 API-240 NP 055168 (gb) AF-192 API-241 P19021

AF- 201 AF}ﬂﬁJ5H£ﬂ5117 AF- 204 API -300 P01028 AF-205 API-301 P01023 AF-206

API - 302
API - 305
API - 308
APl - 376
API - 312
API - 314

1160616—TAF207API=-303—P41222—AF208API=3064—1160616 AF- 209
PO 14P8 F-2D AP| - 30@ssROSGBber L IAdGiNkPSe@@rce 160616 AF-211
188788 LR T 372 convead BB api 311 polloos ' AF- 216
POSBIS7 AFARPIIBSAPI - 313 P36955 MB5@&19 API - 378 P02671 AF-220
I-’UA.IQ_%?Q 1 FAI;I?%SA -379 POZ2749 P%I@SZSZb APT-31I5 POIP28 70 Table VIII

AF-159 API-159 043505

AF-159 API-160 P07339

AF-161 API-161 P06727

AF-161 API-162 P36955

AF-161 API-163 P02570

AF-163 API-165 P05090

AF-163 API-166 P05060

AF-164 API-167 P10909

AF-165 API-168 P01028

AF-166 API-169 P01028

AF-167 API-170 P10909

AF-167 API-171 AAD02505

AF-168 API1-237 P13645

AF-168 API-172 P01028

AF-169 API-173 P0O1028

AF-170 API-174 P10909

AF-170 API-175 P02766

AF-170 API-176 AADO02505

AF-171 API-177 P41222

AF-171 API-178 P02766

AF-172 API-179 P24592

AF-172 API-180 AADS1475

AF-173 API-181 P01024

AF-174 API-182 P29361

AF-175 API-183 P41222

AF-176 API-184 P41222
| AF-178 API-185 P47971 B




AF# APl # Accession Nunbers of ldentified Sequences AF-226 API-316 P41222
AF- 227 APl -380 P10645 AF-229 API-317 10092631 AF-229 API-369 P41222
AF-230 API -318 P01023 AF-231 API-319 4502945 AF-232 API-320 P10645

AF- 233 API -321 P19021 AF-234 API-322 P02753 AF-235 API-323 P06396 AF-236
APl - 381 P02671 AF-237 API-382 P01028 AF-237 API-383 P01024 AF-237

APl - 384 P07358 AF-238 API-324 (QUBQG 68F-239 API-325 P01023 AF-240

APl - 326 P @ﬁ%gmAF- 241 APl -327 P02649 AF-242 API-328 P05060 AF-243

API - 329 QDU 435—AF-244-APH-330—P01024—AF-245-AP—331-1732416 AF- 248
APl - 385 |P258K4 AF- ARG AP| - 38&ssiiOSvibberA\bf IAe M| Se@BDcdB05092 AF- 252
API - 334 [PO AF- | - 335 P02647 »4p4 APl -336 P41222 AF-255
APl - 337 4 v%gggs ,Ff‘gggléw -338 2190958 %57 APl -339 P41222 AF-258
APl - 340 |POZBA98 AFABBIIYAPI - 341 P41222 @580 APl - 342 179762 AF-261
APl - 386 QL5668 AF- 262 API-387 QL5117 AR-Z263 API-343 7341255 AF-264
API - 344 (2196938 71APIL e Vi | P02753

AF-180 AP1-220 P01028

AF-181 API-187 P00441

AF-182 API-188 P02766

AF-183 AP1-189 P0O1034

AF-184 API-190 P36955

AF-185 API-191 P00737

AF-185 API-192 Q12805

AF-186 API1-238 P05090

AF-187 API1-239 015179

AF-190 API-240 NP_055108 (gb)

AF-192 API1-241 P19021

AF-201 API-375 Q15117

AF-204 API-300 P01028

AF-205 API1-301 P01023

AF-206 API-302 1160616

AF-207 API-303 P41222

AF-208 API-304 1160616

AF-209 API-305 P01028

AF-209 API-306 P07358

AF-210 API-307 1160616

AF-211 API-308 P06396

AF-212 API-309 P01023

AF-213 API-310 P01023 N

AF-214 API-376 4507889

AF-214 API-377 QINYQ9

AF-215 API-311 P01028

AF-216 API-312 P06396

AF-218 API-313 P36955

AF-219 API-378 P02671

AF-220 API1-314 P01024

AF-224 API-379 P02749

AF-225 API-315 P01028




AF# APl # Accessi on Nunbers of
AF- 267 API - 345
AF-270 API -390

I dentified Sequences
2190958 AF-268 API-346 P41222 AF-269 API-389 P08603
P02768 AF-271 API-347 P01043 AF-272 APl -391 Q03591 AF-274

AF- 26

5 API - 388 P06396

Pp8603 AF-303
D28 AF-308

774 AF-311

1876 AF-323

API - 348 P01034 AF-275 APl -349 P01023 AF-277 API-350 P08294 AF- 278
AP - 351 P02647 AF-281 API-352 Q02246 AF-283 AP|-392 P06396 AF- 284
APl - 393 P01023 AF-285 APl -394 P00450 78F-285 API-395 000533 AF- 289
API - 353 RIO0A3 AF-201 API-354 7662374 AF-295 API-396 QL5117 ~AF- 296
AP| - 397 5636798 —AF—299—APH—355—PB5090—AF—300—APH—398—P
APl - 399 | POSSE8  AF-8BI8 AP| - 460ssRa(intbery\$1-18 QitifiadPBe@ifeeP0 1
AP - 357 [ POGE9% Aﬁg@ggégm 401 P01034 ph{5,310 API-358 P02
QE: :gg(z) Rodarl AP0 o 402 progeg PA -4\,218 API—405 P04%ég QE: gig
AP| - 406 | 14918833| AB-3323] AP - 407 P01029092681 323 AP - 408 P
APl - 409 | Q1880 72 APialkbel VI I | P41222

AF-230 | API318 P01023

AF-231_| API319 4502945

AF-232 | API-320 P10645

AF233 | API321 P1902 ]

AF-234 API-322 P02753

AF-235 API-323 P06396

AF-236 | API-38! P02671

AF-237 API-382 P01028

AF-237 | API-383 P01024

AF-237 API1-384 P07358

AF238 | API-324 Q9UBQ6

AF-239 API-325 P0O1023

AF-240 API-326 P06727

AF-241 API1-327 P02649

AF-242 API-328 P05060

AF-243 API-329 Q99435

AF-244 API-330 P01024

AF-245 | API-331 1732416

AF-248 API-385 P25311

AF-249 | API-332 P10645

AF-250 API-333 P05092

AF-252 | API-334 P05060

AF253 | APL335 P02647

AF-254 | API-336 P41222

AF-255 API-337 P0O1023

AF-256 API-338 2190958

AF-257 | API-339 P41222

AF-258 | API-340 P02649

AF-259 API-341 P41222

AF-260 API-342 179762

AF-261 API-386 Q15668

AF-262 API-387 QI15117

AF-263 API-343 7341255

AF-264 API1-344 2190958




AF# APl # Accessi on Nunbers of
AF- 325 API - 362

I dentified Sequences AF-32

4 APl -361 PO1011

P36222 AF-326 API-363 P02768 AF-327 APlI-410 P02768 AF-328

APl -411 Q12860 AF-330 API-364 P41222 AF-331 APl -412 P55290 AF-331
APl - 413 P17900 AF-332 API-365 P 17174 AF-333 API-366 P01876 AF-334
APl - 414 P02790 AF-334 API-415 2745741 AF-335 API-367 P02647 AF-335
APl - 370 P41222 AF-336 APl -416 P 1090971AF-336 API-417 P41222 AF-337
API - 418 A3 AF- 338 APl - 368 P02768 Wien no nucI eotide sequence is known
t hat eneedes—a—protern—cgonprising—an—amno—act-d—sequence of a given API,
degener at e Adifbbes ddH#be uskatession Noanheesifddentifind Sedwiences X, | a degenerat e set
of probes jis)qaroviggedgg qr API-1 1 1 angofygk-112. The partjal amno acid
sequences dri pije T X~ Were der Lfrommanual i nterpretation of
t he tan“c:ﬁﬁﬁ%@o speetatof—+rypti-e—di "é‘\cé gslgepti des—of—the| APlI. In the
met hod of Afaifdem Mddd4&nect r ascopy usediba sequencing peptides in the
present | i mRIESI ON AP1Bg9 flol | owi ng pairspogeoani no acids coul d not be
di sti ngli sfieghof r pRpgas@ [ot her: | euci nepgmg i sol euci ne; and, under certain
circuns ance ZT pher 321 M e —and oxTi di 45rEI hronrmne. —As—used herein, an
ani no agi-d Wflue - det-erm-nedby—h speetroretry—refers to the set
of aning A2 seeﬁféﬁ&bs cont ai ni ng at Q@Tff(—?llndl cated positions, one or
ot her menbar27maf | heidesi|gnat ed pairs ofoi@mi no aci ds. For| exanpl e, the
am no aci q,}Fs_?Bueng\q,l BL4/[ITA T ndicates tpbﬂ)zglm no aci d sequences PLA and
Pl A, As w1t e pbvi gg& tooneof —skit é@é the—art,—a sequence containing n
desi gna nr'{\Flrj%z s Aprl tes 2n am-ho n nqnnnr\nc l-aA—Fabl e | X, each
possi bl ¢ _a¥h-3¥8 aciAPlséhuence i s IlstedPﬂZﬁ47eaCh sequence| det er mi ned by
mass spectyrosmaopy . amnsh preferred and f godbysdegenerate sets of probes for
each po“5|Atlx_l ﬁBarr ']\Ci)l-%i sequence are @&&\%ded 73 Tabl'e| | X. Am no Acid
Sequences—ant Prpobes—forAPHS—AFR#APH—AM no—Actd—Sequences of Tryptic
Di gest DPlrﬁFl S erred_Probes DP@Q ate Probes  Determ ned b Mass
Spect r onetAR28%hss AMfi-3Parti al N-term nalP0@50erm nal _ singlly sequence Mass
(Da)* Massni(i®) *| AMigbonated peptide 000533

AF-289 API-353 P10643

AF-291 API-354 7662374

AF-295 API-396 QI5117

AF-296 API-397 15636798

AF-299 API-355 P05090

AF-300 API-398 P08603

AF-303 API1-399 P08603

AF-306 AP1-400 P00915

AF-307 API-356 P01028

AF-308 API-357 P08603

AF-309 API-401 P01034

AF-310 API-358 P02774

AF-311 API-402 P04003

AF-311 API-403 P02790

AF-312 API-359 P32119

AF-313 API1-360 P04220

AF-317 API1-404 P12960

AF-318 AP1-405 P04003

AF-319 API1-406 14919433

AF-323 API1-407 P01023

AF-323 API1-408 PO1876

AF-323 API-409 Q12860




( Da) *

AF- |

14 API-I111

1097 57 HQV 0 733 50 CACCAGGIG CAYCARGIN AF-114

APl - 112 1547.74 PALGM 0 1076. 63 CCCGCGECCTGEG CCNGGNYTNGG (SEQ | D CATG NATG

NO 468) (SEQ ID NO 469) (SEQ ID NO 470)
1076. 63 CCCGACCTGAG CCNGGNYTNGG
472) (SEQ ID NO. 473)
CCNGGNATHGG

LAl %J%Z

AF- |

1
7)

CI:('\ I

AF-114 APl -112

A7 I\EI

CITC NT
GE.GM 0

1 L\ A

1074K#%3

=

r\]\lf'\ O\ ICI:f'\In_I\If'\
=10) O T U INT &1

GO0 GENGINTNGD of (GEQicDSGAEBNAT
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When no nucleotide sequence is known that encodes a protein comprising an amino acid
sequence of a given API, degenerate probes can be used for screening. In Table 1X, a degenerate set
of probes is provided for API-111 and API-112. The partial amino acid sequences listed in Table IX
were derived from manual interpretation of the tandem mass spectra of tryptic digest peptides of the

APL. In the method of tandem mass spectroscopy used for sequencing peptides in the present
invention, the following pairs of amino acids could not be distinguished from each other: leucine and
isoleucine; and, under certain circumstances, phenylalanine and oxidized methionine. As used

herein, an amino acid sequence “as determined by mass spectrometry” refers to the set of amino acid

sequences containing at the indicated positions, one or other member of the designated pairs of

amino acids. For example, the amino acid sequence P[L/I]A indicates the amino acid sequences PLA
and PIA. As will be obvious to one of skill in the art, a sequence containing n designated pairs
indicates 2n amino acid sequences. In Table IX, each possible amino acid sequence is listed for each
sequence determined by mass spectroscopy, and preferred and fully degenerate sets of probes for
each possible amino acid sequence are provided.
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*The masses determined by mass spectrometry have an error of mass measurement of 100 parts-per-million (ppm) or less.
For a given measured mass, M, having an error of mass measurement of z ppm, the error of mass measurement can be

calculated as (M x z +1

000000)

As used herein, the “mass of the singly protonated peptide” is the mass of the singly

protonated tryptic digest peptide measured by mass spectrometry (having an error of measurement of

approximately 100 parts-per-million or less) and corresponds to the total mass of the constituent
amino acid residues of the peptide with the addition of a water molecule (H,0) and a single proton
(H"). As used herein, an “amino acid residue™ refers to an amino acid residue of the general

structure: -NH-CHR-~CO- and which have the following symbols, elemental compositions and

mMonoisotopic masses:



partial sequence to the Ctermnus of the peptide with the addition of a
wat er nol ecular (H2O), and a single proton (H). In Table I X, supra, the
preferred and degenerate sets of probes are described using GCG Nucl eoti de
Anbi guity Codes as enployed in GCG SegWebTM sequence anal ysis software
(SegWebTM version 1. 1, part of Wsconsin Package Version 10, Cenetics
Computer G oup, Inc.). These Nucl eotider4 Anbi guity Codes have the follow ng
nmeani ng:  alio @0d fesMaaBIbMéhtal Boiposfrioks an®nfenoilotdpic Maskes M AorC - R AorG WA or
T SCor'G YCTCoOr T KGOor I VAIrcorc HAor Ccor T DAor Gor T B
Cor Gor T X GorAorTorC N GorAorTorC GCG uses the letter codes for am no
aci d codes™aiaAsldcl eoti de antS¥Hbe't y Elsmspssed bYlonqitgeme-mase(Dayhese codes are
conpatible with the codes used by t RempdiBion GenBank and PIR databases

See | UPAC, i ssion on Nongncl at ur, o O gani pistry. A Quide to

| UPAC Norréﬁ@imgt ure of Ogam;‘c Corrpg:igjﬁ CgRecon% g@tl ons 1993), Bl ackwell
Sci enti ficB8IBPF cati ons, saeMprary feened, clones with

i nsert DNAAspRéadtieng t he API (N i nt elCelddNGr a fllAGFR%AET t her eof wil |

hybri di ze tepmmeAdd nore mendpers of Qha@or respondeésgs set of degenerate

ol i gonucl eebjidgyRiRbes (or their cogphanBR{). H¥Bbsshszation of such

ol i gonucl e%tl de ,probes to genomc libraries is carried out using nethods
known in t . For exanpl e, hybrl di zation with 76 one of the

above- nent i%‘ﬁ@ﬁi‘cé*é@ener ate séts of GsigBhucl eot!2884393bes, or their

conpl enent Qwamwét h  any nenfier of <£uldiN.@, set, 138B.06887conpl enent) can be
per f or med wma{e h| ghl'y stringent or O:l]LmLQ)’ atel y s7gbr4eagent conditions as
defined abey can be carpjed ouf | ﬁugx SSC, 134 980 DS at 50C and washed
usi ng the wa 1‘“ ng condi tions descrl é:é pra for ﬂ)g y stringent or
rmderately ng fiigent hybr|d| zation. " ’rﬂN§et anot A8P4%%pect of the

i nvent i on, Letanges cont ai ni ng knucl eolGddeN@equendé% 08966di ng the entire API,
a fragnent Lodin@an APl, an APl K el at edpehypept i dasg.oervea fragnent of an

API -1 el at edtethionine M CsH,NOS 131.040485
Oxidised Methionine M* CsHoNO,S 147.035340
Phenylalanine F CoHyNO 147.068414
Proline P CsH/NO 97.052764
Serine S C3HNO; 87.032028
Threonine T C/H;NO, 101.047678
Tryptophan w CiHioN>O 186.079313
Tyrosine Y CoHgNO, 163.063328
Valine \Y% CsHyNO 99.068414

'All Cysteines are modified 10 the carboxyamino derivative during our production process.

As used herein “tryptic digest peptides™ are peptides produced through treatment of the
protein with the enzyme trypsin. Trypsin cleaves specifically at the carboxyl side of lysine (Lys) and
arginine (Arg) residues, so that the tryptic digest peptides generated should have a Lys or Arg as the
C-terminal amino acid, unless the peptide fragment was obtained from the C-terminal of the protein.
Similarly, the amino acid directly preceding the N-terminal amino acid of the tryptic digest peptides
should also be a Lys or Arg, unless the peptide was obtained from the N-terminal of the protein. The
mass of a tryptic digest peptide corresponds to the total mass of the constituent amino acid residues
of the peptide with the addition of a water molecule (H,0). As used herein, the “partial sequence” is
an amino acid sequence within the tryptic digest peptide determined from the interpretation of the
tandem mass spectrum of the peptide. As used herein, the “N-terminal mass” is the mass measured
by mass spectrometry (having an error of measurement of approximately 100 parts-per-million or
less) of the portion of the tryptic digest peptide extending from the start of the partial sequence to the



pol ypeptide or any of the foregoing may al so be obtained by screening
expression libraries. For exanple, DNA fromthe rel evant source is

i sol ated and random fragnments are prepared and ligated into an expression
vector (e.g., a bacteriophage, plasm d, phagernid or cosm d) such that the
inserted sequence in the vector is capable of being expressed by the host
cell into which the vector is then int/iSoduced. Various screening assays

can then MerMmashfttie fpli®CThiE Rl neltfil M%RIBHEPEhdMEto M 1A InmabLdfateaBnstituent
pol ypept i das, acL(ﬂe dlfes &ml(ag{gg;%nltth? J&ﬁgl’e% érf%&'%tgé‘ﬁlté;ﬁﬂusé%é e?)qhee.?]\s feqt N
|nvent|oq can chsquLo ; eptl t he esire cl ones usi.ng net hods known
in the arr'sdi "CRYPMLEAHI B NIBIP BEAUITE DY AR SPeciomeTy RAtTHBATEEO" A
Labor at ormyeangieinent of approgin®ialy HY prs-pesmillian or lassdefithapasiian of ths|tept@ptgasy Har bor ,
NY, AppengptdeleMendiicd foom e ead oftheysptiias sequanae tohke C-tdomanny ofahiepepfideliPhit masst o
font act m‘;UOFrESpBlhﬁ (e }ob:@ﬁia@s&)ftlIerhsqgj@ﬁt'afrﬁi’notaQRlSr_@si&JeQQ&’e?\d?}1@%mbher@nd 3Pk bzgly-
i 7, ST R &8 2 Ry SRR ALy BRI AER AR 07
det ect ed V&RV Beads according to O svick et al., 29th | CAAC,
Houst on, Iwdxble DQ8&nraithewriowediind dedracrate nethyf pratfee are deseribednising PG Nuwieotidrodi es
are crossAhbik@f dodded RembRY&On DO d3nads" BRAce MaNsit fifvareaBigWddY v&aat ai ni ng
beads ar e, el RONAGPackall Ullsi60) £ UeiticOLoRh AL RN CPRLILuIERALD] nant

i n I, AP API

pol ypepti des. . nies or agues ‘expressing a ragnent,
-rel at ed POVEHY "i%ﬁ‘sehaﬁ"rg'ﬂ mf"ﬂﬁé‘i‘%‘?f“%r otein are identified as any of those
that bind the beads. Alternatively, the anti-APlI antibodies can be
nonspeci fically Gombbdé zeMehmng sui table support, such as silica or
Celite(c) resin. This materigl 1s then used to adsorb to bacterial colonies
expressing the APlI, APl fragnent, APl -related pol ypeptide or APi -fusion
protein ptide as dé&scri bed erein. In another aspect, PCR anplification
may be used to isolGte from&enonmic DNA a substantially pure DNA (i.e., a
DNA substantially free of comtam nating nucleic acids) encoding the entire
APl or a part thergpf. Prefegably such a DNA is at |east 95% pure, nore
preferably at |eas 99% purg. i gonucl eoti de sequences, degenerate or
ot herwi se, that cortespond t 0;5 tide sequences of APIs disclosed herein
can be used as prifers. PCR A& e carried out, e.g., by use of a
Per ki n- El mer CetusWhernmal cyardr and Taq polynerase (Gene Anp(c) or
Anmpl i Tag DNA pol yngy ase). One ga choose to synthesize several different
degenerate priners, for use n,tihe PCR reactions. It is also possible to
vary the stri ngenc% of hybri |z|ation conditions used in primng the PCR
reactions, to alloW for great®¥ 'or | esser degrees of nucleotide sequence
simlarity betweenM he degenéraitCeordpi ners and the correspondi ng sequences
in the DNA. After g$lccessful Aam@ orf T cati on of a segnent of the sequence
encodi ng an APl, tlmt segnmepty Ry Pe nol ecul arly cloned and sequenced, and
utilized as a prob?to i sol a eo?;‘vﬁrafml ete genomc clone. This, in turn.
will permt the determnatio 3 he gene's conpl ete nucl eoti de sequence,
the analysis of it expressi &Pr¥dl he production of its protein product
for functional 77 Nanal ysis, Gasr Alestpi @ed infra. The gene encodi ng an API
can also be identified by nRNA selection by nucleic acid hybridization
followed by in vitro translation. In this procedure, fragnents are used to
isolate conplenmentary nRNAs by hybridi zati on. Such DNA fragnents may
represent avai$ebres tdgter sodes forppine prabendatEnd Rudestide pmgib pEPossddy es
(e.g., nodUPAC-IbBmEimEse cddemare opnmoblpwith thepndeansddybhyitle IMBL. GenBank. and PIR

databases . See IUPAC, Commission on Nomenclature of Organic Chemistry. A Guide to [IUPAC

Nomenclature of Organic Compounds (Recommendations 1993), Blackwell Scientific publications,
1993.

When a library is screened, clones with insert DNA encoding the API of interest or a
fragment thereof will hybridize to one or more members of the corresponding set of degenerate
oligonucleotide probes (or their complement). Hybridization of such oligonucleotide probes to
genomic libraries is carried out using methods known in the art. For example, hybridization with



functional assays (e.g., aggregation ability in vitro; binding to receptor)
of the in vitro translation products of the isolated products of the

i solated nRNAs identifies the nmRNA and, therefore, the conplenentary DNA
fragnents that contain the desired sequences. In addition, specific nmRNAs
may be sel ected by adsorption of polysones isolated fromcells to
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t hat of hybridization conditions used in priming the PCR reactions, to allow for greater or lesser degrees
of nucleotide sequence similarity between the degenerate primers and the corresponding sequences
in the DNA. After successful amplification of a segment of the sequence encoding an API, that
segment may be molecularly cloned and sequenced, and utilized as a probe to isolate a complete
genomic clone. This, in turn. will permit the determination of the gene's complete nucleotide

sequence, the analysis of its expression, and the production of its protein product for functional



i ncorporate the isolated gene encoding the API, eDNA, or synthesized DNA
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For long-term, high-yield production of recombi-nant proteins, stable expression is
preferred. For example, cell lines which stably express the differentially expressed or pathway gene
protein may be engineered. Rather than using expression vectors which contain viral origins of
replication, host cells can be transformed with DNA controlled by appropriate expression control
elements (e.g., promoter, enhancer, sequences, transcription terminators, polyadenylation sites. etc.),
and a selectable marker. Following the introduction of the foreign DNA, engineered cells may be



An APl fusion protein can be nmade by ligating the appropriate nucleic acid
sequences encoding the desired am no acid sequences to each ot her by

nmet hods known in the art. in the proper coding frame. and expressing the
chimeric product by nethods commonly known in the art. Alternatively, an
APl fusion protein nmay be nmade by protein synthetic techniques, e.g., by
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An API fusion protein can be made by ligating the appropriate nucleic acid sequences
encoding the desired amino acid sequences to each other by methods known in the art. in the proper
coding frame. and expressing the chimeric product by methods commonly known in the art.
Alternatively, an API fusion protein may be made by protein synthetic techniques, e.g., by use of a



determ ned using an assay described in one or nore of the references
identified in Table I X, infra. 84 5.11 Production of Antibodies to APIs
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assessed, for example, by measuring the ability of a polypeptide to bind to a DNA binding element
in a electromobility shift assay. In a preferred embodiment, the function of a domain of an APl is
determined using an assay described in one or more of the references identified in Table IX, infra.



In the production of antibodies, screening for the desired anti body can be
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into a suitable host organism. This provides for great flexibility in adjusting the mutual proportions



Acad. Sci. USA 85:5879-5883; and Ward et al., 1989, Nature 334:544-54), or
any other nolecule wth the sane specificity as the antibody of the
invention. Single chain antibodies are forned by 1inking the heavy and

| ight chain fragments of the Fv region via an amno acid bridge, resulting
in a single chain polypeptide. Techniques for the assenbly of functi onal
Fv fragnments in E. coli nay be wused ($8erra et al., 1988, Science
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i nvol ves KAt R ﬁ@é‘i"g”’@ r%f‘ ?ﬁ‘ﬁ AYENGP F YN E@(ﬂ’?"&lé’g & ﬁ?)r{égpﬁsrtl ons
of the stesubatiy WhdbBENGIWATS 0y | 988nTréeaks 213 4QAd21 estamiebal.. 6988 Pros eNatl.
ol i gonucl gaildi $egjS A8 87ha883; awdoWhrdiecAl, 1989, Watuiel384 b4 sd)ad any dsth@mitdcalet i des

by PCR A, Ftl?t'i)@ ?z;n\e SS(I:CYF cith BEthE Hﬁ’bgﬁycofq‘l@ 1gveﬁn@|p anrg@e éh'&ﬁ. aﬁ(EddQQQr)é f(ﬂfﬁ%d pye
obt ai ned b aci d

encodi ng 't"ﬁ.‘é“g PAT efl‘g/Lﬁ"g?g'gﬁ[] ! 'E)d%%/’Ye"tS ¢ Fé SRR e oy arTb‘ acﬁ‘q tﬁeg ées"'é' 'e“ “f the
anti body i ve%\a!'*QOIygenk'ﬁ%vwfcl"aqlwaEqr die@ssambly oé ﬁwsfcﬁ"ﬁb“tfr?émawﬁ I“b%él?" faYbhe
obt ai ned dsedtbkarrsaiat,dBB%& SsionreCd2:(B8¢041)an anti body cDNA |ibrary, or cDNA
l'i brary gener ah@¢hef &i¥diments, the invention provides fusion proteins of the immunoglobulins of the
invention (or functionally active fragments thereof), for example in which the immunoglobulin is
fused via a covalent bond (e.g., a peptide bond), at either the N-terminus or the C-terminus to an
amino acid sequence of another protein (or portion thereof, preferably at least 10. 20 or 50 amino
acid portion of the protein) that is not the immunoglobulin. Preferably the immunoglobulin. or
fragment thereof, is covalently linked to the other protein at the N-terminus of the constant domain.



any tissue or cells expressing the antibody) by PCR anplification using
synthetic prinmers hybridizable to the 3" and 5 ends of the sequence or by
cl oning using an oligonucl eotide probe specific for the particular gene
sequence. |If an antibody nol ecul e that specifically recognizes a particul ar
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i nt roducti on of ge0| ic nutations or deletions in a nucl eotide sequence,
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Labor at orfpra particular antigen may be generated by any method known in the art, for example, by
immunizing an animal, such as a rabbit, to generate polyclonal antibodies or, more preferably, by
generating monoclonal antibodies. Alternatively, a clone encoding at least the Fab portion of the
antibody may be obtained by screening Fab expression libraries (e.g., as described in Huse et al.,
1989, Science 246:1275-1281) for clones of Fab fragments that bind the specific antigen or by
screening antibody libraries (See, e.g., Clackson et al.. 1991, Nature 352:624: Hane et al., 1997 Proc.



Manual , 2d Ed., Cold Spring Harbor Laboratory, Cold Spring Harbor, NY) and
Ausubel et al. (eds.. 1998, Current Protocols in Ml ecular Biology, John
Wley & Sons, NY). The expression vector is transferred to a host cell by
conventional techniques and the transfected cells are then cultured by
conventional techniques to produce an anti body of the invention. The host
cells used to express a reconbi nant ant9®ody of the invention may be either
bact eri al NgelAcsd. SHChSA®4keeherichia coli, or, preferably, eukaryotic cells,
especi al ly fOro&c'%%.n%%‘l%%ﬁﬁ'e.%’&dinglu I%t%gvaﬁigﬁQHRM@QM@M%Q@%Imﬁiee. ule. In
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epenair n gm%ﬁ%ﬁyﬂ&(ﬁ%ﬁng nLerded c&%mﬂh ? the %ﬁ'j;dot}? ﬁ‘%la@[ﬁé &%Héng%s%?éb%%l fpEPr esse

For exanp| e,. e .arge guantity of such a protein I roduced,
for the g apraaBormican welbliownidinose shililnthedis can s wsBia fugsh ant i body
nol ecul e, SXPEELYY SCRFficoMaifing ap antbpdy BN piulsscsfing sqapensptid peRiRr@leof  f usi on

prot ei n prapseuptisna aktraasigiongadittof sipnals. flihed methodbmcidéds farakdnele, Bugino vect or s

i nclude, REdmiAiMt DA tbdhAiqhGsynthb téd\Biqles, £@1i4 vieX R QRSEQIMbYRGSO ISP W2 78
Seouence L7t FEMad (i SRl ol (Dol S ROBAND, . | oo
Z godi ng ﬁ?‘é@‘})gﬂ Qgé?l _ri 4 ‘?rgﬁ. ?%BVe{jﬂd%Br"lﬁr'%dlﬂﬂféﬁb ‘b’ldlﬁ‘“gg’&%f‘ (€@¥nouye
& | nouye, 199885irrenRpleals indMadecuReBiologg.Jolgn Wile3& $ons, WD Heeke & Schust er,
1989, J. Bi ol . Tshepressih:vo&O3s baldRjred @nchottleell by doavenpiGiaXtechqiconsl thay al so be

used t0 expLR&sd LMk G UnROMYRERLARR GRS tihfiqAL 1B pRUEIeRR alithlly &t at hi one S-
transferase &ig:;fST). I'n general, "such fusion proteins are sol uble and can
rfied

easi |y be"pUl fromlysed cells by adsorption and binding to a matrix

gl ut at hi one- agHicd$e cpitsatted PSreiadecopbBRiertdRdY of thoiavengpraanbsrier f r ee
gl ut at hi opeeteridllvel lxEEasvBOtcor/ga erlic ol psTegabbd evkaryoticdellsl @siiehinllyfor the expréssiot or  Xa
of whole recombinant antibody molecule. In particular, mammalian cells such as Chinese hamster
ovary cells (CHO), in conjunction with a vector such as the major intermediate early gene promoter
element from human cytomegalovirus is an effective expression system for antibodies (Foecking e/
al., 1986, Gene 45:101; Cockett et al., 1990, Bio/Technology 8:2).
A variety of host-expression vector systems may be utilized to express an antibody molecule
of the invention. Such host-expression systems represent vehicles by which the coding sequences of



prot ease cl eavage sites so that the cloned target gene product can be

rel eased fromthe GST noiety. In an insect system Autographa californica
nucl ear pol yhedrosis virus (AcNPV) is used as a vector to express foreign
genes. The virus grows in Spodopterafrugi perda cells. The antibody coding
sequence may be cloned individually into non-essential regions (for exanple
the polyhedrin gene) of the virus and 91l aced under control of an AcNPV
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As those skilled in the art will appreciate, Table X enumerates scientific publications
describing suitable assays for detecting or quantifying enzymatic or binding activity of an API, API
fragment, API-related polypeptide, or API-fusion protein. Each such reference is hereby
incorporated in its entirety. In a preferred embodiment, an assay referenced in Table X is used in the
screens and assays described herein, for example, to screen for or to identify an agent that modulates
the activity of (or that modulates both the expression and activity of) an API, API fragment, API-
related polypeptide, or API-fusion protein.
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progression) or prevented by adm nistration of a therapeutic conpound that
pronotes function or expression of one or nore APIs that are decreased in
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techni que should provide for the stable transfer of the nucleic acid to the
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blood, peripheral blood or fetal liver.

In a preferred embodiment, the cell used for gene therapy is autologous to the subject that is
treated.

In an embodiment in which recombinant cells are used in gene therapy, a nucleic acid
encoding an APl is introduced into the cells such that it is expressible by the cells or their progeny,
and the recombinant cells are then administered in vivo for therapeutic effect. In a specific
embodiment, stem or progenitor cells are used. Any stem or progenitor cells which can be isolated
and maintained in vitro can be used in accordance with this embodiment of the present invention



el evated in the CSF of subjects having AD as conpared with CSF of subjects
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The APl antisense nucleic acids are of at |east six nucleotides and are
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preferably of single-stranded DNA. The oligonucleotide may be modified at any position on its
structure with substituents generally known in the art.

The API antisense oligonucleotide may comprise any suitable of the following modified
base moieties, e.g. 5-fluorouracil, 5-bromouracil, 5-chlorouracil, 5-iodouracil, hypoxanthine.
xantine, 4-acetylcytosine, 5-(carboxyhydroxylmethyl) uracil, 5-carboxymethylaminomethy|-2-
thiouridine, 5-carboxymethylaminomethyluracil, dihydrouracil, beta-D-galactosylqueosine, inosine,



e.g., by use of an autonmated DNA synthesizer (such as are commercially
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The antisense nucleic acids of the invention comprise a sequence complementary to at least
a portion of an RNA transcript of a gene encoding an API, preferably a human gene encoding an
APIL. However, absolute complementarity, although preferred, is not required. A sequence
"complementary to at least a portion of an RNA," as referred to herein, means a sequence having
sufficient complementarity to be able to hybridize under stringent conditions (e.g., highly stringent



observing the ability of RNA fromthe cell type to be translated in vitro
into an APlI, imrunoassay, etc. In a preferred aspect, primary tissue from
a subject can be assayed for APl expression prior to treatnent, e.g., by

i mmunocytochem stry or in situ hybridization. Pharmaceutical conpositions
of the invention, conprising an effective anobunt of an APl antisense
nucleic acid in a pharmaceutically accé@® able carrier, vehicle or diluent
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i ncorporated herein by reference in its entirety.

5.16.7 Inhibitory Ribozyme And Triple Helix Approaches

In another embodiment, symptoms of AD may be ameliorated by decreasing the level of an
API or API activity by using gene sequences encoding the API in conjunction with well-known gene
"knock-out," ribozyme or triple helix methods to decrease gene expression of an APIL. In this
approach ribozyme or triple helix molecules are used to modulate the activity, expression or
synthesis of the gene encoding the API, and thus to ameliorate the symptoms of AD. Such
molecules may be designed to reduce or inhibit expression of a mutant or non-mutant target gene.



Preferably the ribozynme is engineered so that the cl eavage recognition site
is located near the 5 end of the nmRNA encoding the API, i.e., to increase
efficiency and minimze the intracellular accunulation of non-functional
MRNA transcripts. The ribozymes of the present invention also include RNA
endori bonucl eases (hereinafter "Cech-type ribozynes") such as the one that
occurs naturally in Tetrahynena thernoph®la (known as the IVS, or L-19 |IVS

RN|A|) gnd ’f&ﬁﬁiq&@%m&e&?&mcﬁmg \Jﬁlo‘fs@ﬁ%{bﬁéchl@ﬂaégﬁ/eﬂ_ggim&o %gé;of@m intheart

col | aborators . : i enge o . Z Al ch,
1086, o1 ence, B e el sl ROV ALRTledf don N [hscABeheRBEs TS

publ i shed™! rfeBPhH4tef éprPo{FvebtaHa@Het'Oaﬁgtar&ehwsWRNO’\. andgthergioren axpirysipy ofiths &8¢ si t y
Pat ent s | preduct. Bem e.qn BCTa¢rnatipgd BublTetidn, WA90/1 367.-pbigshed PetebeCdcl998;\Sarver

ri bozyr nea ahaeo,aaieadeat: 1bm@se2pai r active site which hybridizes to a target
_RNA sequence “@%55%& e enfylm‘gﬁé/ RRR n@leeﬁi@_@c %lggftcag%_n% %%Eecﬂicac@e%ya 10e
|nvent|onR§nc ass%g/th e.qggrt%ﬁgﬁéﬁlg’5yg§f,”yhh h g rﬁ§$ge| ht

base- pai r "3ct | éaé??é’gﬁgﬁﬁﬁt (RGPt AR A 487 P n FH%°§% 0 YHbBAMEg t he
APl . As i#tiphiveltesiss@igae sagsificdabrdizatippofitheyibogyraemelseniie cenplgnetey get

nmodi fi ed RNAghHoedddgtandadonudlelyic clehaige evept: Ghe domsgoaitibh bff hozgrer gelbduly, etc.)
and shoul dud@icHRb bYedr fbrd Rqsebds Sohplather@aPIoARStafolifeMEMRNA, and iRkt infrulld € er r ed
method of , el oUial 1Y ANz, Wl RG @ rPNRNGONSALHC tror BRSSHLAL. ccLhE, Ty fozyme
under the control Qf a g_rqng cons fiu,lve po Ilﬁ or_plf 1 ﬁréﬁn er, so
that tran%iQENad- CerAe wiigh is meorpeyafedhassin Py tefassice ButssttitYes of the ri bozyne
to destroy enddhdnobrzymEittcleawdiigA atwite ARbifig netogrnitidmi sbduendes eamdieasddan .
Because rddna@yiiRN As bitbllik@atAPl, the DS MhReHE@TiboRnRs Gprebiyddl FHamehethRNLT
Intr ace! ! H[Lo@&m&%@@%kﬁk's ﬂoéaﬁm S%ﬂt&ﬁg_ f‘faﬂl‘(in ietgfoﬁ@tf) t-fo g) %@H@r}/%%e
expression.can %kﬁo Qgﬂé$ u®e Y. nac {V%}k g or . @ﬁg]wn gqé)i}he gene
encodi ng K& WARIe {ye r OHoL & YIBUE R it Gse '8 E'? 3ol ogous
r econbi nateftcq & tyo basest F-USie®. B qohitegtionaand poduction gthamperhgpdribprymesig- 234;
Thomas andelCapeodinihe ait 88iis déseditted bibr&S By mINyers, TIONP®EROUl@tBialbgy, an989, Cel |

5: 313- 321RioRBthofgl! AtdohpRihelve DediOBTereNRI WE B PRRIRLAS Ned3Bork 8L RsREiahi ch 1S
| hcorpor a&'glﬂ-e BYpah 58 SGS Ir{?iseerloq‘f zﬂlg\llg?erll &S 1988 GE Yk §§9-r59ﬁ>éacrﬁpo'fgvh'5ﬁl'As”“t ant
gene encodfng 2 Ron-.  funct i onal, *{0r & conpletely unrelat e

sequence) NFIrBHREGNESN PRISTHERBINISUE Y0 the endogenous gene (either the
codi ng r egi onsPreferabbydbd riftogyye is enginared of thattke demegeaervguiiionsite idodaRidnearan be
used, W tdie OTeni\bf ROMRNA SHEddd tAOARI, NBS 1K @icreadtbfdiendy ARGARINL: th€ingsdeRdnhe

marker, tO.fhARRhRE hotfhltnahildia RXREGRS the target gene in vivo. Insertion
of the DNA co

tryct, via targeted homol ogqu reco nation, results in
"nact s vat | on_ ol iteeyngs gEpe st mesodi ShsppcudamlS SHEABIRE B WPFDRGT  ed i n
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inhibit translation. Because ribozymes, unlike antisense molecules, are catalytic, a lower
intracellular concentration is required for efficacy.
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Nucl eic acid nolecules to be used in triplex helix formation for the
inhibition of transcription in the present invention should be single
stranded and conposed of deoxynucl eotides. The base conposition of these
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In one embodiment, wherein the antisense, ribozyme, or triple helix molecules described

herein are utilized to inhibit mutant gene expression, it is possible that the technique may so

efficiently reduce or inhibit the transcription (triple helix) or translation (antisense, ribozyme) of

mRNA produced by normal gene alleles of an API that the situation may arise wherein the

concentration of APl present may be lower than is necessary for a normal phenotype. In such cases,

to ensure that substantially normal levels of activity of a gene encoding an API are maintained, gene



in order to identify or verify the efficacy of conpounds for treatnment or
prevention of AD. Agents can be assayed for their ability to restore AF or
APl levels in a subject having AD towards levels found in subjects free
fromAD or to produce simlar changes in experinental animl nodels of AD.
Conmpounds able to restore AF or APl levels in a subject having AD towards
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Examples of animal models of AD include, but are not limited to, animals that express human
familial AD (FAD) B-amyloid precursor (APP), animals that overexpress human wild-type APP,
animals that overexpress B-amyloid 1-42 (BA), animals that express FAD presenillin-1 (PS-1) (see,
e.g., Higgins, LS, 1999, Molecular Medicine Today 5:274-276). Further, animal models for Downs
syndrome (e.g., TgSODI, TgPFKL. TgS100pB, TgAPP, TgEts2, TgHMG14, TgMNB, Ts65Dn, and
Ts1Cje (see, e.g., Kola et al., 1999, Molecular Medicine Today 5:276-277) can be utilized to test



sacrificed to assay the effects of a test conpound. In another enbodi nent,
test conmpounds that nodul ate the activity of an APl or a biologically
active portion thereof are identified in non-hunman aninmals (e.g., mce,
rats, nonkeys, rabbits, and guinea pigs), preferably non-human ani nmal
nodel s for AD or Downs syndrone, expressing the API. In accordance with
this enbodi ment, a test conpound or a ¢ttrol conpound is admnistered to
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the mRNA encoding the same in a biological sample (e.g., CSF. serum, plasma, or urine). A test
compound that alters the expression of an API can be identified by comparing the level of the APl or
mRNA encoding the same in a subject or group of subjects treated with a control compound to that

in a subject or group of subjects treated with a test compound. Alternatively, alterations in the



(e.g., intracellular Ca2+, diacylglycerol, IP3, etc.), catalytic or
enzymatic activity of the APl or a binding partner thereof, or a cellular
response, for exanple, cellular differentiation, or cell proliferation.
Techni ques known to those of skill in the art can be used to detect changes
in the induction of a second nessenger of an APl or changes in a cellular
response. For exanple, RT-PCR can be d42d to detect changes in the
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rectal and In a preferred embodiment, an agent that reduces the severity of one or more symptoms
associated with AD in a human having AD is selected for further testing or therapeutic use.

5.18  Therapeutic and Prophylactic Compositions and Their Use

The invention provides methods of treatment comprising administering to a subject an
effective amount of an agent of the invention. In a preferred aspect, the compound is substantially



intestinal nmucosa, etc.) and nay be adm ni stered together w th other
biologically active agents. Adm nistration can be systemc or local. In
addition, it may be desirable to introduce the pharmaceutical conpositions
of the invention into the central nervous system by any suitable route,
including intraventricular and intrathecal injection; intraventricular
injection may be facilitated by an intinaventricul ar catheter, for exanple,
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In another embodiment, polymeric materials can be used (see Medical Applications of Controlled
Release, Langer and Wise (eds.), CRC Pres., Boca Raton, Florida (1974); Controlled Drug
Bioavailability, Drug Product Design and Performance, Smolen and Ball (eds.), Wiley, New York
(1984); Ranger and Peppas, J., 1983, Macromol. Sci. Rev. Macromol. Chem. 23:61; see also Levy et
al., 1985, Science 228:190; During et al., 1989, Ann. Neurol. 25:351; Howard et al., 1989, J.
Neurosurg. 71:105 ). In yet another embodiment, a controlled release system can be placed in



and incorporated within host cell DNA for expression, by honol ogous
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transferrin, and protein G for selective renoval of im*runogl obin G Two
affinity coI ums in a tandem assenbly were prepared by coupling antibodies
to protei®n G sephdMiPdde IRENTHICATION OF PROJEINS DIRFERENT ALY ESPBESREP oS e

H - Trap col unmn fHE/ISF IN AD

Using the following exemplary and non-limiting procedure, proteins in CSF samples from
(a) 148 subjects having AD, (b) 60 family members of these AD subjects, and (c) 32 unrelated
controls were separated by isoelectric focusing followed by SDS-PAGE and analyzed. From some
subjects, serial samples were taken over time. Parts 6.1.1 to 6.1.9 (inclusive) of the procedure set
forth below are hereby designated as the "Reference Protocol".



Pharmacia Cat. No. 17-0404-01). This was done by circulating the follow ng
sol utions sequentially through the colums: (1) Dul becco's Phosphate
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3500V f orwhidhwese pooled, desalted/concentrated by centrifugal ultrafiltration and stored to await further
analysis by 2D PAGE.

A volume of depleted CSF containing approximately 300 pg of total protein was aliquoted
and an equal volume of 10% (w/v) SDS (Fluka 71729), 2.3% (w/v) dithiothreitol (BDH 443852A)
was added. The sample was heated at 95°C for 5 mins, and then allowed to cool to 20°C . 125ul of
the following buffer was then added to the sample:

8M urea (BDH 452043w )

4% CHAPS (Sigma C3023)

65mM dithiotheitol (DTT)

2% (v/v) Resolytes 3.5-10 (BDH 44338 2x)

This mixture was vortexed, and centrifuged at 13000 rpm for 5 mins at 15°C, and the
supernatant was analyzed by isoelectric focusing.



For all stages of the process, the current limt was set to | OMA for 12
gels, and the wattage |imt to 5W The tenperature was held at 20C
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was pl ac et promote covalent attachment of SDS-PAGE gels, the back plate was treated with a 0.4% solution
of y-methacryl-oxypropyltrimethoxysilane in ethanol (BindSilane™; Pharmacia Cat. # 17-1330-01).
The front plate was treated with a 2% solution of dimethyldichlorosilane dissolved in octamethyl
cyclo-octasilane (RepelSilane™ Pharmacia Cat. # 17-1332-01) to reduce adhesion of the gel. Excess
reagent was removed by washing with water, and the plates were allowed to dry. At this stage, both
as identification for the gel, and as a marker to identify the coated face of the plate. an adhesive bar-
code was attached to the back plate in a position such that it would not come into contact with the gel
matrix.
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Upon completion of the electrophoresis run, the gels were immediately removed from the
tank for fixation. The top plate of the gel cassette was carefully removed, leaving the gel bonded to
the bottom plate. The bottom plate with its attached gel was then placed into a staining apparatus,
which can accommodate 12 gels. The gels were completely immersed in fixative solution of 40%
(v/v) ethanol (BDH 28719), 10% (v/v) acetic acid (BDH 100016X), 50% (v/v) water (MilliQ-
Millipore), which was continuously circulated over the gels. After an overnight incubation, the
fixative was drained from the tank, and the gels were primed by immersion in 7.5% (v/v) acetic acid,
0.05% (w/v) SDS, 92.5% (v/v) water for 30 mins. The priming solution was then drained, and the



aut odetect the registration points, M1, M, M3 and M4; to autocrop the
images (i.e., to elimnate signals originating fromareas of the scanned

i mge |ying outside the boundaries of the gel, e.g. the reference frame);
to filter out artifacts due to dust; to detect and quantify features; and
to create image files in GF format. Features were detected using the
foll owi ng paranmeters: Snooths =2 Lapl at2@4n threshold 50 Partials threshold
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reference frame); to filter out artifacts due to dust; to detect and quantify features; and to create image

e bou the ge‘ eg the
files in GIF format. Features were detected using the following parameters:

Smooths =2

Laplacian threshold 50

Partials threshold 1

Saturation = 100

Peakedness = 0

Minimum Perimeter = 10

6.1.9  Assignment of pl and MW Values

Landmark identification was used to determine the pl and MW of features detected in the
images. Twelve landmark features, designated CSF1 to CSF12, were identified in a standard CSF
image obtained from a pooled sample. These landmark features are identified in Figure 1 and were
assigned the pl and/or MW values identified in Table XI.
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Each of the remaining study gel images was individually matched to the primary master

individual study gel image as described below.

image such that common protein features were paired between the primary master image and each



judged to be insufficiently representative of the study gels to serve as a
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enhanced by the alignment of the images in the manner described above. To improve accuracy still
further, all pairings were finally examined by eye in the MelView interactive editing program and
residual recognizably incorrect pairings were removed. Where the number of such recognizably
incorrect pairings exceeded the overall reproducibility of the Preferred Technology (as measured by
repeat analysis of the same biological sample) the gel selected to be the primary master gel was
judged to be insufficiently representative of the study gels to serve as a primary master gel. In that
case, the gel chosen as the primary master gel was rejected, and different gel was selected as the
primary master gel. and the process was repeated.
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Features (AFs). 6.1.14. Statistical Analysis of the Profiles The MCl data
was represented in statistical nodels in tw forns: 1) percent of total
protein volume for a given gel (PCTVOL) and 2) absolute vol une, scal ed by
the total volune | oaded on the gel (Va@R3. A value of 0 was entered for

PCTVOL and VOaji iheﬂnaglé@erémén B@fed ﬁ)%@tﬁ&rto SRatda Qaﬁ;tds%@sfer ik, anf@}e MOSt
anal yzes, si der ed he statistical it

had to h 6Polsmonll,]s ang shaP%s o\f %{]the gel éa?ur&;ef\e}ﬁ;t}e corapvalt lmages we e s eir-m?%(bs/e C)(i)nto tqnfss’ in
at | east GH&OYE “’taﬁtér Hidaisrbreibelodr oups i n the anal ysi s (descrl bed beI ow) .

The conpl enent I r dto
L dentify @ﬁc)é aﬁé@%ﬁwa&'p% ha&héeﬁtcﬁr%lﬁéd SRREel hitfkabe ¥¥c¥\ﬁ‘1 ss‘&x?a% %SI s The

AF er

pur pose’ PSS REi ¥gbs8eg'aﬂ§uw‘%rp8ﬂ>aP‘a%ﬁsévrefezt&a%ao i o "aﬁ%ﬁg f  om

i ndi vi duatfshe niimapy mastardhis Hme asingy Beiy figld sgpysaddy smigeth dntergelatianof Be sliplarer e

) aut opstie-mand definetby(tAD)entrsids sfoliermired gob featucds s A (chiS)sitamagtérdinngefwas stus sanpl e,

2) Deﬁentgeaeré&@b}eanmr.s.%@ Arg Iéte.wnhgb @Eh ltsrfbatmrahesﬁﬁ,sm% €As ¥ich hﬁa@e Jayears
1Y p/hma né

of di Seasfan(s)fnﬁned i3 ’thed) O{neFry ?w% taﬁ)y summe%tplxeﬁ%' eee}lqgn ({tﬁgl ves of

i ndi vi dua clinical
di agnosi sco8PoYE ﬂ?ﬁ‘ﬁ 'a'aewerrﬁ th?/éeaturemtb@} hagygt tfeﬁ'r Pwﬂ Rythe P&’F?“é‘fﬁ Quifined ghomsii ques

wer e usedwére likdvaseqddadpo thnabrypraite mastet jmage desgriptmpdweith their pengraids adjeited to the

cont r ol | i fgtdr Eonag® usinglthg @bd Eieldtcbadctis@npar ed a DAT group vs the NCO group
with regard to the rank of the volume. (2) Cassification trees

Cl assi fi cat i onlherfBalstage peproggesinawas Aprltge tavit caprogjieaaastes inprge enddisdeature and
clinical dsagpreswhicasow presene sipthasaturcEHmmadligbe intapenih deksidy vadsiyphéedtopoi nt s’
in the pr&ﬂil&ﬁ)%@&nét@atThE)ﬁ'éﬁlleﬁ weR gri@edBp@ndr ﬂh@hnk@@&@?&ﬁ-n@lwés'sEéc@rdﬁa‘g%” di ng

to the r eﬁp 9&%%% oyg{elr_'llg;p Leﬁveen tge% CE%XI?J:IH&% W ?th%h ivEOD i e%eﬁﬁﬁinﬁﬁnufel thé gi ven

node of t osen &'m Zzes™he ¢ ’n devi ance
accor di ng‘“‘?&cué?rﬁ\ﬂ?t?“ﬁ% MED. Ilkel i hood nodel. Tree nodels were fit to both

E ngg{ : gi nal d@ﬁ %@ﬂfénﬂ%ﬁs& 0@%@&9%@&%&@%!1%&1@%1&@5 Thltk%ll%¢lgrhﬁ}@4entg§;|a-ven

R N R N T O U B R A i B
in the original data tree or a bootstrap sanple tree. (3) Logistic
regression nodel A logistic regression nodel was used to nodel the
probability of being AD. The volumes of the various MClI's were used as t he
expl anat ory vat{-&blCcessiruplioptat udfis procedure was used to select 5 M

125 Criteria A niafbﬂln%%l] Q&n&ﬁ&ﬁ%el@ﬂm thOQud O HR rARRLYPSKe mafiEambRt inen f r om
al | of th.ﬁte?%gv %F‘%ﬁ%‘“ wads. n"f}:ﬁﬁir%dsa%ﬁ st\é\ffi Tbjese%g résrjlt 3ft E%tlal)llvg wa% tlgiétnfiratmﬁ

Wer e anon
Appear ed ff A dféﬁté' Repfle |Wé§t' C%%"ES %ﬁiwemﬂe ﬁea&ve nBraé’"%QH%ﬂ | @at'og codennear ed
as an i npelatietp cerpispandingifgaturd witlin the gempdsite mpitesnmaged®ICl), 2) the x, y coordinates of

the features within the gel, 3) the isoelectric point (pl) of the AFs, 4) the apparent molecular weight

(MW) of the AFs, 5) the signal value, 6) the standard deviation for each of the preceding
measurements, and 7) a method of linking the MCI of each feature to the master gel to which this
feature was matched. By virtue of a Laboratory Information Management System (LLIMS), this MCI
profile was traceable to the actual stored gel from which it was generated, so that proteins identified
by computer analysis of gel profile databases could be retrieved. The LIMS also permitted the
profile to be traced back to an original sample or patient.

6.1.13. Differental Analysis of the Profiles

For the pooled gel data within each sample set (Alzheimer’s CSF and normal CSF), the
profiles were analyzed to identify and select those features differentially present in the profiles. These
selected features were then assembled into an Alzheimer’s pooled gel feature set. Matching features



4. Had desired distributional properties (4) Nearest Neighbor Analysis In
addition to the techni ques descri bed above, the gels were examned with
nearest nei ghbor analysis. In this analysis, the gels were visually
exam ned and MCls | ocated proximate to other M s that denonstrated a
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mass spectronetry using a PerSeptive Biosystens Voyager- DE TM STR
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(3) Logistic regression model

A logistic regression model was used to model the probability of being AD. The volumes of
the various MCI’s were used as the explanatory variables. A stepwise procedure was used to select 5
MCP’s.



increnent for all Cys residues to account for carbam donmet hyl ati on. The
dat abase searched was database constructed of protein entries in the
non-r edundant dat abase held by the National Centre for Biotechnol ogy

I nformation (NCBI) which is accessible at http://ww.ncbi.nl mnih.gov/.
Following identification of proteins through spectral-spectral correlation
usi ng the SEQUEST program nasses dettSted in MALDI -TOF nmass spectra were
assigned to tryptic digest peptides within the proteins identified. In
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cerebellar cells fromapoptotic death, acting as a survival factor for such
cells, as well as protecting them against glutamate and hydrogen peroxide
toxicity. PEDF binds to glycosam noglycans and to an 80 kDa receptor
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significantly increased in the cerebrospinal fluid (CSF) of subjects
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220, AF- 22! AF-222, AF-223, AF-224, AF-225, AF-226, AF-227, AF-227, AF 229 AF-230,

231, AF-232, AF-233, AF-234, AF-235, AF-236, AF-237, AF-238, AF-239, AF-240, AF-241, AF-

242, AF-243, AF-244, AF-245, AF-248, AF-249, AF-251, AF-252, AF-253, AF-258, AF-262, AF-

263, AF-278, AF-287, AF-303, AF-310, AF-311, AF-313, AF-314, AF-316, AF-317, AF-318, AF-

325) the difference was highly significant (p < 0.01), and for certain highly preferred AFs (AF-200,

AF-201, AF-203, AF-204, AF-205, AF-206, AF-207, AF-208, AF-209, AF-210, AF-211, AF-212,

AF-213, AF-214, AF-216, AF-217, AF-218, AF-219, AF-220, AF-221, AF-222, AF-223, AF-224,

AF-225, AF-226, AF-227. AF-227, AF-229, AF-231, AF-232, AF-233, AF-234, AF-235, AF-236,




this application, which are intended as single illustrations of individual
aspects of the invention. Functionally equivalent nethods and appar at us

wi thin the scope of the invention, in addition to those enunerated herein,
will be apparent to those skilled in the art fromthe foregoing description
and acconpanyi ng drawi ngs. Such nodifications and variations are intended
to fall within the scope of the appenti&d clains. The contents of each

ref er encear-pat Art23aek-pAL ARD4 ANH-2RaAF 283, RS, AR2SNIAF-2 BPRF-DERWFOR7] S

hereby i ngosponated APfy3f fifd aefﬂ&&ce(l«faé §Aﬁ| lﬁcﬂé IET%.’?}“Xan €p<900 CLAIM 1. A

met hod for Screening i agnos seasern a subject, for
det er mi ni ng thamasamg@a@d sea@anedrslv&eye deferriinzd o the differahtisiBasakm APISHieect , for

i denti fyi g, @)eﬁiﬂpbﬁﬁése Ab1s a&&w&ﬂ#mﬁmv A6d va%metQPs'éar%heg bﬁﬁ%ﬁ@daté%seﬁ or
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a two-di nensional array of features, said array conprising one or nore of
the follow ng Al zhei nmer's di sease-Associ ated Features (AFs): AF-200,
AF-201, Ak-20EXAMPIGE:; DIAGNOSIS ANDIREAFMENT OF-APO7, AF- 208, AF- 209,
AF- 210, AF-21 1, AF-212, AF-213, AF-214 AF- 215, AF-216, AF-217, AF-218,
AF-219, AF- 220\ e Aptloysng example Jiysiraterhe vss ot anebbo she inyentioncfor scicpnine reatmpnty 7.
AF- 228, AFdpesisAFAR3Jhe fifHo@®g xampfie ARAllusiitePBS useAf ndulatoARe. 2 3fgonigfor 236,

AF- 237, Alntagafists)BFan288), of Me-iddRtionAb-trdd &s pr&lendld, AF- 243, AF- 244, AF- 245,

AF- 246, AF-247, AF-248, AF-249, AF-250, AF-251, AF-252, AF- 253 AF- 254,
AF- 255, AF- 25@izmgnt spithelynEdepmed factap(PEBS) is Apewetphispraigh synfsizeiand sered3,

AF- 264, Alyra6B]| pighen GbtheliiFe6 T caAf-eBti§ogeAbsisHnO has bAER $hdOn totbe-pResdnt inthe 272,

AF- 273, Q&W&Zﬂulaﬁﬁnﬁg Botwdh 12 FPE Rfts #hd the REraliéBna. AFinduéSs nefond %Q’ferenﬂ&'_troa8 1,

AF- 282, Al AF- 2
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AF- 176, rogl-gsZmn%Aéggmo%rég%ffecﬁalé&%fa erap}ﬁﬁ”ADA‘F 186, AF-187, AF-188,
AF- 189, F-190, AF-191, AF-78, 9, AF-80,  AF-81, AF-82, AF-83, AF-84,

AF- 85, AF- 86, IABHQST"bOAFMBB}f tlmﬁn\&gt,lonAR}nmundﬁlﬂqa@ tbOdlAﬁ@ 02, ulﬁ(ﬁg@@; orAF- 94,
AF- 95,  Alowlfeguldk)y tBSexphissiQf actitfty d08dth théexbshsiordrmd hotuity AF PEOB are Alimthdtkred
AF-105, AFs g&{ect i 1ee1tp(§ ’treﬁﬁeﬂt ot for éﬁl'éyjlax:ls]uf A Arkbodieindt Jgbdufale e e:ltgmssi%ﬁ 1 16

AF-1 1T AF-
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AF- 157, AEDF] 6y béMdniliGiStereAFPEING or Adenik6iE of AEPEDB polpeplidd may isaliz9, AF- 180,

AF-182, ARmifdered\F-192, AF-

The invention also provides screening assays to identify additional compounds that modulate
the expression of PEDF or activity of PEDF. Compounds that modulate the expression of PEDF in
vitro can be identified by comparing the expression of PEDF in cells treated with a test compound to
the expression of PEDF in cells treated with a control compound (e.g., saline). Methods for detecting
expression of PEDF are known in the art and include measuring the level of PEDF RNA (e.g.. by
northern blot analysis or RT-PCR) and measuring PEDF protein (e.g., by immunoassay or western



121, AF-122, AF-123, AF-124, AF-125, AF-126, AF-127, AF-128, AF-129,

AF- 130, AF-131, AF- 132, AF-133, AF-134, AF-137, AF-139, AF-140, AF-141,
AF- 142, AF-143, AF-144, AF-145, AF- 146, AF-147, AF-148; and (b) conparing
t he abundance of the one or nore DAFs in the test sanple with the
abundance of the one or nore DAFs in a body fluid sanple fromone or nore
subjects free from Alzheiner's diseasé28o0r with a previously determ ned

r ef er encey6tARLBish OCoﬁll!iﬁBdsftﬁﬁtlﬂbﬂﬁ’laierhesa!e'lli\ll@%rf SEDF 6&?1 &3&m.ﬁéo<wc64n Bl TRS
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Al zhei mer2°dVig; °§é‘é§'€ ing t%ﬁﬂ 'ﬂ??treceP@F tQyibe é‘?"H‘D rﬁ’f?‘n&"‘frﬁ O‘@P‘élﬁée &r S4IBHR ty of
Al zhei merinkybitiths sameefiunctian oG t Confropnds denable fofinndplating HBPE dindag tg itskeepfor
devel Opi NG PERF z2bwiitgare idenbfisR:empaindd sﬂl’tatﬂﬁ)ﬁdi fuethériigveidpherts ds @ebmpduntl hehrapy
adm ni st epedle HQuRent YPABCt having Al zheiner's di sease, said nmethod
conprising quantitatively detecting, in a test sanple of body fluid from
t he subj ect, diiediog batwees PEDFtahd itf etdpontancbe Az miatehy, for ehagplsenfstigdiElifed

Protein |\$|ﬂf QNEBowhARE }ess ﬂ\EbEﬁﬁ%ce;ﬁﬁ an@gﬁg M he 3@kt om{m@O&twe@PPEﬁﬁ%d

API - 304, AP - 376
AP| - 377, d%%‘“ eépé‘i Pye {Hf’é%%gwégj'ﬂ‘ oo %gi' s o R 3 1
API - 316, ‘Hisre§gBEDRpd %’EPf reggpior a5 grolajes andqnseferaply. reqombingpsyy. prodicedapid 301
AP| - 322, aafaying 2R exiam of Bding Aetwe@EZEDEARL it3 88eptohPIThi8eh th\Rie-08 uth agpys, 325,
APl - 326, ARlidas2dompodiids maxy8e te&Bd fod BQir aliRlytSa¢dnizAR antagorlize tPbindB8Dof PMPIF1332,
APl - 333, ;ARlLw33#. API-335, API-336, API-337, API-338, API-339, API-340,
APl - 341, API - 42 APl - 386, API-387, API-343, API-344, API-388, API-345,
API - 346, API - 389poidlsiRa0ficdtPyirrd4hat affdel th8&presAdl or2d@yity APPEBR 9an baRtsted3 50,
APl - 351, Rlin 3fidal rﬁé?iers%W\D MNBowd93inddk -0 AsubBits hadftip ABTS dedérhincAldir 354,
API - 396, ﬁ%{ip%@ W affic - 355, API-398, API-399, API-400, API-356, API-357,
API - 401, 402 APl - 403, API-359, API-360, API-404, API-405,
APl - 406, API - 4(é ,preéﬂt éE8ion Aot bR JimABd m3&rhs oRE paticliar eMBbdiBOBs deAdribed kO,
API-41 1,4, {A‘Eﬂ)pléﬁﬁl Wi !:h ﬁéﬁnen@ﬂ as%ﬂ‘\gle llﬁp ﬂratl%ﬁéof lrﬁP ¢|dlﬁ§§p%ﬂ%ﬂl@ﬂvenm 415,
AP - 367, ALe 13/ A et Oy AL ALY 2R N% Aﬁg W
Combi ned MPPIMBRSOIsp gy gy il aispe o idpreon A das Wiigse.
AP - 48, Appmggted A@pm,zwﬂl Appppageat to slpse skilled Apihe 51(9fronApipe_fgljggompqiesglptlAppndSZ

APl - 243, RRImbBByingARhwdds}, SublPinodificatidfy anB varAiBbassle inked 24l )1 WARIn-thGscopsRif- 56,
API - 57 AR a Bend@@ blahs. AR chtenBRBF ekl refdllce, JtentAnl pdént ap¥ticatRB citdBh i,

AP - 61, API-62. API-19, API-63,
API-64 A F“?éagigﬁagﬁﬁ&ﬂﬁ %fggeﬁeﬁ%'éﬁsﬂﬁﬁké7 APl - 68. APl -69. APl -70,
APl -23. APl-24 API-197, API-198, API-25 API-71, APl-26. API-27, API-72.
APl -73 API-199. API-200, APl-28. API-30. APl-86 APl-201 API-88
APl - 202, APl-89 API-90. APl-91, API-92. API-93. API-95 API-97. API-98,
APl -99. API-101  API-102, API-103, APl-104, API-107, API-210. API|-108,
API-1 11, API-1 12, API-113. API-1 14, API-214. AP|-144, API- 146,
APl - 147, API-148. APl-150, APl-151, API-152. APl-215 APl|-153, API- 158,
APl -159 APl -160. APl-165 API-166. API-167 API-173 APl-174. AP|-175,
APl -176. APl -179. API-180. API-181, API-182. API-183, APl-184, API-185,
APl -217. API-219 API-187, API-189. APl-190 API-238 APlI-239. APl -240
APl -74. API-33. API-221 APl-34, APl-75. APl- 246, API-35 APlI-76 API-222.
APl -77. API-36. APl-37 API-78. API-38. API-79. API-80, API-81, AP|-223,
APl -82. API-83 API-39 API-84 API-85 API-40 APl-247, APl-41, AP|-224
APl -42. APl -43, AP1-44, AP -45  AP|-248, APlI-46, AP|-225 API-116,
API-118. APl-1 19, API-120, API-



121, API-122. API-123, API-124, API-125, API-126, API-127, API-128,

APl - 130, API-131, API- 132, API-134, API-135, API-232, API-233. API|-234,
APl - 136. API -137, API-138, API-139, API- 140, API-141, API-142, API|-143,
APl - 145, API -149, API-155, API-161, API-162, API-163, API- 168, API-169,
APl - 170, API-171, API-237, API-172, API-I177, API-178, API-186, API-220,
APl - 188, API-191, API-192 3. The net ht2b according to claiml or 2 where
t he body wkwiidhims Cerebrospinal Fluid. 131 4. The nmethod according to
claim?2 or 3 where the abundance of the one or nore APIs in the test
sanpl e i sl-conpamediodfor kereenimgabdinghasie ef Alzhdiher solirgaseine spipiees, fRletermining theanpl e
from one stige BPdeeeritB oA Igidiferfsidi@askin@RUMAGC e id@iifysngch suBjdcat riskiof déveldpig
previ ousl ¥ deh&F AR, Jr%r%%ngmﬁgﬁﬁ{ﬁgct;ogahﬁhag%dman@éfeu i&a dbjeSURlREL S free

from Al ZQEII ner '’ séjdl sease, o t : nce at | east one Expression
Ref er ence ESAPY P S EERAT SN PRY s ampl e. 5. The method according to any
one of clainms @ t o aalysipget st saneecthodnilyd fiqudhn subisetiby évgdimsatienat | ng

conpr i sesldcasphoregis at geherats b temdinghsiopabirrayfof fehtorek,ispidtarrgyaenpipeising enecbr stoep  of
testing CAaMRHIFIWIEE AlzkdherCMeade! A H&kididder e@buites UOts): M L T002AF-201, iAyozlp, Ahab3,i s
;mggzseﬂ-éb&gﬁ?&%ﬁ@ﬁﬁ’(}g&A(???,Cl%iﬂfﬁs'é%ﬁlzbé(%;gzl%gﬂﬁ-:é'i1,’)9:-51'3??.'2 ,')Arfg?,I?L ;he
pr edet er mn b‘st gfzé?é#cg r afit g% @O%hé%#g? dzic{cggrzé?rfgg%% &93{ A@\,{\b@herei n
t he step Af-22fudht227.240-328, pFdEP.i-2 g AEGADrASER, AF-@31.iANg234. pF38alAT3360f

al i quot s Aw-217, AFpBSAH-21%Y ABf240M -DOCABR4Z,0gNZA3CAFQR4, A RIRASL AF-R86, AFF247,

er gﬁ:! ﬁg?&ﬁzw?‘ﬁkszm,_?m-é’sog:ﬁl@{z@ﬁc/ﬂﬂﬁizg;ﬁF-z@ﬂé@%ﬁ}hﬁ%\sQ;}Iﬁ?ﬁég}\ﬁfisﬂ%ﬁzs8,Cl i m
2 Cor a st %@3?&%@03@%—% P26k g‘??a’?‘&rﬁ&u R Fé—zgi%{éﬁam :
carrier. B2 AFpHAHEERut 2dB: AHotffodF 27 o fatotbi2Al ATe2 781 AF Y% ARndfer ei n
the Al zheAl23!, aFeli82.oeis283, A§84. At-285, RF @B@IAT-180AB12R8, (AAFL8P, AB-2D0) ATe2%nbi nant
form 9. AnanhirbodyarcaprhireefAl-MRIAPSPEA 298, RFNYY,NG-300, AFAbEheLIR! " S

di sease- Agpogt akefl AE!*-S’(SS?%E&'()EPA%:—QM‘?, Aﬁﬁbé,t@s.%?;m.@?&rf\;ﬁ? Gl ﬁ#mfﬁéﬂg. The
where n- THeS HhAf G APt Sl AR Ao, AT AP AESRbA aEdor di ng
to cl ai mAFr-335. 6FGR6.akF -3 AbSay, AF1g0-tAF-ElaA 392, dYF-308; ARt difdBhe
anti body AB3%, ARI3RIAR3EAFE00Y  optioRalfyeih batbiggiontvith og: dronoed tithe 5 or 6
g_r an ?P_tfb@&ﬂ%{g ﬂiﬁ QKﬁllgﬂFI_%OAﬁJf;?AF‘M?AP-@, 1419-8._ )(‘lh-‘?{ @F-@.l Alg, ASIﬂN, 'A%QQY AFS 48
i speci fig. antjb ] "Eﬂe' d,aceqgr di n ] I ] ) ]

antt bocy AL BN e B oo Sl o ek B s 25 <o
ant i body. A28 AT, BRI EcHT &R A -BPoAEPAi Mi-B5. -1, 8F-3dm Al Adct%r di ng
to any orF-6f, AdH4 AE-49, AB44NF-4AE Al AFHRA 8. iAFotPy ABiSAASF5b AME. APE wit h
great er afhj AF-150, Wras2t AF-asuoalrerss i Ao b, AFQE9,tATe1 APAF-18BAF- 163, AR 164 TAF-
gﬁg%'r 5'0“19599/{'13-1% fﬁQZEl AN ’73?%‘#%1?5.6 Jp] ﬁFH?&', Azlljllﬁ?élig'?g A 1 & AFM83 Ao 14
ety ot B AE AT T8 AT dh Kbl b Wi, AL g o
di agnosi sAfoR3. AFzHenRes: AF-86.9HaEE AFrBsaAE R AEP0, AF-91, AF-92, AF-93, AF-94, AF-95,

AF-96, AF-98, AF-99, AF-100, AF-101, AF-102. AF-103, AF-104, AF-105, AF-107, AF-108, AF-

110, AF-111, AF-112, AF-114, AF-115, AF-116. AF-117. AF-118, AF-119, AF-52, AF-53, AF-54,

AF-55, AF-56, AF-57, AF-58, AF-59, AF-60, AF-61, AF-62, AF-63, AF-64, AF-65, AF-66. AF-67,

AF-68, AF-69, AF-70, AF-71, AF-72, AF-73, AF-74, AF-75, AF-77, AF-151, AF-153, AF-157, AF-

161, AF-165, AF-166, AF-167, AF-168, AF-171, AF-179, AF-180, AF-182, AF-185, AF-192, AF-

121, AF-122, AF-123, AF-124, AF-125, AF-126, AF-127, AF-128, AF-129, AF-130, AF-131, AF-

132, AF-133, AF-134, AF-137, AF-139, AF-140, AF-141, AF-142, AF-143, AF-144, AF-145, AF-

146, AF-147, AF-148; and

(b) comparing the abundance of the one or more DAFs in the test sample with the

abundance of the one or more DAFs in a body fluid sample from one or more subjects free from
Alzheimer’s disease, or with a previously determined reference range for that feature in subjects free



for determning the stage or severity of Al zheinmer's disease in a subject,
for identifying a subject at risk of developing Al zheiner's di sease, or
for nonitoring the effect of therapy adm nistered to a subject having

Al zhei nmer's di sease. 17. The kit according to claim 15 or 16 conprising a
plurality of antibodies as clainmed in any one of claims 9 to 14 and/or a
plurality of API's as defined in claim23018. A pharmaceutical conposition

conpri si Mg AlZAEMBPEMEdaseabl Witlethé Suhlian€e ANGNDhe BkprésBioR REfcRAYFeatuR(ERF) in
fragrrent Kol eg{ggmgtl ve of an anti body according to any one of clains 9 to
and a p'har ITB.CEUtI cally acceptable carrier. 19. A nmethod of treating or
prevent| ng Al zheiner's di sease conprising admnistering to a subject in
need of slich t4 mathaefar saeeningoagpiegnosis af Alghamérischisesseingrsplypdt, fof detenmimingitheody as
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nore Al zh/ieﬁrégAﬁlg@négééé-ﬂggcﬂ@édAgh% %P&Fﬁﬁ 3&7 g\ éiﬁ }éi ?A (laf7|l ned in
clai m 2, AFr2RgfBht’s ABF7ARPLARPIf] P%rg“rﬁ%r%@ 8|3y‘b%‘p3t0r k36 APl APL38AP] S
(APl - el ARIEH2 potIRIHPHUR APEE |, API-92, ARISBONPIEIS0A B9 APBABIARHIAAPI(1A),
cont act i ngpriaobi Amit10populiali om-10f, caldis, Apoesstingi t Ae- ARl APIARR, Apagaent ,
APl - el at gl 5, QOAME’naQtAﬂ‘%%OAPIAEb /(Msl'z;?”Arﬁrl%eAﬁ 1 Ip13 55 agidat %lﬁg?m (b)
Zglnt acting, 4 3ecqndoPORY e AR 697 AiGlst SaiNRY SR 199 &1 194 A1 175AP1 \Gagment,,

API-179, API-180. API-181, AP1-182, API-183, API-184, API-185, API-217. API-219, API-187,

API-189, API-190, API-238, API-239. API-240, API-74, API-33, API-221, API-34, API-75, API-

246, API-35, API-76, API-222, API-77, API-36, API-37, API-78, API-38, API-79, APi-80, API-81,

AP1-223, API-82, API-83, API-39, API-84, AP1-85, API-40, AP1-247, API-41, AP1-224, AP1-42,

API-43, API-44, API-45, API-248, API-46, API-225, API-116, API-118, API-119, API-120, API-

121, API-122. API-123, API-124, API-125, API-126, API-127, API-128, API-130, API-131, API-

132, API-134, API-135, API-232, API-233. API-234, API-136. API-137, API-138, API-139, API-

140, API-141, API-142, API-143, API-145, API-149, API-155, API-161, API-162, API-163, API-

168, API-169. API-170, API-171, API-237, API-172, API-177, API-178, API-186, AP1-220, API-

188, API-191, API-192

3. The method according to claim | or 2 where the body fluid is Cerebrospinal Fluid.



rel ated pol ypeptide, or API-fusion protein with a control agent; and (c)
conparing the |level of said API, APl fragnent, API-rel ated pol ypeptide, or
APl - fusion protein or nRNA encoding said API, APl fragnment, API-related
pol ypeptide, or API-fusion protein in the first and second popul ati ons of
cells, or conparing the |evel of induction of a downstreameffector in the
first and second popul ations of cells13126. A nmet hod of screening for or

i dentifyi ng agents that nodul ate the expressi on or activity of one or nore
Al zhei msr s di eas Pr.ot ARls) as defi i claim
2, fragrrents of ™ @?ﬁsg ‘é"lngioc 'Wez (tr§ Wq’erestpe a{%“"tna%‘desofrthé:logf ed"¥'s ARE iy

( API - r el $568MplSIiysoapeted &)th die aAM anwéthsﬁ"emrﬁtn@rerﬁsp'w.acfa'ﬁelﬁﬁr@a' %ﬁbm?rgl ng:
(a) admi mutgecerirendrom Alareina stdiseamgamiwithe peeviously teteravined [refgrencg rangp faothatranmal s;
(b) adm mask&ihisigeds FRMNOAIZRGRE s diRkaR, SOGANKE JBBRIARde aDlead bRUEXpRSssismmMal S ;

and (c) i ression of the APlI, APl fragnent,
API -1 el aR%%%g%Téé%é%%Iﬁgeﬁ‘élﬁé tﬁ\%Fa“ﬁﬁéS)| on protein, or rrRNA encodi ng said API,

APl fragnent, APl-related polypeptide or API _f usi on protein in the first
and secodd gr dbpmethed acsrding itq a1y ongref dlaimel togk, wherpie et stepref ayantitativahst r eam
ef f ect or detactinh eorfiprised tesaing aslessosid atiquotipithe gt sarhple, saidtstep df @stinglcampaisthgt N ¢l ai m

26, wherein thg m@mcﬁngﬂh@a b ikh ARG ftlQEusnﬁt'nZnhﬁbé&”ﬁch@radAlﬂease 28. The

hod di Aftofd { f
g.g‘::']dloda?gcor gﬁt 8uanPk{itlver?%msasurll}%a:thengngn§ oﬁk%anh‘)m a[l(ﬂh]@ A%? rgld(Ii"A;T r atA::)?n 0 a

fragnent, AP £Cr>e| af@apap@gyﬁéﬁyttﬂé sgp (bApyith aﬂ’EP§'F‘6rr'i‘“1tﬁddeé'ieh°e #ienRNA encodi ng
said APlI, APl fragnent, API-related pol ypeptide, or API-fusion protein. or
sai d dowgst r eane REHELIRErding td 18mf 3, LWhkreid ARk IF QinDtaLi @B defocfiy JERIPHTS S

conpar ed clsglcéehﬁuraﬁtﬁ%pm u&?%h @E)léJSant)pJfé'zﬁtﬁJoh g;tmmlpﬁlrah?ygof p;régge { hod

accordin ai s n adm ni stration of a

candi dat agent results in a decrease in the | evel of said API, API
fragnent, API-related pol ypeptide, or API- fusion protein, or mRNA encodi ng
sai d APl 7. APl Afphagmneeaitical ARhpaseloakedpripoigyp eypiheider s discabd?Assoeisted Arofedv

protein, IQForr%Qhﬁl)qpﬂmg:Jﬁ%mnﬁfzfcﬁ‘intgaelbﬂu@ t\ﬁmt.hg§tAﬂomlaapmhmc&t.cen I'l's or
manmmal s CO”Fableca Lo second popul ation of cells or manmal s. . The

met hod as cClal ne |n cIa|m25 or 27, wherein the levels of said API, API
fragnent, API-related polypeptide, or API-fusion protein, or nmRNA encodi ng
sai d APl 8. APl The plgmesveyticARompositiantaechrging tpphpt i7 deherar thdRlzhtinei odisqasot ei n, or
of said okcawas.teﬂ@amlﬁetst)ﬁmhmp|m.ﬁ Rgorhbifint foddd second groups are further
conpared to the level of said API, APi fragnent, API-related pol ypeptide or
API fu5| on pr.otein nR encodl id APl APl fragnment,. APl -rel ated
B0l ypept o orhABIoy SiraE ChmSTBPer H BT Al ST ST S0 ' Tho

met hod aé’é&‘?‘&iisﬁ@“’t‘b‘\%lpaidr?ﬁ%i ingl4wr &i n said mammal s are hunan subj ects
having Al zheinmer's disease. 32. A nethod of screening for or identifying

agents that nafsneihed 4Aerdmghd Mhitnys &l P BLafibodyicEor@hg totctin Al whedigk' S

di sease- oforns (APIs) as defined in claim 2,
f ragnent é?t(ﬁog)gy Is%go"?&% a? 'H%OJ nt) pol ypeptides related to APi s

(API -rel at ed pol ypepti de) or APl -fusion proteins said nmethod conprising:
The method according to claim 5 or 6 or an antibody according to claim 9 or 10, wherein the

antlbody is a chimeric antibody.

12. The method according to claim 5 or 6 or an antibody according to claim 9 or 10, wherein the
antibody is a bispecific antibody.

13. The method according to claim 5 or 6 or an antibody according to claim 9 or 10, wherein the
antibody is a humanised antibody.

14, The method according to claim 5 or 6 or an antibody according to any one of claims 9 to 13,
wherein the antibody binds to the API with greater affinity than to another isoform of the APL



(a) inafirst aliquot, contacting a candidate agent with the APl, API
fragnment, API- rel ated pol ypeptide or APl fusion protein, and (b)

determ ning and conparing the activity of the API, APl fragnent,

APl -rel ated polypeptide or APl fusion protein in the first aliquot after
addition of the candidate agent with the activity of the APl, API
fragnment, API-rel ated pol ypeptide or ARB2 fusion protein in a control

aliquot, 18r WA it coniprisiHe O YnofSAnBbdidd @6lcIhifk& MBMG Bnd GHRGEns $- 14 Bh@orat hod
accor di ng, an\ P E%Ql%ﬁﬁ)d .EFM 313r 124 egt‘? M)in%%tti MO Rl Gbd) the AP, API
= ated po e,‘%r i

fragnment, I'-relat &peﬁfl usion protein is a reconbi nant
protein. 34. The nethod according to any one of clains 23, 24 or 32,

wher ei n tlhe APhe kingf clfimad§rdermise in tixicreeisngmeralirgpesisynd dbahiider’ s disgasy infagabjent
protei n ifer derPibink ke thgOor savesit) SAIERBSR s dBBase A abjbatiof identFyinELUbREt 201

di agnosi $is@br A ARFhI RIS SERIE, dflordnstBifihe Afec @HinclBY lfisiea § e of Fect
of an anti.-Al zhel “'s di sease drug or therapy admnistéred to a subject,
conprisiﬁﬂyanﬁﬁwwgﬁﬁFﬂﬁ?ﬁﬁﬁwﬁ?'Ieast one ol i gonucl eoti de probe conpri sing
10 or nore consecutive nucl eotides conplenmentary to a nucl eoti de sequence
encodi ng 1dn ARhe kis actefdingaalclhim 15adrdé nor@prising la pRiAtyodstaaiitvd s hy daimed tniaoy ogi cal
sanpl e f LaMmtdEmsUR BGhd/eF a Midalty 0B BPA o€ 8dFinedinfclapint he RNA wherein said
contacting occurs under conditions that permt hybridization of the probe
to the nygl eotide sequence if present; (b) detecti hybridi zation, if any,
bet ween ﬁﬁe pr OB GRS ORPRY! BtCP'B%”Sé'@q”dé"r‘i%"ét‘“cé er}%fﬁ‘je a@l?Hb‘aﬂ? ?‘h@““ibﬂ‘g’
hybri di z&t & tagmdnt orglesivatije eleantaadbady aecpreing(tdanywing bf ddies Aydbi4 atd2at i on

det ect ed pharmaccticilly adcepratitPtasieror Wi th a previously determ ned reference
range. 135 36. The nethod as clainmed in claim35, wherein step (a)

i ncl udes the step, o bridizing.th nucl.eoti de sequence.t.o a DNA array,
whor o1 e 40e A Bl oot el Sy r B SR B R e b oy o a
pl ural i t yubdget puerdefisheldreawisnehiberapestieay eiestivg amquacefl appptibodaas claimedsip ABH of
nodul at i rge ¢fredrisac® iovidty of one or nore of the Al zheinmer's

di sease- Associ ated Protein Isoforns as defined in claim2 conprising
adm ni st gpi ng 4t j i b1 - of .clalnms 23 to
A o 0000 A ey ST PR PTEL AL AR A b AT AR LRLEL T, 20
adni ni st é'r‘ti"?fb”‘t"ée‘g"f suehdyeawtent of PHAEIOBF tSTRPRNEL A e e awpuwgefm ms

t her apeuthecslFhoymesisfdéseisgeh sehsipted dirotein Isafpems (AMg s defpetlinglaén 2apdoraotclpict y  of
one or matie emdodingeaidAPRei mer' s di sease- Associ ated Protein |Isoforns as
defined in claim?2; whereby the synptons of Al zheiner's di sease are

anelioraéﬁd. %?.tﬁ hqd for idgnti%¥Lng.tfrgets for t%ena eutic

modul ati 61 of “APYAY] HhFAlIE ST RELLENGARPEMR S (HFRCSRPPUTIEABYNIHE'SA0 2 npr e of
t he Al zhéihest indegr fesudidreauncacorprerentiop dtheraneytslvafivetivaemaeitiohgaucisie ack aj m 2
is utilizednhditathrBastinmeboe cratae ofi theA lzhaintréey digase asciciiadddrotein geforing

ef f ecti veaPeyaseivddad ¢1@im 2.0f Al zhei mer' s di sease.

22. The method according to claim 21, wherein the nucleic acid is a API antisense nucleic acid
or ribozyme.
23. A method of screening for agents that interact with one or more a Alzheimer’s disease-

Associated Protein Isoforms (APIs) as defined in claim 2, fragments of APIs (API fragment),
polypeptides related to APIs (API-related polypeptide), or API-fusion proteins said method

comprising:
(a) contacting an API, a fragment of an API, an API -related polypeptide, or an API -
fusion protein with a candidate agent; and
(b) determining whether or not the candidate agent interacts with the API, the API

fragment, the API -related polypeptide, or the API -fusion protein.
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24, The method according to clain 23, wherein the determination of interaction between the
candidate agent and the API, API fragment, API -related polypeptide or API -fusion protein
comprises quantitatively detecting binding of the candidate agent and the API, API fragment, API -
related polypeptide or API -fusion protein.

25. A method of screening for or identifying agents that modulate the expression or activity of
one or more Alzheimer's disease-Associated Protein Isoforms (APIs) as defined in claim 2,
fragments of API (API fragment), polypeptides related to APls (API -related polypeptide) or API -
fusion proteins comprising:

(a) contacting a first population of cells expressing the API, API fragment, API-related
polypeptide, or API-fusion protein with a candidate agent;

b) contacting a second population of cells expressing said API, API fragment, API-
related polypeptide, or API-fusion protein with a control agent; and

(c) comparing the level of said API, API fragment, API-related polypeptide, or API-

fusion protein or mRNA encoding said API, APl fragment, API-related polypeptide,
or API-fusion protein in the first and second populations of cells, or comparing the
level of induction of a downstream effector in the first and second populations of
cells.

26. A method of screening for or identifying agents that modulate the expression or activity of
one or more Alzheimer’s disease-Associated Protein Isoforms (APls) as defined in claim 2,
fragments of APls (API fragment), polypeptides related to APls (APl-related polypeptide) or API-
fusion proteins said method comprising:

(a) administering a candidate agent to a first mammal or group of mammals;
(b) administering a control agent to a second mammal or group of mammals; and
(c) comparing the level of expression of the APl, API fragment, API-related

polypeptide or API-fusion protein, or mRNA encoding said API, API fragment, APl-related
polypeptide or API-fusion protein in the first and second groups, or comparing the level of
induction of a downstream effector in the first and second groups.

27. The method as claimed in claim 26, wherein the mammals are animal models for
Alzheimer’s disease.

28. The method according to any one of claims 25 to 27, wherein administration of a candidate
agent results in an increase in the level of said API, API fragment, APl-related polypeptide or API-
fusion protein, or mRNA encoding said AP, API fragment, API-related polypeptide. or API-fusion
protein. or said downstream effector in the first population of cells or mammals compared to the
second population of cells or mammals.

29, The method according to any one of claims 25 to 27, wherein administration of a candidate
agent results in a decrease in the level of said AP, API fragment, API-related polypeptide, or API-
fusion protein, or mRNA encoding said API, API fragment, API-related polypeptide, or API-fusion
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protein, or said downstream effector in the first population of cells or mammals compared to the
second population of cells or mammals.

30. The method as claimed in claim 25 or 27, wherein the levels of said API, API fragment,
API-related polypeptide, or API-fusion protein, or mRNA encoding said API, APl fragment, APIl-
related polypeptide, or API-fusion protein, or of said downstream effector in the first and second
groups are further compared to the level of said API, API fragment, API-related polypeptide or API
fusion protein, or mRNA encoding said API, API fragment, API-related polypeptide or API fusion
protein in normal control mammals.

31 The method according to claim 30, wherein said mammals are human subjects having
Alzheimer’s disease.

32. A method of screening for or identifying agents that modulate the activity of one or more of
the Alzheimer’s disease-Associated Proteins [soforms (APIs) as defined in claim 2, fragments of
APIs (AP fragment). polypeptides related to APls (APl-related polypeptide) or API-fusion proteins
said method comprising:
(a) in a first aliquot, contacting a candidate agent with the API, API fragment, API-
related polypeptide or API fusion protein, and
(b) determining and comparing the activity of the API, API fragment, APl-related
polypeptide or API fusion protein in the first aliquot after addition of the candidate
agent with the activity of the API, API fragment, APl-related polypeptide or API
fusion protein in a control aliquot, or with a previously determined reference range.

33, The method according to any one of claims 20 or 23 to 32, wherein the API, API fragment,
APl-related polypeptide, or AP fusion protein is a recombinant protein.

34. The method according to any one of claims 23, 24 or 32, wherein the API, AP fragment,
APl-related polypeptide or API fusion protein is immobilized on a solid phase.

35. A method for screening or diagnosis of Alzheimer’s disease in a subject or for monitoring
the effect of an anti-Alzheimer’s disease drug or therapy administered to a subject, comprising:

(a) contacting at least one oligonucleotide probe comprising 10 or more consecutive
nucleotides complementary to a nucleotide sequence encoding an API as defined in
claim 2 with RNA obtained from a biological sample from the subject or with
cDNA copied from the RNA wherein said contacting occurs under conditions that
permit hybridization of the probe to the nucleotide sequence if present;

(b) detecting hybridization, if any, between the probe and the nucleotide sequence; and

(©) comparing the hybridization, if any, detected in step (b) with the hybridization
detected in a control sample, or with a previously determined reference range.
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36. The method as claimed in claim 35, wherein step (a) includes the step of hybridizing the
nucleotide sequence to a DNA array, wherein one or more members of the array are the probes
complementary to a plurality of nucleotide sequences encoding distinct APIs.

37. A method of modulating the activity of one or more of the Alzheimer’s disease-Associated
Protein Isoforms as defined in claim 2 comprising administering to a subject an agent identified by
any one of claims 23 to 34.

38. A method of treating or preventing Alzheimer’s disease comprising administering to a
subject in need of such treatment or prevention a therapeutically effetive dose of an agent that
modulates the activity of one or more of the Alzheimer’s disease-Associated Protein I1soforms as
defined in claim 2; whereby the symptoms of Alzheimer’s disease are ameliorated.

39. A method for identifying targets for therapeutic modulation of Alzheimer’s disease wherein
the activity of one or more of the Alzheimer’s disease-Associated Protein Isoforms as defined in
claim 2 is utilized as a measure to determine whether a candidate target is effective for modulation
of Alzheimer’s disease.



