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Ooooao Oo000ao
vy ST 930.4880521 30 1515.251442 22 653.8098853 18 1489.688009 15 934.4464616 12
SR 2182.996603 30 2007.080071 22 704.2321796 18 2419.924489 15 2306.104719 1
1103.146186 29 3411.472434 22 2506.17666 17 1195.63612 15 8163960753 12
1280.859291 50 1695.40379 29 2499.220722 22 1593.789468 17 1955.951603 15 1265.696286 12
1239.135649 49 2439.004523 29 1464.287383 22 584.8024263 17 1666.807875 15 2722698224 12
1985.956097 49 588.3466599 28 727.8597579 22 1594.936404 17 1826.487704 15 2804333903 12
2477.254682 49 651.3352566 23 1816.822377 22 1786.905847 17 1188.630959 15 2069.753131 12
1678.43676 49 1423.689546 28 1413512843 22 1816.825774 17 1671775622 15 3026.313863 12
828.0340546 49 2285.002747 28 1242.715861 21 504.2580006 17 1498.803682 14 1030.469647 12
3038 549902 48 1127.785206 28 344.2206758 21 1280.769213 17 2400.077335 14 823.4257554 12
1105.247979 47 1615.702692 28 3038.141022 21 1815.795709 17 1195.603817 14 1958.918846 12
1456.618686 46 9575184233 27 1377.334925 21 1925.26736 17 3821.960734 14 1586.623048 12
1684.543282 44 1700.844794 27 2033.553716 21 1402.646882 17 768.4683292 14 821.4124091 12
1985.464468 44 112564933 27 2571.994949 21 3014.194029 17 1826.897269 14 584.3738522 12
1020530256 43 1522,808276 27 1219.605149 21 863.4861578 17 2924.447956 14 1747.783535 12
707.13519 43 2093.351988 27 1582.001996 21 1271.199658 17 1772.772289 14 1375.556966 12
2912.732248 42 3217.768912 27 1309.599756 20 1623.975402 17 2454.999295 14 2060.881933 12
440.9806659 42 3535.95808 27 3000.593189 20 1595.849587 17 2768.043757 14 797.9211875 12
1337.835004 40 1656.897164 26 1473.696014 20 1163.592202 16 2315.16076 14 2513.339943 12
1476.761392 40 1387.255205 26 2697.454242 20 2793.251034 16 1960.018855 14 3430.57265 12
1146.561252 39 1042.455695 26 1066.477284 20 1613890795 16 1735.714578 14 911.6157395 12
1818.760439 39 3812577464 26 1989.985366 20 948.0663086 16 2092.909019 14 2088.108877 11
1531353896 39 960.2116197 26 1261.703826 20 1792,847081 16 1439725612 13 2007.370937 11
819.3393507 38 1817.159874 26 2948.432217 20 1195612435 16 2715.328682 13 1814.622166 11
1628.704305 38 2178.965074 25 7114583118 20 937.5333487 16 1098.637536 13 1440.668445 11
294647777 38 1200.527528 25 2636.679097 19 957.4246968 16 2739.342741 13 2097.746504 11
494.0646707 38 2786.354169 25 1032.527911 19 1474674777 16 1108.545977 13 323.1812761 11
2524.19249 37 2477.27019 24 893.4954426 19 876.4693839 16 1318.379556 13 2983.510241 1
1679.261452) 37 1740.755479 24 1703.919962 19 1764.027106 16 1196.599894 13 1727.896543 11
308.129724 37 2658.169206 24 2131.050072 19 1471564652 16 1894.928752 13 1676.117941 11
422.2197066 35 984.2836764 24 1432.805134 19 3385620472 16 2783.03585 13 2501.183652 11
3022572148 34 1598.849716 24 1173.576204 19 4915615299 16 1206.543207 13 1407.711204 11
3054.518133 33 718.8415383 24 705.4194027 19 739.3925383 16 4132.787873 13 2052.9864 11
1954007725 32 2750.576737 23 1805.939025 19 1178.697069 16 657.6284765 13 2623.17241 11
2514631558 32 2033.908003 23 1858.167945 19 1598.7649 15 1160.538887 13 1581771638 11
1803.350451 31 3038.544735 23 728.3716681 18 1476.958498 15 1047.080084 13 1950.374257 11
1527.658305 31 1793.818251 23 493.2656827 18 1110.547752 15 2735.321042 13 1905.795577 11
1741829691 31 761.4358638 23 771.6575623 18 1694.841276 15 1368.685333 13 2726.071081 11
1179567226 31 386.182813 23 920.3557768 18 1303.640891 15 876.4488121 13 2400.496006 11
2345,226012 30 1527661981 23 1187.559054 18 3605.670842 15 1347.705373 13 1057.507955 11
2135.110474 30 477.2390672 23 910.4614047 18 2967573707 15 1812384263 13 1574.36034 11
1285.828757 30 2705.810237 22 2360.178399 18 3089.114621 15 914.38315 13 3324.537295 11
FIG. 7 1278524418 15 654.4064948 13 2173.984642 11
718.0305511 15 1714.823278 12 1895.857411 11

FIG. 7 (Continued)
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733.3253316 11 1751.874038 10 708.3710883 9 1064.485131 8 812.3975109 7 1587.667066 7
2150.07399 11 2220.101483 10 1658.764618 9 1000.621993 8 1225.248412 7 324.1345984 7
1667.970072 11 1602.685209 10 1271.187282 9 1950.97234 8 1828.785329 7 1079.976033 7
703.3636979 11 1241.620676 10 2185.457825 9 498.1605339 8 1319.594317 7 1122.546573 7
1990.982964 11 2020.73667 10 387.0141783 9 864.4392203 8 2116.107252 7 1137.468423 7
1179.693455 11 1966.928305 9 608.0503383 9 2278.113732 8 1728.872456 7 1728.963084 7
696.6799279 11 2155.206079 9 835.4977623 9 930.5547303 8 1863.828871 7 760.4241916 7
1118.461963 11 2244.081281 9 1084.544297 9 906.3131218 8 1585.653154 7 1080.774434 7
1747.734027 11 2309.114741 9 2245.067759 9 1424.655793 8 1280.575613 7 1514.234311 7
367.9914374 11 1806.971398 9 1707.747831 9 1265.288057 8 2075.067729 7 2282.266671 7
1682.821575 11 1372.658204 9 779.5412333 9 1254.634092 8 3587.91521 7 1316.659239 7
1060.539151 11 1482.678068 9 1552.656162 9 648.3611414 8 306.1163962 7 1387.826928 7
358.5316953 11 1319.271229 9 710.3428871 9 2200.032681 8 1522.371234 7 2104965173 7
1080.429863 10 1817.162925 9 1706.048938 9 2244.,081059 8 960.4072128 7 1559.789808 7
2831.291513 10 584.3540933 9 2266.064273 9 2515.333904 8 763.4469317 7 414.2590501 7
1607.95233 10 2006.908553 9 1423.68518 9 1205.613525 8 2272.168208 7 613.3967363 7
3437.665567 10 1521.851615 9 1682.834131 9 2198.073183 8 1779.806365 7 1638.841843 7
1224.918332 10 1559.341793 9 3910.86499 8 1080.470377 8 980.4035868 7 867.5912787 7
2137.224005 10 1194.476506 9 2775.829557 8 2221.190757 8 2945.323519 7 1280.617782 7
1553.802219 10 2124.512024 9 1820.876214 8 762.4664058 8 1187.836917 7 621.2222873 7
2251.022525 10 1184.830837 9 2195.919415 8 1205.694353 8 1219.232042 7 1825.156071 7
1916.343771 10 1636.206887 9 2222.147335 8 1548.741637 8 1325.616869 7 784.4098098 7
1170.633806 10 3209.098078 9 1060.554028 8 2158.447532 8 1102.077981 7 1581.66774 7
1368.225854 10 1764.867221 9 1534.673104 8 468.1876847 8 829.4562194 7 1111.114842 7
3734.59818 10 980.2696122 9 1136.497353 8 2692.127521 8 922.412735 7 1804.931648 7
1536.730485 10 1047.507197 9 2307.571451 8 2020.94582 8 1558.665482 7 1240.568222 7
2052.342523 10 2194.944232 9 985.4844472 8 882.3832467 8 2328.169627 7 1412.394226 7
2856.521794 10 1402.657795 9 1013.870137 8 3248.638568 8 2813.325097 7 2721.28938 7
1368.563507 10 2020.995171 9 1550.109659 8 1522.698415 8 1882.807354 7 1196.611575 6
1473.691067 10 1607.799751 9 2253.166848 8 1570.433056 8 2252.077728 7 2572.273634 6
1653.44164 10 9224371266 9 2424.683086 8 1319.584412 8 3045.454318 7 1465.898146 6
1258.295692 10 854.4266041 9 956.4093041 8 1789.845924 8 2246.090539 7 1678.861022 6
2121.131033 10 454.0304485 9 664.3678849 8 2153.178069 7 1952.04901 7 1390.235581 6
676.3574456 10 900.4553512 9 2429.102366 8 2714.202314 7 836.3889703 7 2831.136747 6
3183.496838 10 2245.985587 9 784.8656644 8 1271.521648 7 1464.767821 7 952.4466364 6
1455.583346 10 351.0089894 9 2092.905666 8 2978.6174 7 1067.486806 7 1686.793021 6
1280.755177 10 1554.790653 9 1202.59327 8 2388.188926 7 433.6838883 7 3188.576592 6
2088.113556 10 707.4043254 9 1227.997244 8 967.7284891 7 1464.945542 7 1522.705903 6
1312.910345 10 2601.11815 9 1602.804553 8 1285.924817 7 1253.710646 7 2793.562436 6
1004.571226 10 810.4639788 9 2450.256718 8 1124.609902 7 2251.05848 7 1062.629846 6
798.4157028 10 1939.94005 9 2077.956138 8 728.4159353 7 2736.404077 7 825.082693 6
2057.364926 10 1474.401121 9 3045.126925 8 2466.628146 7 2692.121934 7 2562.285431 6
471.0146187 10 2834.430176 9 1431.737104 8 2092.905349 7 1924.761793 7 1740.774143 6
1953.956195 10 1328.628575 9 784.4779713 8 1965.841542 7 4581.040704 7 1385.674398 6
FIG. 7 (Continued) FIG. 7 (Continued)
ogoooao oodooao
1298.182675 1058.563161 1278.306387 336.1055586 722.4820901 382.1510044
1552.715079 821.4386902 1197.61264 1432.841048 1534.803775 1772.920568
2760.072956 2443.00922 2116.208463 1606.115429 2337.263856 1392.696324
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Box No. 11 Ohservations where certain daims were found unsesrchable (Contnuation of ltem 2 of first sheef)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. D Claims Nos.: .

because they relate to subject matter not required to be searched by this Authority, namely:

2. I:' Claims Nos.;

beeause they relate to parts of the intemational application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. I:' Claims Nos.:
b they are dependent claims and are not drafied in accordance with the second and third sentences of Rule 6.4(a).

Box No.III  Observations where unity of invention is 'acking (Continuation of itern 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

-*-Please See Supplemental Page-***-

1. I:I As all required additional search fees were timely paid by the applicant, this intermational search report covers all searchable
claims.

2 D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3. I:' As only some of the required additional search fees were tmely paid by the applicant, this international search report covers
only those ¢laims for which fees were paid, specifically claims Nos.:

4. E No required additional scerch fees were timely paid by the applicant. Consequently, this international scarch report is
restricted to the invention first mentioned in the ¢laims; it is covered by claims Nos.:

Claims 1-139, the first ten peptides salectad from the nautral mass classifiers of Figure 8

Remark on Prolest I:' The additional search fees were accompanied by the applicant's protest and, where applicable, the
payment of o protest fee.

D The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was miot paid within the time limit specified in the invitation.

I:I No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (contmuation of first sheet (2)) (July 2009)
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Box No. lll: Observations Where Unity |s Lacking:

This application contains the following inventions or groups of inventions which are not so linked as to form a single general inventive
concept under PCT Rule 13.1. In arder for all inrventions o be examined, the appropriate additional exemination fees must ba paid.

Groups I+: Claims 1-139 are directed toward a method of detecting the prasence, recurrence or absence of an adenoma or polyp of the
colon in a subject comprising the steps of: (a) oblaining a bictogical sample from a subject; (b) performing an analysis of the biclogical
sample for the presence and amount of ane or more proteins and/or peptides; (¢) comparing the presence and amount of one or more
proteins andfor paptides from sakd blologlcal sampte 1o a control referance value; and (d) comrelating the presance and amount of ane or
maore proteins andfer peptides with the subject’s adenoma or potyp status. Also a mathod of protain/and or peptide detection far
diagnosla or pradiction, prognosis and/or monitoring a colon disease in a sublact.

The method of detecting the pmasence, recurrence or absence of an adenoma o polyp of the colon in a subject and a method of
proteinvand or peptide detection for diagnosia or prediction, prognosis and/or monitoring a colon disease in a subject will be searched ta
the extent that they encompass tan peptides compriaing the first tan nautral mass classifiers of Figure 8, such that lhe identification of
the source of these markers is provided, in order to render the claims associated with Figure 8 searchable. [tis balieved that Claims 1-8,
8 (in-part), 1040, 41 (in-parl), 42 {in-parl), 43 {ir-par), 44 (in-pan), 45 (in-part), 46, 47 {in-part), 48-77, 78 (in-part), 79 {in-part), 80
(in-part), 81 (in-part), 82 {in-part}, 83, 84 (In-pert), 85-114, 115 {n-part), 118 (in-part), 117 (in-part), 118 {in-part), 118 (in-part), 120, 121
(In-part), 122-124, 125 (in-part), 126-120, 131 {in-pen) and 132-139 ancompass this first named invantion and thus these daims will be
searched without fee to the axtant that they ancompass tha first ten paptides selected from the neutrel mass classifiars of Figura 8.
Applicants must further indicate, If applicable, the daims which encompass the first named invention, if difarent than what was indicated
abova for this group. Fallure to clearly identify how any paid additional invention fees are to ba applied ta the "+" group(s} will resultin
only the first claimed Invention to be ssarched/examined. An Exemplary Elaction would be: A protein of Figure 9 (intrafiagellar transpor
protein 74 homolog).

Groups |+ share the technical features including @ method of detecting the presance of an adenoma or polyp of the colon In a sublect
with @ sensitivity of greater than 70% or a selectivity of greater than 70%; said mathod comprising the steps of: (a) obtaining a blood
sample from a subject; (b} cleaving proteins in sald blood sample o provide & sample comprising peptides; {c) analyzing said sample for
the presence of at least ten peptides; (d) comparing the results of analyzing said sample with cantrol referenca values to detenyine &
positive or negative score for the presence of an adenoma or polyp of the colon with a sensitivity of greater than 70% or a selecihvity of
greater than 70%; @ mathod of detacting the recurrence, presence or absence of en adsnoma or polyp of the colon in a subject, wherein
said subject has no symptoms or family history of adenoma or polyps of tha colon, e subject in whom a colonoscapy ylelded a negative
rasult, or a subject previously treated for adenoma or polyps of tha colon, said method comprising the steps of: {a) obitaining a biological
sample from said subject; (b) performing an analysls of the biological sample for the presence and amount of one o more proteins
and/or peptides; (c) comparing the presence and amount of one or mone protains and/or paptides from said biological sample to a
control reference velue; and (d) correlating the presence and amount of ona or mora protains and/or peptides with the subject’s
adenoma or palyp status; a mathod of protein and/or paptide detsction for diagnostic application comprising the sieps of. (a) obtaining a
biological sample from e sublect; (b) performing an analysis of the biolegical sample fer the presence and amount of one or more
proteins and/or peptides; {c) comparing the presence and amount of one or more proteins and/or peptides from sald blologicel sample to
a control reference value; and (d) correlating the preaence and amount of one or more proteins and/or peptides with & diagnosis for said
subject; wherein said analysis detects the presence and amount of: i) one or mone protelns; #) one or more peptide fragments cf, i) one
or more peptides or e protain or pepiide from which one pr more neulral mass clusters is derived; and a method for the diagnosis,
prediction, prognosis and/or menitoring a cokon disease in a subject comprising: measuring et least ona biomarker in a biological sample
from the subject; and a kit. .

-*.Continued on Next Supplamental Page-***-

Form PCT/ISA/210 (extra sheet) (July 2009)
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Box No. |1I: Cbersvations ¥Wheare Unity of Invention Is Lacking:

However, these shared technical featuras are previously disclosed by WO 2006/053502 A1 to Juhl, et al. (hereinafter 'Juhl’). Juhl
discloses B mathod of detecting the presence of an adenoma (a method of detecting the prasence of an adenoma; abstract) or polyp of
the colon in & subject (of the colon in an individual {in a subject); abstract} with a sensitivity of greater than 70% or a salectivity of greater
than 70% (with a sensitivity of greater than 70% or a salectivity of greatar than 70%; page 27, lines 15-17; Table 2); said mathod
comprising the steps of; {a) oblaining a blood sampla from a subject (cbtaining a btood sample from the subject; pape 8, lines 26-29); )]
cleaving proteins in said blood sample to provide a sample comprising peptides (¢leaving C3a in the sampla (cleaving proteins in sald
blood sample to provide a sampla comprising peptides); page 20-22); {c); analyzing the sampla for the presence of at least two proteins
{analyzing the sample for the prasence of at least two proteins; pags 18, lines 18-23) (d) comparing the resulls of analyzing said sample
with control reference values {comparing the results of analyzing said sample with control reference values; page 11, lines 18-25) o
determine a positive or negative score for the presence of an adencma or polyp of the colon (to determine & posilive or negalive score
for the presenca of an adenoma or polyp of the colon; page 11, line 27 to page 12, lina 1) with a sensiivity of greater than 70% or a
selectivity of greater than 70% (with a aansitivity of greater than 70% or a selectivity of greater than 70%; page 27, lines 15-17; Table 2);
& method of datacting the presence or absence of an adanoma (a method of detecting the presence of an adenoma; abstract) or polyp
of the colon in a subject {of the colon in an individual (in a subject); abstract); {b) performing an analysis of the bivloglcal sample
{(measuring C3a In the sample (performiing an analysis of the biological sample); pege 10, lines 5-8: page 13, lines 21-28) for the
presence and amount of one or mare proteins and/or peptides (for the presence and amount of one or more proteins andfer paptides;
page 10, lines 5-8; page 16, lines 18-23); (¢) comparing the presance and amount of ona or mom proleins and/or paptides from said
biological semple to @ contro! reference value (comparing the presence and amount of one or more proteins andfor peptides from said
blological sample to a control reference value; page 11, lines 18-25); and (d) comelating the presence and emeunt of one or more
proteins and/or peptides with the subjact's adenoma or polyp status {corralsting the presenca and amount of cne or more proteins
and/or peptides with the subject's adenoma or polyp status; page 11, line 27 to page 12, line 1); a method of protein and/er peplide
detaction for diagnostic application {a method of protein and/or peptide detection for diagnostic application; abstract) comprising the
steps of: (a) obtalning a biological sample from a subject (obtaining a biological sample from a subject; page 9, lines 26-29); (b}
parforming an analysis of the biolegical sample {measuring C3a in the sample {performing an analysis of the biological sample); page
10, lines 5-8; pege 13, lines 21-20) for the presence and amount of one or more proteins andlor peplides (for the presence and amaunt
of ona or more proleine and/or paptides; page 10, lines 5-8; page 16, lines 18-23}; (c) comparing the presence and amount of one or
more proteins and/or peptides from said biological sample ty a contro! reference value (comparing the presence and emount of one or
mora protelns and/or peptides from said biclogicel sample to a contro! reference value; page 11, lines 18-25); and (d) correlating the
prasence and amount of one or more prolsina with a diagrosis for said subject (cometating the presenca and amount of one or mors
proteins with a diagnasie for eald subject; page 11, ling 27 to page 12, line 1); wherein seid enalysis detects the presence and amount
of: i) one or more proteins (wharein said analysis detects the presencs and amount of: i) one or more proteins; page 10, lines 5-8; page
18, lines 18-23); ii) ane or more paptide fragments of; iii} one or more paptides or e protein or peptide from which one or more neutral
mass elusters i3 derived; and & method fr the diegnosis, prediction, prognosis andfer monitoring a colon disaase in a sublect (s mathod
for the diagnosis, prediction, prognasis endor monitoring a colon diseasa in a subject; abstrect) comprising: measuring at least one
biomarker In a blological sample frem tha subject {comprising: measuring at least one biomarker In a biclogical sample from the subject),
including long-term monitoring (long term monitoring; page 10, line 30 to page 11, line 3); and a kit (page 24, linas 18-19).

Juh! does not disclose analyzing aaid sample For the presence of at least ten peptides; a method of detecting the recurrence of an
adenoma ar polyp of the colon in a subject, whereln said sublect has no symptoms or family history of adenoma or polyps of the colon, @
subject in whom a colonoscopy yielded a regative resutt, or a subjact praviously reated for adenoma or polyps of the cofon.

However, It would have besn obvious to a person of ordinary skill in the art, at the time of the invention, to have analyzed the sample for
the presence of any desired number of peptidas, including at least ten, provided the previous disclosure of Juhl, which previousty
discioses the combination of at least one additional marker with a first marker. Additionally, i would hava baen obvious to a person of
ordinary skill in the art to have increased the sensitivity and selectivity {spacificity) of Lhe defection and diagnosis, as analyzing &
mult-marker penal woutd have achiavad such an increase. Furthermors, slthcugh Juhl does not disclose detecting Lhe recurmence of an
ederoma or polyp of the colon in a subject, wherein seid subject has no symptoms or family history of adenoma or polyps of the colon, @
subject in whom a colonoscopy yielded a negative result, or a subject previously trected for adenoma or polyps of the colon, bacausa
Juhl disclosas a molacular level diagnosis, as well as long-lemm monitoring, it would have been obvious to a parson of ordinary skill in
tha art to have utilized the methods previously disclosed by Juhl as a part of a screening process for identifying early cases of adenoma,
which would not prasent in colonscopies, and In sublects without a family history of adenoma, as well as utilizing the methods disclosed
by Juhl for detecting recumences in subjects previously treated for edencma during long-lerm menitoring, for rapidingly detecting and
enabling treatment of adenomas.

Since none of the spadial technice! features of the Groups I+ inventions is found in more than one of the inventlons, and since all of the
shened technlcal features ane praviousty disclosed by the Juhl refarence, unity of invention is lacking. .

Form PCT/ISA/210 (extra sheet) (July 2009)
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