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R NHEERFBIZEET L22BDF /08

IPL pfl afll 52 R YEOHRE
IPLIPIO0789547.1 0.004336644 0.018635889 A2M 19 kDa #2358
IPLIPIO0878729.1  0.000100305  0.002885668 A2M 19 kDa #7398
[PLIPIO0478003.1  0.010079138 0024244412  A2M e-2-3505 0T Y HiSE 10
IPLIPTO0022391.1  0.002451639 0.017632734  APCS mAFIAAKP-g S 8B4
IPLIPIG0022229.1  0.000382972  0.005508841  APOB PRV /35 EB-10081BH
IPLIPIONG43525.1  0.003339336  0.018635889 CAA RS 4A
IPLIPIO0032258.4  0.004534454  0.018635889 C4A;C4B
IPLIPIO0418163.3  0.006757072  0.022909885 C4B C4B1
IPLIPIO0654875.1  0.004534454 0018635889 C4BHH  C4-B aiBtk 20
IPLIPIONS72510.1  0.000256426 0004918055  C4BPA RBEXL/AUE  C4BPA
IPLIPION641737.1  0.022091814  0.035308729 HP AT O a8k
PLIPIO0478493.3  0.014137715  0.024633302 IIP 1P %5358
IPLIPIOD477597.1 0.006784291 0022909885 ‘oo ey RESL A7 HAREOHPRY
NFETOE S R BB OHPR
IPLIPIOO607707.1  0.006784291 0.022909885  FAVI+—L2
IPLIPIOO798167.1  0.008361592  0.022909885 PONI1 32 kDa #3598 30
[PLIPIOO218732.3  0.008361592 0.022909885 ~ RONIMAASHFYF—L FY—LTAT5—
IPLIPIO0N25426.2  0.042916747 0.052539041  PZP MRV —> 42 T BRIBK
[PLIPIOO748437.2  0.029265308  0.040091935 PZP RWELLAUE PIP
IPLIPIO00224203 001179822  0.024244412 ~ RBPAMRLF/—ILE&I /A7 HAIRE
IPLIPIO0480192.1  0.01179822  0.024244412 RBPAL-F/— & H/AVEA M
IPLIPIO0SR44536.2  0.01179822 0.024244412 RBP4 R¥ES/AYE RBP4
IPLIPIO0298971.1  0.000492196  0.005663973 VTN ERaRy7 a8 40
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oooooad

— HIE(ER  EREED

IPI (log 2) HEOE HOH) B (log 2)
IPLIPIO0789547.1  0.20824898  1.155285146 10 ~0.335318801
IPEIPIOOSTS729.1 103602219 2.050566015 10 0.455304577
IPEIPIOOATR003.1  2.485177849  5.599033645 10 2.068434497
PEIPION022391.1  (L930461873  (1.524690337 10 0.887633417
IPRIPIOO022229.1  0.543333761  1.457336224 10 1107507174
IPLIPIO0643525.1  0.272086051  1.207552615 10 0.928486083
PEIPIONN32258.4 11265645666 1.202173952 10 0.946084173
IPLIPIOO418163.3  0.269797038  1.205633203 10 0.946648284
IPEIPIO0654875.1  0.265645666  1.202173952 10 0946084173
IPLIPIOOS72510.1  1.548911716  2.925963386 10 1.715333326
IPEIPIOOGAL737.1  1.529573021  0.346379866 10 -0.51483747
IPLIPIOO478493.3  -1.72901697  0.301657432 10 -0.401835904
PLIPION477597.1  1.660908682  0.316239902 10 0.681677014
IPEIPIOOGO7707.1  1.660908682 (1316239902 10 0.681677014

IPLIPIOO798167.1  5.76E-02 1.04072629 10 LOGE-02

IPEIPIOO21ST32.3  5.76E-02 1.04072629 10 1.06E-02
IPLIPIN0O025426.2  0.228928422  1.171964137 10 0.201879344
IPLIPIOOTA8437.2  0.284621764  1.218090871 10 -0.229710368
IPEIPIO0022420.3  LODO643365  2.000892002 10 1.694869809
IPLIPIOO4S0T192.1  1.000643365  2.000892092 10 1.694869809
IPEIPIONS44536.2  1.000643365  2.000892092 10 1.694869809
IPLIPION298971.1  0.14065272  1.102403765 10 0868307887
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cenn WRFANE BRFAOR BRAOE MEWGERA
pr | RRREEOR  (ypmm, 0,0 )
IPLIPIO0O789547.1  0.79260897 10 (.541226968 0.68718623 9
IPLIPIOSTS720.1 1371072231 10 07702 1070073396 9
TPLIPIOGAT7E003.1  4.194312914 10 1.875230313 3.668601784 9
IPLIPIOOO22391.1  0.540500022 10 0283711488 (.821474964 g
IPLIPI0022229.1 2.154730106 10 1206731871 2308141821 9
IPLIPIOOG43525.1  1.903277711 10 1095248036 2.136498102 9
IPLIPIOO032258.4 1.926636192 10 1.OB4065693  2.120002099 9
IPLIPIO04181633 1927389678 10 1081077098 2.115614984 9
IPLIPIOGA34875.1  1.926636192 10 1.084065693  2.1200602099 9
IPLIPIOOS72510.1 3.283725033 10 2147178821  4.42960735 9
IPLIPIOOG41737.1  0.699871774 10 9.82E-03 1.006828825 9
IPLIPI0478493.3 0756894483 10 STIL03 1004005469 9
[PLIPIOO477597.1  0.623440155 10 3.681:-02 1.025814147 9
IPLIPIOO6OT7T07.1  (0.623440155 10 3.68E-02 1.025814147 9
IPLIPIOO798167.1  1.OG7388573 10 0.534050354 0.690613119 9
IPLIPIO021S7323  1.007388573 10 0534050354 0.690613119 9
IPLIPIO0025426.2  0.869417268 10 0.393467588 0.761297588 9
IPLIPI00748437.2 0.852806082 10 0409525909 0.752870738 9
IPLIPION0224203  3.237476698 9 2067218423 4813940878 9
IPLIPIOO4AB0192.T  3.237476698 9 2267218423  4.813940878 9
IPLIPI0S44536.2  3.237476698 9 2267218423 4.813940878 9
IPLIPIO029S971.1 1.825520521 10 0.852206318 1.805372226 9
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[PLIPIOO789547.1 0.543567781 0.5435678 1.4575726 0.2059082 (.2059082
[PLIPIO0878729.1 0.580717613 0.5807176 1.495593 0.3575948 0.3575948
IPLIPIOO478003.L  (0.416743353 04167434 1.3349108 0.1932042 (.1932042
IPLIPIO0022391.1  -0.042828456 0.0428285 1.0301315 -0.6039219 0.6039219
IPLIPIO0022229.1  -0.564173412 0.5641734 1.4785401 -9.92E-02 9.92E-02

IPEIPION643525.1  -0.656400033 0.6564 1.5761447 0. 166762 0.166762

IPLIPLO0032258.4  -(0.680438506 0.6804385 16026268 -0.1379815 0.1379815
IPLIPIOO418163.3  -0.6763851247 0.6768512 1.5986468 -0.1344288 (.134428%
I[PLIPIOO6S4875.1  -0.680438506 0.6804385 16026268 -0.1379815 (L,1379815
IPLIPIO0872510.1 0.16642161 0.1664216 11222714 -0.4318455 0.4318453
IPLIPIO0O641737.1  -1.014735551 1.0147356 2.0205325 -(0.5246559 0.5246559
IPLIPIO0A78493.3  -1.327181067 1.3271811 250091163 -0.407603 0.407603

PLIPIOOA77597.1  -0.979231667 0.9792317 1.9714152 -0.7184464 .7184464
IPLIPIOOGOT7707.1 0979231667 0.9792317 1.9714152 -0.7184464 0.7184464
IPLIPIO0798167.1 470102 4.70E-02 1.0330532 .5446706 0.5446706
IPLIPIOO218732.3 4.70E-G2 4.70E-02 1.0330532 0.5446706 0.5446706
IPLIPTIO0025426.2  (0.430807767 0.4308078 1.3479881 0.1915882 (1.1915882
IPLIPIO0O748437.2  (.514332131 0.514332] 1.4283328 0.1798155 0.1798155
IPLIPI00022420.3  -0.694226444 0.6942264 1.6180166 -0.5723486 0.5723486
[PLIPIO0480192.1  -0.694226444 0.6942264 1.6180166 -0.5723486 0.5723486
IPLIPIOO844536.2  -0.694226444 0.6942264 L.6180166 -(0.5723486 (1.5723486
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IPLIPI00789547.1 11534122 0.7494759 0.7494759 1631182
IPLIPIO0S 78729.1 1281288 0.9383124 0.9383124 19162854
IPLIPIO0478003.1 1.1433001 0.6099475 0.6099475 15262037
IPLIPIONO22391.1 1.5198426 -(1.6467504 0.6467504 1.5656377
IPLIPIO0022229. 1 10711976 -0.663398 1 0.6633981 1.5838087
IPLIPION643525.1 1.1225362 -(.823162 (0.823162 17692795
IPLIPIO0032258.4 11003645 -0.81842 0.81842 1.7634737
IPLIPIO0418163.3 1.0976581 -0.8112801 0.8112801 1.7547677
IPLIPIO0654875.1 1.1003645 -0.81842 (.81842 1.7634737
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IPLIPIO0607707.1 1.6454092 -1.697678]1 16976781 3.2437847
IPLIPIOOT798167.1 1.4386873 0.591641 (0.591641 1.5069599
IPLIPIO0218732.3 1.4586873 0.591641 0.591641 1.5069599
IPLIPTO0025426.2 1.1420203 0.622396 0.622396 15394297
IPLIPIOOT748437.2 1.132739 (0.6941477 0.6941477 1.6179283
IPLIPIO0022420.3 14869422 -1.2665751 12665751 2.4058973
IPLIPTO0480192.1 14869422 -1.2665751 1.2665751 2.4058973
IPLIPI0844536.2 14869422 -1.2665751 12665751 2.4058973
IPLIPIO0298971.1 1.0111602 -0.7116436 0.7116436 16376688
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INTERNATIONAL SEARCH REPORT International application No.

PCTIUS 09/43794

A.  CLASSIFICATION OF SUBJECT MATTER
IPC(B) - GO1N 33/53, C40B 40/10 (2009.01)
USPC - 435/7.1, 530/300, 530/350

According to International Patent Classification (IPC) or to both national classification and IPC

B.  FIELDS SEARCHED

IPC(8) - GOTN 33/53, C408 40/10 (2009.01)
USPC - 435/7.1, 530/300, 530/350; 508/18, 508/17, 435/6

Minimum documeniation searched {classification system followed by classification symbols)

IPC(8} - GO1N 33/53, C40B 40/10 (2009.01}) - see keyword below

Decumentation searched other than minimum documentation to the extent that such documents are included in the fields searched

USPC - 435/7.1, 530/300, 530/350; 506118, 506/17, 435/6 - see keyword below

PubWEST(USPT,PGPB,EPAB,JPAB); Medliine, Googtle

Eleerronic data base consulted during the intemational search (name of data base and, where practicable, search terms used)

Search terms: dlagnosis, Identifying, detect, predispose, develop, typa Il diabetss mellitus, sarum, blood, plasma, human, quantity,
proteins, peptide, specificity, and sensitivity, constituent, macroglobuli, NIDDM, antibody, MS

C. DOCUMENTS CONSIDERED TO BE RELEVANT

httptivaww. ncbl.nim.nih.gov/sites/entraz>

predisposition and metabolic abnommalities. Adv Drug Deliv Rev. 1933, Vol. 35(2-3), p.1567-177.
Abstract {onlina). [Retrieved on 2008_11.24)]. Retrieved from the intemeat: <URL:

Caregory* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X US 2006/0134699 A1 (JACKOWSKI et al.) 22 June 2008 (22.06.2006), Abstract. para [0058], 13,8

[0062], [0095], [0164), [0166], [0178], [0179), and SEQ D NO: 1
A HUN et al. Pathogenesis of non-insulin-dependent {type II) diabstes mellitus {(NIDDM) - genetic | 1.3, 8

D Further documents are listed in the continuation of Box C.

[]

* Special of cited d

“A*  document defining the general state of the art which is not considered
to be of particular relevance

earlier application or patent but published on or afler the intemational
filing date

documem which may throw doubis on priority claim(s) or which is
ciled to establish the publicalion date of ancther citation or other
special reason {as specified)

“gn

np

later document published afler the international filing date or priority
and not in conflict with the application but cited 10 understand
principle or theory underdyi invention

document of particular rel ; the claimed invention cannot be
considered novel or cannot be considered 1o involve an inventive
step when the document is taken alone

document of particular relevance; the claimed invention cannot be
considered 1o involve an inventive step when the document is

ying U

wym

Mail Stop PCT, Attn: 1ISA/US, Commisslaner for Patents
P.O. Box 1450, Alexandria, Virginia 22313-1450

Facsimile No.  §71-273-3201

“0" document refering to an oral disclosure, use, exhibition or other combined with one or more other such documents, such combination
means being obvious to a person skilled in the art

“PT d published prior to the i | filing date but iater than wg» i
The priarity date clail':1 o E &"  document member of the same patent Family

Date of the actual completion of the intemational search Date of “DIIT AﬁtE international search report

24 November 2008 (24.11.2008) - c 2009

Name and mailing address of the ISA/US Authorized officer: te

Lea W. Young

PCT Helpdesk: 571-272-4300
PCT OSP; 5T1-272- 7774

Form PCT/AISA/210 (second sheet) {April 2007)
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INTERNATIONAL SEARCH REPORT International application No.
PCT/US 09/43794
Box No. | Nueleotide and/or amino acid sequence(s) (Continuation of item L.b of the first sheet)

1. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the intemnational search was
cammied out on the basis of: B

a. typeof material

E a seguence listing
D table(s) related to the sequence listing

b. format of material
on paper
}‘i . .
£ in electronic form
c.  time of filing/furnishing

contained in the international application as filed

v
filed together with the intemational application in electrenic form
I:' furnished subsequently to this Authority for the purposes of search

2, I:I In addition, in the case that more than one version or copy of a sequence listing and/or table relating thereto has been filed
or furnished, the required statements that the information in the subsequent or additional copies is identical to that in the
application as filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:

Ferm PCT/ISA/210 (continuation of first sheet (13} (April 2007)
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INTERNATIONAL SEARCH REPORT International application No.
PCTIUS 0437394

Box No.[1  Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

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

I I::l Claims Nos.:

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

2. g Claims Nos.: 10and 11
because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

Claims 10 and 11 are direcied towards type || diabetes mellitus-related protein sequences listed in Table 3. However, Table 3 falls to
list any sequences. As a result, no meaningful search can be caried out on sald sequences of Table 3.

3. D Claims Nos.:

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. Ill  Observations where nnity of invention is lacking (Continuation of item 3 of first sheet)

B iriemationy Seardhing 40 hapund mulnpte inveptions in this intcraiqnsl 4pelisatiere a5 RUBNE 1, 2, and 4; sald 163 kDa

pretain comprising the peptides of SEQ ID NOs: 1-12.

Group lI: Claims 1-2, 8, drawn to methods comprising a protein and its associated peptides, wherein the protein is afamin, listed only in
Table 1.

Group HI+: Claims 1-3, B, drawn to methods comprising a protein and its assaciated peptides, wherein the protein is listad in all three of

Tables 1, 2 and 4 {for example 45kDa protein). Each protein constitutes an inveniive concept. If Applicant elects to have this group
saarch, Applicant must specify tha spacific protein and its associatad peptides to be searched.

—Please ses exira sheet—

1. D As all required additional scarch fees were timely paid by the applicant, this international 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:l As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

Y

. No required additional search fees were timely paid by the applicant. Consequenily, this intemational search report is
restricied to the invention first mentioned in the claims; it is covered by claims Nos.;

1-3 and B, limited fo the 163 kDa protein listed in Tables 1, 2, and 4 and associated peptides of SEQ ID NOs: 412

Remark on Protest I:I The additional scarch fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

I:I The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

D Mo protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (April 2007)
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INTERNATIONAL SEARCH REPORT Tniemational application No.

PCTAIS 09/43784

Continuation of Box Na. |l Observations where unity of invention is lacking

Tables 1 and 4, but not In Table 2 (for éxample gelsolin}. Each protein constitutes an inventive concept. |f Applicant elects to have this
group search, Applicant must specify the specific protain and its associated peptides o be searched.

Group V+: Clalms 1, 4-5 and 8, drawn to methods comprising a protsin and its associated peptides, whereln the pratein Is listed In both
Table 3 and Table 4 (for example AZM 18 kDa protein IP1:IPID0789547.1). Each protein constitutes an inventive concept. If Apglicant
elects to have thls group saarch, Applicant must specify the specific protein and s assoclated peptides to be searched.

Please note that claim 8 will be searched only if applicant alacts all 45 of the proteins and assoclated peptidas listed in Table 4 as
groups ic be searched.

Please note that claim 7 will ba searched only If applicant alects all 22 of the proteins listed kn Table 3 as groups to be searched.

Please note that claims 9 and 12 will be searched anly if applicant elects any combination of at least 10 proteins as groups to be
searched, said proteins being any of the proteins with sequances set forth in Tables 1-4.

The inventions listed as Groups I-V+ do not relate 1o 8 single genaral inventive concapt under PCT Rute 13.1 because, under PCT Rule
13.2, they lack the same or comesponding special technical features for the following reasons:

The spagial technical feature of each of the inventions listed as Group 1-V+ is the specific peptide recited therein. Significant structural
simitaritles cannot readily be ascertained among the peptides. Without significant structural similasities, the peplides do not have a
shared special technical feature. In the absence of a shared special technical faature, tha inventions lack unity with one another.

Form PCT/ISA/210 (extra sheet) (April 2007)
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