14 Figure 15A-15D depict arrays showing two up-regulated (?2 fold), cancer related genes
detected in neutrophils from B16F10 (mouse metastatic melanoma) tumor caring C57/BI
mice\ (A) B16F10 tumor. (B) Neutmphils obtained from C57/131 mis bearing B16F10 tumors
(NT). (C) T cells obtained from C57/BI mice-bearifyg B16Ftumors (Tr). (D) Neutrophils
obtained\from non-tumor-bearing C57/BI mice (NN). C cled signatures expressed in tumor
cells (A) axd in ncutrophils from tumor-bearing m (B), and minimally expressed in neutrophils

from non-{ugor-beariRamIcesid liand ROVPRASGEIGVD GRllR ikt EaxpresiRy, iBahbbW@kited
>2-fold than that in NN and [45] Figure 16A-16D de ct arrays showing one up-regulated (>2

fold), cancer rela#errtdlsisad dbber P rbdeniiony S EH BTeRFoHBTEc Tt gRmy) tumor
melanoma) tumdicheaing UBI fitamica) @)dBHQuitioror (B3 INdaesphitagbaiablainen (tomwiB]

C57/BI mice bearing BI6171 M1). (€).T cells obtained from C57/ ice bearing
BIGEL0 tumors (HU I HAE o O bt K O e L L S ).
Circled signature3lépseabin (limof RNk hbhiac@d@ages*fmmrtbmdﬂ@@é_ﬁmj mice
(B), and minima gypregy %ws@%ﬁ%@&?&&% Maﬁ“@ﬁgt@%ﬂ& iﬁ‘l&%&@ﬂpﬂg‘%ﬁx fumor-
non-phagocy T cells (C). xxpression in MT was ..2-fold than that in MN and TT. [46] Figure
17A-17D depict Bl SRO%iRfived ragurmtty esprestes, taneereRite i YR ies deniberine

neutrophils from patien)witae Rt el pantele(RIg MBS &RlbeaFCNOMA)>LAb NarmAthat
tissue (skin) biopsy. Tumfr tissue biopsy. (C) Neutrophils obtained from patient blood (NT).

(D)cells obtained'r %aﬁgjlt ént blgod (TT). Circled signatures expressed in tumor cells (and in
neutrophils from patient blood (C)\and minimally expressed or not expresses in normal skin
(A) or nonlfflagdtigticeTI6etid (D I @xgirassisnshowimaners arprésidathd A 13nfald) apenerirclaef
Figure 18A-18D lepiciaiavs AMMMIRKRAMPIGANISIE P R I0I) GRIRSAICIALERRRF Rumor-

[

detected in macrophages from patient ith ovarian cancer (ade carcinoma). Sé(; Macro‘gha%es
obtained from patfartBIGad EiVITSe(BY P XEIE bh idmet (& pAteRpssutineddieg ¢57/B
signatures expragsedbish fingCBaphag es o aajie () andermy vivatydenpre €SB mice bearing

non-phagocytie E]C(ﬁilfo(ltst}mgr)gp('Fﬁsma)m ]\'ch \{)Vﬁlselgego(l) tg?r?'er(]i t. reolHnnz;rT—'tumor-bearing C57/BI
mice (My). Circled signatures exprgssed in tumor cells (A) and in macrophages from
tumor-bearing mice (B), and minimaly expressed in macrophages from non-tumor-
bearing mice (D), and in non-phagocytic\I cells (C). Expression in My was >2-fold

than that in My and Tr.

[46]  Figure 174-17D depict arrays showing five ul-regulated (=2 fold), cancer related
genes detected in neutrophils from patient with head and neck cancer (squamous cell
carcinoma). (A) Normal tissue (skin) biopsy. ®8) Tumor tissue biopsy. (C)
Neutrophils obtained from patient blood (Nt). (D) T\cells obtained from patient
blood (Ty). Circled signatures expressed in tumor cells (By and in neutrophils from
patient blood (C), and minimally expressed or not expressed\in normal skin (A) or

non-phagocytic T cells (D). Expression in Nt was >2-fold than that in T and skin.

[47]  Figure 184-18D depict arrays showing 23 up-regulated (>2 fold)\ cancer related
genes detected in macrophages from patient with ovarian cancer (adenQcarcinoma).
(A) Macrophages obtained from patient blood (M7). (B) T cells obtained figm patient
blood (Tr). Circled signatures expressed in macrophages from patient Q) and
minimally expressed in non-phagocytic T cells (B). Expression in My was >2XN\fold

than that in Tt.



15 48] Figure 19 depicts a method used to identify tumor signatures in phagocytic cells. In this
example, expression intensities of cancer associated genes in macrophages from
tumor-bearing animals (MT) were quantified compared to those from T cells from the e

expressed genes in Mr were quantified and compared to those in macro ages obtained, from
non-tumQr bearing animals (MNT) and the genes overexprecsed >2-fold were identified. The
genes comgen te;ppip f'ﬁté;er_\’g\l@{.seasﬁ@%%%W&Wti&&%%@@%%a@&% RME In
tumor (shaded area). 1491 Figures 20A-20 a depict gene expression intensity comparisons in

(A) macrophagedtsbe RGPS RN L altivh gIcangerAs ALt S S RERATBIL 8RR p)

from non-tumor-bearing mice 0.), (C) neutrophils obtained from nude mice bearing LNCaP
human prostate fiioFs %’\]ﬂ%‘e&é;@ng“{} c@ﬁ%éf)rg‘r}r?rt‘hxg réé‘?%qé 3 irﬁrg»;goi‘?' ée?fé%ﬁ%‘iip),gﬁx ’(IZIJDgC
&No]) an. nacrophtt) '@b@éink&d:immsn@)rg%lim@m-béaﬂmg:mmtéﬁmbﬁnmm)la@éﬁesﬂmsm@
were o erexpressed 28 fold; those, i IFREN WS HRdeHEXRESsRd 2R fglgnmlﬁ%@gwee %én@ts

expression of cancer-rela’d genes within phagocytic neutrophils (N) and macrophages (M).
[511 Figure 22 iStCranEdssdpAdald aree idprafetatd bR fary) prpRapiehad e rpRagksted a
patient with ovarigg eampeict6 MORAEIGRBIedNS PRAGRYHnbrG8HEded arca).

[49]  Figures 20A4-20B

obtained from nude Ypice bearing LNCaP human prostate tumors (Mincap) and T cells

depict gene expression intensity comparisons in (A) macrophages

from the samc animal¥ (T cellspncar), (B) Mincar and macrophages obtained from
non-tumor-bearing mice (Nnon-wmor), (C) neutrophils obtained from nude mice bearing
LNCaP human prostate tutors (Nincap) and T cells from the same animals (T
cellsyncap), and (D) Nincar and\macrophages obtained from non-tumor-bearing mice
(Npon-mmor). Genes in red were oXerexpressed >2 fold; those in green were under-

expressed >2 fold.

[50]  Figure 21 lists expression of cancer-relatyd genes within phagocytic neutrophils (N)

and macrophages (M).

[51]  Figure 22 lists cancer-related genes upregulated (R2-fold) in phagocytic macrophages

of a patient with ovarian cancer in comparison to nongphagocytic T cells.

[52]  Figure 23 depicts SDS gel (10%) electrophoresis of pro®in sample (5.9 pg) obtained

from mouse WBC.,

[53] Figure 24 depicts Western blot analysis of TAG-72 and PSA Xxpression in T cells
and monocytes/macrophages (M/M) obtained from tumor-bearing\mice, illustrating

the presence of signatures in phagocytic cells only.

DETAILED DESCRIPTION OF CERTAIN EMBODIMENTY

[54] Embodiments of the present invention are directed to a method of providing a

specific expression profile of markers associated with diseases, infectious agents ynd



1521 Figure 23 depicts SDS gel (10%) electrophoresis of pro in sample (5.9 jig) obtained from
moude WBC. 1531 Figure 24 depicts Western blot analysis of TAG-72 and PSA xpression in
T cells and monocytes/macrophages (M/M) obtained from tumor-beart nice, illustrating the
presgnce of signatures in phagocytic cells only. RETAILED DESCRIPTION OF CERTAIN
EMBPDIMENT, [54]Embodiments of the present invention are directed to a method of
provigling a tient- specific expression profile of markers associated with diseases, infectious
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Macrpphages obfﬁﬁﬁeeé)?(?ﬁfl @B’Wﬁ%&%‘é&ﬁﬁg PLimors V\IﬁA)W Z#O Hij él%ed
from [C57/B1 micerbeemddB16F10 tumors (TT). (D: Macrophages obtained from

morbeating lcs Bl 0. RERIATRGHE IR R DRI R Ao

than that in MN igure epict arree/ wing five uag@gulated >2 fold),
cancer related géqﬁs%&ééﬁhmcﬂedﬁb%ﬁkpoﬁ‘ﬁ}?&ﬂ R Wasaehases b
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Circled signature gi& rﬁiufn &S(j:e#s ‘(@%’@aﬁﬁslr?lﬁgﬂlﬁ(gpw s romup fgﬁgﬁﬁ %% and
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Expression in NTWas 52 R édxﬁ%rtﬂjaﬁda &Rm§mréﬁz(i ﬁl%@éﬁ@é@&ﬂ@p@@m
ing 23 up-regulated (>

fold), cancer relate ted in macro ges fr
patieht with ovarPSAESHBLe eﬁ’b%é’?&?fb ?"(’N}%\%&%ﬁ)ﬁ@@;e X8Bet§§1|‘?8dr¥ paﬁtre%%?ood
(MT)} (B) T cells thhialaeth Mypar@alient blood (TT). Circled signatures expressed in
macrpphages from patient (A) and minimally expressed in non-phagocytic T cells (B).

Expressiony$) M@ J2400dBhdpitiatiiyd Showing five up-regulated (>2 fold), cancer related
genes detected in neutrophils from patient with head and neck cancer (squamous cell
carcinoma). (A) Normal tissue (skin) biopsy. (B) Tumor tissue biopsy. (C)
Neutrophils obtained from patient blood (Nr). (D) T cells obtained from patient
blood (Ty). Circled signatures expressed in tumor cells (B) and in neutrophils from
patient blood (C), and minimally expressed or not expressed in normal skin (A) or

non-phagocytic T cells (D). Expression in Ny was >2-fold than that in Tr and skin.

[47) Figure 18A-18Bdepict arrays showing 23 up-regulated (=2 fold), cancer related
genes detected in macrophages from patient with ovarian cancer (adenocarcinoma).
(A) Macrophages obtained from patient blood (Mt). (B) T cells obtained from patient
blood (Ty). Circled signatures expressed in macrophages from patient (A) and
minimally expressed in non-phagocytic T cells (B). Expression in Mr was >2-fold

than that in Ty.




15 [48] Figure 19 depicts a method used to identify tumor signatures in phagocytic cells. In
this dxample, expression intensities of cancer associated genes in macrophages from
tumor-bearing animals (MO were quantified compared to those from T cells from the same
animals (TT) and those overexpressed by >2-fold4dentified. Next, the intensities of all
expressed genes in Mr were quantified and compared to those in macrophages obtained from
non-fumor bearing animals (Myr) and the genes overexpressed >2-fold were identified. The
genes comiasn torpaike listdsprie Selanbachaadcrimindyechior tipsaeadrephad B)ithe:Bame
tumar (shaded ar%ag.egff%l Iflgures 2’91’3‘&?&9% de&tct ene expression intens y?%gl%%ar sons in

. i
(A) macrophages obtained rront nude mlcesbéegrlngc?_ C%gg%brﬁar%%nreossltna'?éatu r ﬁlcap)

and T cells from tHEgEhearig amalsTMel sipe il ad covmardtadhessdrophhgelds dmainks
from|non-tumor-beaiingdinee(GTHeaimpile abiaheetised tjude-eigeibaaifeg. LNGak, human
prosfate tumors (NTN¢ T cells from the.same animals ( llsmar), and 03) NLNCaP
Bnd acrophaged SBLAR g T At Bol 1 S qRAged 5T e Llness
overgxpressed >Mfsiaphiagese ahtgvedn fipste nondemexdreasingd aspnfalsl. (8B igjisttetka lpsres
expression of canfefehatesh SenBRi Withi RdehRRCYike R QBRIRJND 3B MACHRIE sLESIM).-

[51] Figure 22 lists gancer-related genes upregulated (>2-fold) in phagocytic macrophages of
a patient with ovaarlllgr? Oéna%a&ea% ?}r’ﬁg ggfg%%@%ntoﬁ§5Wgé%%§{i§8ﬁa%%q|gge 2] Figure 23 depicts
SDS|gel (10%) electrophoresis of protein sample (5.9 pg) obtained from mouse WBC. 153]
Figufe 24 déPhctsTgrEtRAq 180 RAINRI ST PARSSPOR AR PLK eupPatsnss ih (A LairemRgages
monpcytes/macroptaagd Sirghd/ Mo hirinba gl NCHP thear ifgsnic eyusifeiirgHad resence of

signatures in phagagyie ¢ells QRiv.REF AE R DE RS OMPhschRE ! Nobtained from

EMBODIMENTS

non-tumor-bearing mice (Mpon-wmor)s (C) neutrophils obtained from nude mice bearing
LNCaP human prostate tumors (Nincap) and T cells from the same animals (T
cellsincar), and (D) Nincap and macrophages obtained from non-tumor-bearing mice

(Nnon-umor). Genes in red were overexpressed >2 fold; those in green were under-

expressed >2 fold.

[S0]  Figure 21 lists expression of cancer-related genes within phagocytic neutrophils (N)

and macrophages (M).

[S1]  Figure 22 lists cancer-related genes upregulated (>2-fold) in phagocytic macrophages

of a patient with ovarian cancer in comparison to non-phagocytic T cells.

[52] Figure 23 depicts SDS gel (10%) electrophoresis of protein samble (5.9 pg) obtained
from mouse WBC.

[S3] Figure 24 depicts Western blot analysis of TAG-72 and PSA expression in T cells
and monocytes/macrophages (M/M) obtained from tumor-bearing mice, illustrating

the presence of signatures in phagocytic cells only.

DETAILED DESCRIPTION OF CERTAIN EMBODIMENTS

[S4] Embodiments of the present invention are directed to a method of providing a patient-

specific expression profile of markers associated with diseases, infectious agents and




